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1 Aryl alkyl carbamate derivatives production and use
thereof in therapy The invention relates to

aryl al kyl car bamat e derivatives, to their preparation
and to their 5 application in therapy. The conpounds
of the invention are of the geperal fornmula (I): 0 A
NI%R3 nRZH (I) in which 10 n represents an
integer ranging from1 to 7; Ais selected fromone or

NDI el OaPRy 1K carBaHA0s derivatePe8Spebludtion and use
Cl- 2-al kyl ene group optionally substituted by one. or

NDOIEhdrdedEf - £h kthexagy 7- cycl oal kyl or
C3-7-cycl oal kyl - C1- 6- al kyl ene groups; 15 Y represents
ei ther a C2- atkenyheset oaupedatesnabl grydabiyilcarbdmate
by one or nore Cl-12-al kyl, C3-7-cycloal kyl or
C3-dexicdtobbdy) - €1- hai kypeapagabvips; and &o their
C2-al kynyl ene group; Z represents a C3-7-cycl oal kyl
Yr agpbicdoioml tn themapP C )q 20 2 mrepresents an
integer ranging from1l to 5; 2

The compounds of the invention are of the

general formula (I):

R, 0
’ Aw%?w/uxo,as
R; H ,
(I)

" in which

10 n represents an integer ranging from 1 to 7;

A is selécted from one or more groups X, Y and/or Z;

X represents a Ci_.;-alkylene group optiocnally
substituted by one. or more Ci.ip-alkyl, Ci-n-cycloalkyl or
Ci_7-cycloalkyl-Ci_s-alkylene groups;

15 Y represents eiﬁher a Cz;-alkenylene group.optionally
substituted by one or more Cj;.j;-alkyl, Ci.s-cyclcoalkyl or
C34—cycloalkyl-CLs—alkylené groups; or a Cz-alkynylene
grOuP:

Z represents a Ci-7-cycloalkyl group of formula:

CH Hy)p

—a

20 ' - ;

m represents an integer ranging from 1 to 5;



10

p and gq represent integers and are defined such that
p+g is a nunber ranging from1l to 5; Rl represents a
hydrogen or hal ogen atom or a hydroxy, cyano, nitro,
Cl- 4-al kyl, C1-4-al koxy, Cl-4-thioalkyl, 5

Cl- 4-fl uoroal kyl, C1-4-fluoroal koxy or

Cl-4-fluorothio- al kyl group; 2R2 represents a hydrogen
or hal ogen atom or a cyano, nitro, hydroxy,

Clp 4emd ky| refiedent kinyege#d &hddatrbi deflyked such that
Cl- 4-fluoroal kyl, C1-4-fluoroal koxy,

Clp+s fisicr atiniloert kydngingpfrom & goobp sel ected from
in particular a phenyl, naphthyl, biphenyl,
pHanyepriegennd a MﬂQGﬁIEtQWITﬁMgen p@/tmrmw;/la hydroxy,
pyrim dinyl, pyra2|nyl yri dazi 15 triazinyl

| REARR, BHeGw | C1- q‘cﬁH@anyﬁ 4r§éé9?¢lﬁol pnyl-thloalkyl

qU|nazoI|nyI noxal i al azi nyl, ci noI|n
t Hrietid u‘f‘iﬁ%ﬁ?&d pyr-AT ofivorgﬁigam 9F, prr ggﬁPiPt io-
0X thlazolyl I soxazol yl, isothiazolyl,
a]éﬁf%z%’i' SHR oxadi azoI yl, tri azoI yl,
I|n1da I, 20 benzothienyl, benzof ur anyl ,
%egfg an %Fy benzi m dazol yl , benzotriazol yl,

' '};{j% dro%esrf ﬁld%% ogeh "dagq! ¥, benzoxazol yl,

benzi'soxa en othlazoly benzi sot hi azol yl ,

di d
ygigssstce, prase ol eriitiod,

oxBZP! B d Kty ,cil [ BZebOENLkHL NYE, .4 - Fluorcalkoxy,
pyrazol opyri dinyl, 1soxazol opyridinyl,

| Spthiflaoamhich IRyl dgedaphyer oqui nol i nyl

* tetrahydroi soqui nolinyl, phenyloxy, phenylthio, 3

15

20

25

"a group selected from in particular a phenyl, naphthyl,
biphenyl, phenylethylenyl, naphthylethyleﬁyl,
pyfidinyl, pyrimidinyl, pyrazinyl, pyridazinyl,
triazinyl, indanyl, ;ndenyl, quiﬂolinyl, isoquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,
benzothienyl, benzofuranyl, dibenzofuranyl,
benzimidazolyl, benzotriazolyl, indolyl, isoindolyl,
indazolyl, benzoxazolyl, benzisoxazolyl,
benzothiazolyl, benzisothiazeolyl, dihydroindeolyl,
pyrrolopyridinyl, furoﬁyridinyl, thienopyridinyl,
imidazopyridinyl, oxazolopyridinyl, thiazolopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroguinolinyl,

tetrahydroisoquinolinyl, phenyloxy, phenylthio,



phenyl sul phonyl, benzoyl, benzyl oxy, phenyl ethoxy,

phenyl propoxy, naphthyl oxy, napht hyl net hoxy,

napht hyl et hoxy, napht hyl propoxy, qui noli noxy and

i soqui nol i noxy and optionally substituted by one or 5

nore substituents selected froma hal ogen atomor a

cyano, nitro, Cl-4-alkyl, hydraxy, Cl-4-alkoxy,

Cl- 4-t hi oal kyl, Ci1-3-fluoroal kyl, C1-3-fl uoroal koxy,

Cl- shehydsuiphoalyily| beplzeml, olenziydozy .o phenylethoxy,

pi peridinyl, pyrrolidinyl, norpholinyl, NR6R?,

NHCEReTY EOREPOEYR REAPHG HSARRS, n@p@@ilﬂmukw@he) O

or 4- plgera2|nyl group_. optionally substituted by a

Cl- BRRPkhY 16EhByYa BeRiFhyY IPROPIFY - RAVES ey and

i ndependent of one _anot her Cl- 3-al k

pheh pauiRa e’ ?%'peeéeﬁpgl&n@ﬁ&erp b’i’%\%‘r A Y e oF

CONHRS R4 represents dro at om
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ato a 79" yl
g§§§8ro§%§$P %XG aﬂ%?léné¥§F§%%k qﬁ%i%§%§1 i're

texs:l L chBBapRLeN! app'fua@tfogp%%ca e F10ld Kby

oun oes Ormpart o | nventl on:

> ac'q @ofzuefeeh%blmzyb%hmw bemﬁl*&yco'ﬁ

1 rﬂﬁlnyl
the 1 nvention the conpounds of general formul a

maypihestl i Ayt onndrphon@ngll , 2NRERY £ NIUEOR, caiomr cost,
di fferent groups A Anobng f he conmpounds of genera

10or sO}Ry , ( F0-A C1l ekl eases) - pyreflrp Hoexariyovh dgrosp
conposed of conpounds for which: 4
optionally substituted by a C;_;-alkyl or by a benzyl;
Rs and R; represent independently of one another a
Clq-alkyi group or a phenyl; and
R; represents a group of general formula CHR,CONHRs in
15 which
Ry represents a hydrogen atom or a C;-;-alkyl group and
Rs represents a hydrogen atom or a C;3-alkyl,
Ci_s—cycloalkyl or Ci.s-cycloalkyl-Ci.g-alkylene group.
In the entire text of the patent application,
20 the following compound does not form part of the
invention:
_ 2-amino-2-oxoethyl benzylcarbamate.-
In the context of the invention the comépunds
of general formula (I) may therefore contain two or
25 more identical or different groups A.
Among the compounds of general formula (I) a

first class of preferred compounds is composed of

compounds for which:



n represents an integer ranging froml to 7; Ais

sel ected fromone or nore groups X, Y and/or Z, X
represents a Cl-2-al kyl ene group optionally

substituted by one or nore Cl-12-al kyl,

C3-7-cycl oal kyl or 5 C3-7-cycl oal kyl - C1- 6-al kyl ene
groups; Y represents either a @-al kenyl ene group
optionally substituted by one or nore Cl-12-alkyl,
C3-#- epprasekyk an iG8egdetyehaaliliyl febmbialdoylzene
groups; or a C2-al kynylene group; 10 Z represents a
C3-Z- tyckeabkybkdgfoaum ohef ornmbae gthupm H2) F @64/ Z;
m represents an integer ranging froml to 5; p and q

r epkesenresantgensCandadkylaeoki grdupuobtikanlly+q is a
nunber ranging from1l to 5, 15 Rl represents a
hydﬁ@@@hléﬂtﬁalbgeﬁnﬁtéﬁlmpré ﬁydno§£ chyﬁno,CHFiPQ}kyl or
Cl-4-al kyl, Cl-4-al koxy, Cl-4-thioalky

B1- Qa-frraks%aﬁkisyl @Hzra#kuéeaa Has?ypap

C1-4-1l uorothio- ﬁé %] Qup; . R2 rﬁ resents 1
hdeoﬁ‘éHr‘SFeﬂ‘&Foséﬁ Fofh br-alksay nﬂu??ﬁ“%%%%“ Y

G- 5uBrELFuseR, By &I bE DEFBaFkos AT Car-cycloaliyl ox

Cl é%gt{.’géﬂgi%hﬁék y?gﬂglﬁ?ﬁ ?rg{l%pbég'hgﬁylz—aifc%lene

phe&yg byl enyl, naphthylethylenyl, 5 pyridinyl,
pyrim di nyl , pyra2|nyl pyridazinyl,
10 Z represents a Ci.s-cycloalkyl group of formula:

CHJ m ‘!rCHz)P
AN (cg ,

m represents an integer ranging from 1 to 5;
p and g represent integers and are defined such that
p+q is a number ranging from 1 to 5;

15 R; represents a hydrogen or halogen atom or a hydroxy,
cyano, nitro, Cj;_4-alkyl, C;_4-alkoxy, Ci.s-thiocalkyl,
Ci-q-fluorocalkyl, CLq—fluorbalkoxy or C;4~-fluorothio-
alkyl group;

R; represents

20 a hydrbgen or halogen atom or
a cyano, nitro, hydroxy, Ci_s~alkyl, Ci;.4-alkoxy,
Ci-s—thiocalkyl, C;_s-fluoroalkyl, C;_s-fluoroalkoxy,
Ci-4-fluorothiocalkyl group, or
a group selected from in particular a phenyl, naphthyl,

25 biphenyl, phenylethylenyl, naphthylethylenyl,



triazinyl, indanyl, indenyl, quinolinyl,

i soqui nolinyl, quinazolinyl, quinoxalinyl,

pht hal azi nyl, cinnolinyl, thienyl, furanyl, pyrrolyl,
i m dazolyl, pyrazolyl, 5 oxazolyl, thiazolyl,

I soxazol yl, isothiazolyl, thiadiazolyl, oxadiazolyl,
triazolyl, phenylimdazolyl, benzothienyl,
benzof uranyl, di benzofuranyl, benzi m dazolyl,

benpottdaagly! pyirisedihyli,sevideliyll, pyedaalzinyl,
benzoxazol yl , benzi soxazol yl, 10 benzot hi azol yl ,
bentrriatliingzol yhdadiyilydiadeaglly| quipwliakdpy Histiquinolinyl,

furopyridinyl, thienopyridinyl, imdazopyridinyl,
oxaguliopygridinyyl , guinazeldpydi dphyhalazinyl, cinnolinyl,
pyrazol opyri di nyl, isoxazol opyridinyl,

| sothigrglepfuranmyl , Preredidr dpdidagoilmll,, pygazolyl,
t et rahydr oi soqui nol i nyl, phenyl oxy, phenylthio,
éheﬁyﬁgewﬂaonyh}aseﬁzﬁy| ispEazetaily, 1&9@@%,

h l , ht hyl : ht hyl h : .
%S%%S %iy}?ﬁ o %&éﬁgﬁgi‘&naépﬂ& npprakimidazolyl,
[ ' ' ti LI hstituted b 20
ror BBARERT BHkhe < PEBPRELRATfonPABREES SN and a

' 4-al kyl . h : -4~ahlk s
O Heralfifertony Bfonr SURRIIY. HNEMRAS Shotagprvt.
Cl- 3 hi I ; :
o porrarayy L BentkrasBIgn! Behe  BBRALOINL )
1NHC@§20%0%92,RGbeﬁEi§@%ﬁ§azn@y(1§ld§h§ldlﬂdi%%)1y@,

or 4-piperazin group optionally substituted by a
Cl- gyar&YbpprifynglbefaybpyrRéiand , REniepopseidinyl,

i ndependently of one another a Cl-3-alkyl group or a
pheiwi daaogdybidRRyleporacdlepgrgdanglof thdaewldlopyridinyl,
formul a CHRACONHRS i n
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroquinolinyl,

15 tetrahydroisoquinolinyl, phenyloxy, phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
phenylpropoxy, naphthyloxy, naphthylmethoxy,
naphthylethoxy, naphthylpropoxy., quinolinoxy and
isoquinolinoxy and optionally substituted by one or

20 more substituents selected from a halogen atom and a
cyano, nitro, C;_4-alkyl, hydroxy. Ci-¢«—alkoxy,
Ci_g-thioalkyl, Ci.i-fluorocalkyl, C;.;-fluoroalkoxy,
Ci-a~fluorothiocalkyl, phenyloxy, benzyloxy, piperidinyl,
pyrrolidinyl, morpholinyl, NRgR;, NHCORg, CORs, CO2Re,

25 SOzRs, -0-(Ci.;-alkylene)-0- or 4-piperazinyl group
optionally substituted by a C;.;-alkyl or by a benzyl;

Rs and R; represent independently of one another a

Ci-3-alkyl group or a phenyl; and



whi ch R4 represents a hydrogen atomor a Cl-3-al kyl
group and R5 represents a hydrogen atomor a

Cl- 3-al kyl, 5 C3-5-cycl oal kyl or
C3-7-cycl oal kyl - C1-6-al kyl ene group; wth the proviso
that if RL and R2 represent a hydrogen atomand Ais
a group X, X being a nethylene,.then nis other than
1. Among the conmpounds of general formula (1) a 10

secgndy gbﬁfﬁ,éeﬂﬁ_ péie&%ﬁﬁdo‘f"&@ﬂléi‘ﬁ Eérﬁ&ﬂﬂoéﬁﬁ,,étﬁNHRs in

conmpounds when n 1s 1: I's selected from
onewRk cpor e groups X, Y and/ or Z X represents a
Cl- 2-al kyl ene” group optionally 15 substituted by one
or RRreefiteddnatkyl hyfBodefiyatoml k¥l aoC; ;-alkyl group and
C3-7-cycl oal kyl - C1- 6- al kyl ene groups; Y represents
ei t Rerrepf@sahkeny| bpdrggenpaopmi onakl ¢1_3sabkyit ut ed
by one or nore Cl-12-al kyl, C3-7-cycloal kyl or
G3- TagyclodbhykyTl o8- &:loHoaed ogrldyds Cars-@1kylene group;
C2-al kynyl ene 20 group; Z represents a

C3- Fithckbel Rypvassushat fidr Mul and Rp Jrepwt@zl)qurogen
n1represents an integer ranging from1l to_5; p an
r epPESBNBNFnfedEr & FROURY & dé¥ | s @c ety enss ﬁ«hf—n n is
is a unbe ranglng froml to5; 7 Rl represents a
hydP&§&R 5 attogen atom or a hydroxy cyano, nitro,

Cl-4-al kyl C%m4n%|%%éyca%£d%§ lggﬂeral formula (I) a
10 second class of preferred compounds is composed of
compounds for which:
- when n is 1:
A is selected from one or more groups X, Y and/or Z;
X represents a Cyz-alkyvlene group obtionallyl
15 substituted by one or more Ci_is-alkyl, Cs.;-cycloalkyl or
Ci_7-cycloalkyl-Ci.¢—alkylene groups;
Y represents either a C;-alkenylene group optionally °
substituted by one or more C;.;;-alkyl, C;_;-cycloalkyl or
Ci-n-cycloalkyl-Ci_¢—alkylene groups or a C:-alkynylene
20 group;

Z represents a Ci7-cycloalkyl group of formula:

CHJm fCHﬂp
(CHy)q
m represents an integer ranging from 1 to 5;
p and q represent integers and are defined such that

25 p+qg is a number ranging from 1 to 5;



Cl- 4-fl uoroal kyl, C1-4-fluoroal koxy or

Cl-4-fluorothio- alkyl group; 5 R2 represents a

hal ogen atom or a cyano, nitro, hydroxy, Cl-4-alkyl,

Cl- 4- al koxy, Cl-4-thioal kyl, Cil-4-fluoroalkyl,

Cl- 4-fluoroal koxy, Cl-4-fluorothioal kyl group, or 10

a group selected fromin partiecular a phenyl,

napht hyl , bi phenyl, phenyl et hyl enyl,

napﬁ{hﬁéﬁ%&b@ﬁwyla hfaf¢§@ﬂyér lebeéﬂlawbm &Y azhPsitoxy,
pyridazinyl, triazinyl, indanyl, indenyl, quinolinyl,

I Soganel i ﬁytro qumaamkymyl clquamam&yl nm «~thioalkyl,
pht hal azi nyl, cinnolinyl, 15 thienyl, furanyl,
pyrcphyfluoﬂbdakglylc gyfanokphlkoayabmlﬂhﬂ Eﬁuarohwip-

I soxazol yl, isothiazolyl, thiadiazolyl, oxadiazolyl,
triatbyyl grphenyl i m dazolyl, benzothienyl,

benzof ur anyl , dlbenzofuranyl benzi m dazol yl ,
BenBot¥eRERSSALS i ndol yI, isoindolyl, 20 indazolyl,
benzoxazol yl , benZ|soxazonI benzothlazolyl

?enélgﬁ%ggﬁEﬁﬁyPﬁ BthdrohndonI pyrrolopyrldiPyI,
03282&%9%%%#0'- RV 8 By P ﬁéﬂ'?ﬂazg?*-' ok,

I I
L RSB ORS kT dr n1- i P ERBAFYdr RofirAgpoToalkoxy,

tetg k Dy , ph It hi
phery sl Shony LORLEDL p=BIBRLRTY, Pononyl ot hoxy.

wheay% 0X¥1cB8RA! E%ﬂxin BﬁEE&EMhH&t Q%ﬁen%l naphthyl,
napht hyl et hoxy, napht hyl propoxy, qui nolinoxy and
| sogibhehl 1oxyhand1ephi,eeably adbathileedybrngne or
pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl,
triazinyl, indanyl, indenyl, quinolinyl, isogquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,

15 thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,
benzothienyl, benzofuranyl, dibenzofuranyl,
benzimidazolyl, benzotriazolyl, indolyl, isoindolyl,

20 indazolyl, benzoxazolyl, benzisoxazolyl,
benzothiazolyl, benzisothiazolyl, dihydroindolyl,
pyrrolopyridinyl, furopyridinyl, thienopyridiﬂyl,
imidazopyridinyl, oxazolopyridinyl, thiazolopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,

25 isothiazolopyridinyl, tetrahydrocquinolinyl,
tetrahydroiscoquinolinyl, phenyloxy. phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenyiethoxy.

phenylpropoxy, naphthyloxy, naphthylmethoxy,



nore substituents selected froma hal ogen atom and a
cyano, nitro, Cl-4-alkyl, hydroxy, Cl-4-alkoxy, 5

Cl- 4-t hi oal kyl, Ci1-3-fluoroal kyl, C1-3-fl uoroal koxy,
Cl1- 3-fl uorot hi oal kyl, phenyl oxy, benzyl oxy,

pi peridinyl, pyrrolidinyl, norpholinyl, NR6R7,
NHCOR6, COR6, CO2R6, SO2R6, -Q(Cl-3-al kylene)-O or
4-pi perazinyl group optionally substituted by a

Cl1- %a%'h'ﬂﬁ&l%rth% h%%%‘hﬁ' B}o%@c:;e}{lg_%ar{oqpirn%?@mand

. 1
i ndependently of “one another a kyl groudp or a

pheagbquaﬁélﬁ%ﬁphaae 13040 RibHARRIREA Af BHe or
CHRACONHRS i n” ich Rﬁhﬁépreseﬁfs a hydrogen atom or

a Chotedkkpscgroeprangelbz vl rfantseMal cydiy ditegeand a
atomor a Cl-3-alkyl, C3-5-cycloal kyl or

C3- évayel, oalikylo, Cr G-allkylle ndyeiraxy,, -C.wWialkoxy,
represents an integer ranging from2 to 7. A s
' $el Ecuedhiipadkyde €i-:rddacgoalpyly, CY-arfdumroglkoxy,
represents a Cl-2-al kyl ene group optionally 20 .
subStistdlugrioFhamalsy lnppheoyloxya| fggnzyloxy, piperidinyl,
C3-7-cycl oal kyl or C3-7-cycl oal kyl - Cl1-6-al kyl ene
gr obpEroYifddpyds e APEPEPLABY 1o BRsBY k TR §Wgp COzRe.
optignally substityted by one or re 01-12-ng|
C3- F088e GA K- o7 LR enel o £k ~RADRE 4 15 b oup
groups; _or C2-al kynyl ene. 25 oqpﬁémé represents a ..
& 9BEsaPaaty, FoRPSs SR S S0 AR ' IR YL
18) 9r, BAEPR LS e fthY LR e AU 1Y {f O dfother a
Clq—alkyi group or a phenyl; and
R; represents a group of general formula CHR4CONHR; in
which
Ry represents a hydrogen atom or a Ci.3-alkyl group and
15 Rs represents a hydrogen atom or a Ci.z-alkyl,
Ci_s-cycloalkyl or Ci.s-cycloalkyl-Cigs~alkylene group;
- when n represents an integer ranging from 2 to 7:
A is selected from one or more groups X, Y and/or Z;
X represents a C;.;-alkylene group optionally
20 substituted by one or more Cj.iz-alkyl, Ci.s-cycloalkyl or
Ci7-cycloalkyl-Ci.¢~alkylene groups;
Y represents either a C;-alkenylene group optionally
substituted by one or more C;_i;-alkyl, Cis-cycloalkyl or
Ci.7-cycloalkyl-C;.¢~alkylene groups; or a Cz-alkynylene
25 group:

Z represents a Ci-7-cycloalkyl group of formula:




p and gq represent integers and are defined such that
p+g is a nunber ranging from1l to 5; 5 Rl represents a
hydrogen or hal ogen atom or a hydroxy, cyano, nitro,
Cl- 4-al kyl, C1-4-al koxy, C1-4-thioalkyl,

Cl- 4-fl uoroal kyl, C1-4-fluoroal koxy or
Cl-4-fluorothio- alkyl group; Rg represents 10 a
hydrogen or hal ogen aton1or a cyano, nitro, hydroxy,
Cl- 4-al kyl, Cl1-4-al ox Cl- 4- thloalkyl

Cl- 4-fl uoroal kyl | C muoroalkoxy,
Cl- 4-f 1 uor ot hi oal group, or from
in particular a p yl, naphthyl 15 enyI
phenyl et hyl enyl , “nap hylethylenyl B nyl ,

pyri mdinyl, pyrazinyl, pyrlda2|nyl tr|a2|nyl

i ndanyl, |ndenyl qU|noI|nyI |squ|noI|nyI '

qui FaZEPr@pentauiatoRaitiessr emaiaiaAnen 1 dqrfol i nyl |
thienyl, furanyl, pyrrolyl, imdazolyl azo
oxa,’é’olaﬂd G Fr"%%ﬁnt |1§d?>9r9ﬂﬂillanq ?a’%%dﬁz%"i 5yu°h ‘S‘at

thladlazolyl oxad|azol az
pheWﬂ rH dgz@l @ﬁ’%ﬂﬂ é{ﬁﬂ Q"‘o ity otur any!
nzofuran eﬁ i, dazol genzotrlazo
yd

e rsa.ﬂ58| PREESOPY| ha 89?8xs%8wyP¥'a hydroxy,

g?ﬂygg&éﬁé% ¥:Iro 23: ‘pyr?(ylopyrll my‘%93 rdwlr ':Hnylk,yl'

thi égqnxnh@lr%h lyl' mcqamqﬂdxdﬂmoxwwz@ppmﬁmmo-
t hi azol opyri di ny pyrazol opyri di nyl,

| so¥akgiiogyougi;nyl, isothiazol opyridinyl,
tetrahydrqu|noI|nyI 5 tetrahydroi soqui nolinyl,

pheRy|ﬂﬂyreﬁbﬁﬂ¥Ith|o

10 a hydrogen or halogen atom or
a cyano, nitro, hydroxy, Ci-s-alkyl, Cis-alkoxy,
Ci-¢~thiocalkyl, C;_s-fluorocalkyl, C;.4-fluoroalkoxy,
Ci-¢~fluorothicalkyl group, or
a group selected from in particular a phenyl, naphthyl,

15 biphenyl, phenylethylenyl, naphthylethylenyl,
pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl,
triazinyl, indanyl, indenyl, quiﬁolinyl, igsogquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,

20 oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, 6xadiazoly1, triazolyl, phenylimidazolyl,
benzothienyl, benzofﬁranyl, dibenzofuraﬁyl,

‘benzimidazolyl,'benzotria;olyl, indolyl, isoindolyl,
indazolyl, benzoﬁazolyl, benzisoxazolyl,

25 benzothiazolyl, benzisothiazolyl, dihydroindolyl,




phenyl sul phonyl, benzoyl, benzyl oxy, phenyl ethoxy,
phenyl propoxy, naphthyl oxy, napht hyl net hoxy,
napht hyl et hoxy, napht hyl propoxy, qui nol i noxy and

i soqui nol i noxy and optionally substituted by one or 10
nore substituents selected froma hal ogen atom and a
cyano, nitro, Cl-4-alkyl, hydrexy, Cl_4-al koxy,

Cl. 4-thioal kyl, Cl1_3-fluoroal kyl, Cl1_3-fl uoroal koxy,

Cl ﬁyEEBQB?&QEQ@h@X' fQQ’%P}&&Q&Xnﬁenm:}éﬂbggrldlnyl
pi peri di ny pyriolidinyl; norpholinyl

NHOURS da GOk r 1 G9RRE, bRaS6RBRyriCHnGl., 3thlilavlcarelr@dinyl,
or 4-piperazinyl group optionally substit ut ed by a

d _gyahkploprrhiayhenigbxazBa cppd idinvapr esent
i ndependently of one another a Cl_3-al kyl group or a

phem;bthaadomapyemdangﬁtstetgahydr@hugaméuaWIfornula
CHRACONHRS in 20 which R4 represents a hydrogen atom

6r teCtaBydrkyjsognénglinyl, Rbheamlesant phenmldhdgen

atomor a Cl_3-alkyl, C3.5-cycloal kyl or

03 ph@pﬁﬂguﬂpypnﬁcl 6benrplane Y3 OXanhp Prefyd ethoxy,
npounds of general fornmula (1) a, 25 third class of

parPhewéplrypsm ePRRALEYAAFYNd S PR thYdHFSEOF Yof t he

whi ch t t bet 1
ancRSBRE Rk BERSRY; < naBhE BRLBEPROY an -0 <Hare gt Bk X

oo BhafippdindalrBREs Bt charty” PRl iElt Y WP oD
18" HBEE Chode olnt0uayass EE%oRF‘” ottty R s

represents cyc oaI group 0 mul a:
M HPano, nitro, Ci¢-alkyl, hydroxy, Ci-q-alkoxy,

Ci-q-thioalkyl, Cj.:-fluorocalkyl, Ci.z-fluoroalkoxy,

Ci-3-fluorothioalkyl, phenyloxy, benzyloxy, piperidinyl,

pyrrolidinyl, morpholinyl, NRgR;, NHCORs, CORs, COzRs.
15 SO;Rg, -0-(Ci.3-alkylene)-0- or 4-piperazinyl group

optionally substituted by a C;-z-alkyl or by a benzyl;

R and R; represent independently of one another a

Ci-3-alkyl group or a phenyl; and

R; represents a group of general formula CHR,CONHRs; in
20 which

R; represents a hydrogen atom or a C;3;-alkyl group and

RQ represents a hydrogen‘atom or a Ci.3-alkyl,

Ci.s—cycloalkyl or Ci.s-cycloalkyl-Ci_g-alkylene group.

lAmong the compounds of general formula (I) a

25 third class of particularly preferred compounds is

composed of the compounds for which:

n represents an integer between 1 and 5; and/or

A is selected from one or more groups X and/or Z;



(C a 5 mrepresents an integer ranging from1l to 5,
nore particularly 1; p and q represent integers and
are defined such that p+q is a nunber ranging from1
to 5, nore 10 particularly 4; and/or Rl represents a
hydrogen or a hal ogen, nore particularly chlorine or
fluorine, or a Cl.4-al koxy groyp, nore particularly a
nmet hoxy; and/or R2 represents a hydrogen or hal ogen

at oR) reBiBsehdsPar th CUkakhY etldl Girol®, RcIE PRr®icularly
fluorine, or a hydroxyl group, Cl.4-alkyl group, nore
par me€Hli-aehy, BRthvnalll 4ublskaxy t@kO Wy, oy @xr more Ci_3-
particul arly nethoxy, Cl-4-fluoroal kyl group, nore
paralkylagkyupsnimbmerpaethyblamﬂycmgﬁﬂﬁﬂuoroaIkoxy
group, nore 20 particularly trifluoronethoxy, a

gr oiprepresentsf rofe-phamtba Lkyghorpup mﬁﬂﬂgmmqm

phenyl et hyl enyl, pyrldlnyl pyrim di nyl, pyra2|nyl

qui nolinyl, isoq thienyl, fur
isoxazolyl, t hi ad aI '“ phenyI|n1da
'nzofuranyl '

benzot hi enyl, 25 dils

pyrrol opyridi nyl, ohenyloxy, pheny onyl ,
enzoyl, benzyl oxy or “phenyl propoxy, ally

Substituted by one or nore substituents selected from
a hal pggPe8kARL HAM €ntRgkl QHL'@E.E-% EHAR IIN@ P15, more

fluorine, or a cyano, nitro or 1 4-al kyl group,

nor papaitihtakayl y;methyl, ethyl,

Q-

p and g represent integers and are defined such that
p+g is a number ranging from 1 to 5, more

10 particularly 4; and/or

| Ri1 represents a hydrogen or a halogen, more particularly
chlorine or fluorine, or a Ci-s-alkoxy group, more
particularly a methoxy; and/or
R: represents a hydrogen or halogen atom, more

15 particularly chlorine, bromine or fluorine, or a
hydroxyl group, Ci-¢4-alkyl group, more particularly
methyl, Ci_s-alkoxy group? more particularly methoxy,
Ci-s-fluoroalkyl group, more particularly
trifluoromethyl, or C;4-fluoroalkoxy group, more

20 particularly trifluoromethoxy, or a group selected from
phenyl, naphthyl, biphenylyl, phenylethylenyl,
pyridinyl, pyrimidinyl, pyrazinyl, quinolinyl,
isoquinolinyl, thienyl, furanyl, isoxazolyl,
thiadiazolyl, phenylimidazolyl, benzothienyl,

25 dibenzofuranyl, benzimidazolyl, pyrrolopyridinyl,



i sopropyl, butyl or tert-butyl, Cl.6-al koxy group,
nore particularly nethoxy or ethoxy, CL.4-thioal kyl
group, nore particularly thiomethyl, Cl1_3-fluoroalkyl
group, nore particularly trifluoromnethyl,

Cl. 3-fl uoroal koxy 10 group, nore particularly
trifluoromethoxy, phenyloxy, gk benzyl oxy, NR6RY,
NHCOR6, CORE, CO2R6, SO2R6 or -0-(Cl. 3-al kyl ene)-0-,

mor %h%ﬁﬁb&wdaﬁhénﬂ'sh%ﬁii, b%@ﬁl,%eiﬂé&l%&y or

represent 1 ndependently of One anothér a

Cl_ghahkybrabeiky, BHRe cRriive et thtet by joneard/ aore
R3 ?éprgégntg a group of general formula CHRACONHRS in

whi gbiB4 itephese ’el e JBA1 e satheiboyera athnd- atdud

group and 20 R5 represents a hydrogen atomor a
Cl_Paaltkyhlgrdyp chimrd nepairt ifdulcarime , metrhyd cyetrioyl nitro or
C3.5-cycloal kyl, nmore particularly cyclopropyl, or
G3_Tiayelégllk giroupl. roalek Wagrtd cudwrd vp aetindl .argyy 1,

cycl opropyl mnethyl. Anong the conpounds of this third

cl ag¢soptropes . pdutivdulodr Iberydrditled Coompdirayy E31@p, more
particul ar preference is given to the conpounds for

whi BAF tAChAgrdYe MESheR R SENPHOomCE-4-d-15; 03 o9 T3P -
et PP EnBAr B GHOATRY 1S h BOEHE oy asrL . Sdkp.
"o 5% RS R ICH Lk GRLRA, O LUy
lgﬁfﬁgp¥%§|TBQ%PQ&?@&CJ%%P@Q(Pﬁﬁfﬂaegdﬂébﬂoxy, phenyloxy,
or benzyloxy, NRgR;, NHCORs, CORs, COzRs, SOzRs or
-0-(C;.3-alkylene)-0-, more particularly -0-(CHz)-0-;
and/or
R¢ .and Ry represent independently of one another a
15 Ci;3-alkyl group, more particularly a methyl;
and/or
R; represents a group of general formula CHR,CONHRs; in
which
Ry represents a hydrogen atom or a Ci-3-alkyl group and
20 Rs represents a hydrogen atom or a Ciz-alkyl group, more
particularly methyl, ethyl, Cs.s-cycloalkyl, more
particularly cyclopropyl, or Cs;-cycloalkyl-
| Ci-s—alkylene, more particularly cyclopropylmethyl.
Among the compounds of this third class of
25 particularly preferred compounds more particular

preference is given to the compounds for which:

n represents an integer from 1 to 5; and/or



I soqui nolinyl, phenylim dazole or pyrrolopyridinyl,
optionally substituted by one or nore substituents
selected froma hal ogen atom nore particularly 10
chlorine or fluorine, a cyano group, a Cl_4-al kyl
group, nore particularly nmethyl, Cl_4-al koxy group,
nmore particularly nethoxy, Cli3-fluoroalkyl group,
nore particularly trifluoromethyl, CL1.3-fl uoroal koxy

gr OWp repRisentd W @Yl A lkyilddd WHRE! s e idulkrly
R3 represents a group of general formula CHRACONHRS in

whi glethé letR;eseid/ra hydrogen and RS represents a

hydrogen atomor a Cl_3-al kyl group, nore

par Ry cuépréyeneshsl hpdrogehybr &€3h8logehoaimbyle gaotpcularly
nore particularly 20 cycl opropyl, or

C3_thipciiosl loy fQuod-iseky lagxdy’ ogr oup, nore

particul arly cycl opropyl nethyl. Anong the conpounds

5f Hentepreferkal a grpum sedertrdcEas® phepyiti Bgrhthyl.
preferred conpounds .is conposed qf conpounds for

whi BRenYs oYy o REBERYHOIYan PYLHEGRM f (BMPLIRYE . and/ or

et AFPEHaRO LAy~ PReL ks b o gerro Lopy iy

A e S i e S i

R Fen el et & nathobel MY S RRBE

1#; h ?gé.g%ih%p 625 §142 13 e, PR G Rug R REE[USA 1 group,
more particularly methyl, Ci-4-alkoxy group, more
particularly methoxy, C;_;-fluoroalkyl group, more
particularly trifluorcomethyl, C;.;-fluorocalkoxy group,

- more par{':icularly trifluoromethoxy; and/or

15 Ri represents a group of general formula CHR.CONHRs in
which
R; represents a hydrogen and Rs represents a hydrogen
atom or a C;.;-alkyl group, more particularly methyl or
ethyl, Ci.s-cycloalkyl group, more particularly

20 cyclopropyl, or Cis;-cycloalkyl-Ci ¢-alkylene group, more
particularly cyclopropylmethyl.

Among the compounds of general formula (I) a
fourth class of particularly preferred compounds is
composed of compounds for which:

25 n represents an integer from 5 to 7; and/or

A represents a C;-;-alkylene group, more particularly

-methylene; and/or



atomor Cl_3-al kyl group, nore particularly nethyl or
ethyl, C3_5-cycloal kyl group, nore particularly 10
cycl opropyl, or C3_7-cycl oal kyl -Cl. 6-al kyl ene group,
nore particularly cyclopropylnmethyl. The invention
al so rel ates, anong the conpounds of general fornula
(1), to conpounds of the genergl formula (1'): 0 A
Jri NO-~R3 R2 H 15 in which n represents an integer

bet weesand RNGprdhdrit SHBHHHEA T W dHe NRHSLHEOUPS
X, Y and/or Z;, X represents a Cl_2-al kyl ene group

opt hedabbgn26rshadbigeut adoay cana etyamer, e hglrbdadl Kyl ,
C3_7-cycloal kyl or C3_7-cycloal kyl -Cl1_6-al kyl ene

gr oGps-aYkyépr €sanbdkaxe2- &h kefiivemeadkylp copt i onal |y
substituted by one or nore Cl_12-al kyl,

C3. Ciayélloarkalkorxy G3onpcyenddloky| - Cl- 6- alkylene
%roups 15 Z represents a C3-7-cycl oal kyl group

or flul BEPTEH} L FCPLOYE 9§ genarpbpfesenta QHRFCFQ%%&’
ranging from1l to 5 p and q represent integers and

ar e"Béfhned such that 5 p+q is a nunber ranging from

%yg%%egéesr,gg{s? Sa(? nhydroggzqr QRS”RS rrgpaxl'é)sqgr?tsa ta(.) nljxycgrogen
atom or C;_3-alkyl group, more particularly methyl or
ethyl, Ci.s-cycloalkyl group, more particularly

10 cyclopropyl, or Ci.s-cycleoalkyl-C;.g-alkylene group, more
particularly cyclopropylmethyl.
The invention also relates, among the
compounds of general formula (I), to compounds of the

general formula (I'):

R, j\‘
A\]n‘N o
R; H

15 ®)

in which
n represents an integer between 1 and 6;
A is selected from one or more groups X, Y and/or Z;
X represents a Ci_z;-alkylene group optionally
20 substituted by one or more Ci.iz-alkyl, Cs.g-cycloalkyl or
Ci-z-cycloalkyl-Ci_s-alkylene groups;
Y represents a ég-alkenylene group optionally
substituted by one or more Ci-iz-alkyl, Cs_;-cycleoalkyl or

Cs_7-cycloalkyl-C;_¢-alkylene groups;



cyano, nitro, Cl.3-alkyl, CIl.3-al koxy, Cl_3-thioal kyl,
Cl _3-fluoroal kyl, C1.3-fluoroal koxy or
Cl. 3-fluorothio- alkyl group; 10 R2 represents a
hydrogen or hal ogen atom or a cyano, nitro, hydroxy,
Cl1. 3-al kyl, Ci.3-al koxy, C1.3-thioal kyl,
ClL_3- fluoroalkyl Cl1_3-fl uor oalkoxy,
Cl_3- quorothloaIkyI group, or 15 a group sel ected
from sepbesghtsnapht hyleychiophenil groppesyf Eotytamyl
napht hyl et hyl enyl , pyridinyl, pyrimdinyl, pyrazinyl,
pyridazinyl, triazin Hq]lndanyl i nden %U|nollnyl,
|squ|noI|nyI, qu %ﬂ myl , qui noxali ﬁﬁ
pht hal azi nyl , ci nnoNynyl - 20 thie ur any
pyrrolyl, imdazol y¥\pyrazolyl, oxaz t hi azol yl
i soxazol yl, isothi“azol Yyl , thladlazolyﬂ kdeazonI,
triazolyl, benzothienyl, benzofuranyl,
dlb n n 0 e riazal vl

| DBERbAEARNLx BETELELAEEO s RP RS 1238 X,
ben azo 0 I 6 enzi | I
di h d?gén #gkregggﬁoﬁopy %nyFa af%r?%f?u&un%%%EYthat
Ehi RGPYEi di RbekM-aAGIRYT FeHoRY h1. toosazol opyri di nyl,
thlazolopyrldlnyl pyrazolopyridi nyl,
lsongzleémée:@t@yé hy8PbHEAZ6F ORYLbFeAYatoR or a hydroxy,
t et rahydr oqui nol i nyl, tetrahydroi soqui nolinyl,
pheayhary, npheny| ChisealihdnyCsul-pikoxly, Qenzapiocalkyl,
benzyl oxy, phenyl et hoxy, phenyl propoxy, naphthyl oxy,
nap@i-hyEeolor} kydaplt hylféubera lkexyhohy Cprofdaprothio-

qui nol i noxy and i soqui nol i noxy and optionally
alkyl group;

10 R; represents
a hydrogen or halogen atom or
a cyano, nitro, hydroxy, Ci-;-alkyl, Ci-;~alkoxy,
Ci-3-thiocalkyl, C;.3-fluorocalkyl, Ci.i-fluoroalkoxy,
Ci-3-fluorothioalkyl group, or

15 a group selected from a phenyl, naphthyl, biphenyl,
phenylethylenyl, naphthylethylenyl, pyridinyl,
pyrimidinyl, pyrazinyl, pyridazinyl, triazinyl,
indanyl, indenyl, quinolinyl, isogquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,

20 thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, benzothienyl,
benzofuranyl, dibenzofuranyl, benzimidazolyl,
benzotriazolyl, indolyl, isoindolyl, indazolyl,

25 Dbenzoxazolyl, benzisoxazolyl, benzothiazolyl,



10 substituted by one or nore substituents sel ected

froma halogen atomand a cyano, nitro, Cl-4-alkyl,

hydr oxy, Cl-4-al koxy, Cl-4-thioal kyl,

Cl- 3-fluoroal kyl, C1-3-fl uoroal koxy,

Cl1- 3-fl uorot hi oal kyl , phenyl oxy, benzyl oxy,

pi peridinyl, pyrrolidinyl, norpgolinyl, 15 NR6R7,

NHCOR6, COR6, CO2R6, S2R6, -O (Cl-3-al kylene) -O or

4- pbpeEazoait agboyp, ogti hodablhndsulat,i byred1byyadidinyl,

Cl- 3-al kyl or by a benzyl; R6 and R7 represent

I ndépendent Byngl , onkienopheidanyCl- Imdlkdagbpgt-adingt ,a

phenyl; and 20 R3 represents a group of genera

f or agR 2o TPRYEONERS LI nthibzohoRFridinydenpyraziyopygedinyl,

atomor a Cl-3-al kyl group and R5 represents a

hydiégéﬁzai@EV§ndanEi,3lapkyna20¢gpsra¢GMNALkyl or
-7-cyc] oal kyl - C1-6-al kyl ene group. 25 The congounds

5f aéﬁéﬁardregﬁapalenylnayetrﬁgwéaelaﬁauéno%eny

2%5%‘9&%5&3{3 FﬁgiEFéégsaﬁs%l Ss%ﬁain&nﬁriﬁake?a%“e%ﬁs
nePEhERLCkRe PAERKTEtRP Y« BenVyPPRaRY . ofaphEhYlony.
thégg#heﬁ¥1%gg%éggpgﬁggﬁtﬂgée?lonyéaﬁﬁgh%ﬁ¥%sac§é§¥'

Sucauﬁnegﬁh&gnaﬁ {80 LHbREh f ahﬁegbewaﬁmg-

TheSe salts are advant geous y p epar e
1@haéﬁﬁ§€ytu€éh|m%aéﬁépbﬁthréCbﬁﬁstihh@ﬁﬁghsbméciéht%rom a

of other acids ich are of use, f exanpl e,

Purha Vo@en Ot bR 0aRd | &Jcyafof OfReYBYs cof,-hokyll, anyliroxy,
Cis-alkoxy, Ci-¢-thiocalkyl, Ci.3-fluoroalkyl,
Ci-.a-fluorocalkoxy, C;-i-fluorothiocalkyl, phenyloxy,
benzyloxy, piperidinyl, pyrrolidinyl, ﬁorpholinyl,

15 NR¢Ry, NHCORg¢, CORg, COzRg, SO2Rs, -0-(Ci.i-alkylene)-0- or

4-piperazinyl group optionally substituted by a

Ci-z~alkyl or by a benzyl;

Rs and Ry represent‘independently of one another a

Ci.3-alkyl group or a phenyl; and

20 Ri represents a group of general formula CHR,CONHRs; in

which

Ry represents a hydrogen atom or a C;-3;-alkyl group and

Rs represents a hydrogen atom or a C;-;-alkyl,

Ci.s-cycloalkyl or Ci.;-cycloalkyl-Ci;_g-alkylene group.

25 The compounds of general formula (I) may

include one or more asymmetric carbons. They may exist

in the form of enantiomers or diastereoisomers. These

enantiomers and diastereoisomers, and their mixtures,



10 also formpart of the invention. The conpounds of
general fornmula (1) may be in the form of hydrates or
solvates, nanely in the formof associations or

conbi nations with one or nore nol ecules of water or
with a solvent. Such hydrates and sol vates 15 al so
formpart of the invention. |Inqyhe context of the
invention the ternms are understood as follows: -

Q - Znchbgiagt tded racedi ol ak&thiiR sy alfddsm Pad® bt @nk2,
is a carbon chain which can have fromt to z carbon
20 anommribar. exanple, Cl_3 is a carbon chain which

can have from1l to 3 carbon atoms; - alkyl is a
saturated, |i Aber compbuadeshed ﬂqquﬁa dI)gmaypexfigt in the
exanple, a Cl.3-al kyl group represents a |inear or

br aferBdoEabBSRSCRE A LoRIBAsHON 86 13 sc arilsdn a3 dst.osich

nmore particularly a methyl, ethyl, propyl or
%- nétiﬁgfr:épﬁyﬁalgskﬁpéfﬁ!epagta°§att@|eat1@cren|t|1ﬁ>@ar or

branched di val k¥ roup, for exanple, a
Cl. 3-al kyl ene gﬁéﬁpsﬁé 5@@§9ﬁ?§téﬂepﬁééw prepared with

branched div Ien carbon

ot oRBAERAFEURAFRLLE SFFﬁpgg%Pr& ﬁ%fzéﬁg"%%:ﬁyf’gﬁ G W1t
1-nmgkh I l.oal k
CygFE ¥£ﬁ&?ykéﬁﬁs°&h$cﬂp¥r%”%f us%ygf%% Pﬁoa|f°r

Ic a gr oup, exanple,

0r Oy f?&ﬁaeekslaoixehhgu Eﬁ(eb%n%%&qsogff ff'bgmu%at Q19

car ons nmore parti cycC
10ychobyt fbrﬁr]pQ.Y"E' BECRh¥! invenkkeRyl ene is a dival ent

unsaturated aliphatic group of two carbons, nore
partheutempyundseblyheferal formula (I) may be in the form
of hydrates or solvates, namely in the form of
associations or combinations with one or more molecules
of water or with a seolvent. Such hydrates and solvates
15 also form part of the invention.
In the context of the invention the terms are
understood as follows:

- Ct-z, where t and z can take the values from 1 to 12,
is a carbon chain which can have from t to z carbon

20 atoms; for example, C;.3 is a carbon chain which can
have from 1 to 3 carbon atoms;

- alkyl is a saturated, linear or branched aliphatic
group; for example, a Cji.3-alkyl group represents a
linear or branched carbon chain of from 1 to 3 carbon

25 atoms, more particularly a methyl, ethyl, propyl or
l1-methylethyl;

~ alkylene is a saturated, linear or branched divalent

alkyl group; for example, a C;.;-alkylene group



10 - C2-al kynylene is a -C=-C group; - alkoxy is an

-0-al kyl group with a saturated, linear or branched
al i phatic chain; - thioalkyl is an S-alkyl group with
a saturated, .linear or branched aliphatic chain; 15

- fluoroal kyl is an alkyl group in which one or nore
hydr ogen atons have been substituted by a fluorine
atom - fluoroal koxy is an al koXy group in which one

or nor n.a a St b :
l EepPY¥QEREEN, i@gﬁﬁgréé?hBESﬁﬁé}éé_ i LY8 edt lxﬁgr,on chain

fluorine 20 atom - I 0a is a thioa

group b phbsh10B8 9 caPfBbf HYESMEJCRoREOBErBA¥E1R€EY a
substituted by a fluorine atom and - a hal ogen atom

i s a fheehyDened ebhplene, d-heohHyDethgdefie R pedbptene;
The conpounds of the invention may be prepared

accer decpgloallyVaiseaycoptliet Abkg)l ghbap;afer example, a
illustrated by the schenmes which follow. 19 Thus a

o rst Gethogeclsahkwk drogpnsepresentseactyayiancambor group
of gener al fornulaméll), in which Rl, R2, n and A are

as def¢hefiremodetowht havbenrabpmse BPregeackarutariyl a

(I11), in which Urepresents a hydrogen 5 atomor a
ni tro FetePaPEYRe F¥chebyeyined apevererhYa: sol vent

h I ich h ) f
ngﬁegil%ggﬁ gggggsgéﬁg%%é§g£§§£§§g%ugatggngf58 ggscogroup

of two carbons, more particularly an ethylene;
10.-— C;-alkynylene is a -C=C- group;

- alkoxy is an -0O-alkyl group with a saturated, linear
or branched aliphatic chain;

- thiocalkyl is an S-alkyl group with a saturated,
linear or branched aliphatic chain; |

15 - fluoroalkyl is an alkyl group in which one or more
hydrogen atoms have been substituted by a fluorine
atom;

-~ fluorocalkoxy is an alkoxy group in which one or more
hydrogen atoms have been substituted by a fluorine

20 atom;

- fluorothiocalkyl is a thiocalkyl group in which one or
more hydrogen atoms have been substituted by a
fluorine atom; and

- a halogen atom is a fluorine, a chlorine, a bromine

25 or an iodine.
The compounds of the invention may be
prepared according to a variety of methods, which are

illustrated by the schemes which follow.



RUao O( Ill ) )~ 0 ,R3 10 The carbonates of genera
formula (I11) nmay be prepared according to any nethod
described in the Iliterature; for exanple, by reacting

an al cohol of general formula HORS with phenyl

chlorof ormate or 4- nitrophenyl chloroformate in the
presence of a base 15 such as {gi et hyl am ne or

di i sopropyl et hyl am ne. Anot her nethod (schenme 2) of

obtai ning conpREnNds fafrsgenrritdlod QigtHeine 12)) CVMFiHES in
in reacting an amne of general formula (I1), as

def readtihgvan awihle afcgehesale fefrngarer@I)f,orimlivhich Ry,
(I'11a), in which V 20 represents a hydrogen atomor a

ni t Ro, gnoamd Rlare as ddéineddabboee wndhRar eprbspate of
a methyl or ethyl group. The carbamate ester of
gengenkerfdr foraulpa)(ITHls iobwhiiedd U sepriesepren@ pydrogen
converted into a conpound of 20 general formula (1) |,

By &fPRoP¥sPsnisrRgIzeurnene 8 igeasrdpfiseduphove., in a
R5NH2, in which R5 is_as defined ahove. _The

am ABLYSPS FUSH: PEn tRAPERE O8nGactdPTaPhads déne

h I i xt f I t h 5
ot RENBFEaHH 2 PoPraRsaPae 0nanth 80D bonat es of
general formula (ll1la) may ?EFfﬁgeQared simlarly to

the carbonates of fornula ( cheme 2 RZ -- - - -
R A n NH2
e
n'NH, : —- {I)
R
1
U
0
(1I)
/JL\ ~Ry
(ITI) ) 0
10 The carbonates of general formula (III) may

be prepared according to any method described in the
literature; for example, by reacting an alcohol of
general formula HOR; with phenyl chloroformate or 4-
nitrophenyl chloroformate in the presence of a bése

15 such as triethylamine or diisopropylethylamine.

Another method (scheme 2) of obtaining

compounds of general formula (1) consists in reacting
an amine of general formula (II), as defined above,
with a carbonate of general forﬁula (ITIIa), in which V

20 represents a hydrogen atom or a nitro group, E4 is as
defined above and R represents a methyl or ethyl group.
The carbamate ester of general formula (Ia) thus

obtained is subsequently converted into a compound of




(1) 0O Raga/ | V (llla) OAO 1f OAR O OR4A R 0, A
A0 RBNH2 R" HOTf'( R( I) (la) 0 10 A variant
preparation (scheme 3) of the conpounds of general
formula (1) consists in reacting a derivative of

general fornmula (lla), in which R, R2, n and A are

as defined above and Wrepresepps a hydroxy, nesylate

or tosylate group, or a chlorine, bromne or 15 iodine

at Ogenéichh #BrRXa&0I(iTyi Ebgd'aﬁﬁ.ﬁo(l‘}sg%n%!s@lng S WaliWee of
(I'V), in which R4 is as defined above, to give the
oxagehedahedbef@ldeRLNRS | Vith afhiganeatali sstasudefiidedMabove.
21 \Where Wrepresents a hydroxy group the reaction
mayThe pailfoilpedsi reactdbtiamag bt kohidectMd dunabwolvent
conditions (Synthesis 1981, 1-28), for exanple, by

t hesuchi ea metlaephybroa dixsopeopfl sodvents such as
azodi carboxyl ate in the presence of

tri pathenphosphi tetrallwdrefMraapr esents a chlori ne,

bromi ne or_ iodine atom or a nesylate or tosylate

gr otipet ferPenatesnofngeperapefrsrndd i(FI1IRd Prsdsce

of a base such as 1.1, 3, 3-_tetrapet h){:l %uani di ne,
sodPERPRYEF 8am3lazdyi &m fBe carbonates of formula (III).

Scheme 2
R, bl
A*NH
' n
2
Rl

(IT)

v
|SU !
0
(IIIa) 0 o*'f R
0 .

0 R,
R
z Aﬂ\ )L O R;NH,
nN 9] R - (1)
: H
C

R;

(Ia)

10 A variant preparation (scheme 3) of the
compounds of general formula (I) consists in reacting a
derivative of general formula (IIa), in which R;, Rz, n
and A are as defined above and W represents a hydroxy,
mesylate or tosylate group, or a chlorine, bromine or

15 iodine atom, with an oxazolidinedione of general
structure (IV), in which R, is as defined above, to give

the oxazolidinedione derivative of general structure

(V).




10 butoxide in a solvent such as tetrahydrofuran,
acetonitrile or dinethylformam de at a tenperature of
bet ween 0C and 80C. The oxazoli di nedi one derivative

of general fornula (V) thus obtained is subsequently
converted into a conmpound of general formula (1) by 15
am nol ysis using an am ne of ggperal fornmula RSNH2, in
which R5 is as defined above. Scheme 3 R2 A +n W R1
(11a) O H NAvReféMy rdpfhsbnts RBNMZdroxd Qrblp tReRa
(V) 22 Wien R2 represents a group of aryl or

het esfet yon tige b8 pecbspasddinfatesrdbacél witkl ahe
(rr), (fra) or (V), R2 may be introduced onto the
phemit sunolng byndeatonag(sydehesasi V88df &4-288hpoblind of
general 5 formula (1), (la), (Il), (lla) or (V) in
whi edamhke phleviythei agttanr oEsdhethibr bnedibsonrapyédr
iodine atom or a triflate group, in the position

Bhepzodicaxboxylate in the presence of triphenylphosphine.

Where X represents a chlorine, bromine or iodine atom
or a mesylate or tosylate group the reaction may be
performed in the presence of a base such as 1,1,3,3-
tetramethylguanidine, sodium hvdride or sodium tert-
10 butoxide in a solvent such as tetrahydrofuran,
acetonitrile or dimethylformamide at a temperature of
between 0°C and 80°C. The oxazolidinedione derivative
of generél formula (V) thus obtained is subsequently
converted into a compound of general formula (I) by
15 aminolysis using an amine of general formula RsNHz, in
which R is as defined above.

Scheme 3

R,
%@*Hn\jio = —= ()
o Y



desired to introduce R2, with an aryl- or heteroaryl
boronic acid derivative in accordance with the Suzuki
10 reaction conditions (Chem Rev. (1995), 95,
2457-2483), or with an aryl or heteroaryl trialkyltin
derivative in accordance with the Stille reaction
conditions (Angew. Chem (19883, 25, 508-524). \Wen
R2 represents an aryloxy or imdazolyl, 15

rrol opyri di pibnoR, | FESF s Fodp COFPONT &F
Pgrrrulap%ll) Waz)l %II) é((él;?!gﬂ)E (L)k?% 1?I)the

I nthetdeebappl efp&2iankocbhpophanylf Ebpgutan (me, (Ia),
carried out by an O-arylation or N-arylation reaction

i n 4CThr dénte) woth (V) heRBucdawebel imactdumed oomlis i ms phenyl
(Angew. Chem (2003), 20 42, 5400-5449). The

conpboadsy ofegehingl af denmtraelvel pf @l raypoand efvpeneral
when the method by which they are prepared is_ not
BesEprmeba AFb. awaaoabuéléanﬁéieoapry(86 daswhiipld then

the |iterature, or else may_be prepared accordin

25 H%?%BﬁsrhﬁgcﬁaﬁFéeaeécF%E@HlpﬁerQFHméPewﬁFcﬁ°§FQe atom

known erson skilled in the art. The conpounds
o 8B SriPPaPE 28R in CnnphoR e Sah 1he%RS SEnaony

eptEEiee B8 Rpagfel ?Qﬁfﬁ%ﬁ%uﬁﬁfé?ﬁfhgvéfﬂeédg P
for gkt 01 BeaLDYGOLE 0B 3 FNEY BEBankBe ik Bhe suzuki

synthesis in erms € preparation

1@0npea@9§oﬂfcaﬁafﬁﬂbnéowﬁhbﬁ (hbv 5(1995@0”99un§§5¢tz483),

general fornmula (V) n, A are as
defbﬂewlﬁwraﬁh&rﬁfnsfaheéekaak91 £k1a§n§1wﬂﬁrae82vatlve in

represents
accordance with the Stille reaction conditions (Angew.
Chem. (1986), 25, 508-524).
When R; represents an aryloxy or imidazolyl,
15 pyrrolopyridinyl or indolyl group in a compound of
formula (I), (Ia), (II), (IIa) or (V), the introduction
of R; onto the phenyl ring can be carried out by an
O-arylation or N-arylation reaction in accordance with
the Buchwald reaction conditions (Angew. Chem. (2003),
20 42, 5400-5449).

The compounds of general formulae (II), (IIa)
and (IV), when the method by which they are prepared is
not described, are available commercially or described
in the literature, or else may be prepared according to

25 methods which are described therein or which are known
to the person skilled in the art.

The compounds of general formula (Ia) in

which n, A, R;, R; and R; are as defined for the general



a hydrogen, brom ne, iodine or fluorine atomor a
cyano, nitro, hydroxy, Cl_4-alkyl, Cl_4-al koxy, 10

Cl. 4-thioal kyl, Cl1_4-fluoroal kyl, Cl1_4-fl uoroal koxy or
Cl_4-fluorothioal kyl group, or a group selected froma
phenyl, naphthyl, biphenyl, phenylethylenyl,

napht hyl et hyl enyl , pyrldlnyl ogYyrimdinyl, pyrazinyl,
pyri dazi nyl , tr|a2|nyl 15 |ndanyl i ndenyl ,

qui BekmaYk, (E$Oﬂﬁﬂnﬁ|k&ﬁkeseﬁﬁbnalﬁbtﬁyﬂ,or ethyl group
qui noxal i nyl , phthal azinyl, cinnolinyl, thienyl,

f ur apgl nopglr ahyl alioi &atﬁd ﬁhrtpyalfathleyh.nveﬂx.aml yIthey are
t hi azol yl, isoxazolyl, isothiazolyl, thiadiazolyl,
oxadsefulyhs syhabekyls, iphemypediadasolfpl, th@ preparation
benzot hi enyl , benzofuranyl, di benzofuranyl,
beneEntbazobyppoubdsz ofr genergll, fiomaulyl (Idsoi ndol yl,

i ndazol yl, benzoxazol yl, benzi soxazol yl,

Benzot hi azol ywhebéﬁ@p@@pﬁsaga genegpiy dpsTHda yﬂV) in which
pyrrol opyri di furopyridinyl, thleno yridin

i mi Bazépy?‘l cﬁﬁ‘élm &S Goahined £ox %}ﬁl’gqjdlﬁﬁﬂ'“}ula
pyr I |soxazolo r|d|nyl

iso?ﬁ? 5¥oﬂ ?Fé'ﬁ%lfe?€$?%ﬁ %roquinolinyl

tetra qu Lnyl, xy henyl t 4.
phe%yﬁé %ﬁylbrggﬁ?éyI}QEEnzy ox?leﬁﬁeﬁylet%%&é

pheny 0X ph paph t hoxy

hapht i%%fé?hoi‘i;,tgﬁaph%?%p R ey
1bsogyi, n@hwawy@ndcmt-af@.ﬁah:b&lwﬁst bﬁ Lit-eduwotarmo%r ?r
more substituents selecied froma h ogen atom and
Cyapp-PlabPotbiodlRVEY brolpdr 8y, Cl-4-al koxy,

Cl- 4-t hi oal kyl, Ci1-3-fluoroal kyl, C1-3- quoroaIkoxy,
a group selected from a phenyl, naphthyl, biphenyl,
phenylethylenyl, naphthylethylenyl, pyridinyl,
pyrimidinyl, pyrazinyl, pyridazinyl, triazinyl,

15 indanyl, indenyl, quinolinyl, isoquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,

20 Dbenzothienyl, benzofuranyl, dibenzofuranyl, |
benzimidazolyl, benzotriazolyl, indolyl, iscindolyl,
indazolyl, benzoxazolyl, benzisoxazolyl,
benzothiazolyl, benzisothiazolyl, dihydroindolyl,
pyrrolopyridinyl, furopyridinyl, thienopyridinyl,

25 imidazopyridinyl, oxazolopyridinyl, thiazolopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroquinolinyl,

tetrahydroisoquinelinyl, phenyloxy, phenylthio,




C1- 3-fl uorot hi oal kyl, phenyl oxy, benzyl oxy,

pi peridinyl, pyrrolidinyl, norpholinyl, NR6R7,
NHCOR6, CORE, CO2R6, 10 SO02R6, -O (Cl-3-alkylene)-O
or 4-piperazinyl group optionally substituted by a
Cl- 3-al kyl or by a benzyl; and R6 and R7 represent

i ndependent|y of one another a,,Cl-3-alkyl group or a
phenyl ; 15 are novel and al so #orn1part of the

| NVeRleQn s ulRbrRNe HEEIY1 2D YIRBS) S gHEE IBRHALES

for "the preparation of the conpounds of "genéra

for Pneyllipropbis , © hABHAY 10y h 2N thigl InHddSt T at e

the  preéparation of some conpounds of "the invention.

ThesRphthyaxaoxes as@httly Iprdosdr,t endifticl iandynerrel y

illustrate the invention. The m croanal yses, IR and
NVR isoexuti the 1 ianwokyyo anidh eptGoa 1y ke teilndrest dnyr apley or

coupl ed to mass spectroscopy) confirmthe structures

andmomei substoftuenite caipaieds fotomiandhl@emmakon @nd a

represents the nelting point in degrees Celcius. 25

The civamider D iitad. c &b ad a3éniie e YR ot S1iaTaROMDIt | es

of the exanples correspond to those of the 1st col um

of Ctie thdprd Kydn e Caatfdmonogpky L Ghefdtideal kamon

of Pure and Appl.ied 5_Chem stry) nonencl ature has been

use&rt2o THE0E ° Mou@%niyr} a g%lntzé’ Y e Rsidinyl,

For _exanpl.e,. fqr _the,bi.phenyl up, éﬁhf0| i N

unBeR P e B FoLP R e ey, MeRP hdiRe, °'dd, "ozrs,

10 8SO0O3Rs, -0-(Ci_z-alkylene)}-0- or 4-piperazinyl group
optionally substituted by a Ci-s-alkyl or by a benzyl;
and
R¢ and R; represent independently of one another a
Ci-a-alkyl group or a phenyl;

15 are novel and also form part of the invention. They are
useful as synthesis intermediates for the preparation
of the compounds of general formula (I).

The examples which now follow illustrate the

preparation of some compounds of the invention. These

20 examples are not limited to this and merely illustrate -
the invention. The microanalyses, IR and NMR spectra
and/or the LC-MS (liquid chromatography coupled to mass
spectroscopy) confirm the structures and purities of
the compounds obtained.

25 m.p. (°C}) represents the melting point in degrees

Celcius.



4' 4 5 6' 5 10 Exanple 1 (Conpound 1)

2- (et hyl am no) - 2- oxoet hyl

1, 1' - bi phenyl -4-yl net hylcarb- anate 9 H NOHCH HO
0.1 g (0.97 mmol) of N nethyl-2-hydroxyacetam de is 15
adm xed dropwi se at anbient tenperature with a

solution of 0.196 g (0.97 mmvb) of 4-nitrophenyl
chloroformate in 3 m of methylene chloride and 0. 166

M e huielrls iodilNaled LuReeRy Hidtletd ne: thetitles of
mxture is stirred at anbient tenperature for 45

m nithes exadpleen carselspondn 20 thfos@ BIS the( 1Ls@6¢otumln) of
of 4-phenyl benzylanine in 3 mM of nethylene chloride
andthelGébile pereineftle).of N, N-diisopropyl ethyl am ne

i s added dropwi se at anbient tenperature. The m xture

i s SUPACed Intexmpitdrnals Uniom efatfure fand Apwdded | t

i s washed with saturated aqueous anmoni um chl oride

Sol Ghesd sttt hnegessd s tuo® hasdihaanc aSash &0 nadeuttheh

and with saturated aquequs , sodi um chl ori de sol uti_on.

The pRROBRAgr &1 EH&r 4Cdd WP I EFaniFOpRFegnle. for

dri di | ph ool t Ls filt d
e EPey FRRDEAWE B5RtEh( Eheedonaut iy abRy . fen peen

and_the resi.due is purified by chromatography on
si|F8§%88?QSSing ethyl acetate. This gives 0.1 g of

white solid. 10 LG MS: M+H = 299
3y 2 2 3

G} 6’ 6 5

10 Example 1 (Compound 1)

2- (methylamino)-2~oxoethyl 1,1'-biphenyl-4-ylmethylcarb-
amate

)
N.

SO

0.1 g (0.97 mmol) of N-methyl-2-hydroxyacetamide is

15 admixed dropwise at ambient temperature with a solution
of 0.196 g (0.97 mmol) of 4-nitrophenyl chloroformate
in 3 ml of methylene chloride and 0.166 ml (0.97 mmol)
of N}thiisopfopylethylamine. The mixture is stirred at
ambient temperature for 45 minutes and then a solution

20 of 0.195 g (1.067 mmol) of 4-phenylbenzylamine in 3 ml
of methylene chloride and 0.166 ml (0.87 mmol) of
N,N-diisopropylethylamine is added dropwise at ambient

temperature. The mixture is stirred at ambient



mp. (C: 189-190C 1H NVR (DMSO d6) 6 (ppm): 7.90-7.35
(m 11H); 4.40 (s, 2H); 4.30 (d, 2H); 2.65 (d, 3H)
15 Exanpl e 2 (Conpound 125)
2- (et hyl am no) - 2- oxoet hyl 2-[ 4-(trifl uoro-
met hyl ) phenyl ] et hyl carbamate CF~~ H N D--YN.CH HO
2.1. 3-{2-[4-(trifluoronethyl)pgenyl]ethyl}-1,3- 20
oxazol i di ne-2, 4-dione A solution of 1.4 g (7.36 mmol)
of ZemfethtiuibUebe-1MRbhyl) phenyl aERanOlitR. ddtdrated
(8.47 mol ) of triphenyl phosphine and 0.82 g (8.1
Moaduedus ladmoxsanl cHloeidedsdiaBeon). whikH. aGhesus 10%
1991, 34, 25 1542-1543) in 25 m of tetrahydrofuran,
coosteditin capponatenbelytidfCandswadhi setdudabpdi agqueous
under an inert 27 atnosphere with a solution of 1.7 g
( 8. agdimw| Fhbbridei sopubpoh. aZhdophabesyhaeeseprABFefnand
5 nm_of tetrahydrofuran, while maintaining the
b enple aprganse. phage isadried avgrupedpemneuAPhape. afbe
OC. Stirring is_ 5 continued at OC for 1 hour and then
at Swetemrisobihbared, Theer fLLFaRke 4ScGREERRFARERD under
under _redyced pressure_and the,residue is.%akgnbup in
di chPdrcRet RERESERG aBdebls TS5849B8i dfh RptrExPHe®Y
solution (10 nml). The_ aqueous phase 10.is-.S d
and e tePrabbs o EHEER, el BRERrofebRanaEeTAEE"
or gpRi & PIPSES0 2 °gC8EPLALIe R 1.
10 LC-MS: M+H = 299

m.p. (°C): 189-190°C
'H NMR (DMSO-dg) & (ppm): 7.90-7.35 (m, 11H); 4.40 (s,

2H); 4.30 (4, 2H); 2.65 (d, 3H).

15 Example 2 (Compound 125)

2- (methylamino)-2-oxcethyl 2-[{4- (trifluoro-

methyl)phenyl]ethylcarbamate
RSN BN
N O’\n’N'CHS
H O

2.1. 3-{2-[4- (trifluoromethyl)phenyl]ethyl}-1,3-
20 oxazolidine-2,4-dione

A solution of 1.4 g (7.36 mmol) of 2-[4-(trifluoro-

methyl)phenyl]ethanol, 2.22 g (8.47 mmol) of

triphenylphosphine and 0.82 g (8.1 mmol) of

1,3-oxazolidine-2,4-dione (J. Med. Chem. 1991, 34,

25 1542-1543) in 25 ml of tetrahydrofuran, cooled to

approximately -10°C, is admixed dropwise under an inert




washed in succession with aqueous hydrochloric acid
solution (1N) and then saturated aqueous sodi um

hydr ogencar bonat e sol uti on and sat urat ed aqueous
sodi um 15 chl ori de solution. The organi c phase is

dri ed over sodiumsulphate and the filtrate is
concentrated under reduced pressure. The residue thus
obtained is purified by chromatography on silica gel,

el Uith SpHr A vAMBR J91eUIR U &t hylg agelat @l of
cycl ohexane. 20 This gives 1.5 g of oXazoli di nedi one

in dhes 1 d¥idddarbdx¥late (DIAD) in 5 ml of

2- (met hyl am no) - 2- oxoet hyl 2-[4-(trifluoro- nethyl)
phemetreahidreodiramt o#hide MmadelddirdmpitHe Tenpedratide of
mol ) of 3-{2-[4-(trifluoro-

nmet lthle) pleamytlijoat mibdtuke3 betaran Al ahdlilMe Stirring is
obtained in step 2.1., in 10 M of nethanol is
adnmepad inueld &tni0°C for41 inewly) aofd Liswl @t & QMorof
methylamne in 28 tetrahydrofuran. Stirring is
conkOnhedrgt anbi ent tenperature for 12 hours.

Fol | owi ng_concentrati on under reduced pressure the

r esitiife fBitaIREd 1iSs comcEntEa tieyd f Rppssyre and
silica gel, elutin ith a 95/5 .m xture of
i cfifr Shsiie tandaRePnaRoL D Aifh (aF cBthRne and aqueous

xture of

o0t " e L AR T WD Tl UGl pase

19,5 MEBgRARE g M r M BN O

(t. a2bhloPordthane. The organic phases are combined and
washed in succession with aqueous hydrochloric acid
solution'(lN) and then saturated agqueous sodium
hydrogencarbonate solution and saturated aqueous sodium

15 chloride solution. The organic phase is dried over
sodium sulphate and the filtrate is concentrated under
reduced pressure. The residue thus obtained is purified
by chromatography on silica gel, eluting with a 20/80
mixture of ethyl acetate and cyclohexane.

20 This gives 1.5 g of oxazolidinedione in the form of an

oil.

2.2. 2- (methylamino)-2-oxoethyl 2-[4-(trifluoro-
methyl)phenyl] ethylcarbamate
25 A solution of 0.75 g (2.74 mmol) of 3-{2-[4-(trifluoro-
methyl)phenyllethyl}-1, 3-oxazolidine-2,4-dione obtained
in step 2.1., in 10 ml of methanol is admixed with 8 ml

(16.47 mmol) of a solution (2M) of methylamine in




(g, 2H); 4.60 (s, 2H); 4.90 (broad s, 1H); 6.15 (broad
s, 1H); 7.35 (d, 2H); 7.60 (d, 2H). 15 Exanple 3
(Cbnpound 150) 2- (et hyl am no) - 2- oxoet hyl
2-(4'-chloro-1,1'-bi phenyl - 4-yl)ethyl carbamate C ~~
I H O- (y&CH. H O 20 3.1.

3-[2-(4-bronophenyl )ethyl]-1, 3-gxazol i di ne- 2, 4-dione
The procedure described in Exafnple 2 (step 2.1.) is

2 (hebF el bRl Aedr e 1o ke o gpgent
t s@h 23. 87 I f 29
1réE§x Fgglnekg% lgléﬁ%r%nd 4. 8ngn(;3087 nmol ) of

di | ?8@&8@%9368%%?&%&'0% Gnderd r@&Ric ga‘%e%rs‘&%‘:tthe
are obtainéd in the formof a mhlte solid, after

chr eaBt ageaphyadedl KisC pudtlfi @%ﬁﬂﬁ&%d@raphy on
di chl oromethane. mp. (O: 122-124C 3.

8-(aia4bacbbmn0e1utin§imﬁenyh—ésyb)ah&xhkeloi
oxazol i di ne-2, 4-dione 10 A 250 m three-necked
r ouddehaotronedhbhes kndl astthanoder A ahiteespblidnmispodtained
is charged with 2 g (7.04 nmmol) of
3-[Qhéﬂhbienﬁpngmytﬁéﬂﬁybﬁ f remoramdbitdinee oF, £tdiydnacetate
obtained in step 3.1., 2.2 g (14.08 mmol) of 4-
and diisopropyl ether
This gives 0.530 g of pure product.
10 LC-MS: M+H = 305
m.p. (°C): 140-142°C
'H NMR (CDCl;) & (ppm): 2.85 (d, 3H); 2.95 (t, 2H); 3.50
(g, 2H); 4.60 (s, 2H); 4.90 (broad s, 1lH); 6.15 (broad
s, 1H); 7.35 (d, 2H); 7.60 (d, 2H).

15

Example 3 (Compound 150)
2- (methylamino) -2-oxoethyl 2-(4’-chloro-1,1'-biphenyl-

4-vl)ethylcarbamate

O gt

¥

H 0

20 3.1. 3-[2-(4-bromophenyl)ethyl])-1,3-oxazolidine-
2,4-dione
The procedure described in Example 2 (step 2.1.) is
used; starting from 4 g (19.89 mmol) of
2- (4-bromophenyl)ethanol, 6.3 g (23.87 mmol) of

25 triphenylphosphine, 2.4 g (23.87 mmol) of



chl orophenyl boronic acid and 6.5 g (28.16 mmol) of 15
pot assi um phosphate hydrate in suspension in 100 m of
1, 2- di met hoxyet hane. Subsequently 0.80 g (0.70 mol)
of palladiumtetrakis(triphenyl phosphine) is added.
The reaction mxture is subsequently refl uxed
overnight. The salts are sepapgted by filtration over
Celite and 20 then the filtrate is concentrated under

redycedoxRz833 Wi Be-2N2 -ESNAUANS 4l 8KQN (9B .ig7 @idMl) of
acetate and water. The organic phase is separated and

I's dashegrophilhasatidcat®dxgqaeeys 4s@digudic pudid geoduct are
solution. The filtrate is concentrated under reduced
pr esbuaéneddihheha5 foesi difeal white kicdddy)y after
chromat ography on silica gel, eluting wth

di chhopmatbpgaaphyThins sgilves $e22 eloftimgr erifhoduct in
the formof a white solid. 30 MP. (C: 182-184C

§. 3dighiavongkhanee) - 2- oxoet hyl 2-(4' -chl oro-

1, 1' - bi phenyl -4-yl)ethyl carbamate 5 The procedure
des®rPbed°f =E%8¥pﬂ34fc(step 2.2.) is repeated.
Starting from0.40 g (1.27 nmol) of 3-[2-(4'-
chloro-1, 1' - bi phenyl -4-yl)ethyl ]-1,3-oxazolidine-

2,4; (i , ' ol 3.2.,.and 2.5 n (5,07

oy 2of et Ay Am e CoNEA T 1ot PARAPSTIAaNL) BEORE 1L 3-
of 8%530%9 gﬁggaca“iioggtained in the formof a white

sol Id, oF ow Nng cﬁronatography on silica gel,

1041 280 e Ly SR a0 e
an inert atmosphere is charged with 2 g (7.04 mmol) of
3-[2-(4-bromophenyl)ethyl]-1, 3-oxazolidine-2, 4-dione,
obtained in step 3.1., 2.2 g (14.08 mmol) of 4-
chlorophenylboronic acid and 6.5 g (28.16 mmol} of

15 potassium phosphate hydrate in suspension in 100 ml of
1,2-dimethoxyethane. Subsequently 0.80 g (0.70 mmol) of
palladium tetrakis (triphenylphosphine) is added. The
reaction mixture is subsequently refluxed overnight.
The salts are separated by filtration over Celite and

20 then the filtrate is concentrated under reduced
pressure. The residue is taken up in ethyl acetate and
water. The organic phase is separated and is washed
with saturated agqueocus sodium chloride solution. The
filtrate is concentrated under reduced pressure and the

25 residue is purified by chromatography on silica gel,
eluting with dichloromethane.

This gives 1.22 g of pure product in the form of a

white solid.



15 1H NWR (CDA 3) 8 (ppm: 2.80 (d, 3H); 2.95 (t, 2H
3.55 (q, 2H); 4.60 (s, 2H); 4.90 (broad s, 1H); 6.15
(broad s, 1H); 7.33 (d, 2H); 7.40-7.70 (unresol ved
multiplet, 6H). 20 Exanple 4 (Conpound 192)
2-(nethy|anino)-2-oxoethy| 2-(3 -chloro 4' -fl uoro-
1,1 - bi phenyl - yI)ethyIcarbanE , C QH
O-yNCH HO 31 4.1. 2-(net ylan1no) 2- oxoet hyl

2- (#r.r.oec) :phgnyh)eqtdpy| car bamat e The procedure
described in Exanple 2 (step 2.2.) is repeated.

Starting from2.6 g (9.15 mmol) of 3-[2-(4- 5

br omophenyl ) et hyl ] - 1, 3- oxazol i di ne- 2, 4-di one, prepared
in Bxanpl e 3 Qst(eetdylaninand218x3efthy(136 - 4meh)ond-
met hyl amine (2M in tetrahydrofuran, and after the

pr odudt-Highemen-4-akerethy icaxbdmsps opyl ether, 2.6 g
f Eure product are obtained in the formof a whi t e
gp|groqe@ur@cﬁegg@1bgdcln Example 2 (step 2.2.) is

2 (neth Ian1nol 2- oxoet hyl é -chl or o-
4' -Frogrbed; 18 BF‘p‘h§ﬁnyrZPmyp) Phgl darBaAnmmel)19ETRe [2- (4'-

t hod d d Ex step 2.2. d.
g? aFgfﬂﬁg$ i‘nb"g’ 3 ag) 131'9—12, q-,%;%%ﬁ%em -2, 4-

A san AR SR
methylamine (2M) in tetrahydrofuran, 0.250 g of pure

10 prodqct is obtained in the form of a white solid,

following chromatography on silica gel, eluting with a

98/2 mixture of dichloromethane and methanol.

LC-MS: M+H = 348 |

m.p. (°C): 186-188°C

15 'H NMR (CDCl3) & (ppm): 2.80 (d, 3H); 2.95 (t, 2H); 3.55

(@, 2H); 4.60 (s, 2H); 4.90 (broad s, 1H); 6.15 (broad

s, 1H); 7.33 (d, 2H); 7.40-7.70 (unresolved multiplet,

6H) .

20 Example 4 (Compound 192)

2~ (methylamino)-2-oxoethyl 2-(3‘-chloro-4’'-fluoro-

1,1'-biphenyl-4-yl)ethylcarbamate

_°',,io,\g3.cm

H




4-f| uorophenyl boronic acid, 2.86 m (5.72 mol) of 20
aqueous sodi um carbonate solution (2M, 3 m of

et hanol and 0.15 g (0.13 mmol) of pall adi um

tetraki s(tri phenyl phosphine), 0.42 g of pure product.
iIs obtained in the formof a white solid, follow ng

chromat ography on silica gel, ghuting with a 95/5 25

m xture of dichl oromethane and net hanol, foll owed by

recuystal | i zapiq meft&?ma%% —@C%B@te%hyﬁc M4 Midnio 365
mp. (C: 178-180C 3 1H NMR (CDC13) 5 (ppn) 2.80

(d, p&thIZeQﬁyﬂbarBHhat%-55 (g, 2H); 4.60 (s, 2H

4.90 (broad s, 1H); 6.15 (broad s, 1H); 7.10-7.30
(unTheobrededukblﬁbstxlkaﬁ,1%.4&51@55 2( uartesolved ) is
multiplet, 3H); 7.65 (dd, 1H). 5 Exanple 5 (Conpound

9) repeabellyl Stamg)ing- dxoet Byl6 ©3-(Ghll6r qundl-}f lafoB3e-[2- (4-
1, 1' - bi phenyl -4-yl)met hyl carbamate | 0 H  NxO-NCH3

ﬁ Hogompphengljethy3]chl, droxazoflidine-2,4-dione, prepared

| uor,o-1, 1' - bi phenyl -4-carboxylic acid Under an I nert

atnﬁ§pﬁ§F@P15 g GEEeE §ﬁél9 oﬁn@—gﬁeﬁoml (36.6 mmol) of

2- chloh Een20|c % 2. g (23.3 mmol ) of_ 4-f

| uoPSHREAFIBBRoAFY adpatars §¥dgoﬁprests enﬂﬂf)tegf thes

?qusggéuégdhgg1B%ER°§3L2n38£“Eh°81Sso rb%y %e%,og.ﬁ g
of pure product are obtained in the form of a white

10 solid.
m.p. (°C): 122-124°C

4.2. 2- (methylamino) -2-oxoethyl 2-(3'-chloro-
4'-fluoro-1,1’-biphenyl-4-y1l)ethylcarbamate

15 The method described in Example 2 (step 2.2.) is used.
Starting from 0.820 g (2.6 mmol) of 2-(methylamino)-
2-oxoethyl 2-(4-bromophenyl)ethylcarbamate, obtained in
step 4.1, and 0.4 g (2.86 mmol} of 3-chloro-
4-fluorophenylboronic acid, 2.86 ml (5.72 mmol) of

20 aqueous sodium carbonate solution (2M), 3 ml of ethanol
and 0.15 g (0.13 mmol) of palladium
tetrakis (triphenylphosphine), 0.42 g of pure product is
obtained in the form of a white solid, following
chromatography on silica gel, eluting with a 95/5

25 mixture of dichloromethane and methanol, followed by
recrystallization from ethyl acetate.
LC-MS: M+H = 365
m.p. (°C): 178-180°C



40 m of toluene are introduced. Subsequently 0.80 g
(0.70 mmol ) of palladiumtetrakis(triphenyl phosphine)
is added. The reaction mxture is subsequently
refluxed overnight. 20 The salts are separated by
filtration over Celite and then the filtrate is
concentrated under reduced prggsure. The residue is
taken up in ethyl acetate and aqueous hydrochloric
acl dﬂ(ﬁhﬁ Be1L %Wéﬁnnﬂha% g05 (Eendyf g QdQQJ”d(E S 2H); 3.55
washed mnt saturate aqueous sodi'um lori d
sol ygi, onpand4t Be fiislt paye u89©oneeehaatsed1mrad@r 15 (broad
reduced pressure. This gives 3.1 g of acid in the
f or g, ofLHA ; bei. ge-30B0d (Whresolvedsadlasplieti, s 38 ;t Me 40-7.55
follow ng step. 5 5. 2.
( 3- ¢hhoesodvefll moltibple't, b3phenyl. 654<{dd) ndthanol A
solution of 3.1 g (12.4 mmol) of 3-chloro-4'-fluoro-
3, 1' - bi phenyl - 4- carboxylic acid, prepared in step
5.1. 10 in 50 m of tetrahydrofuran is adm xed
droEMlﬁt5m‘rﬁpﬂﬁp grature with 9.3 ml (18.56

sol uti on h@ of barane-di met hyl sul phi de
con%l‘éSE‘eFFrylﬁ’é‘t-PSPlyaFS?‘GP&HYlst(?’FFMSrPs4coﬂt‘i“?ﬁ%d at

eratur 18 hoyrs. 15 The m xture is

con eﬂ |}I’at‘tp Wig&¥% %e) %nd the residue
is taken up in ethyl acetate and 100 mM of 0.1 N
aqueous hydrochloric acid. ~he agpeous tphase is
separated and then is extr o -BR. et hyl
acetate. The organic phaseg gre jiconbi ged ahd are
washed

10 5.1. 3-chloro-4'-fluoro-1,1'-biphenyl-4-carboxylic
acid
Under an inert atmosphere, 5 g (21.2 mmol) of 4-bromo-
2-chlorobenzoic acid, 2.96 g {(23.3 mmol) of
4-fluorophenylboronic acid and 31.8 ml (63.6 mmol) of

15 aqueous sodium carbonate solution (2M) in suspension in
40 ml of toluene are introduced. Subsequently 0.80 g
{0.70 mmol) of palladium tetrakis(triphenylphosphine)
is added. The reaction mixture is subsequently refluxed
overnight.

20 The salts are separated by.filtration over Celite and
then the filtrate is concentrated under reduced
pressure. The résidue is taken up in ethyl acetate and
aqueous hydrochloric acid (4N). The organic phase is

separated and is washed with saturated aqueous socdium



20 in succession wth saturated aqueous sodi um

hydr ogencar bonat e sol uti on and then saturated aqueous
sodi um chl ori de solution. The organic phase is dried

over sodi um sul phate and the filtrate is concentrated
under reduced pressure. The residue thus obtained is

25 purified by chromatography o silica gel, eluting

with a 20/80 m xture of ethyl acetate and

cyctrigxpae. sdhi:eighveadlelegrofitpte peoduntennrhined
formof a white solid. 3 mp. (C: 86-88C 5. 3.

3- cih@ep- defabkar prekbyky- AThi kugioes1311- bi plieaglid5iA the
solution of 1.9 g (8 nmol) of (3-chloro-4'-fluoro-

1, 1fehinpbEngl bdiye) selbhdnehichr épaneedi asstiepis. 2n, the

20 mM of chloroformis adm xed dropw se at anbi ent

t enpertdowingwetar2. 3 nl (32 mmol) of thionyl chloride.

The m xture is stirred at anmbient tenperature for 10

38 hours and the filtrate is concentrated to dryness

under reduced ressure The reS|due o ahned 'S
coebaporated WTH higrar 451 usiRsne L TRIBPETVES 2 g of

chloride in the formof an oil, mhlch is used as it

|s nY{ hge FBPPgﬁnng step 15 5. 4.
4 y )ﬁ%?ﬂyﬁ? iog égg; |neb§g§§8yone -Shggfﬁfﬁaﬁf%)oro_
2 (5%% oro%gﬁ?}q) gaﬁ%d;&ﬂrcpl'c (?pt%%eqar%% elp%rsé%e‘? n5 L
180 $4€905mP- o0£0td¢PalylZodnramPh): aliml x3d0o¥epkiidienet
ambient temperature with 9.3 ml (18.56 mmol) of a
solution (2M) of borane-dimethyl sulphide complex in
tetrahydfofuran. Stirring is continued at ambient
temperature for 18 hours.
15 The mixture is concentrated under reduced pressure and
the residue is taken up in ethyl acetate and 100 ml of
0.1 N aqueous hydrochloric acid. The agueous phase is
separated and then is extracted twice with ethyl
acetate. The organic phases are combined and are washed
20 in succession with saturated agqueocus sodium
hydrogencarbonate solution and then saturated agueous
sodium chloride solution. The orgahic phase is dried
over sodium sulphate and the filtrate is concentrated
under reduced pressure. The residue thus obtained is
25 purified by chromatography on silica gel, eluting with
a 20/80 mixture of ethyl acetate and cyclohexane.

This gives 1.9 g of pure product in the form of a white

scolid.




2,4-dione and 0.45 g (3.92 mmol) of

1,1, 3,3-tetranet hyl guanidine in 10 m of
tetrahydrofuran is refluxed for 18 hours. The m xture
is allowed to return to anbient tenperature 25 and is
concentrated under reduced pressure. The residue is
taken up in dichloronethane and water and the aqueous
phase is separated and extracted twice with

dichd, gyomatcha,negs_'gge,cconbi ned organi c phases are
washed 35 w th saturated agueous sodi um chl ori de
solution and dried over sodium sul phate. Fol |l ow ng
evaporation of the solvent the residue obtained is

purist.ided by  GhiciTeiregrapith 1ot dildtlGa 0al - £ ehgtbng
with a 20/80 5 m xture of ethyl acetate and
cyclioiéxaipherminl s gives 0.33 g of pure product in the
formof a white solid. MP. (C: 108-110C 10 5.5.
Z'L(#etsw}m@mom):\leoﬁogt Hy‘.%l @ 1ohladt o3 -chloro-4'-fluoro-
4'-fluoro-1,1 henyl - yl)nethylcarbanate The
proée&mlélﬁ?}'é%‘!ﬁfl‘b‘gw k. X¥epaped Pn)step 5.2., in
repeated. Starting fron10 33 (0.9 mmol ) of
3- [ €8- B 8foShlorpiers. }Slaﬁmlﬁq%ﬁmm%%ﬂmblﬁlt
1, 3 oxazolldlne 2.4- ne talned in step 5
1, 35SPer s tarpHiFh, g g U0 Frmieet ) néﬁhfm&ﬁmwé GﬁﬁPrlde
in t f La of._pure . product
ot APEREREHLR, 4T R Ryl %\ﬁw"f‘g’lfé’ﬁ Mg for
16h" 9BHBELAPAYK 0PN ES | seldt o/
m xture o? gxglgﬁFoFg%g g%els %5 angkgd?o% g%a?ess
by uh@EEY§EahEbéakaBsﬁEQq‘%h@yEeéﬁﬁh%I%btalned is
coevaporated with 50 ml of toluene.
This gives 2 g of chloride in the form of an oil, which
is used as it is in the following step.
15
5.4, 3-{(3-chloro-4'-fluoro-1, 1'-biphenyl-
4-yl)methyl] -1, 3-oxazolidine-2,4-dione
A golution of 0.5 g (1.96 mmol) of 3-chloro-
4- (chloromethyl)-4'-fluoro-1, 1'-biphenyl, prepared in
20 step 5.3., 0.240 g (2.35 mmol) of 1,3-oxazolidine-
2,4-dione and 0.45 g (3.92 mmol) of
1,1,3,3-tetramethylguanidine in 10 ml of
" tetrahydrofuran is refluxed for 18 hours.
The mixture is allowed to return to ambient temperature
25 and is concentrated under reduced pressure. The residue
is taken up in dichloromethane and water and the

aqueous phase is separated and extracted twice with

dichloromethane. The combined organic phases afe washed




LCGMS: MHH = 351 MP. (O : 170-172C 1H NWR (CDC 3) 8
(ppm: 2.90 (d, 3H); 4.50 (d, 2H); 4.60 25 (s, 2H);
5.40 (broad s, 1H); 6.10 (broad s, 1H); 7.15 (t, 2H);
7.40-7.70 (unresolved multiplet, 5H). Exanple 6
(Conpound 141) 36 2-(nethyl am no) - 2- oxoet hyl
2-(3,4'-difluoro-1,1"- biphenylys4-yl)ethyl carbamate F
"FH 110M("HCH HOBG6. 1.

3, A'yridif |gathfrabcl -dRhhR lsdhaar kaaddely d 16 {8 ana
met hod described in Exanple 3 (step 3.2.) is used.

St ardriir@ forv@P BoRigin( 2R 1IPMEe OfF - 1WAy evaporation of
2-fl uorobenzal dehyde, 4 g (28.6 mml) of 4-f

| uortheh emieortorile awsd,duzb adtgiviedmid )punfi fAigde dms

sodi um car bonate (2M solution and 0.9 g (0.78 mmol)

of chiropelticgiaghyt ety skiilsi(ctar igeHenyd lphoigihiwiegh &8.20 /B0
of pure product are obtained in the formof a white

Sol mgxturd [odniatdydheeededg andy ave lsthexanegel |

eluting with a 10/90 m xture of ethyl acetate and
cycfré?ﬁé(@'ﬁé’.esmop.”(@) ofggure prpduct in the form of a
3,4 -difluorqQ-4-[(Z/ E)-2-nitrovinyl]- 1, 1'-biphenyl

A sUb3ESsEeI G- 3.4 g (15.6 mol ) of 3,4 -difl uoro-
1,1&2%.pQg%¥h-ﬁb QEH%%@ dehyde, prepared in step 6. 1.

10 5.5. 2~ {methylamino)-2-oxoethyl (3-chlozo-
4'-fluoro-1,1l'-biphenyl-4-y1l)methylcarbamate
The procedure described in Example 2 (step 2.2.) is
repeated. Starting from 0.33 g (0.9 mmol) of
3-[(3-chloro-4'-fluoro-1, 1'-biphenyl-4-yl)methyl] -

15 1,3-oxazolidine-2,4-dione, obtained in step 5.4., and
1.35 ml1 (2.7 mmol) of a solution of methylamine (2M) in
tetrahydrofuran, 0.21 g of pure product is obtained in
the form of a white solid, following chromatography on
silica gel, eluting with a 95/5 mixture of

20 dichloromethane and methanol, follwed by
recrystallization from ethyl acetate.

LC-MS: M+H = 351

m.p. (°C): 170-172°C

'H NMR (CDC13) & (ppm): 2.90.(d, 3H); 4.50 (d, 2H); 4.60
25 (s, 2H); 5.40 (brocad s, 1H); 6.10 (broad s, 1H); 7.15

(t, 2H); 7.40-7.70 (unresolved multiplet, 5H).

Egggple 6 (Compound 141)




20 1.5 M (27.3 nmol) of nitronmethane and 0.9 g (11.7
mmol ) of ammoni um acetate is heated at 50C overnight.
It is allowed to return to anbient tenperature and is
taken up in dichloronmethane and water. The aqueous
phase is separated and extracted 37 twice wth

di chl or onet hane and the conbi neg organic phases are
washed with saturated aqueous sodium chloride

sol @&+ (o tanyd aotiires) -Qresxcsastivim BUl phat @i £1EeLbow, ng-
evaporation of the solvent, the residue 5 obtained is
pur idfiirdeenyl -dhiydrettdgrlagsybammtss | i ca gel, el uting
with a 10/90 m xture of ethyl acetate and

cycl ohexane. This giyes 2 g of a pure product in the
formof a yellow oil® .

2-(3,4"-difluoro-1, 1 3
suspensi on of 0.90 g (23. | of Lithd umalum nium
hydride in 20 ml of ether, to0lef t8 appr@hi mately 0C,

i s adnmi xed dropwi se with a solut#on of92 g (7.7 nmol)

15 of :
3,4"-difluoro-4-(Z/E)-2-nitrovinyl]-1, 1 -bi phenyl,

obt gi Red i n skep ' L Xt T
tet?é%jdrofurgﬁahﬁ%g%%¥$#b?€7qg.ﬁ) %??%gc¥i§%9%?§?h?%hyde
55 FHRS fRLEBH HeReat Sbdl nf@kal o2 3NQWiep .25 is used.
allowed to return to anbient tenperature and is 20

fil cenedial Faper 5a3dg NeE Wiv1hi b At riomdr eat ed

with 0.9 mM of water and 0.9 nl of aqueous 15% sodi um
hydeefildersbentzaddehydet, hdng2.(28n6 @fnodat &f It is ‘

stirred at anbient tenperature for 1 hour. It is taken
4-fluorophenylboronic acid, 26 ml (52 mmol) of agueous

541/)mhqmmne A

sodium carbonate (2M) solution and 0.9 g (0.78 mmol) of
10 palladium tetrakis (triphenylphosphine), 3.4 g of pure
product are obtained in the form of a white solid,
following chromatography on silica gel, eluting with a
10/90 mixture of ethyl acetate and cyclohexane.
m.p. (°C): 898°C
15
6.2. 3,4'-difluoro-4-[(2/E)-2-nitrovinyl]~
1,1'-biphenyl
A suspension of 3.4 g (15.6 mmol) of 3,4'-difluoro-
1,1'-biphenyl-4-carboxaldehyde, prepared in step 6.1.,
20 1.5 ml (27.3 mmol) of nitromethane and 0.9 g
{11.7 mmol) of ammonium acetate is heated at 50°C
overnight. It is allowed to return to ambient
temperature and is taken up in dichloromethane and

water. The aqueous phase is separated and extracted



up in ethyl acetate, the aqueous phase is separated
and 25 extracted three tines with ethyl acetate, the
conmbi ned organi c phases are washed with saturated
aqueous sodium chloride solution and dried over

sodi um sul phate and the filtrate is concentrated
under reduced pressure. 38 Theg7residue obtained is
purified by chromatography on silica gel, eluting

W t Bweic@7w3LH. dighXxbrbRethandi ahboraeetbabenedebliaaatc
and 28% aqueous amonia. This gives 0.31 g of product
i n phasésr aref washedowhthl sasuehkedbadueeuBysodium

[ (phenyl oxycar bonyl ) oxy] acetate A solution of 25 g

( 246himpifeotodthybngapdobati edapser55odiuf3sblpmalky . of
di i sopropyl ethylamne in 500 m of 10 toluene is
adnfrédowingl ¢varonabient ofetiper spdrent t bhe2rgsidres
nnnl%ﬁof phenyl chloroformate. Stirring is continued
at eRbpinedt dfperrifieds by ghrewasogrARhyapn FélAca Bel.
sepaiated off and the filtrate is_ concentrated undgr
redBtBEIRE¥itRed 18790 BigkyEe 85 etgvds agrtarpyan
produc%b which is used as it is in the follow ng

st epY CEOBEX@BRy| (((2-(3, 4" -difluoro-1,1' -bi phenyl - 4-

1) 8ol JLRo)Cr Beny baxagelaber 28 &ngobkbhoBzok

0.3 ( uoro
1, L,aPi plegyt - 4-yl ) et hanam ne, prepared in step 6. 3.
A otLe g %1.46 mol) of et hyl

16 (phenyl oxycar bonyl ) oxy] acetate, obtained in step
6.4., in 10 M of toluene is heated at 60C for 18

hougs3. 25 It 25(3]'o@E I rRIYNN-bopRERYENL-yv1 ) ethanamine
tenperature, the
A suspension of 0.90 g (23.7 mmol) of lithium aluminium
hydride in 20 ml of ether, cooled to approximately 0°C,
is admixed dropwise with a solution of 2 g (7.7 mmol)
15 of 3,4’'-difluoro-4-(Z/E}-2-nitrovinyl]-1,1'-biphenyl,
obtained in step 6.2., in 40 ml of a mixture of
tetrahydrofuran and ether (1/1}. The reaction mixture
is subsequently heated at 60°C for 2 hours.
It is allowed to return to ambient temperature and is
20 filtered on paper and then the filtrate is treated with
0.9 ml of water and 0.9 ml of agueous 15% sodium
hydroxide solution and then 2.7 ml of water. It is
stirred at ambient temperature for 1 hour. It is taken
up in ethyl acetate, the aqueous phase is separated and
25 extracted three times with ethyl acetate, the combined
organic phases are washed with saturated agqueous sodium

chloride solution and dried over sodium sulphate and

the filtrate is concentrated under reduced pressure.



insoluble material is separated off by filtration and
the filtrate is concentrated under reduced pressure.
The residue is taken up in dichloronmethane and the 39
conmbi ned organi ¢ phases are washed with saturated
aqueous sodi um chl oride solution and dried over sodium
sul phate. Foll owi ng evaporati ogqof the solvent, the
resi due obtained is purified by chromatography on 5

si | irga QékldﬁbubbEQ1Wth1§ %g&%Q1@HXE%r%h%%mﬁ%@&&aphy on

acetate and cycl ohexane. This gives 0.3

progitichngehe boumial @itwhiat ©7yal/iod3 ml&tuﬁf@) of
73-75C 10 6.6. 2-(nethyl am no)-2-oxoet hyl

2- (3iéhidirbmeehane], hethapb@nundd 28k%) algieous’ bamhda .
The procedure of Exanple 2 (step 2.2.) is repeated.

St arthimggivem 0.32 g 60f. provokr dh eheylfoim 3£(3, 4' 15
di fl uoro-1, 1' - bi phenyl - 4-yl ) et hyl)am no) car bonyl ) oxy-
acecaleupleparedlin step 6.5., and 1.35 ml (2.7 mol)
of a solution of nmethylamne (2M in tetrahydrofuran,
0.210 g of pure product is obtained-in the formof a
mhiée solid, fO||0MAng recrystalllzatlon from et hyl

cBtate. LESWB! lfPhengloxygagb om)owlafeeetm
Lo ofprugles pBP3h %328 spliuos ethyl gf gleO&s.tsaend
(dd§5 &iﬂ(31518m31§00%“85§§8£¥8%y92th§9amlhe51 560 ml cf
10 toluene is admixed slowly at ambient temperature with
32 ml (256 mmol) of pheﬁyl chloroformate. Stirring is
continued at ambient temperature for 2 hours.
The salt formed is separated off and the filtrate is
concentrated under reduced pressure.

15 This gives 53.7 g of an oily product, which is used as

it is in the following step.

6.5. ethyl (((2-(3,4’'-difluoro-1,1’-biphenyl-4-

Yl)ethyl)amino)carbonyl)oxyacetate

20 A solution of 0.31 g (1.33 mmol) of 2-(3,4’-difluoro-

1,1’'-biphenyl-4-yl)ethanamine, prepared in step 6.3.,
and 0.33 g (1.46 mmol} of ethyl
[ {phenyloxycarbonyl)oxy]acetate, obtained in step 6.4.,

in 10 ml of toluene is heated at 60°C for 18 hours.

25 It is allowed to return to ambient temperature, the

insoluble material is separated off by filtration and
the filtrate is concentrated under reduced pressure.

The residue is taken up in dichloromethane and the



2H). Exanple 7 (conpound 145) 40 2-am no-2-oxoet hyl
1- (4" -fluoro-1, 1 - bi phenyl -4- yl)
cycl opropyl net hyl carbamate F -, 00 NO~YNH2 H O 5
7.1. (4" -fluoro-1,1 -biphenyl-4-yl)acetonitrile The
met hod described in Exanple 3 (step 3.2.) is used.
Starting from4.12 g (32.48 nmgk) of
(4- bronmophenyl )acetonitrile, 5 g (35.73 mmol) of 10
4- f coobdpeenyirgandei phacied, az2. 43 shed 64t96 satiirhteld
aqueous sodi um carbonate (2M solution and 1.24 ¢
(1. e7uenpk) sofipal kadiowidee sodkits.orr iapkie dyiigido spern epdium
3.3 g_of pure product are obtained in the formof a
whi e8lpbate, Folllowing ewmppwasdoapinf dihesisbilyengel the
15 eluting with a 15/85 m xture of ethyl acetate and
cycFSﬁé?&ﬁeObt#FBEd(eﬁ rrgefiedchby. ghromatography on
%- 4' -fluoro-1, 1 -Dbi yl-4-y cl opr opane-

ar BORLERI BELA §&§ﬁéﬁ9lUﬁthaB39/éo(IE uﬁﬁbpf @thl

hen 4-yl)acetonitrile,
preﬁg?ga Fnaggeﬁy?lfhgxa§é4 m (29.4 nmml) of

N CEAEE, GRS B R e OpRRA R 22 B8R €
appLRxLaaLghygo0C, is admi xed 41

m.p. (°C): 73-75°C

10
6.6. 2- {methylamino) -2-oxoethyl 2-(3,4’-difluoro-
1,1’ -biphenyl-4-yl)ethylcarbamate
The procedure of Example 2 (step 2.2.) is repeated.
Starting from 0.33 g (0.9 mmol) of ethyl (((2-(3,4'-

15 difluoro—l,1'-biphenyl-4-yl)ethyl)amino)carbonyl)oxy—
acetate prepared in step 6.5., and 1.35 ml (2.7 mmol)
of a solution of methylamine (2M) in tetrahydrofuran,
0.210 g of pure product is obtained in the form of a
white solid, following recrystallization from ethyl

20 acetate.
LC-MS: M+H = 349
m.p. (°C): 164-166°C
'H NMR (CDCl3) & (ppm): 2.90 (d, 3H); 3.0 (t, 2H); 3.50
(g, 2H); 4.60 (s, 2H); 5.0 (broad s, 1H): 6.10 (broad

25 s, 1H); 7.10-7.40 (unrésolved multiplet, 5H); 7.55 (dd,
2H) .

Example 7 (compound 145)




dropwi se with 6.7 g (102.8 nmol) of aqueous 60%

pot assi um hydroxi de solution. Stirring is continued at
50C for 18 hours. The mixture is allowed to return to
anbient 5 tenperature, the insoluble material is
separated off by filtration and the filtrate is taken
up in ethyl acetate. The aqueggs phase is separated
and extracted three tines with ethyl acetate. The
conbiamdnorgabkoethiases (ar e faashed Wil hbs phengted -
aqueous sodi um 10 chloride solution and dried over
sodvilhrczal ppatpylmEohidwaebasmaapor ati on of the
solvent, the residue obtained is purified by

chromat ography on silica gel, eluting with a 10/90

m xture of ethyl acetate and cyclohexane. 15 This
gives 2.97 g of puredfQduct in the formof a white
solid. mp. (Q: 70-
1-[1-(4' -fluoro-1,1' - bi phinyl -4- 2§

yl) cycl opropyl ] net hanani ne™" A)§ ot |Oo'\||6'?' 2.5 g (10
mmol ) of 1-(4'-fluoro-1, 1'- H

bi phenyl - 4-yl ) cycl opropyl carbonitrile, prepared»ln
step 7.2., in 50 nl of tetrahydrofuran, cooled to
approxinately 0C, is adm xed dropmﬁse with 10 m 25

(107 mrol) of S°E¥ﬁb?8 pf L'LE% “H‘-piz g\égfﬁgglle

(1 I'n tetrahydrofuran. Stirri con

f orrde hﬁé‘fh@&ddégéflﬁédaﬁﬁ' ﬁﬁambfapgr%e&s gop 4815 used.

hours. 42 The mxture is filtefed on paper and th
thestatt{iggefrom 4.12 g (32.48 mmol) of

(4—bromopheny1)acetonitrile, 5 g (35.73 mmol) of

10 4-fluorophenylboronic acid, 32.48 ml (64.96 mmol) of
aqueous sodium carbonate (2M) solution and 1.24 g
{(1.07 mmol) of palladium tetrakis{(triphenylphosphine),
3.3 g of pure product are obtained in the form of a
white solid, following chromatography on silica gel,

15 eluting with a 15/85 mixture of ethyl acetate and
cyclohexane.

m.p. (°C): 100-102°C

7.2. 1-(4’-fluoro-1,1’-biphenyl-4-yl)cyclopropane-
20 carbonitrile

A suspension of 3.1 g (14.7 mmol) of (4’-fluoro-1,1’-

biphenyl-4-yl)acetonitrile, prepared in step 7.1.,

2.4 ml (29.4 mhél) of 1-bromo-2-chloroethane and

0.067 g (0.294 mmolf of N-triethylbenzylammonium

25 chloride, heated to approximately 50°C, is admixed



is treated with 0.4 ml of water and 0.4 m of aqueous
15% sodi um hydr oxi de solution and then 1.2 nml of

water. The mxture is stirred at anbient tenperature
for 51 hour. It is taken up in ethyl acetate, the
aqueous phase is separated and extracted twice with
ethyl acetate, the conbi ned orggani c phases are washed
with saturated aqueous sodi um chloride solution and
dri edroroiiae soditur .SulgphEtte damidle fof tacieis 60%
concentrated 10 under reduced pressure. This gives

2. 1 Pgtapsgugy vdraxide sadurhicin .a Sthitmingsdls dsonthiroted at
is used as it |s inthe following step. mp. (O:

100596§cf95 #81h qyﬂ%ﬂ
% %(%ﬁ -fl uor,o- - bi phenyl -
yI) &‘ F“Gb‘fle)ﬁ@tli;’-l)o ﬁ@r@éﬁ-ﬁ%h}ﬂqm%at.e
%%gg#hﬁ q? bed a%eﬁé g%gf 8 (Sgs sepagaééa off by
’-% ﬁf%%b"?i Aag) c|f&&rt5&ﬂe] ey lﬁgﬁsffﬁa i &R
7 2 t
| npﬁgﬁg%ggycgﬂb %ﬂ)gc’%s] ggle%at ergglr%e ar g&eeé“ée)ga%té‘agted
(st eRrfe2timesd zuahota.tagﬁe aRledye! e %&r@;lg%ﬁ e c

formof a white solid I'owi ng chromatogra

su|pnas§glareluhsﬁadmmhahasthéét@aXb %oﬁ% Sldaithun? S
acetate and cycl ohexane. mp. (O: C 43 7.5.

10- anhhor 2dexseliykoh- G4d- BirtieHoolel soaﬁﬁﬁe&wlpﬁaﬂé.
cycl opropyl net hyl carbanmate A solution of 1.4 g (3.77

moFylbbwindyevapbeb€lbd' of the solvent, the residue
fluoro-1,1' -bi phenyl -4- yI)cycIopropyl)nethyl)an1no)
obtained is purified by chromatography on silica gel,
eluting with a 10/90 mixture of ethyl acetate and
cyclohexane.
15 This gives 2.97 g of pure product in the form of a
white solid.

m.p. (°C): 70-72°C

7.3. 1—[1-(4'-fluoro—l,l'-bipheny1—4—

20 yl)cyclopropyl]lmethanamine
A solution of 2.5 g (10 mmol) of 1-(4’-fluoro-1,1’-
bipheny1—4-y1)cyc;opropylcarbonitrile, prepared in step
7.2., in 50 ml of tetrahydrofuran, cooled to
approximately 0°C, is admixed dropwise with 10 ml

25 (10 mmol) of a solution of lithium aluminium hydride
(1M) in tetrahydrofuran. Stirring is continued at 0°C
for 1 hour and then at ambient temperature for

18 hours.




5 carbonyl)oxy)acetate, obtained in step 7.4., in 10
m of a 1/1 m xture of nethanol and tetrahydrofuran is
adm xed with 11 m (75 mmol) of a solution of ammonia
(7N) in nmethanol. Stirring is continued at anbient
tenperatures for 12 hours. 10 Foll ow ng concentration
under reduced pressure, the rgsidue obtained is
purified by chromatography on silica gel, eluting

Wi t Tha Rik8uliextidr €idterddCBhopapetrhand amdnmetRamlltrate
followed by recrystallization fromethyl acetate. 15

Thi $sgkveated/adth oOf. 4pmileoffir dtel and e 4f almod agueous
white solid. LCGMs: MHH = 343 mp. (O: 139-141C 1H
NVR1BEDEPE)us hydmpxifle0 sbidntdbh; aﬁd5®h@@,lZH)ml4o&5water
20 (s, 2H); 4.90 (broad s, 1H); 5.50 (broad s, 1H);
5. gmhe(maadrg 1§|—|)3tlrr§5 (at: amH)Lent 3erpezature for
%unresolved mul ti pl et . ngle B (conmpound 197)

5 2 pﬁgphyﬂgnpﬁoyagegxy§thy|ethy acetate, the aqueous

2-(3:ph I h t hyl bamat
orpbes | °E¥Be?$¥e§eeg%pﬁgﬁi?%s%?éhiwmaewhaﬁamtml

T I L

ger%$¥g£§?§d 3 eguésgléggmlghgorlde =To] u%g%%o%nd %rled

over sodium sulphate and the filtrate is concentrated
10 under reduced pressure.

This gives 2.1 g of product in the form of a white

solid, which is used as it is in the folloWing step.

m.p. (°C): 100-102°cC

15 7.4. ethyl 1-(({({((4’-£fluoro-1,1’'-biphenyl-4-
yvl)cyclopropyl)methyl)amino)carbonyl)oxy)acetate
The procedure described in Example 6 (step 6.4.) is
used. Starting from 2.4 g (10 mmol) of 1-([1-(4’'-£fluoro-
1,1’ ~biphenyl-4-yl)cyclopropyl}methanamine, prepared in

20 step 7.3., and 2.7 g (12 mmol) of ethyl
[ (phenyloxycarbonyl)oxylacetate prepared in Example 6
(step 6.2.), 2.7 g of pure product are obtained in the
form of a white solid, following chromatography on
silica gel, eluting with a 15/85 mixture of ethyl

25 acetate and cyclohexane.

m.p. (°C): 96°C



cooled with an iced water bath and 1.74 g (46 mmol) of
sodi um borohydri de are added in portions. The reaction
m xture is stirred overnight at anbi ent tenperature.

It 10 is filtered on paper and rinsed with twi ce 25 n
of nethanol. The filtrate is concentrated under
reduced pressure and the resigge is taken up in 50 n
of aqueous hydrochloric acid (1N) and 25 m of ether.
Aft2cr5di sti nck-pidnes2haxeeshpar at-¢d’ efil ubkeylane-15
separated. The aqueous phase is washed with three

t i nespheédyht+4oylichelopThpyanetbydcpihamake rendered
alkaline with 10 m of aqueous 36% sodi um hydr oxi de
and® gxivbiemdofi Lh4tar éd.77nemodd af ethyl 1-((((((4'-
di chl oronmet hane, = The extracts are washed with ‘

sat E+apee-hah éolaspgeavénézml&ﬁyé LpREoBYLyMRshyAhamino) -
grled over sodlun1sulghate and the f||trate is

onCRAPPEY LIPERYRFeF2EGceBPpREBSHr &0 S¥RPS gﬂveslﬁ é? ml
s 080 R PR R EhaBainghospahe aaEdRatugaD 13
carbamirsS R CERYRE YPRCRR1 €' BF' 8 BB2HE1 9008 ot
Of M&léhwggmnﬁe}\é@&iha@ﬂ%@f?ﬁ Féa&gﬁglhﬂeat gp

and 50
[(p&myé@syﬁé&aﬁ@fatﬁ%g] ES?t fbendgssribed in Exanple 6
in, step 6.4., m of toluene Is heated at 60C

10V el Ying h@o:ﬁd:éﬁt_ﬂ&@:.bﬁ GRAEL nkééﬁ@éduﬁﬂéé stedyCeHe
pressure and the residue is purified by chromatography

residue obtained is purified by chromatography on
silica gel, eluting with a 97/3 mixture of
dichloromethane and methanol, followed by
recrystailization from ethyl acetate.

15 This gives 0.738 g of pure product in the form of a

white solid.

LC-MS: M+H = 343

m.p. (°C): 139-14l1¢°cC

'H NMR (CDCl3) 8 (ppm): 1.0 (s, 4H); 3.50 (d, 2H); 4.55

20 (s, 2H); 4.90 (broad s, le; 5.50 (broad s, 1H); 5.90

(broad s, 1H); 7.15 (t, 2H); 7.30-7.70 (unresolved

multiplet, 6H).

Example 8 (compound 197)
25 2-(methylamino)-2-oxoethyl 2-(3-phenyloxyphenyl)ethyl-

carbamate



10 on silica gel, eluting wwth an 85/15 then 70/ 30

m xture of cycl ohexane and ethyl acetate. This gives
0.80 g of product in the formof an oil, which is
used as it is in the followng step. 15 8. 3.

2- (et hyl am no) - 2- oxoet hyl 2-( 3-

phenyl oxyphenyl ) et hyl car bamat e440. 70 g (2.30 nmmol ) of
ethyl (((2-(3-

phenyloxyphenyl)ettZti\ .rbon ) oxy) Hcet at e,
obtained in step 8 | Nnj xture of 20
4.5 m ofasolutlon( of met ’p\rfgr&f'
tetrahydrofuran and 4.5 mM of ne hanol The sol ution
is left overnight at anbient tenperature. The
filtrate is concentrated under reduced pressure and

the residue is purified by chromatography on silica

gel 8.eluting 2itB-pheng138kpnchen ) 2ehandiniher e of

di chl oronet hane and net hanol. The product is

sub%egdtbept (¢ . b8cmnsldl bifz8dphenhoxyphenylacetohietiile and
acetate and diisopropyl ether. This gives 0.51 g of

Bi nd. ﬁﬁiGe(éFﬁgtam91)46f cCbibt (VEH ch32¢idep hei8hydrate
82-84C 1H NWR (DMSO-d6) 6 (ppm: 7.4-7.25 (m 4H),

7.18r¢t disspjved pp- @59m@npf3HFth§n95 (@helﬁplu6lpn(#ﬁ

1
F%CEOéSd(ngékﬁn 1E?§nwﬁgeg Pé&hpéaﬁd& S '(46 mmol) of
y|b§ﬁé§¥%ag%gﬂ%¥é oethglaédg%raglgo%tlons The reaction

mixture is stirred overnight at ambient temperature. It

10 is filtered on paper and rinsed with twice 25 ml of
methanol. The filtrate is concentrated under reduced
pressure and the residue is taken up in 50 ml of
agqueous hydrochloric acid (1N) and 25 ml of ether.
After distinct phases have separated out they are

15 separated. The aqueous phase is washed with three times
25 ml of ethef. The agueous phase is rendered alkaline
with 10 ml of agqueous 36% sodium hydroxide and
extracted with three times 50 ml of dichloromethane.
The extracts are washed with saturated équeous sodium

20 chloride solution and dried over sodium sulphate and
the filtrate is concentrated under reduced pressure.
This gives 0.67 g of prodﬁct in the form of a brown-

orange oil, which is used as it is in the following

step.




NO~yNCH HO ~ .NO9.1.
3-(4-bronobenzyl)-1, 3-oxazol i di ne-2, 4-di one 15 A
solution of 1.50 g (6 mMmol) of 4-bronobenzyl brom de
and 0.73 g (7.2 nmmol ) of 1, 3-oxazolidine-2,4-dione in
6 mM of tetrahydrofuran is adm xed dropwise with a
solution of 1.39 g (12 nmol) o#fsl, 1, 3, 3-

tetramethyl guanidine in 6 m of tetrahydrofuran. The

20 Bi.2t.ure i sEshiir €d (2t (3rphenly loxypheaidnethylamino) -
overnight. 50 m of ice-cold aqueous hydrochloric

aci gagbNpyandxyl@eenhtef et hyl acetate are added. The
organi ¢ phase is separated after-settling out and
washeBizgguresofvel ¢6 @i t(R .29 mnodd wdt @-(3nd 25 m  of
saturated aqueous_25 sodi um chloride solution. It is

dr i PheBYyéPxyBhrnMmlAethanppAace ahgadneds in: siep 81, and

o b1 PBuBby e ABomea: GEnstBi L o |1 ca gol . ehuting -

heot 4ot v akbiny 1 by The e T s ResRad oA Lo FGTRLS ©
o (SR EEeRl K52 Pan TP (GE vBIANE Be’pegtea at c0°c

(5 Gke2RiBheoNTaETELPEEEe 3oML KRR cOR P Anfel reducea

di opeesshtai sad EHeSESBigué-islpﬁgigiéﬁ-gg ERbha®bgraphy
pyridin-2-yltri-n-butyl stannane, 0.28 g (6.6 mmol) of
10i tehusithéar pde, aalulihgSwithOah088T0E) t8bnPZl/3¢ Hikture

tetraki s(triphenyl phosphine) in 15 m of toluene is
of cyclohexane and ethyl acetate.
This gives 0.80 g of product in the form of an oil,

which is used as it is in the following step.

15 8.3. 2—(methylamiho)—z—oxoethyl 2-(3-
phenyloxyphenyl)ethylcarbamate
0.70 g (2.30 mmol) of ethyl (((2-(3-
phenyloxyphenyl)ethylamino)carboﬁyl)oxy)acetate,
obtained in step 8.2., is dissolved in a mixture of

20 4.5 ml of a solution (2M) of methylamine in
tetrahydrofuran and 4.5 ml of methanol. The solution is
left overnight at ambient temperatufe. The filtrate is
concentrated under reduced pressure and the residue is
purified by chromatography on silica gel, eluting with

25 a 98/2 then 96/4 mixture of dichloromethane and
methanol. The product is subsequently recrystallized
from a mixture of ethyl acetate and diisopropyl ether.

This gives 0.51 g of fine white crystals.



15 heated at ref lux overnight. It is cooled to
anbient tenperature, filtered on paper and rinsed in
succession wth 10 m of toluene, 10 m of ethyl
acetate and 10 ml of toluene. The filtrates are
concentrated under reduced pressure. The residue is
taken up in 50 nl of 20 acetgtrile and washed with
four times 25 m of n-hexane. The acetonitril e phase
I s aneentyat ed iggler reduced pressure and the
residue is purified by chromatography on silica gel,
el Whigng ead)h; aeyEBLHA then 60/40 m xture of
cyclohexane and ethyl acetate. 25 This gives 0.428 ¢
of 'mr oRiRCt(DMSO-dR) f &1 tpmb) & Wod+2.2povmer 4Hm p7.1E) (t,
166C 48 9.3. 2-(nethyl am no)-2-oxoet hyl 4-pyridin-2-
y| béhizy | cdroeel e(m0.382) g §18%6(smolH) of6.1 {(m, 1H), 4.9
3-(4-pyridin-2-ylbenzyl)-1, 3- oxazolidine-2, 4-di one,
Dbt énedilin Sikepl®d. 2H) i 365 dl@sotNkd 2 P22 A%t (me DH) -
3.5 mM of a solution (2M of nethylamne in

tetrahydrofuran and 3.5 ml of nethanol. The solution
is left overn oht at anpj ent tenperature. 1.5 g of
silun¢3-—- ~VEi 2ot tHe=Xhi xture is concentrated to
ryne er S t hen 10 purlfled by
r%néfeeo%rﬁlpw SRS SoirL ariirTginieh s oalo
}, é di chl or onret hane and nethanm
rodi % 'S recrystalllzed froma mxture of

1dsopropanol and diisopropyl ether. This gives 0.30 g
of product in the formof white 15 fl akes.

)
"j\oﬂrn.c“a
R H 0
(N

9.1. 3-(4-bromobenzyl)-1,3-oxazolidine-2,4-dione

15 A solution of 1.50 g (6 mmol) of 4-bromobenzyl bromide
and 0.73 g (7.2 mmol) of 1,3-oxazolidine-2,4-dione in
6 ml of tetrahydrofuran is admixed dropwise with a
solution of 1.39 g (12 mmol) of 1,1,3,3-
tetramethylguanidine in 6 ml of tetrahydrofuran. The

20 mixture is stirred at ambient temperature overnight.
50 ml of ice-cold aqueous hydrochloric acid (1N) and
100 ml of ethyl acetate are added. The organic phase is
separated after-settling out and washed successively
with 25 ml of water and 25 ml of saturated aqueous

25 sodium chloride solution. It is dried over sodium



LCMs: MEH = 300 mp. (O: 151-153C 1H NMR ( DMSO d6)
8 (ppm: 8.6 (d, 1H), 8.05 (d, 2H), 7.95-7.7 (m 4H,

i ncluding 2 exchangeable in D20), 7.35 20 (d, 2H)

7.3 (m 1H), 4.35 (s, 2H), 4.25 (d, 2H, s on exchange

in D20), 2.6 (d, 3H, s on exchange in D20). Exanple

10 (conpound 98) 2-am no-2-oxogt hyl

4-isoqui nol i n-4-yl benzyl carbamate 25 49 O ' ~O, -~yNH2

f istlghate 18nd. thd- £5DgbaDE] i 8- doybphepytedehhdas| reduced
Under an argon atnosphere, a mxture of 1.09 g 5 (7.2
nmobyessuxd: hYle oxgabdhy| ) phepayi bbednby abrdpatdgPdphy on
(6 mml ) of 4-bronoisoquinoline and 0.28 g (0.24

mo$d 1 ofa pael adélmtirg rekis (ani BHéA0| phntphenef in 50

m of toluene and 10 m of aqueous sodi um _carbonate

sol s¥¢kpheragpe i and catlhyl sacebateuxlolér g ght Pragugheare
filtrate is concentrated under reduced gressure and

theeberingd i3 thRekorp ¢h 1BOCRI CBYSERAFt acetate and

40 m_of ter gL the phases have settled and been
seﬁgﬂéteﬁaglhes%g%énéc phase i s washed in succession

with 20 mi of water and 20 m of saturated aqueous 15
sodi um chl ori de sol uti on. is dried over sodium

It
SR 20 UL Bl SO0 ESLEPELHERL 2, 4-aione
Chrmd PUAPYYGOR atmosphere, a mixture of 0.59 g

10 (2.18 mmol) of 3-(4-bromobenzyl)-1,3-oxazolidine-2,4-
dione, obtained in step 9.1., 1.60 g (4.35 mmol) of
pyridin-2-yltri-n-butylstannane, 0.28 g (6.6 mmol) of
lithium chloride and 0.125 g (0.10 mmol) of palladium
tetrakis (triphenylphosphine) in 15 ml of toluene is

15 heated at reflux overnight. It is cocled to ambient
temperature, filtered on paper and rinsed in succession
with 10 ml of toluene, 10 ml of ethyl acetate and 10 ml
of toluene. The filtrates are concentrated under
reduced pressure. The residue is taken up in 50 ml of

20 acetonitrile and washed with four times 25 ml of
n-hexane. The acetonitrile phase is concentrated under
reduced pressure and the residue is purified by
chromatography on silica gel, eluting with a 70/30 then
60/40 mixture of cyclohexane and ethyl acetate. |

25 This gives 0.428 g of product in the form of a white
powder.

m.p. (°C}): 1l66°C




silica gel, eluting with a 60/40 then 40/60 m xture of
cycl ohexane and ethyl acetate. This gives 1.12 g of a
20 white solid. mp. (C: 130C 10. 2.
3-(4-isoquinolin-4-yl benzyl)-1, 3-
oxazolidine-2,4-dione 50 1.10 g (4.67 mmol) of
(4-isoqui nolin-4- ylphenyl)nmetggmnol, obtained in step
10.1., are dissolved in 10 m of chloroformand 1.4
m 419, Mol ) 2 0{méthPIathi ) 0F L grodt Ry Bddegy fL @pwi €.
The m xture is 5 stirred at anbi ent tenperature
oveylbedyborurbdreatréi [ trate is concentrated to dryness
under reduced pressure. The residue is coevaporated
Wi th. 42vag t {els6 ol @f 34 c4ddpyoidimnz-yIbhenzes] dled -
is taken up in 15 nl of tetrahydrofuran. 0.56 g (5.54
moFazdlidine R okadiodnel mebiaingdole arepadded, is
foll owed dropwise by a solution of 1.60 g (13,9 nnnl?
df digsglvrd inta MW@%l%t%@lﬂOQ #°® utlon (2M} of
tetrahydrofuran, The mxture is heated at ref

ové‘i‘%"r amjne | N SR Rh¥Ir o BERR g efp2rd u?% m%?)h"fWOI

st ole Rel steriieRt e SRELEE fefperature.
ted,e Th wash h
ff%?‘l TP AR afer e L8icou

s |
suI p te andﬁ&ﬁe&? trate |1£ %%%gf (?g%%é ﬁ%éd%rgf%b then
10 ePHE0E TUEISHI Ehr T SR shie d)ﬁ' PP idd egdeDy eluting with
chromat ography on silica gel, eluting with a 50/50

tT E_%n 94404 GheH XGNP il xtENed QPEXEEh BoEoRE Fibnacssat e.
Igzthanol. The product is recrystallized from a mixture
of isopropanol and diisopropyl ether.

This gives 0.30 g of product in the form of white
flakes.

LC-MS: M+H = 300

m.p. (°C): 151-153°C

'H NMR (DMSO-ds) & (ppm): 8.6 (d, 1H), 8.05 (4, 2H),
7.95-7.7 (m, 4H, including 2 exchangeable in Dy0), 7.35
(d, 2H), 7.3 (m, 1H), 4.35 (s, 2H), 4.25 (d, 2H, s on

exchange in D;0), 2.6 (d, 3H, s on exchange in D;0).

Example 10 (compound 98)

2-amino-2-oxoethyl 4-isoquinolin-4-ylbenzylcarbamate




gives 0.84 g of product in the formof a solid yellow
foam 25 mp. (C: 65C 10.3. 2-am no-2-oxoet hyl
4-isoqui nolin-4- yl benzyl carbamate 51 0.34 g (1.06
mol ) of 3-(4-isoquinolin-4-ylbenzyl)-1, 3-
oxazol i di ne-2, 4-di one, obtained in step 10.2., is
di ssolved in a mxture of 6 m 4af a solution (7N) of
ammni a in nmethanol and 6 m of tetrahydrofuran. The 5
solution is left at ambient tenperfiture overnight. 10
m of di chl or onet hape S ? NHe added and
the mxture is conc§ 0 nEyn ss under reduced
pressure, then puri r ondt ography on silica
gel, eluting with a §/2 then 92/8 m xture of 10
di chl oronet hane and nethanol. The product is
recrystallized froma m xture of isopropanol and
di i sopropyl ether. 0.26 g of product is obtained in
the formof a white cottonlike substance. 15 LC Ms:
MrH12-336 m éﬂ-eepquwplmsé-mmy@@m@hw)ols
ppnh: 9.3 (s, 1H), 7.9-7
U ﬁeriﬁe|aaseg ftgﬁ@ﬁgﬁﬁsabﬁemﬁ¥qﬁﬁﬁ °f i B9 g

’<zs %91)4 055 RSOy B I RARY TR EBy ecid.
28 451 B A P TR SRR AR Y

(0.24 mmol) of palladium tetrakis(triphenylphosphine)

in 50 ml of toluene and 10 ml of aqueous sodium
carbonate solution (2M) is heated at reflux overnight.

10 The filtrate is concentrated under reduced pressure and
the residue is taken up in 150 ml of ethyl acetate and
40 ml of water. After the phases have settled and been
separated, the organic phase is washed in succession
with 20 ml of water and 20 ml of saturated agueous

15 sodium chloride solution. It is dried over sodium
sulphate and the filtrate is concentrated under reduced
pressure. The residue is.purified by chromatography on
silica gel, eluting with a 60/40 then 40/60 mixture of
cyclohekane and ethyl acetate. This gives 1.12 g of a

20 white solid.

m.p. {°C): 130°C

10.2. 3- (4-isoquinolin-4-ylbenzyl)-1, 3-

oxazolidine-2,4-dione



2552 N ~~1 OHNO--yNCH HO11.1

- (2- hydr oxyet hyl ) - 3- bi phenyl carbonitrile A m xture
of 3 g (14.92 nmol) of 2-(4 5 bronophenyl) et hanol ,
2.85 g (19.40 mml) of 3-cyanophenyl boroni c acid,
5.15 g (37.30 nmmol) of potassium carbonate, 4.81 g
(14.92 mmol ) of tetra- n-butyl ggnmoni um brom de and
0.067 g (0.30 nmol) of palladiumdiacetate in 15 m
of wpatergi $4heat afloa) d& 1A0Csubhdehoddnargon
at nosphere overnight. It is cooled to anbient
t enpéphényd ) méthahed , wobhawaedr iandtepxlifadt.ed amet h
ethyl acetate. The organic phase is dried over sodium
sul ghaseluad évapbrmiledf bhlpsofgumse@deﬂtHynéuﬂﬂﬁu ggol)
by chronatograph{ on silica a 15 eluting with a
70/ 86 t:heﬁns@/ sbleridgr arsf a QsﬁoﬁeffeWéSEana‘h@t ﬁs;trxture is

acet at e, ive_2.90 of product in the, for
é. | Stwareﬁ Fg aubdens | Fmpgrﬁﬁurﬁeow&‘lrm%g “E E?

3 b%bﬁEﬁ?L‘éa&BoﬁPPFPP raRa0LE: owigrs ey

TTobkeStufe: (fpe"¥EpRMNE' X bodulh Qe%'a‘:%a%nftwo tqmes
A SR SO Lot fied® heBeBTR 06 caxen up in
di cpboppnEEhaperahgalketuphhl 8NskCe R3LB4 kcddmoted
10 1,3-oxazolidine-2,4-dione are added, followed dropwise
by a solution of 1.60 g (13.9 mmol) of 1,1,3,3-
tetramethylguanidine in 5 ml of tetrahydrofuran. The
mixture is heated at reflux overnight. It is cooled to
ambient temperature. 20 ml of iced water and 100 ml of
15 ethyl acetate are added. After they have settled, the
phases are separated. The organic phase is washed with
three times 10 ml of water and 20 ml of saturated
aqueous sodium chloride solution. It is dried over
sodium sulphate and the filtrate is concentrated under
20 reduced pressure. The residue is purified by
chromatography on silica gel, eluting with a 50/50 then
40/60 mixture of cyclohexane and ethyl aceﬁate. This
gives 0.84 g of product in the form of a solid yellow

foam.

25 m.p. (°C): 65°C.

10.3. 2-amino-2-oxcethyl 4-isoquinolin-4-

vlbenzylcarbamate




with 1.1 m (14.29 mmol) of nethanesul phonyl chlori de.
The m xture is subsequently stirred at anbi ent
tenperature for 2 hours. 100 m of dichl oronethane and
5 30 mM of saturated aqgueous sodi um chloride sol ution
are added. The organic phase is separated off after
settling, dried over sodi um sugphate and evaporated to
dryness to give 3.5 g of product in the formof an

oi | 0.34hg prodecimbs)redi ssquvedofiifBlih-atylbenzyl) -1, 3-
tetrahydrofuran, 10 and 1.40 g (13.94 mmol) of

1, Seraazbidilhae2244dilonae ohndide87inl s€28. 28.anpl )sof
1,1, 3,3- tetranethyl guani dine are added. The m xture

i s fitasetivedt i70&€ mistnrghof btmisoévapserdtiedono (7N) of
dryness. The residue is taken up in a m xture of

et hgrmeonde ate mathasoiaenfabetilaglicsasrabudumtenpori dae
solution, The organic phase is separated off after
§et@Pi%@logr+%d19@5ratse@baﬁnguFﬁwaﬁﬁaaﬁaee9aﬁaﬂaaéa

yn ss eS|due IS purified romat o
gé cEiB??ﬂﬁt €N ﬁd6é/20°?h§ﬁ 56R56 "28dka

™ “«55?1‘1’%r%ﬁﬁﬁ???ﬁ‘?ﬁs%?%?ﬁﬁs%wé' Rk, et

Nbl}é@% $8ﬁ$ §§% okoé?% IJ"i'giecya oc?roTatoggaphy ont
bi p%‘fi‘%/éa 45d1) eéwkgﬂ%ggggﬁ 8 §5g59tﬁén5§zv@%1xeﬁre of

2, 4-di oxo-1
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are dissolved in a m xture of m of nethano

54 rédeySeB111z68 Bréhl §ohiktQReObfNeEbplaphnel( afid6
mrol ) in tetrahydrofuran. The solution is left to

reatiisopropyl ether.

15

20

25

0.26 g of product is obtained in the form of a white
cottonlike substance.

LC-MS: M+H = 336

m.p. (°C): 181-183°C

'H NMR (DMSO-dg) & (ppm): 9.3 (s, 1H), 8.4 (s, 1H), 8.2
(d, 1H), 7.9-7 (ﬁ, 4H, including 1 exchangeable in D.0),
7.5 (s, 4H), 7.3 (s, 1H, exchangeable in D;0), 7.2 (s,

1H), 4.4 (s, 2H), 4.35 (d, 2H, s on exchange in D;0}.

Example 11 (compound 171)
- (methylamino)-2-oxoethyl 2-{(3’-cyano-1,1’-biphenyl-4-

yvl)ethylcarbamate



overni ght and then evaporated to dryness and the
residue is purified by chromatography on silica gel, 5
eluting with a 96/4 then 95/5 m xture of

di chl oronet hane and net hanol. The product is
recrystallized froma mxture of ethyl acetate and

di i sopropyl ether to give 1.075g of product in the
form of a white powder. 10 Melting point (C: 157-159
LC-M5: MrH = 338 1H Ry (CDCl 3) 8 (ppn): 7.85 (s, 1H),

7.80 (dt, 1H), 7.6 S 4H) , 0 35 ( H, 6.05
(broad s, 1H), 4% 5 1WJL46O-S 2H), 3.55
(m 2H), 2.95 15 (t, Fvwrgngqple 12
(conpound 84) 2-ani no- 2- oxoethyl ﬁ o)

(4- (4-phenyl -1H i m dazol -1- yl)phenyl ] met hyl car bamat e
20 O ~NxO-~)rNH2 O Nsj 12.1.

[ 4- (4-phenyl - 1H i m dazol - 1-yl ) phenyl ] met hanol  3.04 ¢

i f"?'f&o"f f‘“%?fn&é%n”‘é%g?ékif&ﬂ JEbis %R'gl ﬁ%?§§%13551e
pyr#é?gﬁté%%eéFyéogvgg4§ﬁg L) Pf(?ﬁéguglgognanide.

5 Prfnoptedyl) 2 ﬁé?éfpp%rﬁg'u TP fophiiedsdee and the
tenﬁgéﬁéﬂéﬁhenylboronlc acid, 5.15 g (37.30 mmol) of

potassium carbonate, 4.81 g (14.92 mmol) of tetra-
n-butylammonium bromide and 0.067 g (0.30 mmol) of
palladium diacetate in 15 ml of water is heated at

10 100°C under an argon atmosphere overnight. It is cooled
to ambient temperature, diluted with water and
extracted with ethyl acetate. The organic phase is
dried over sodium sulphate and evaporated. It is
subsequently purified by chromatography on silica gel,

15 eluting with a 70/30 then 50/50 mixture of cyclohexane
and ethyl acetate, to give 2.90 g of product in the
form of an 0il, which is‘used aé it is in the following

step.

20 11.2. 4'~-[2-(2,4-dioxo-1,3-oxazolidin-3-yl)ethyl]-

3-biphenylcarbonitrile

"A solution of 2.90 g (12.99 mmol) of 4'-(2-
hydroxyethyl) -3-biphenylcarbonitrile, prepared in step
11.1., 2.7 ml (14.29 mmol) of triethylamine and 0.15 g

25 (1.30 mmol) of 4—dimethylaminopyridine in 30 ml of



51t is diluted with 200 ml of dichl oronethane and 200
m  of aqueous 28% amoni a solution. After the phases
have settled and been separated, the agueous phase is
extracted wth 100 ml of dichl oronmethane. The organic
phases are washed with 50 ml of saturated aqueous 10
sodi um chl ori de solution, driegsover sodi um sul phate
and evaporated to dryness. The product is purified by

chr aiehogi-apbyhahesi ldodd egehi t@l W N@eNbatny 94 Addised
95/5 m xture of dichloromethane and net hanol. The

prodich is1redr Yddakloi medlf)r ofi aetibaneselphonglluetdoride.
and 15 diisopropyl ether, to give 1.82 g of product in

t he Theomixghrehiise subgscmlent lvestiing egoiatt af@)ient

137-139 12.2. 2-am no-2-oxoet hyl

[4 tempezayureHion dabeurs20100 ml of dichloromethane and

1-yl) phenyl ] met hyl carbamate A solution_of 1.0 g (4
ﬁnoﬁp @# i §Qt§ﬁéﬁ§ﬂ_pgueous sodium chloride solution are

imd ) phenyl ] met hanol,, prepared | tep 12.1.
o 48 (4 %@ ¥‘16=r Pila§eo%§z§|eipéirﬁé?e§ E% eefnd

f hi

25 BEEFIAPEr oft é =h Sussl ERny. SERALE A0l Syebaigted to
d f .

hf?ggghgsglgbx |L§P§L y ng%u%Q QP(%H@n¥é%ﬁ%of.Fn oil.

Sol U

t et ‘i‘ﬂBySEBEHEEn1sT§}%d'I's)éBli"v%d' §nS¢hs ﬁﬁuggt lt%t%ﬂ%i‘&f‘?;ran,

anbl ent tenperature again and stirr over ni ght.
101 aﬁ& thgosgl Yabonsan@olak e, 1tg-\aﬂaa%1amn@iied1-aaone

a 7N ammoni a sol ution (84 mol ) in net hano
Theanm zteremls (kef 3t emb@3chbfougnnizght-, adm xed Wi th

4 g of 5 silica and evaporated to dryness. The product
I S tetramethylguanidine are added. The mixture is heated
at 70°C overnight. It is evaporated to dryness. The
residue is taken up in a mixture of ethyl acetate and
15 saturated agqueous sodium chloride solution. The organic
phase is separated off after settling, dried over
sodium sulphate and evaporated to dryness. The residue
is purified by chromatography on silica gel, eluting
with a 60/40 then 50/50 mixture of cyclohexane and
20 ethyl acetate, to give 3.3 g of product in the form of

a white solid.

Melting point (°C): 121-123

11.3. 2- (methylamino)-2-oxoethyl 2-(3’-cyano-1,1’'-
25 biphenyl-4-yl)ethylcarbamate

2.0 g (6.53 mmol) of 4'-[2-(2,4-dioxo-1,3-oxazolidin-3-

yl)ethyl]-3-biphenylcarbonitrile, prepared in step

11.2., are dissolved in a mixture of 13 ml of methanol



purified by chromatography on silica gel, eluting wth
a 95/5 then 93/7 and 90/ 10 m xture of dichloronethane
and met hanol. The product is recrystallized froma

m xture of nethanol and diisopropyl ether, to give 10
0.429 g of product in the formof white crystals.
melting point (C: 200-203 LC ¥ MH = 351 1H NWR
(DMSO S (ppm: 8.30 (s, 1H), 8.20 (s, 1H), 7.80
(d+Ena3k).8 £7168£(d 28Hko1Gt4%n! 040 MeBhylildmire 334 % mmol)
15 2H), 4.25 (d, 2H). Exanple 13 (conpound 224)

2- afhN@eRraxQairb¥lurdnl. 4 Thid RWIL@ieN i% Lldpy itd Rekbct

yl ) phenyl ] et hyl carbamate 20 O ~N N XO NH2 H O 13.1.

2- [ évethiphtr ahd] 2hanblepapiotiateld tyl Xdrymemd lanel ol

57 A mxture of 1.24 g (5 mmol) of

2- (4esadophesyphetiiaed byl B2 ogategzmphyolon e¢filica gel,
7-azaindole, 2.33 g (11.0 mmol ) of potassium
phosph&tiag wotbsa §6¢2. Ghemol9p/5f mixture of

N, N _-di net hyl et hyl enedi am ne and 5 0.095 g (0.50 mmol)
of Eaphdarzomgghaae ard metdpnolo| Thge Ore d® at 80C
overni%gt with thorough stirring under an argon

at nBSPR¥PE2LIFAZSH £FOe & BIXEYSE@L StiM) @retate and

| TR 8L B R0 bt B 150, oF oSS B omn
of a white powder.

10 Melting point ({°C): 157-159
LC-MS: M+H = 338
'H NMR (CDCl3) & (ppm): 7.85 (s, 1H), 7.80 (dt, 1H),
7.65-7.50 (m, 4H), 7.35 (d, 2H), 6.05 (broad s, 1H),
4.95 (broad s, 1H), 4.60 (s, 2H), 3.55 (m, 2H), 2.95

15 (t, 2H), 2.85 (4, 3H).

Example 12 (compound 84)

2-amino-2-~oxoethyl [4- (4-phenyl-lH-imidazol-1-

v1)phenyllmethylcarbamate

(4]
A ,
/-

20

12.1. [4- (4-phenyl-1H-imidazol-1-y1)phenyl])methanol
3.04 g (20 mmol) of 4-(hydroxymethyl)phenylboronic
25 acid, 1.44 g (10 mmol) of 4-phenylimidazole, 2.8 ml




10 have settled and been separated, the organic phase

is washed with 25 m of water and 25 ml of saturated
aqueous sodium chloride solution. It is dried over

sodi um sul phate and evaporated to dryness. The residue

is purified by chromatography on silica gel, eluting

15 with a 70/ 30 then 60/40 andsg§0/50 m xture of

cycl ohexane and ethyl acetate, to give 1.05 g of

produot mnB1Y he £f erieehyddmihle. ahd. 2..64 ml (20 rmol) of
3-(2-[4-(1Hpyrrol o[ 2, 3-b] pyridin-1- 20

yl ) phethgihet byk) disdodxedoindR20em, éfdidamethixlsoruaimidie .
of 1.0 g (4.20 nmml) of 2-[4-(1H

pyr2old[ g, 31b] pyoildi nfl cpbpphedyibfeth&rohreprdgadednidn the
step 13.1., 0.51 g (5.04 nnolg of 1, 3-oxazolidine-2, 4-

di omexandellslsglneéz forolE Bpursi pheﬁ@bpﬁ@f,pﬁiem@emture
25 16 m of tetrahydrofuran, cooled by a bath of

éceifénés dhdutred wishadhPx aﬁoewpsléomnﬁtbaes §n@q 290 ml

f o di di b I I [
> P EORTIPERF aRgd: BRTPAAS PRAUHLRPur 8 LEeTs EReRIBRER, have
heat 58 Tt d d
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eV&QQE?gggeﬁow1gﬁyTSESmng% P@%hﬁggoh%tagplf'%g8?§6ganlc

chr onma raph SIrlTCa

theﬁhﬁgééoaige . ﬁéow§tﬁng04Rﬁ6gf"b§EﬁESt%E angous

cyc exane an acetate, to give 1.52
1QrOgééiumnchDSriaé”b@ﬁuﬁléh'Chﬁlé@'err @BHEGm'%uQ@@Qte

as it isinthe follow ng step. 13.3.

2- aghfoevaps ot Bl t3- ffyvhbsBYr TAkObZ2oductOis purified by

b] pyri di n-1-yl ) phenyl ] et hyl carbamate 0.80 g (2.49

mothrohaBe§Papiy (dht pyliobhop2l3- eluting with a 97/3 then

95/5 mixture of dichloromethane and methanol. The
product is recrystallized from a mixture of toluene and

15 diisopropyl ether, to give 1.82 g of product in the
form of white crystals.

Melting point (°C): 137-139

12.2. 2-amino-2-oxoethyl [4-(4-phenyl-l1H-imidazol-
20 1l-yl)phenyl]lmethylcarbamate
A solution of 1.0 g (4 mmol) of [4-(4-phenyl-1H-
imidazol-1-yl)phenyl]lmethanol, prepared in step 12.1.,
0.485 g (4.80 mmol) of 1,3-oxazolidine-2,4-dicne and
1.15 g (4.38 mmol) of triphenylphosphine in 16 ml of
25 tetrahydrofuran, cooled by a bath of acetone and ice,
is admixed dropwise with 0.80 g (4 mmol) of diisopropyl
azodicarboxylate in seclution in 2 ml of

tetrahydrofuran. The mixture is subseguently warmed to



b] pyri di n-1-yl)phenyl]ethyl]-1, 3-oxazolidi ne-2, 4-di one
, prepared in step 13.2., is dissolved in 6 ml of
tetrahydrofuran, and 12 m of a 7N solution of anmonia
15 (84 nmmol) in nethanol are added. The mixture is
left to react overnight at anbient tenperature. 2.5 g
of silica are added and the nggture is evaporated to
dryness. The residue is purified by chromatography on
si | apbigft, tempuirbigry bhadan98hd khewred/ 4verdigHhte 9 ml
m xture of 20 di chl oronet hane and net hanol. The
prodéicthessolleciyat akki talehr;, orvawhiixhuaeeohiddeldyl2 ml of
acetate and diisopropyl ether, to give 0.478 g of
produ@N ammphéa &olutobnwiBemmbikesn lverthianglpoﬂ‘hte
(O: 110-112 25 LG M. MrH = 339 1H NWR ( DVSO)
(ppm}xtgrgolgdaefmkyo gegst( gvernight, ggdm@aedlmyth 4 g of
30 (d+m. 3H) 3 7.25-7.10 59 %nl 3H),
é 7@1§acalﬂmd QVSEOF'E}‘:GQH}:O drypegsr oTier ProdufFt 35g0
C oun .
Hﬁ¥%§?3§?ﬁ¥) &6 yppgy{gp[gﬁilca gel, eluting with

Chlokﬁgign¥#%0X¥%P? d}SbeBC%EQ g%%eofldi%hgoggmgtﬁane
) ﬁé‘n%‘f‘ﬁ?%ﬁéfphﬁﬂ'ﬁ%ﬁ%ﬁ‘??%’ét AR Fatn Bl Ry 8,

(6. 39enPk) %ef méthsﬂbﬁr Qﬁaeaehsogrggyg 62ned, Mgl bque

caesi um car bonat
10 0.429 g of product in the form of white crystals.

melting point (°C): 200-203

LC-MS: M+H = 351

'H NMR (DMSO) & (ppm): 8.30 (s, 1H), 8.20 (s, 1H), 7.80

(@+m, 3H), 7.65 (d, 2H), 7.45-7.20 (m, 7H), 4.35 (s,
15 2H), 4.25 (d, 2H).

Example 13 (compound 224)
2-amino-2-oxoethyl 2-[4-1H-pyrrolof2,3-blpyridin-1-

v1l)phenyl]lethylcarbamate
20
é:f;:kxti:l\v/\' X
=N
l:l'lo'\lr“"‘
H o,

13.1. 2-[4- (1H-pyrrolo[2,3-b]pyridin-1-

yv1l)phenyl]lethanol



0.14 g (1.38 mml) of N, N-di methylglycine and 0.087 ¢

15 (0.46 mol) of cuprous iodide in 4 m of dioxane is
heated at 90C for 24 hours with thorough stirring

under an argon atnosphere. It is cooled to anbi ent
tenperature and taken up in 150 ml of ethyl acetate

and 50 m of water. After the phases have settled and
been 20 separated, the organic phase is washed with

25 nl moktuwat 6 and42§ 116 fAfmo3at wrat ed aqueous sodi um
chloride solution, dried over magnesi um sul phate and
evapeldtéddopherdyyheshandhe 0Desdge (i5S 25U mbiled olfy
chromat ography on silica gel, eluting with an 85/15

t heR-a8a26dni gt uBe335gof(1dy 0l mwetanefapdteskyum phosphate,
acet ate, ive 0.68 g of product in the formof an
0|I0 @@2 g4(% 0 mmol) of N,N’-dimethylethylenediamine and

4-1 (4-chl h I h I t hyl
3 005 P a0 omaed) ek i banus] shobRR1AD 4 md. 0

4 5 chl h I h | th |
pre%é}%ﬁn?n ﬁc%é?ﬂﬁﬂg@ Oaﬁ ﬁeg§§%§ﬁéLp4$2¥ ¢ gggﬂhm
mmol t hyl
G EELFERLY Rhaet (a6l a¥oR] Afmbfe eESrthPsméﬁﬁPfsdls

Wi th,31 88!y O&'HP%HP fnfet2eeMBlY aluted with 150 ml

nmet hanesul p

di cht Oégx]?i hé@étaEQeaﬁS”?b nad sel whiaps ﬂ"f@eipoths phases

subsequ ly stirred at anbi ent tenperature
100Uhgve THEYr B8 &hAUbEEnV:EPaZatBl, Otneabehagnd 5ﬁa§k is

of dichl oronet hane. After the phases have Settled and
beerasiegarai€d, 25 helobgapatephana s waspBedsuttbaean
15 of water then 25 ml of saturated aqueous sodi um
chl agueleus ocdodian, chtbefldeveolaedonm sul pbatieieddover

sodium sﬁlphate and evaporated to dryness. The residue

is purified by chromatography on silica gel, eluting
15 with a 70/30 then 60/40 and 50/50 mixture of

cyclohexane and ethyl acetate, to give 1.05 g of

product in the form of an oil.

13.2. 3-{2-[4-(1H-pyrrolo[2,3-blpyridin-1-
20 yl)phenyllethyl}-1,3-oxazolidine-2,4-dione
A solution of 1.0 g (4.20 mmol) of 2-[4-(1H-
pyrrolo[2,3-b]pyridin-1ﬂyl)pheny1]efhanol, prepared in
step 13.1., 0.51 g (5.04 mmol} of 1,3-oxazolidine-2,4-
dione and 1.21 g (4.62lmmol) of triphenylphosphine in
25 16 ml of tetrahydrofuran, cooled by a bath of acetone
and ice, is admixed dropwise with 0.84 ¢ (4;2 mmol) of
diisopropyl azodicarboxylate in solution in 2 ml of

tetrahydrofuran. The mixture is subsequently heated to



evaporated to dryness, to give 1.32 g of product in
the formof an oil. The product is redissolved in 12
m of tetrahydrofuran. 20 0.50 g (5 nmol) of

1, 3- oxazol i di ne-2,4-dione and a solution of 0.92 ¢
(8.0 mml) of 1,1,3,3- tetranethyl guanidine in
solution in 4 m of tetrahydrg%uran are added. The
m xture i s subsequently heate ref | ux overnight.

I't bﬂkﬁ@@ke@éﬂﬁé%dﬁﬁﬁé“ﬁd@inpﬁﬂﬁfﬁﬁiﬁgédﬁoﬁéiﬁﬂbht é g of

aqueous 0. 1N solution of  hydrochloric acid and

of etljkaaeeiabdd®e arded mbdwird & mmmeh;@de to
settled, the organic phase is separated off and

was degneissh The tdesadiu?b i pofr i€ ednatye icHrlvena twidtriap?y on
m of saturated aqueous sodium chloride solution,

dri edlover geddi whusinghatiehaad 70@\3@pdﬂ@1e<ﬁ0t/d0drt91m§0/50
The residue is purified by chronmatography on silica

§el and| 40//§ wisture % tycdohexantsasl stdives@etate, to
m xture of cyclohexane and ethyl acetate, to give

1. 2el§eof1 go8uef PFodNEts dibm £°IWm°tfe asfihigky solid,

t poi nt 1Q5-107 ,10
2- (Wé%ﬁ{h & H&% D a8k 3kt AF 1B £ e[ (favllowmg step.
chl or ophenyl ) oxy] phenyl } et hyl carbamate 0.46 g (1.39
mol ) of 3-(2-(4-[(4-

chIngghenyl)gxg%gggnﬁl%%%gﬁh&ll %xqép%#%ggﬁﬂﬁg4

di one, prepared In ste i S red| 4715

16 xb%ﬁrsz&lﬁ &qufygh%bpa%%gg%ggg A h6 m of

nmet hanol . ol u ylam ne (6
nmop) goi § t(gt gahwRbafh UbEn 3ar e -3dded u-FRe HH6t[Yr, 8- S

Iefb];;:ridin—l—yl)phenyl]ethyl]—1,3—oxazolidine—2,4-dione,
prepared in step 13.2., is dissolved in 6 ml of
tetrahydrofuran, and 12 ml of a 7N solution of ammonia

15 (84 mmol) in methanol are added. The mixture is left to
react overnight at ambient temperature. 2.5 g of silica
are added and the mixture is evaporated to dryness. The
residue is purified by chromatography on silica gel,
eluting with a 98/2 then 96/4 and 24/6 mixture of

20 dichloromethane and methanol. The product is
recrystallized from a mixture of ethyl acetate and
diisopropyl ether, to give 0.478 g of product in the
form of white flakes. |
Melting point (°C): 110-112

25 LC-MS: M+H = 339
'H NMR (DMSO) & (ppm): 8.30 (dd, 1H), 8.05 (d, 1H), 7.90

(d, 1H), 7.80 (d, 2H), 7.30 (d+m, 3H), 7.25-7.10




react at anbient tenperature overnight and then 2 g of
silica are added and the m xture is evaporated to 20
dryness. The residue is purified by chronmat ography on
silica gel, eluting with a 98/2 then 96/4 and 94/ 6
m xture of dichl oromethane and net hanol. The product
is recrystallized froma m xtdgge of ethyl acetate and
di i sopropyl ether, to give 0.40 g of product in the 25
f or mmof 3&)whiet.g opquerLu) ,Mal.ziong spoi2w) ( @).2513@ A3 t,
LC-Ms: MHH = 363 62 1H NWMR (DVMSO) S (ppm: 7.70 (m
1H) 2H7.4Q.Qd, (&) 2HF. 25 (d+m 3H), 6.95 (m 4H), 4.30
(s, 2H, 3.25 (m 2H), 2.70 (t, 2H), 2.55 (d, 3H 5
Table 1 which follows illustrates the chem ca
structures and physical properties of some conpounds
accEEﬂEE&ELéﬂLﬂ&qmpmﬁmﬁ d96)n this table: - all the
congounds are in the free base form - i-propyl,
rymeshy lamino) - 2ropeesdnl 2sddrddi- 10 i near
buty and Lgrtlary butyl %ro%%g, respectlvely 63
TabF lergrhenyl) opy Igpiengll ety lqarhanat® No. (A)n Ri

R R3 MP. (O
0 H
CIQ O\/\!’IiO’YN'Cﬂa
H 0

10 14.1. 2-(4-[(4-chlorophenyl) oxylphenyl)ethanol
A mixture of 1.14 g (4.60 mmol) of
2- (4-iodophenyl)ethanol, 0.88 g (6.89 mmol) of 4-
chlorophenol, 2.99 g (9.20 mmol) of caesium carbonate,
0.14 g (1.38 mmol) of N,N-dimethylglycine and 0.087 g
15 (0.46 mmol) of cuprous iodide in 4 ml of dioxane is
heated at 20°C for 24 hours with thorough stirring
under an argon atmosphere. It is cooled to ambient
temperature and taken up in 150 ml of ethyl acetate and
50 ml of water. After the phases have settled and been
20 separated, the organic phase is washed with 25 ml of
water and 25 ml of saturated aqueous sodium chloride
solution, dried over magnesium sulphate and evaporated
to dryness. The residue is purified by chromatography
on silica gel, eluting with an 85/15 then 75/25 mixture
25 of cyclohexane and gthyl acetate, to give 0.68 g of

product in the form of an oil.



1. CH2 H 4-phenyl CH2CONHCH3 189-190 2. CH2 H
3-phenyl CH2CONHCH3 128-129 3. CH2 H 4- phenyl
CH2CONH2 222-223 4. CH2 H 4-(2-F-phenyl) CH2CONH2
176-177 5. CH2 H 3-(2-F-phenyl) CH2CONH2 113-114 6.

CH2 H 4-(3-F-phenyl) CH2CONH2 201-202 7. CH2 H
3-(3-F-phenyl) CH2CONH2 89-90 ¢ CH2 H 4-(4-F-phenyl)
CH2CONH2 226-227 g, CH2 2-d 4-(4-F-phenyl)

CH2CONHCH3 170-172 10. CH(CH3) H 4-(4-F-phenyl)

CH2CONH2 179-181 11. CH2 H 3-(4-F-phenyl) CH2CONH2
100-180R. 12. GHX 24 - [2-4E chiherogherGHACONHHe8 M hy 1) -
13. CH2 H 4-(3-d -phenyl) CH2CONH2 187-188 14. CH2 H

4- ( 4-.Cl-opleapllidigie2COMNHRIZA8 218 15. CH2 H

4- (2- CF3-phenyl ) CH2CONH2 178-179 16. CH2 H
- (& erdustienyof GrACaNHA B3 msl) o A (4-
4- CF3- phenyl) CH2CONH2 213-215  18. CH2 H

iy hoxeHrbeuyl erhanal . mrergyed in accordance

z
FEIRAEN h CENR 101 150 £ GB] o
2-

TS

t&‘(@ﬁé‘ll}‘%ﬁgm&ﬁ% Hrh¥o r%%%e, cooled by an
4 ‘%@ phena?df"%%f@%%% q&'ﬁ?z-*%f :

1% (ﬁl@ﬁ@@%ﬁfetwhﬂl@%mm}ﬂcﬂl@lons are

subsequently stirred at ambient temperature for

-
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(
(
- (

-b-b-b-b-b

2 hours. They are diluted with 25 ml of water and 75 ml
of dichloromethane. After the phases have settled and
been separated, the organic phase is washed with 25 ml
15 of water then 25 ml of saturated aqueous sodium
chloride solution, dried over sodium sulphate and
evaporated to dryness, to give 1.32 g of product in the
form of an oil.
The product is redissolved in 12 ml of tetrahydrofuran.
20 0.50 g (5 mmol) of 1,3-oxazolidine-2,4-dione and a
solution of 0.92 g (8.0 mmol) of 1,1,3,3-
tetramethylguanidine in solution in 4 ml of
tetrahydrofuran are added. The mixture is subsequently
heated at reflux overnight. It is cooled with an ice
25 bath and 25 ml of an aqueous 0.1N solution of
hydrochloric acid and 100 ml of ethyl acetate are
added. After the phases have settled, the organic phase

is separated off and washed with two times 25 ml of



. JAI" R R RBMP. (O 28. CH2 H 4-(3-CH3CO\H -
CH2CONH2 189-190 phenyl) 29. CH2 H 3-(3- CH3CONH -
CH2CONH2 144-145 phenyl) 30. CH2 H 4-(3-CH3-phenyl)
CH2CONH2 184-185 31. CH2 H 4-(4-CH3-phenyl) CH2CONH2
229-231 32. CH2 H 4-(4- C2H5-phenyl) CH2CONH2 239- 240
33. CH2 H 4-(3-i-propyl -phenyl 1CH2CONH2 154- 155 34.
CH2 H 4-(4-i-propyl -phenyl) CH2CONH2 223-224 35. CHz
H 4watelr ey widnyds) nGH2EONEE U@ @ quimusCHbddum
4- (4-n-butyl -phenyl) CH2CONH2 222-223 37. CH2 H
4- (&hﬂ.lme:nyﬂle- sodmyd HjorCH2RAND obe?- E831iud8.sullighadte and
2- CH30- phenyl ) CH2CONH2 153-154 39. CH2 H
,?—V@E@Sartﬁé’mtlo) depeE-2 Theg rexd due) isCmnd fied by

- CH30- phenyl ) CH2CONH2 148-149 41. CH2 H
§h€H9@t9H§ﬁPmy GHQ@@NHE51£Gﬂ&4Pluﬁzngjwzqh an 85/15

3- CH3O phenyl ). CH2CONH2 315*

heﬂsaﬁpfﬁénmd érﬁz/éé\mxztzgezgé cz;f&loéwarre and ethyl

%%ga‘?'ﬁﬁgﬁy) Fecloaiue S pEeRct dn g orm of a

4-
3¢S

4 gh gnyl ) CH2CONHR 233 234 97, CH2 H
? eﬁz Ky~ CH2CONH2 175-176 phenyl) 48. CH2 H

=it 55 T e A AR P
F, 4- F- phenyl ) CH2CONH2 236-237 51. CH2 H
F, 5- F- phenyl) CH2CONH2 174- 176

4.3. - (methylamino) -2-oxoethyl 2-{4-[(4-

o bbhbbbhw%whwbb
ANAN AN AN AN AN AN A AN AN S AN

3-
3-
1

(Y

chlorophenyl)oxy]phenyl}ethylcarbamate
0.46 g (1.39 mmol) of 3-(2-(4-[(4-~
chlorophenyl)oxy]lphenyl)ethyl)-1, 3-oxazolidine-2, 4-
dione, prepared in step 14.2., is redissolved in a

15 mixture of 3 ml of tetrahydrofuran and 6 ml of
methanol. 3 ml of a 2M solution of methylamine (6 mmol)
in tetrahydrofuran are added. The mixture is left to
react at ambient temperature overnight and then 2 g of
silica are added and the mixture is evaporated to

20 dryness. The residue is purified by chromatography on
silica gel, eluting with a 98/2 then 96/4 and 94/6
mixture of dichloromethane and methanol. The product is
recrystallized from a mixture of ethyl acetate and
diisopropyl ether, to give 0.40 g of product in the

25 form of a white powder.
Melting point {(°C): 133-135

LC-MS: M+H = 363




ST LU S e

52. CH2 H 4-(2-Cl.3-d-phenyl) CH2CONH2 170-171 53.

CH2 H 4-(2-Cl, 4-d -phenyl) CH2CONH2 116-117 54. CH2 H

,5-Cl - phenyl ) CH2CONH2 119-122 55. CH2 H

, 4-Cl - phenyl ) CH2CONH2 173-176 56. CH2 H

, 5-Cl - phenyl ) CH2CONH2 161-162 57. CH2 H

-F, 3-CH30- CH2CONH2 114-11%3 phanyl) 58. CH2 H

F,4 CH3O CH2CONH2 225-226 phenyl) 59, CH2 H

,megmys) (§bﬁm\w7@01mzozﬂﬁ5 7Nag [(4] 2By,
MP. (© 60. CH2 H 4-(4-F, 3-Cl -phenyl) CH2C(]\IH2

(15&1 6H) ,C2 99 4, 2,45)(,CHRIQ®R- ( CHZEONHZB 166- (6,7 2H) ,

nyl) 62. CH2 H 4-(2,5- (CH30) 2- CHRCONH2 132- 133

263.0 Q2 BWY-,( 2 .550QAR0O3WH2CONH2 329'  phenyl ) 64.

H 4- (3, 4- (CH3) 2- phenyl ) CH2CONH2 190-191 65. CH2

4- (3- CF3, 5- CF3- CH2CONH2 176-177 phenyl) 66. CH2 H

4-(5-Cl, 2-CH3O- CH2CONH2 145-146 phenyl) 67. CH2 H

A pRamlicoxly wiizbodel lree fddussgated the hrmigaky

CH2C(]\IHCH3 128-130 69 . CH2 H 4- (4-0 - phenyl oxy)

CH2 LS trges1 gad WYWMHFC{%%JL%&E/ ompounds

o Aeding ¥o' the ihiveation . T TR PartECNH2

-Cl
-Cl
-Cl

o0 thbbbbb

D S Ol

:)(DCD AN AN
Jp-ool\)ooool\a

LN

- all the compounds are in the free base form;
- i-propyl, n-butyl and t-butyl represent isopropyl,

10 1linear butyl and tertiary butyl groups, respectively.



72. CH2 H 3-phenyl oxy CH2CONHCH3 100-102 73. CH2 H
3- (4- Cl1- phenyl oxy) CH2CONH2 110-112 74. CH2 H
3-(4-d -phenyl oxy) CH2CONHCH3 85-87 75. CH2 H
4-benzoyl CH2CONH2 161-163 76. CH2 H 4-benzoyl
CH2CONHCH3 149-151 77. CHZ H 3-benzoyl CH2CONHCH3
91-93 78. CHZ H 4-phenyl sui phonyl CH2CONH2 88-90 79.
CHZ H 4-phenyl sui phonyl CH2CONHCH3 363* 80. CH2 H
4- (pyridin-3-yl) CH2CONH2 168pie2;1 81. CHZ H

4- (pyridin-2-yl) CH2CONHCH3™I5I-153 82. CH2 H

4- (pyrazin-2-yl) CH2CONHCH3 186-189 83, CH2 H
4-(thien-3-yl) CH2CONH2 311-312 89.CH2 H
4-pheny|inidazol-l-yR1CHgCCNH2 200-2)3 85. CH2 H
4- phenyl i ni dazol - 1- yl, (§ HAHR 193~ §9RB62 CHzZ H
3- phenyl i m dazol - 1 172~ 87. CH2 H
4- (4-CHrt hl en- 2-yl 4 88. CHZ H

N

P 203-

4- (benzo[ bj t hi en-3- C N\H2 144-145 89. CH2 H
4-(3,5{CH3)r CH2CONH2 16%16%I)isoxazol -4- i 90. CH2 H
4- (1,2, 3-thi adi azol -4- CH2CONHCH3 185-187 | 66 No.
[ Do (o] L oA OOLIN, Ll
7 TN [N Ay VI AL LY )
4- ( 2] phdRie- et hyHen- CHARIRRY 236- 238|CHCONHETT §r1e0
4- (napht[BHL- y1) |[BH2CONHB-®ay! 156 gq |CHEONHCH; 128-129
4- (41 TH3CHpapht in CHZCOWEBheddid- 115 CHzCONH; 222-223
4. |CH2 H 4-(2-F-phenyl) CH2CONH; 176-177
5 |CH; H 3-(2-F-phenyl) CH2CONH; 113114
. |CHg H 4-(3-F-pheny) CH2CONH; 201-202
S |CH; H 3-(3-F-phenyl) CHCONH; 89-90
a. |CHz H 4-(4-F-phenyl) CH,CONH; 526-227
9. |CHz 2-Ci 4-(4-F-phenyl) CH.CONHCH; __|170-172
10.|CH(CHs) [H 4-(4-F-phenyl) CH,CONH; 179-181
11, |CHz H 3-(4-F-phenyl) CH,CONHz 100-107
12. |CH2 H 4-(2-Cl-phenyl) CH2CONH; 148-149
13. |CHz H 4-(3-Clphenyl) CH,CONHz 187-188
14. |CHz H 4-(4-Cl-phenyl) CH2CONH; 216-218
15, |CH: H 4-(2-CFs-phenyl)  |CH,CONH; 178-179
16. |CHz H 4-(3-CFy-phenyl} - |CH,CONH; 153-154
17, |CHz H 4-(4-CEy-phenyl)  |CH;CONH; 213-215
T8, |CHz H 4-(2-CF;0-phenyl) | CH,CONH; 177179
Lo, |CHz H 4-(3-CF;0-phenyl) | CH,CONH; 167-168
0. |CHz H 4-(4-CF;0-phenyl) | CH;CONH; 218-220
21, |CHz H a-{a-CN-phenyi) | CHzCONH; 221-222
22 |CHz H 4-(3-CN-phenyl) | CHzCONH; 126-127
23, [CHz H 4-{2-CH3CO-phenyl) |CHzCONH; 184-185
221 |CHz H 4-(3-CHaCO -phenyl) | CHzCONH; 142-145
25 |CHz H 4-(4-CHaCO -phenyl) | CHzCONH; 231-233
2¢. |CHz H 4-(4-CH350z-phenyl) | CH,CONH; 233-235
27, |CHz H 4{4-CHsCONH- | CH;CONH; 342"
phenyl)




1- 1

CH2 H 4-(quin
4- (i soqui nol

4- (i soqui nol
4- (i soqui nolin-
4- (benzi m dazol

95 CH2 H 4-(
n_

ol i
in-1
n- 4-
4

pht h-2-yl) CH2CONH2 240-241 96.
-yl) CH2CONH2 140-142 97, CH2 H
CH2CONH2 180-183 98. CH2 H

CH2CONH2 181-183 gg,
) CH2CONHCH3 187-189 100 CH2 H
-1-yl) CH2CONH2¢308-211 101 CH2 H

CH2 H

4- (pyrrolo(2,3- CH2CONH2 113-116 blppidinyl) 102 CH2
H 3- ([ney (A of 2, By CH2CORER 130- 132 BRpyiidi nyl) | #03°C)
CH2 isz' CHIHZ 333 -CHIGENA CH2) BRIE N2 9-190
113-1 105 (CH2) 3 H 4-phewy! CH2CONH2 187-189 106
(CH2) B A Chpheny[H CH2CONBI3-CHICONR-  1UCHIGCHIMA H H[144-145
CH2CONF2 [ 251*  1D8 ( CH2)! gheryi- phenyl CH2CONH2 171-173
109 (iGg2)@RH 3- pitenyl H2-CRRHZ pHeRYl) 12 9CHICAMONKCHR) 5| 184H85
e Rz TEIH TTL T (R BHpRenp) ST CHIGBNAJTE | ]229-231
e o TP E o CricONe> < F 2200
70- 7233119H o) H H H_olgoenysphienylpsCHCONR 1y ] 154-155
CH2 CONR| Gkl - 142[H cycl ohétdrgroppiping)) 1CHCOMMGH? H P223+224
CH2CANEZ| &R 90 [HLI8 CHZUiga-Fbusyl-phenyyl NFg- 80 [189-190
36. |CHz2 H " 14-(4-n-butyl-phenyl) |CH>CONH: 222-223
37. |CHz H 4-(3-phenyi-phenyl) |CH,CONH> 182-183
3g. 1CHz H 4-(2-CH;O-phenyl) |CH,CONH; 153-154
39, |CHz H 3-(2-CHsS-phenyl) |CHzCONH; 128-129
40. |CHz H 3-(2-CH:;0-phenyl) | CH,CONHz 148-149
11, |CHz H 4-(3-CH30-phenyl) | CH,CONHz 140-141
42. |CH2 H 3-(3-CH30-phenyl) |CHCONH_ Ky L
43, |CHz H 4-(4-CHzO-phenyl) | CHCONH; 229-230
44, |CHz H 3-(4-CH;O-phenyl) | CHzCONH; 134-135
45, (CH2 H 4-(3-CoHsO-phenyl) | CHCONH: 234-236
46, |CHz H 4-{4-C,HsO-phenyl) |CH;CONH; 233-234
a7. |CHz H 4-(3-benzyloxy- CH,CONHz 175176
phenyl)
28 [CHz H 4-(4-benzyloxy- CHZCONH; 229-231
phenyi)
19. |CHz H 4-(2-F 5-Fphenyl) |CH;CONH; 180-182
50. {CHz M 4-(3-F 4-F-phenyl) |CH.CONH2 236-237
51. |CH2 H 4-(3-F 5F-phenyl) |CH,CONH: 174-176
52, |CHz H 4-(2-Cl,3-Cl-phenyl) | CHzCONH; 70-171
53, |CHa H 4-(2-GI,4-CI~phenyl) CH2CONH; 116-117
54 |CHz H 4-(2-Cl,5-Cl-phenyl) {CHzCONH: 119122
55. |CH2 H 4-(3-Cl,4-Cl-phenyl} | CHzCONH: 173-176
6. |CHz H 4-(3-Cl,5-Cl-phenyl) |CH,CONH, 161-162
57. |CHa2 H 4-(2-F,3-CH;0- CH2CONH2 114-115
phenyl)
5g, |CH2 H 4-(3-F ,4-CH,0- CH2CONH; 225-226
phenyi)
59, |CH2 H 4-(4-F,3-CHz-phenyl) | CH,CONH; 201-202




119 CH2CH2 H 4-C CH2CONH2 124-125 120 CH2CH2 2-(C
4-Cl CH2CONHZ 104-105 121 CH2CH2 H 4-F CH2CONH2
132-133 122 CH2CH2 H 4-CH3 CH2CONH2 159-160 67 No.

(An R R2R3 MP,

(O

123 CH2CH2 H 4-

Br CH2CONH2

162-163 124 CH2CH2 H 3- CF3 CH2CONHCH3 96-98 125
CH2CH2 H 4- CF3 CH2CONHCH3 140- k42 126 CH2CH2 H 4- CF30

CH2CONHCH3 126- 127 127 CH2CH2 H 4- OH CH2CONHCH3 98- 99

128 G H 4- CHZQRNFZ 133- 134 |R9 CH2CH2 H| m.p. (C)

4- CH3G Cr2ON T0T-1G4. 4-F9LC|SpHér§w EHCONEL 158-150

CH2CONHCHZCH3 95496 131 CH2 H 3-'CHRO CH2 CONHD

86- 87| g11 BCHLH CHPH 4- CH3 (442, 64BIRQRH2 CONGH-GPHHa 11 1{366-167

CH2 51 CH30 2- CH3O CHIApmm 140-141 | 134 CHRCHR . H

2- CH3(@2CHRRONH2  [i90- 101 44%@ (CHedrp H [AHsRENGR 132-133

CH2CONH?21187-188] 136 apbeyd) 4 4. nhp \I| CONHCHS

158- 159 |G37 Clein 4 g‘rﬂ%ﬁ CHzflo coNHEH? %ﬂ@”&sz 15326
H2 Cl H A E.nhanr 2 CONEICHS3 ng 107 13

(1313:30-4254H-%H?3 E- Phenyl ) (B3P Ryl CHeEON; )~ 19191

H 4- (4sFi@Heny| ) [H2 CONHIGHBCERS-CEg4 1431*.':@9&'6&12 2- g176-177

4- (4-E-phenyl) CH>CONHCHIBRengN. 166 142 1o 2.

4- ( 4-[repheia| ) dhcoNHcre @c@ 2- fh@ 143 Cdﬁ pc H |145-146

- -IE- nhenvl) CH2 CONER H2 144 oL oH3Y26—H

. Ej- ol cilicorlecré'Pi‘i’Q'T%M | CH:CONH: 166-168
8. |CHz H 4-phenyloxy CH,CONHCH;  |128-130
69. |CHz2 H 4-(4-Cl-phenyloxy) [CH2CONH: 184-186
70. |CH2 H 4-(4-Cl-phenyloxy) | CH2CONHCH; 159-161
71, |CHz H 3-phenyloxy CHzCONH; 106-107
72. |CHz A 3-phenyioxy CH,CONHCH; _ |100-102
73, |CHz H 3-(4-Cl-phenyloxy) |CH.CONH; 110-112
24, |CHz H 3-4-Chphenyloxy) |CH;CONHCH;  |85-87
75 |CHz H 4-benzoyl CH2CONH; 161-163
76. |CHz H 4-benzoyl CH,CONHCH; | 149-151
77. |CH; H 3-benzoyl CH,CONHCH; _ |91-83
-8, |CHz H 4-phenylsuiphonyl | CHzCONH; 88-90
79. |CHz H 4-phenyisulpheonyl CH2CONHCH3 363"
60, CHz H 4-(pynidin-3-yl) CH2CONHz 160-162
g1. |CHz H 4-(pyridin-2-y1) CH,CONHCH; [ 151-153
g2. |CHz H 4-(pyrazin-2-yl) CH,CONHCH;  [186-189
83, |CHz H 4-(thien-3-yl) CHzCONH; 311-312
g4, |CHz H 4-phenylimidazol-1-yl | CH2CONH;z 200-203
a5, |CHz H 4-phenylimidazol-1-yl [ CH,CONHCH, | 191-183
86. |CHz H 3-phenylimidazol-1-yl | CH2CONH; 170-172
g7. |CHz H 4-(4-CHg-thien-2-yl) | CH2CONH; 203-204
gs. |CH2 H 4-(benzo[bjthien-3- |[CH2CONH, 144-145
89, |CHz H 4-)(3,5-(CH3)2~ CH,CONH; 164-165

isaxazol-4-yi)
90, |CHz H 4—)(1.2.3-thiadiazol-4~ CH;CONHCH; | 185-187
i




H2 145 C(CH2CH2) H 4- (4-F-phenyl) CH2CONH2 139-141 CH
146 C(CH2CH2) H 4- (4- F- phenyl ) CH2CONHCH3 152- 154 CH2
147 CH2CH2 H 4- (2-d - phenyl ) CH2CONHCH3 148-149 148

CH2CH2 H 4(3-d -phenyl) CH2CONHCH3 181-182 149 CH2CH2
H 4(4- O -phenyl ) CH2CONH2 198-200 150 CH2CH2 H

4- (4-C - phenyl ) CH2CONHCH3 1865
4- (2- CH3- phenyl ) CH2CONHCH3 10

g%

88 151 CH2CH2 H
109 152 CH2CH2 H

4- ( 3-[GiBHARenyT ) [RGFH2CON 126-127 ]B3 CH2CH2 H |mp. ¢C)
4- M'é{émﬂew') HerRzCo ool Affan. 1EA,COMLTT T 1194155
4- (4-|CH3[CHr pheny] ) CH2CX 66-167| 155 CH2CH2 H
4- ( 3-G; PIGHy T - yT ) CHE thilen: | CRICONHL CH2 236-238
4- (37 propyl - phlenyl ) CHR@ONHCH2CH3 103-104 68 No
[A)" 1K Feh,R3 M M (C) |4b@pNMIGHD H |CH.CONF; 154-156
4- (41 CARERSY % 2P 198, GO, Cr 2 CRPT#L1 15
4- (444 but Yl - phenyl ) CHR % "f@ﬁ 115 ©159 CH2CHp H
4- ( Z-ggg.gnenyl H C2CONHAaphid2g)  L6JCHIGHME; H 240-241
4- (24 ey cH2E o TS NS I el I CH—H -
o e e I o B o oyt 2 RO > 70142
4- ( 4 er3&Hheny! [H cmcomqsu'fe'@-&ﬂh ¢ y| 180-183
4- ( 3{6HICHRO  CHRCONHCHM-(i8§uindB-4-pghenGH)CQNA: CH2 CHEB1H 83
4- ( 2{BRefEA,0XY- [oFZ CONF{ZsofTinbiin-4PYIF 1Y CH.CIORHCHE CHP187-189
4- (21behmyloxy—H 2N et frabior 1-W) [ERTEONH; 508511
101]CHz H 4-(pyrroloj2,3- CH,CONH; 113-116
blpyridinyt)
102 |CHz H 3-( pyrrolo[2,3- CH,CONH; 130-132
b]pyridinyl)
103/CH:CH2  |H H CH,CONH; 130-131
104[(CHz2ls  |H H CH,CONH; 113-114
105 ](CHz)s H 4-phenyl CH,CONH; 187-189
106 |(CHz)s H 3-phenyl CH,CONH; 151-153
107 | (CH2)a H H CH,CONH; 251°
108 | (CH2) H 4-phenyl CH,CONH; 171-173
109/ (CHz2)s H 3-phenyl CH2CONHM; 127-129
110 |{CHz)s H H CH,CONHCH; 86-88
111 |(CH2)s H 4-phenyl CH2CONH; 226227
112 [{CH2)s H 3-phenyl CH;CONH 135-137 '
113} (CH2)s H H CH,CONH; 109-111
114|(CHz)e H H CH2CONHCH,3 70-72
115 | (CH2)r H H CH;CONHCH;  |83-85
1164 H H CH,CONH; 141-142
cyclohexyl(
CHz)
117/CH.CHz |H 2-Cl CH,CONH;z 89-90
1181CHCH:  |H 3-Cl CH,CONH; 79-80
119 CHZCHZ H 4-Cl CHzCONHz 124-125
120|CHCHz | 2-Cl 4-Cl CH,CONH; 104-105
121|CHCHz |H 4F CH,CONH; 132-133
122|CH:CHz |H 4-CHs CH>CONH; 159-160




166 CH2CH2 H 4- (4- CF30- phenyl ) CH2CONHCH3 170-171 167
CH2CH2 H 4- (3- CF3- phenyl ) CH2CONHCH3 131-132 168
CH2CH2 H 4- (4- CF3- phenyl ) CH2CONHCH3 198-199 169
CH2CH2 H 4- (4- ON-phenyl) CH2CONH2 196-198 170 CH2CH2
H 4- (3- CN-phenyl ) CH2CONH2 184-186 171 CH2CH2 H

4- (3-CN-phenyl ) CH2CONHCH3 15759 172 CH2CH2 H

4- ( 3- CH3CO- phenyl ) CH2CONHCH3 102-103 173 CH2CH2 H

4- (4- CHBTPG: PhienyR) CroQEQHCHE 184- 18R, 174 CHZCH2 [Mp. Q)
o (4 o WG‘!’ihmﬁ“?’“ S&%MT iche 2 701 AT OME, ) 1162183
4- ( 2- [243CHCHzn o 1) ) 149- 158HG9NHEHD 111858
4-(2- alz,szLCmCtheﬂ;H) CHA@ON 2 132- 134 |CHZGORHEEHD H(140-142
4- (2- QrcfericmhetwT) CHOG@ROHE 147- IZJ@H:@HH@-TQCHZ‘IISJZT
ﬁ| 21_2( 3L 224 Ckﬁc E’”i H:m),l »—GERCONHCHR 1631154 Obllol bt?;;‘uf)
H 4- (p2eyfno " CHed 134 | THCHRGONHE ) 75153134
CH2 CHa 20i{ @HCGHzCHBI, 5- CHAE=CHaP2 CONHCH3 |SFBEONHRERy | )/101-102
183 CH%@I-QH&EHQ (PH CF30, §4@M30r CH2CON ONBCHLH, |95-96
pheny 12'31 ::2 CH2Og T 2-1(18: 'GH'BU ACH30- TOS 6187
phenyF=48 h"P"L!4( O-4—CH3O eH3
132- 1432 | §HCPeq O (GRS 4 (ocHﬁch? onpci 0111
165- 11363 %'r'rzﬁlr&zl) 58I &P 4- (3- CHIFGPNH: 140-141
CH2 CONGgHBHCHE4 - M5 69 |2-CH30 CH,CONH; 100-101
135]CHzCHz |H 4-phenyl CH,CONH; 187-186
136|CH:CHz _|H 4-phenyl CH,CONHCH; _ |156-159
137|CHCH2  |H 4-phenyl CH2CONHCH2CH3 {152-153
138 CHzCHz H 4-(2-F-pheny|) CHgCONHCHa 106-107
135|CH:CHz |H 4-(3-F-phenyl) CH,CONHCHs  [157-158
140 CH2CH: H 4-(4-F-phenyl) CH2CONHCH;3 182-184
141|CH.CH; |2F 4-(4-F-phenyl) CH,CONHCH;  |164-166
147 |CHCH; |2-Cl 4-(4-F-phenyl) CH:CONHCH;  |141-143
143 C(CH;):C H 4-(4-F-phenyl) CH.CONH; 134-136
144 g(CHa)zC H 4-{4-F-phenyl) CH,CONHCH;  |112-114
145 gi:t':Hchzj H 4-(4-F-phenyl) CH,CONH; 130-141
146 g}szgCHz] H 4-(4-F-phenyl) CH,CONHCH;  |152-154
147 CH,CH, |H 42-Ci-phenyl) CH,CONHCH; _ |148-149
14 |CHCHz  |H 4-(3-Ci-phenyl) CH,CONHCH;  |181-182
149|CH:CHz  |H 4-(4-Cl-phenyt) CH.CONH; 198-200
150|CH.CH:  |H 4-{4-Cl-phenyl) CH.CONHCH; | 186-188
151|CHCHz [H 4-(2-CHy-phenyl)  |CH,CONHCH; | 108-109
1521CHzCHz |H 4{3-CHs-phenyl) _ |CH:CONHCH;  |126-127
153|CH.CHz |H 4-{(4-CHyphenyl)  |CH,CONHCH;  [171-172
154|CHzZCH; |H 4-(4-CH;CH-phenyl) [CH,CONHCH; | 166-167
155|CH2CHz  [H 4-(3-i-propyl-phenyl) [ CH;CONHCH3 355*
15¢/CH2CHz  |H 4-(3-i-propyl-phenyl) | CH,CONHCH;CHj | 103-104




No.

[An R R2R3 MP.

(

Q)

phenyl) 188 CHzCH2 H

4- (3- CF315- CF3- CH2CONHCH3 136-137 phenyl) 189 CH2CH2
H 4- (2-F, 3- CH3O- CH2CONHCH3 130-131 phenyl) 190

CH2CH2 H 4-(5-d,

2- CH3O- CH2CONHCH3 106- 107 phenyl)

191 CH2CH2 H 4- (3-Cl, 4- F- phenyl ) CH2CONH2 151-153° 192
CH2CH2 H 4- (3-Cl, 4- F- phenyl ) CRRCONHCH3 178-180 193

CH2CH2 4- (3- CH3, 4- F- phenyl) CH? 155-156 194
CH2CizoH Al phnzy|Roxy CHIRONHCH3 111- 11B: 195 CH2CH2mp (O)
j- (i- ¢k 7 JOra0HE oxp  CH2CON n—lb&t@l phsﬁjl) B, CORNER, H |168-169
4 e o i [CAREOERT 2 174175
4- (24 5 Gt ) TR MRy |} 359
4- ( 31 EslézGHoxyH CHeCONHCHP H|111-112
21- EZ‘ TepomEHpXYH Cr2CONHE-CH BZpheh)  [ZRICERECHE H|343"
4 (3| LERT | ) CroOoNeRs ﬁ‘*@“t e B | 12
4- (4{CH3OpORY T OPHy) ~ CH( 5- 13GCHATENKERL T2 | H05-106
4- (24 Ckribenzyl oXy) CH2C(pidoti3 110-111| 205 CH2CH2 H
4- ( 3{CE CrROmy | diy) CH2 (old-Bienylaxya- 104 CHABNIGERCHD | 485
4- (4{CF3-benzyl gxy) CH2(sbem@H3 127-128 207 CH2CH2 | H
4- ( 34{ #$3O0H2CHR CORHCH3 9 p4-(Zbenbdoxyt ox  20BGXPMET: H | 112-113
4- (41 (02402 CONHCHR [pheRyiN 46 benzyl oxy) 209
CH2 CiHps ¢/ Chi2@32 pH élnyl pr o pr(4-GE:OphemdNH(PHCANHGHy | 170-171
167 | CH2CH2 4-(3-CF3z-phenyi) CH2CONHMCH3 131-132
168 | CH2CH2 H 4-(4-CF3-phenyl) CHCONHCHa 198-199
leo|CHCHz |H 4-(4-CN-phanyl) CH,CONH; 196-198
170 | CH2CH, H 4-(3-CN-phenyl) CH2CONH2 184-186
171|CHCHz |H 4-(3-CN-phenyl) CH,CONHCH; | 157-159
172{CH2CHz2  |H 4-(3-CH3CO-phenyl) | CHCONHCH3 102-103
173|CHCHz  |H 4-(4-CH10,C-phenyl) | CHCONHCH3 184-185
174 | CH2CH2 H 4-(3-NOz-phenyl) CH2CONHCH3 163-164
175|CHCHz |H 4-(4-(CH3)zN-phenyl) | CH;,CONHCHs | 170-171
17¢ | CH2CH; H 4-(2-Cl1,3-Cl-phenyl) |CH2CONHCH; 149-150
177 | CH2CH2 H- 4-(2-Cl,4-Cl-phenyl) | CHCONH; 132-134
178 CH2CH2 H 4-(2-C|,4-Cl-phenyl) |CHCONHCH; 147-148
179 CH2CH2 M 4-(2-C|,4-Cl-phenyl) |CH.CONHCHzCH; | 164-166
180|CHCHz |H 4-(3-Cl.4-Cl-phenyl) |CH;CONHCH; | 163-164
181 | CH2CH; H 4;1(2-CH30,4-CH30- CH;CONHCHj 134-135
en
182 | CH2CH2 H :'-1(2-%:1?130,5-CH30- CH2CONHCH3 373
en
183 | CH2CH2 H 5?‘(2-%%{30,6-(:%02- CH>CONHCH; 148-149
en
184|CHCHz |H 2-(3-(‘%1—1,0,4»0!430- CH,CONH; 108-100
en
185 |CH:CHz  |H ﬂs-(yzi)-hOA-CHsO- CH,CONHCH; | 132-133
hen
18g|CHCHz  |H 2;‘(3,£200H20)- CH;CONHCHa | 165-166
en
187 | CH2CHz H g-(S-éll)-la,dn-CHa- CH,;CONHCH; 144-145




Oxy) 210 CH2CH2 H 4- (pyridin-2-yl) CH2CONH2 140- 142
211 CH2CH2 H 4- (pyridin-3-yl) CH2CONH2 134-136 212
CH2CH2 H 4- (pyridin-4-yl) CH2CONH2 206-208 213 CH2CH2
H 4- (pyrimdin-5-yl) CH2CONH2 240-242 214 CH2CH2 H

4- (furan-2-yl) CH2CONHCH3 150-151 215 CH2CH2 H
4-(thien-2-yl) CH2CONHCH3 157- 38 216 CH2CH2 H
4-(thien-3-yl) CHPCONHCHR 174-175 217 CHPCH2 H ;
4- ( beptio|Bhhi en- B1 cH2CAECH3 124- 125 [Rs 218 cH2CcH| M- (@
4- (2-CH3D, 4- CH3O} CH2CONighes142-143 rimdin-5- 1 [0
No. [lAkg|CGH0 RBHM P. (@)(S-CH,S-CIEEZCHZ CHCONHCH;3 136-137
4-(quinolin-2-vl) CH2 4-216 22D CHZ/CHZ H
4- (quippe|¢heCHzy| )H CH2 HﬂZ-f%CiiﬁB 22 [ICHEAGONHICH4 130-131
4- (quinoiin-8-yl) CHC 0130-131_ P22 CHCH? H
4- (i sloqo| #ddGHa- 11§ 1) CHAGeRiG2-CEB80140 | QHREONHGHY H 106-107
4- (i slaquinalin-4rvyi) CH2 03-195 | 224 CH2CH2
4- ( pylnoo| GfHs- CONHA 443644 Tphepydly 1 | GHaGWNH2 205 |151-158
CH2CHZ o b1 @HCbly 1 1 [Hi o[ 2, 3-[4¢BGORERBYINL 2 (GHDONHEH:i di [178-180
'k\)/?*ug,gqsﬂéﬁﬁz TME4 COMPoURg3.C FENJCONHBH,E | 155-156
subj ecteg—to—phRrFracotggcal—tests—pefartne -
det eraPhrH2eR2 of T 1 e ra’p}ﬁ‘ﬁ"% ary _ef [fCONGHy, 111113
enzynessiAiCHEat 1 Aci d |4AMChehenylax| adj2CONMa 156-158
i nhi Hi5eIGH68k1 VIHy Was |dq#rOhphengioey) | [CHyCONHCH; | 133-135
197|CH2CHg H 3-phenyioxy CH,CONHCH; 82-84
198 | CH2CH2 H 4-(2-F-benzyloxy) CH>CONHCHj; 112-113
199|CHCHz  [H 4-(3-F-benzyloxy) CH,CONHCH; 127-128
200 | CH2CHz H 4-(4-F-benzyloxy) CHzCONHCH; 129-130
201/CH:CHz |H 4-{(2-CHybenzyloxy) |CHzCONHCHs | 103-104
202 | CH2CH2 H 4-(3-CHs-benzyloxy) | CH2CONHCH3 112-113
203 | CH2CH; H 4-{4-CHs-benzyloxy) |{CH2CONHCH, 135-136
204]|CHzCHz [H 4-{2-CFs-benzyloxy) | CHzCONHCH: 110-111
205[CHCHz  |H 4-(3-CFa-benzyloxy) | CH;CONHCH, 103-104
206/CHCHz  [H 4-(4-CF3-benzyloxy) |CH.CONHCH; 127-128
207]CH2CH; H 4-(3-CH30- CH2CONHCH;3 92-93
benzyloxy)
208 | CHzCH2 H 4-(4-CH30,C- CH>CONHCH; 145-146
benzyloxy)
209|CHCH2,  |H 4-(3-phenyipropyi-1- |CH2CONHCH; 110-111
OXy)
210 ] CH2CHz H 4-(pyridin-2-yl) CH2CONH2 140-142
211|CHCHz |H 4-{pyridin-3-y1) CH,CONH; 134-136
212 |CHCHz:  |H 4~(pyridin-4-yl) CHzCONH; 206-208
213 | CH2CH: H 4-{pyrimidin-5-yl) CH2CONH: 240-242
214|CH:CHz  |H 4-(furan-2-yl) CHzCONHCH; | 150-151
215{ CH2CH2 H 4-(thien-2-yl) CHCONHCH; 157-158
216|CHCH;  |H 4-(thien-3-yl) CH,CONHCHs _ |174-175
217/CH2CHz  [H 4-(benzobjthien-3- |CHCONHCH3 124-125
yl)
218]CH,CHz  |H 4-(2-CHs0,4-CH;0- |CH,CONHCH;  |142-143
pyrimidin-5-yi)




radi oenzymati ¢ assay based on neasuring the product of
hydr ol ysis (et hanol am ne [1-3H ) of anandam de 10

[ et hanol ani ne 1-3H by FAAH (Life Sciences (1995), 56,
1999- 2005 and Journal of Pharnmacol ogy and Experi nent al
Ther apeutics (1997), 283, 729-734). Accordingly, nouse
brains (mnus the cerebellum age renoved and stored
at -80C._ Menbrane honpgenates are prepared at the

ti me[ et [#8 use HRihomogeRi zi ng the tid8es in a m.p. (°C)
Pol y{70f| OHaCR, TqHM TrT $4fdnolmdr ( FBFBCONH; 214-216
cont et 156 Nach DA H yTre 181-183
r eac] 34 T2 s’ubsgfquentl ﬂacﬁé)ﬂr?dﬂ ?gd in Gecl)mc-)‘ buf fler,

cont & VI TI§ SErumz q HEH CI 830-131
A s s A L

(1 N succession he'fest lcammounds

vari prs |SbClnt ridt i ons, Hsoqawaﬁmhm dd CHeeRNHe! ani né38-140

1- 3HL—{(dpecificlactiamity- Ol el

10 Maax|fHeCiy aﬁandam d%('s%@o'"ﬁ ¥ m%ﬁ%ﬁNHf * 193195

pr ep B ut R I4OU o UI | CI uc al -

addeﬁ2#ﬂ¥%ﬁw nut es %Eéz “he zn éeE geact|1%0112

ist L __addi-hg Ch! u +harat

(2: 1E225Tﬁ5' ﬁi"kuﬁe i s giﬂpr glokst EFhGPNHC Ren | 124128
1 'F L

cent ged—f-o+—1tb—m-nd u! yu500 : Ar—at-ooot—( 36

Al) ofMtﬁéL(&b{@éous phase cont ai ni ng the ethanol am ne
[1-3H], is counted by liquid scintillation. 10 Under

t hese conditions, the nost active conpounds of the

i nvention exhibit IC50 v Iues ngentrat,i on .

i nhi biting by THEYCORPO g"ﬂ&@"&&%ﬂf‘t yeke EaRjected

o btV S SO S o

angﬂgignlnhlbltory effect on the enzyme FAAH (Fatty Acid

Amide Hydrolase).

The inhibitory activity was demonstrated in a
radioenzymatic assay based on measuring the product of
hydrolysis (ethanolamine [1-3H]) of anandamide

10 [ethanolamine 1-°H] by FAAH (Life Sciences (1895), 56,
1999-2005 and Journal of Pharmacology and Experimental
Therapeutics (1997), 283, 729-734). Accordingly, mouse
brains (minus the cerebellum) are removed and stored at
-80°C. Membrane homogenates are.prepared at the time of

15 use by homogenizing the tissues in a Polytron in a

10 mM Tris HC1l buffer (pH 8.0) containing 150 mM NaCl
and 1 mM EDTA. The enzyme reaction is subsequently

conducted in 70-ul of buffer, containing bovine serum
albumin without fatty acids (1 mg/ml). In succession,

20 the test compounds, at various concentrations,



Table 2 Conpound No. IC50 192 0.102 171 0.108 194
0.142pM 150 0.063p.M 178 0.140p.Mit is therefore
apparent that the conpounds 20 according to the

i nvention have an inhibitory effect on the FAAH

enzyme. 72 The in vivo activity of the conpounds of

the invention was evaluated in an anal gesia test.
Accordingly, intraperitoneal (i.p.) admnistration of

PBQ 4pAredath DES Z PEkIh 290 BamPn 804 K81) N(hdl iXhS Aty ry: 15-
chl oride solution containing 5% of ethanol) to male

OF1 20vi /R DN AL ROed 0t 8010 FRUGESh aBEDAT BRbndamide, and
stretches, on average 30 twists or contractions

dur i tige tihemipesn® doréparabion 15000 pgtes Afbeen tissue per
injection. The test conpounds are adm nistered orally

in aspensiare i added TwetneB01 5t mindees 68t nEHt€estbe enzyme
120 m nutes before the admnistration of PBQ Under

t heseeaohidin | bhstexminabed byoadding ohdpdumtisobfl the

i nvention reduce by 35 to 70% the nunber of stretches

i ndutttPrRipny mekhanel aldokk- Fapgeivtupet ikehtirpng for
30 kg. 15 Tahle 3 bel ow presents the results of_the
anaﬁgé B8 Rt SeRRtEbRpERhdsohctarBi Mgt es #he3200 9.

| nv tiéH&quot (30 ul) of the agqueous phase, containing the
ethanolamine [1-°H], is counted by liquid scintillation.
10 Under these conditions, the most active compounds of
the invention exhibit ICs¢ values (concentration
inhibiting by 50% the control enzyme activity of FAAH)
of between 0.001 and 1 um.
Table 2 below presents the ICsy values of some

15 compounds according to the invention.

Table 2
Compound
No. ICso
192 0.102 pM
171 0.108pM
194 0.142uM
150 0.063uM
178 0.140puM

It is therefore apparent that the compounds
20 according to the invention have an inhibitory effect on

the FAAH enzyme.



Table 3 20 Conpound Reduction in nunber No. of

stretches (%9 192 - 43% (a) 171 - 51% (a) 194 - 55%

(b) 150 - 57% (b) 178 - 53% (b) (a) 1 ng/kg p.o. at

2 hours; (b) 3 ng/kg p.o. at 1 hour 73 The enzyne

FAAH (Chem stry and Physics of Lipids, (2000), 108,
107-121) catal yses the hydrol ysiss of endogenous
derivatives of ami des and of esters of various fatty

aci ds such as ¥earas hoeh Qd et i i Tcompounds of the
(anandam de), N pal m toyl et hanol am ne,

N- olieydratikanalas avdliatEdalt dt Gnalgesia test.

2- arachi donoyl gl ycerol . These derivatives exert

var ifaus rghiargiacolisgirglemiotdnedl el ly. ) iadmeiracttirgtion of
inter alia, with cannabinoid and vanilloid receptors.

10 EBRQ) dehssunidensoquigians.eri imgy ke dok & Hi 2% sodium
degradation pathway and increase the tissue |evel of

tthe s& L ogi@sy S b st inh & ofh efdanel it thake OF1
respect in the prevention and treatnent of

pat FHCEy e GhnghiZon te b g ifRrses hdnamidials shiptshes, on
any ot her substrates 15 netabolized by. the FAAH enzyne
A S L R R TR R R ER

the ffr%lmI QM 23 15d EETeE P riqlljtécotniso:n. The test

compounds are administered orally in suspension in

10 Tween 80 at 0.5%, 60 minutes or 120 minutes before the
administration of PBQ. Under these conditions, the most
potent compounds of the invention reduce by 35 to 70%
the number of stretches induced by PBQ, within a dose
range of between 1 and 30 mg/kg. |

15 Table 3 below presents the results.of the

analgesia test for some compounds according to the

invention.
Table 3
20
Compound Reduction in number
No. of stretches (%)
192 - 43% (a)
171 - 51% (a)
194 - 55% (b)
150 - 57% (b)
178 - 53% (b)

(a) 1 mg/kg p.o. at 2 hours;
{(b) 3 mg/kg p.o. at 1 hour



Pai n, especially acute or chronic pain of the

neur ogeni ¢ type: m graine, neuropathic pain, including

20 forms associated with the herpes virus and with

di abetes; acute or chronic pain associated with
inflanmmatory diseases: arthritis, rheumatoid

arthritis, osteoarthritis, spgndylitis, gout,

vasculitis, Crohn's 25 disease, irritable bowel

syndrome; aculhe @nzSMle0FARH (CHINT Mrpaifd Physics of

di zzi ness, vomting, nausea, especially those

subgegnieist, t{@ 09 OIS, ayG7-14 1 )eadd tizgl ylesordsy fiydrolysis
especi al ly anorexi a and cachexia of various Kkinds;

neurd! egdoglename geydivieativies pel laliclpsesnd dkianfers of
dyski nesi a, dystonia, spasticity, obsessive-conpul sive

5 baaatougr fatdyr ecidss sanhdeendl-axdacHigionpydfethanolamine
depressi on and anxi ety of any kind _and cause, nood

@i sdraersamige) hdspelmitovd efhdnedestine, N-oleoylethanol-
neor ogdegener.ati ve di seases: _Parkinson's disease,

Al zRELREr ' S162TEE8e OTs P g Apaiig Iy c ot i RSP s
chorea.Nggsions associ ated wt cere chaeni a

[, i )
andSRELNeEP AT CRERE WREH NSy R aloRiRl aftispgies by
Car ghﬁ%ga@tﬁﬁfﬁﬁe&ite'r”%'l‘i%‘ ”%i%ﬁe%%rﬁx%%%‘?i%iidl%nd vanilloid

y nhyper 1 on

I'ovascular 'di'seases, "especia Tension,
carggegpgbkﬁythnias, arteriosclerosis, heart attack,

cardi ac 1 schaem as;
10 The compounds of the invention block this degradation

pathway and increase the tissue level of these
endogenous substances. They can be used in this respect
in the prevention and treatment of pathologies in which
endogenous cannabinoids and/or any other substrates
15 metabolized by the FAAH enzyme are involved.
Mention may be made, for example, of the following
diseases and conditions:
Pain, especially acute or chronic pain of the
neurogenic type: migraine, neuropathic pain, including
20 forms associated with the herpes virus and with
diabetes;
acute or chronic pain associated with inflammatory
diseases: arthritis, rheumatoid arthritis,
osteoarthritis, spondylitis, gout, vasculitis, Crohn’s
25 disease, irritable bowel syndrome;
acute or chronic peripheral pain;
dizziness, vomiting, nausea, especially those

subsequent to chemotherapy;



renal ischaem a; cancers: benign skin tunours,
papill omas and brain 20 tunpburs, prostate tunours,
brain tumours (glioblastonmas, nedull oepithelionmas,
medul | obl ast omas, neurobl ast omas, tunours of
enbryonic origin, astrocytomas, astroblastonas,
ependyomas, ol igodendrogliomagyg pl exus tunour,
neur oepi t hel i omas, 25 epi physeal tunour,

eperdyring @5lcoFEerdThldseanial IR HNE<HNIBS and cachexia of
sarcomat oses, malignant nel anomas, schwannomas); 75

di seagddpsisokitide ;i nmune system especial ly autoi mmune

di seases; psoriasis, |lupus erythematosis, diseases of

t heneumodopiivea lt iesslpsychialtirdge patihedagess :Sjshpkamos
syndrone, ankyl osing spondylarthritis,
undidivs&iassiat e dvs topdady spasttdiaiity,, Réisestsiyetiopmmselsive
haenol yti c autoi nmune anaem as, nultiple sclerosis, )
any BENBYRPHT /| TOBE AL ted Se ByHICT oMeny [edde  ormey efpdpmression
rejection,  diseases affecting the plasnocytic |ine;

al | BPgi ENFLesNs &L amynddnsk arct @Sy edopy disorders,
hyperseg;itiyity, allergic rhinitis or conjunctivitis,
conPE¥FGEFRdt i tis; parasitic, viral or bacterial

" SELEQ R 383588 rALPBATRNIUL LY diUAIRt O

di seases, "especia t's:

artngk&ﬁsohhgu@EQ@E@e&5ﬁ#EEEHEE%fg%Eﬁéﬁ%ﬂﬁgj"géﬂfie

spon Itirs, gout, vasculitis, I Sease,

1brr Bbﬁéh%iﬁ?“’ﬁhnﬂﬂ%%ﬁes cPORANONQHiSnLEds¥ciated with
condi ti ons; ocular hAypertension, gl aucong,
cerebral ischaemia and with cranial and with medullary
trauma;
epilepsy; .
sleep disorders, including sleep apnoea;

15 cardiovascular diseases, especially hypertension,
cardiac arrhythmias, afteriosclerosis, heart attack,
cardiac ischaemias;
renal ischaemia;
cancers: benign skin tumours, papillomas and brain

20 tumours, prostate tumours, brain tumours
(glioblastomas, medulloepitheliomas, medulloblastomas,
neurcblastomas, tumours of embryonic origin,
astrocytomas, astroblastomas, ependyomas,
oligodendrogliomas, plexus tumour, neuroepitheliomas,

25 epiphyseal tumour, ependymoblastomas, malignant

meningiomas, sarcomatoses, malignant melanomas,

. schwannomas) ;




pul mronary conditions: diseases of the respiratory 20

tracts, bronchospasns, coughing, asthma, chronic

bronchitis, chronic obstruction of the respiratory
~tracts, enphysemm; gastrointestinal diseases:

irritable bowel syndrome, intestinal inflammuatory

di sorders, ulcers, diarrhoea; <35 urinary incontinence

and bl adder inflammation. The use of a conpound of

for dilsardelrs iof thRsdmmfdld syl @specially autoimmune

pharmaceutically acceptable solvate form for

pr eddsicag es ; npdioxilaali syr dagets Gy tienerted f ,ordiseases of

treating the abovenenti oned pat hol ogies forms an

i nt &lpealcopareictafvet Itd Ssmeewri ool lBgen Wiawdsgs, Sjdgren’s

additionally relates to nedicinal products which ,

conPYRSkE omeg o AFEYR@ séna semdy lag thyitisy, angdiffergntiated

el se a gégrate or .a pharmaceutically acceptable

Sol FREBYH arkdrdmsouRErset & Aiisegas. Mpmglytic
P Aot PRSP S0k ot
D a0 ol 2 RN e Yeddetion,
ph?‘&%%?%te'sc %]lf. £ LTRSS Iehle0 ﬁ;gg%grggya}ct}'oér‘g%l% active

principle at Téast ne co nNg to the

I NVEAL QR ~TRESRa df2ar F{ﬁﬁ@gji G ROSIJdPNs contain

an e??eg?PSEgﬁbsg 15 of a coﬁbouﬁgpaccoﬁbing to the

10NV 8Rple@Bendl ta vidht,, aQNergd N HidHi%iPlord conjunctivitis,
phar maceutical ly acceptable solvate of the said
conpoufdctadértatii®ial;l y one or nore pharnmaceutically

accept abl e exci pi ents.

parasitic, viral or bacterial infectious diseases:
AIDS, meningitis; inflammatory diseases, especially
diseases of the joints: arthritis, rheumatoid

15 arthritis, ostecarthritis, spondylitis, gout,
vasculitis, Crohn’s disease, irritable bowel syndrome,
osteoporosis; ocular conditions; ocular hypertension,
glaucoma;
pulmonary conditions: diseases of the respiratory

20 tracts, bronchospasms, coughing, asthma, chronic
bronchitis, chronic obstruction of the respiratory
tracts, emphysema; |
gastrointestinal diseases: irritable bowel syndrome,
intestinal inflammatory disorders, ulcers, diarrhoea;

25 urinary incontinence and bladder inflammation.

The use of a compound of formula (I), in

base, salt, hydrate or pharmaceutically acceptable

solvate form, for preparing a medicinal product




The said excipients are selected, in 20 accordance

Wi th the pharmaceutical formand desired node of

adm nistration, fromthe customary excipients, which
are known to the person skilled in the art. In the
pharmaceuti cal conpositions of the present invention
for oral, sublingual, subcutanggus, 25 intranmuscular,
i ntravenous, topical, local, intrathecal, intranasal

transdenARl, rBY FRRALY ngOtHkahbodemcdtidned pathologies
adm ni stration, the active principle of fornmula (I)

abo¥8rmsOhn! Lfitéakhl pakvabE ehehiewaindibh. Where
appropriate, fray be adm nistered in single-dose

adm ni strat i oThkoiAveas idnmaddire onialill yC a@ienti€so nal

phar maceuti cal excipients, to animals and to humans

f or metiheipadppybduictsowhtiichatweprice Bheoaipowad of formula
di sorders or 5 diseases. The unit-dose adm nistration

Hor K ) whprhaaseltapproplisat @ hydrate orale therymasesttically
as tablets, soft or hard gelatin capsules, powders,

gr afgreptabhewsadvates ofakBeocampoyngt ognhfogmula (I).

suspensi ons, . forns for 10 sublingual, buccal,

i nt FREFEcREdE C1pAlr REOANSESafde PRPLIYEShLn therapy,
adm ni stration and for adm ni stration_b i nhal at.i.on,

f or REFFOFULABLH: aftetlE, TPREFERES Qar i AROYEPSISHES
adnintﬁtﬁatLon and forns for rectal or vagina
adntArevra¥roR. For topi cal application the 15

1gonpounds accopdLpgl 8%‘?% L:’i‘é@”*ah%’&ho“e?“ éxcll‘: r%plﬁ%:%égécts the

Creans, ointnents or ons. Yy way

S Ngk&sdReeiAdEhe; Sh 2 aReEORE Sharatiaad
according to the 1nvention in tablet form

compositions comprising as active principle at least
one compound according to the invention. These
pharmaceutical compositions contain an effective dose

15 of a compound according to the invention, or a salt, or
a hydrate, or a pharmaceutically acceptable solvate of
the said compound, aﬁd cptionally one or more
pharmaceutically acceptable excipients.

The said excipients are selected, in

20 accordance with the pharmaceutical form and desired
mode of administration, from the customary excipients,
which are known to the person skilled in the art.
In the pharmaceutical compositions of the present
invention for oral, sublingual, subcutaneous,

25 intramuscular, intravenous, topical, local,
intrathecal, intranasal, transdermal, pulmonary, ocular
or rectal administration, the active principle of

formula (I) above, or its salt, solvate or hydrate



may conprise the follow ng conponents: Conpound
according to the invention 50.0 ng Mannitol 223.75 ny
Sodi um croscaranel l ose 6.0 ng Maize starch 15.0 ny
Hydr oxypr opyl net hyl cel | ul ose 2.25 ng Magnesi um
stearate 3.0 ng 20 The said single-dose forns contain
a dose permtting daily adm nistration of fromO0.01
to 20 ng 78 of active principle per kg of body

wei ghbred8pePebrdatl, kB9 BRARBRSAYLteded ehMsihgeecdose

may be particular cases in which higher or [|ower

dosgamenes8pREDPhHI &ben, Seehadpsesudies wikdl edgventional
the invention. in accordance with custonmary practice,

t hepHasmaapptaopeilabectipieath, pabi antimads deatetw hadapg for

the doctor according to the nethod of adm nistration,

t hethei ghophpdakhe pespoesemehtt b thied abpaei disordgrs or

According to another of its aspects, the invention
8l s@isehaees to a net hod of treating the pathologies
I ndi cat ed above, which conprises adm nistering an

ef f Eaei voifodesef a4dmeBiEsEAYIq8C §P6T“Frg whigh; gge

i nvention, one of its pharpaceutically 15 acceptabl e
sal BBPYBPTA2EE) JAFAUGE 8ehydfarESofuche 38, tab1et e, Soft

or

CongougdgeZatln capsules, powders, granules, chewing gums

and oral solutions or suspensions, forms for
10 sublingual, buccal, intratracheal, intraocular and
intranasal administration and for administration by
inhalation, forms for subcutaneous, intramascular or
intravenous administration and forms for rectal oxr
vaginal administration. For topical application the
15 compounds according to the invention can be used in
creams, ointments or lotions.
By way of example, a single-dose administration form
a compound according toc the invention in tablet form

may comprise the following components:

Compound according to the invention - 50.0
Mannitol 223.75
Sodium croscaramellose 6.0
Maize starch 15.0
Hydroxypropylmethylcellulose 2.25
Magnesium stearate 3.0

20

The said single-dose forms contain a dose

of

mg
mg
mg
mg
mg

permitting daily administration of from 0.01 to 20 mg



1. Conpound of the formula (I) A+ J., OiR3 R nH (I)
5in which n represents an integer ranging from1 to
7; Ais selected fromone or nore groups X, Y and/or
Z, X represents a Cl-2-al kyl ene group optionally
substituted by one or nore Cl-12-al kyl,
C3-7-cycl oal kyl or 10 C3-7-cycé§alkyI-C1-6-aIkerne

groups; Y represents either a - al kenyl ene group

opt i,gnal S j £ -4 2- al ;
C3-??03€F§§Fk§$§%$£¥%§g§g%§3ﬁgéﬁiy -é&y%%é yl en ending on
gr OWRS: phhrtabevdliloanylae. group; 15 Z represents a
C3-7-cycl oal kyl group of forrmula: 7JmHOP (CH' z)g m
represents anTheiegeiay ®egipdd tHic¥lak tca s Arakhith higher
represent integers and are defined such that p+g is a
nunber lbeeg dgskesorre b@proptd stk ;r egicds etisesa also belong
hydrogen or hal ogen atom or a hydroxy, cyano, nitro,
Gl_4oalthel in@entimnkody, aCtotdamcealikiyth BEtomary

Cl- 4-fluoroal kyl, C1-4-fluoroal koxy or

Cl- practicets hitbe giceg appropriRte dor et Patimndy dgen

or hal ogen atomor 5 a cyano, nitro, hydroxy,

C1- desekyined) by. sheo@pctor) acconiddmaco, the method of
Cl-4-fl ugroal kyl, Cl-4-fl yoroal koxy

administration, the weight and the response of the said
patient.

10 According to another of its aspects, the
invention also relates to a method of treating the
pathologies indicated above, which comprises
administering an effective dose of a compound according
to the invention, one of its pharmabeutically

15 acceptable salts, or a solvate or a hydrate of the said

compound.



Cl- 4-f 1l uorothi oal kyl group, or a group selected from
in particular a phenyl, naphthyl, biphenyl,
phenyl et hyl enyl , napht hyl et enyl, 10 pyridinyl,
pyri mdinyl, pyrazinyl, pyridazinyl, triazinyl,

i ndanyl, indenyl; quinolinyl, isoquinolinyl,

gui nazol i nyl, qui noxal i ndlaimst hal azi nyl, ci nnol i nyl
thi enyl, furanyl, pyrrolyl, imdazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl, 15

t hi adi azol yl, oxadi azolyl, triazolyl,

yl
phenyl i mi dazol fPempoy@s sithitdy IfomRHAf Ulanyl ,
di benzof uranyl , enzi m dazol yl , nzotri azol yl,
i ndol yl, isoindol%, indazol,yl, Henzoxazolyl,
benzi soxazolyl, b 3t i fbﬂrl 'gethiazolyl,

di hydr oi ndol yl , @ cﬂ nyl ,~ furopyridi nyl,
.J.

t hi enopyri di nyl, zopyridinyl, oxazol opyridinyl,
t hi azol opyri dinyl, "pyraz # pyri di nyl,
I soxazol opyridinyl, isot zol opyri di nyl,
t et rahydr oqui noli nyl, tetrahydroi soquinolinyl, _
5 iRhgAYELRXY, phenylthio, 25 phenyl sul phonyl, benzoyl,
benzyl oxy, phenyl et hoxy, phenyl propoxy, naphthyl oxy,
ringgptBybARkEhaxY i ntegekt kuhetiReX ¥romahtdyy I opoxy,
gui nol i noxy and isoqui nolinoxy and optionally
Asubskelateddby¥rencone ofDmeraulsbupyeX,s ¥Saminead #;r om
a hal ogen atomor a 81 cyano, nitro, Cl-4-alkyl,
Xhyeporyent€i- 4- 8l kon) kyl€bed girbupabpylionally
* Cl-3-fluoroal kyl, Ci1-3-fl uoroal koxy,
- s@sBitubedobli onkkpk, mphen¢h-axyalkghzyPoxycycloalkyl or
‘ pi peri di nyl, yrrolidinyl, norpholinyl, NR6R7,
10 Cywrzwrelo }‘Eﬁﬁﬁﬁ}kngOQRGFOUGSGC1_3-aIkerne)-C> or
4- pi perazinyl group. ,
Y represents either a C;-alkenylene group optionally
substituted by one or more Cj;-j;3—alkyl, Cs-s-cycloalkyl or
C3;-7—cycloalkyl~Ci_¢~alkylene groups; or a Cz—alkynylene
group;

15 2 represents a Ci.;—cycloalkyl group of formula:

CHz]m ‘LCHz)P |
(crz)n' _
m represents an integer ranging from 1 to 5;
p and g represent integers and are defined such that
p+tg is a number ranging. from 1 to 5;
20 R; represents a hydrogen or halogen atom or a hydroxy,

cyano, nitro, Ci-4-alkyl, Ci-4—alkoxy, Ci-g—thioalkyl,



10

15

20

25

optionally substituted by a Cl_3-al kyl or by a benzyl;
R6 and R7 represent independently of one another a
Cl_3-al kyl group or a phenylg, and R3 represents a
group of general fornula CHQ;CONHRS in 10 which R4
crep ydr0gel I Ky 1
B S e e
aERy- @yghgalkyl or C3-7-cycl oal kyl - Cl 6 alkylene
group, in the form of the base, acid addition salt,
ngﬂépigs@mt515 solvate; wth the exception of
2-am no- 2- oxoet hyl  benzyl carbamate. 2. Conpound of
af hyaubgetl pratadbdieng atem Grai m 1, characterized in
that: 20 n represents an integer ranging from1l to 7;
aAciysneel ritted, f hydroxg,o0C1nead kylouds-o%alkexyy/ or Z;
X represents a Cl_2-al kyl ene group optionally
Csub§hi@@iéMlbyConefénowoﬁék&if12&akﬁ}moroalkoxyr
-cycloal kyl or C3_7-cycl oal kyl - C1_6-al kyl ene

Cgﬁb§b§°r25h¥°ﬁébyésQﬁP§Pe|Pﬁer a C2-al kenyl ene group

optional | stituted by one nmore Cl 12-al k
r?“EyE?iﬁF 8 SFOmCSn7Pé§EFSH&ﬁ§Iacfhénﬁ ky FER hYl

b%f‘?%&s{m awﬁ BhEiBhsE r BrBhRLYLesnVERBYIN ) § (c 2
d
o L EATEE "R ML b EhERE R EAELP I BT Ay ° ¢
triazinyl, indanyl, indenyl, quinoclinwl, iscoquinolinyl,

quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,

' thienyl, furanyl, pyrrolyl, imidazolyl, pyvrazolyl,

oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,
benzothienyl, benzofuranyl, dibenzofuranyl,
benzimidazolyl, benzotfiazolyl, indolyl, isoindolyl,
indazolyl, benzoxazélyl, benzisoxazolyl,
benzothiazolyl, benzisothiazolyl, dihydroindelyl,
pyrrolopyridinyl, furopyridinyl, thienopyridinyl,
imidazopyridinyl, oxazolopyridinyl, thiazolopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroquinolinyl,
tetrahydroisoquinolinyl, phenyloxy; phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
phenylpropoxy, naphthyloxy, naphthylmethoxy,
naphthylethoxy, naphthylpropoxy, gquinolinoxy and
isoquinolinoxy and optionally substituted by one or

more substituents selected from a halogen atom or a
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p+q is a nunber ranging from1 to 5; 5 Rl represents a
hydr ogen or hal ogen atom or a hydroxy, cyano, nitro,
Cl _4-al kyl, Cl1_4-al koxy, Clﬁﬁ-thioalkyl,
Cl_4-fluoroal kyl, Cl_4-fluoroal koxy or

S .

Cl 4-fluorothio; alkyl grqup; R2 represents 10 a
e T Fa i 06 a1y OF S - TRy dr oxy
G e oo Moot
14T I'uoroal Kyl € _ﬁéﬁ Uor oal ‘’koxy? ¥
- Ayl i oAl kil 105h o141 4
o e A e s TR e
18D ANY Imo rppRNL 161 MERDY | NHCORE,| GoRy, . COosRe,

pyri m dinyl, pyrazinyl, pyridazinyl, triazinyl,

isodRpy | -0+ nClepyalkglend] +0y | or i $o8lbe0a YY1l group
gui nazol i nyl, qui noxalinyl, phthalazinyl, cinnolinyl, -
ppitdpla 1 Mfyursamst i guyredo byl .a QT gadddwll o yryazolbdn z A0
oxazol yl, thiazolyl, isoxazolyl, isothiazolyl,
Rai adidaRol 3epresenti azvdgpendentlyl 9gf one another a
phenyl i m dazol yl, benzothi enyl, benzofuranyl,
Siberdddr NPUP AFenz Phiedyzdl @nd benzotri azol yl
indolyl, isoindolyl, indazolyl, benzoxazolyl .
Bén%?%Bﬁ%%BF?I a 9EoRRNobt HFRASERY| ,fOB’éH%Psﬁ’flﬁ#%@rﬂ in
dhh%ﬂroindolyl, pyrrol opyridinyl, furopyridinyl,
FRi-&Ropyri di nyl , 83 i ni dazopyri di nyl,

hi azol opyridin

By LS BEOH oy reBER, AP8h, PF o rr-a-alkot group and
RTRARLIRL L Btooh RBICEEN ERRYw
BneDXLeYbRARYY! orPeNZa¥, 1B QEY.~BARYY RN Pbup,
in the form of the base, acid addition salt, hydrate or
solvate;
with the exception of 2~amino-2-oxoethyl
benzylcarbamate.

2. Compound of formula (I) according to
Claim 1, characterized in that:
n represents an integer ranging from 1 to 7;
A is selected from one or more groups X, Y and/or Z;
X represents a Cj;-;-alkylene group optiocnally
substituted by one or more Cj;-i2—-alkyl, Cs-s-cycloalkyl or
Ci-o~cycloalkyl-C;-g—alkylene groups;
Y represents either a Cz-alkenylene group optionally
substituted by one or more C;_i2-alkyl, C}q-cycloalkyl or
Ci-s—-cycloalkyl-C;_g—alkylene groups; or a Cz-alkynylene
group; |

Z represents a Ci-;-cycloalkyl group of formula:



phenyl propoxy, napht hyl oxy, napht hyl nmet hoxy,
napht hyl et hoxy, napht hyl propoxy, qui noli noxy and

i soqui nol i noxy and optional | § substituted by one or
nore substituents sel ected froma hal ogen atom and a
10 cyano, nitro, Cl-4-alkyl, hydroxy, Cl-4-alkoxy,

Cl_4-thi oal kyl ﬂ%uoroalkyl, Cl- r oal koxy,
, PRenyl oxy, benzyTo
lidinyl, nor ™yl
S02R6, -0-(Cl_

Cl_3-fl uorot hi oa

pi peridinyl, pyr R7,
NHCOR6, CORG, \ l ene)-O or
4- pi perazi nyl group 15 optionally substi®fited by a

Cl _3-alkyl or by a benzyl; R6 and R7 represent
imdepersesmity ©f Ditegept Agfiging Ctremallkyb §Foup or a

phenyl; and R3 represents a group of general fornula
GHRACDNHRSep e s et cin28gdds r apd eseat defiihgdr sgehn ahat
~or a Cl_3-alkyl group and R5 represents a hydrogen
drion iy & romks | fgngind3f sernyt| bal &yl or
C3_7-cycl oal kyl -C1_6-al kyl ene group; wth the proviso
> thatePrerenifd aRAYEEPOESePr & &t Ot (M Ba Ay X A%y
a group X, X being a nethylene, then n_ is 25 other
OF; HrEGte G1or 1A Y b h sl kY o Guderm ERERA LAY
drat.e or olvate. 3.. Co nd of fo nuljr@]rﬁl%% '
4t '”r?grota(}skyél'ai%“ff&ru @%‘?%t%ﬁ et FHHRER 197
- WG%n .S .1: Ais selected fromone or nore groups
f} aﬁgfﬁﬁhz; X represents a Cl_2-al kyl ene group
%gtgggggkgn Eubstituted by one or nore Cl_12-al kyl,
_,-tycC an yl or

10 a hydrogen or halogen atom or
a cyano, nitro, hydroxy, Cij-g4—-alkyl, Ci-4—alkoxy,
Ci-s—thiocalkyl, Cj_4-fluorcalkyl, Ci-y-fluorocalkoxy,
Ci-q—fluorothiocalkyl group, or
a group selected from in particular a phenyl, naphthyl,

15 biphenyl, phenylethylenyl, naphthylethylenyl,
pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl,
triazinyl, indanyl, indenyl, gquinolinyl, isoquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,

20 oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,
benzothienyl, benzofuranyl, dibenzofuranyl, '
benzimidazolyl, benzotriazolyl, indoclyl, isoindelyl,
indazolyl, benzoxazolyl, benzisoxazolyl,

25 benzothiazolyl, benzisothiazolyl, dihydroindolyl,

pyrrolopyridinyl, furopyridinyl, thienopyridinyl,
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5 C3_7-cycl oal kyl -C1_6-al kyl ene groups; Y represents
ei ther a C2-al kenyl ene group optionally substituted
by one or nore Cl_12-al kyl, -7-cycl oal kyl or
C3_7-cycl oal kyl - C1- 6- al kyl ene groups; or a

AU En 9L e A R,y gomsiosony
reseq%pa’la]{h E’Q%GA%%EF#Q@QC‘E t5ha|to agiqqi s a
&@H%Qfdﬁ!@éﬂ&ﬂrf&ﬂfﬂ}ll t&&aﬂ;ﬁdﬂqﬁﬁ%;ﬁ is a

hydrogen or Hal ogen atom or a hydr oxy, cyano nitro,

Cbtd=3 vhred & Phe§ 109 enylthio
C1 4-f|§l%oaﬁ%/l Cl- quoroaifko:f()y;/l(lge(rll Y ’

Shehyfllsiamtdriyt, detydoll O En P 626/ gteen gl thaxry,
hal ogen atom or a cyano, nitro, hydroxy, Cl 4-alkyl,
Chetydltkwpoxy Chapitiiydal iy, ,naphthylmerhoetky|
Cl_4-fluoroal koxy, Cl1_4-fluorothioal kyl group, or a
gephy hadleddraxy f mamh th yarndaman e caligmmoxmaym hyl ,
25 bi phenyl, phenyl ethyl enyl, naphthyl et hyl enyl,
Wpiq@‘llﬁsﬂllwﬁ AT 1REL QR RS ERE iy | ne T
triazinyl, indanyl, |ndenyl nol i nyl ,

meg&uS %%uent@. %a‘u d’&@aliq?r?;ﬂ atom and a

hthala2|n |, nnol.i nyl i enyl r pyrrolyl,
B2 of it yﬁmwﬁrowﬁa ! G AR

bsox%‘i'o%'l’kyl Ot az9l M voa1kyl, €i-s-fluoroalkoxy,
Ci-z-fluorothioalkyl, phenyloxy, benzyloxy, piperidinyl,
pyrrolidinyl, morpholinyl, NRgR;, NHCORg, CORs, CO2Rg,
SO0zRs, =0-{Ci-3—alkylene)-0- or 4-piperazinyl group
optionally substituted by a C;-3—alkyl or by a benzyl;
Rg and R; represent independently of one another a
Ci-3-alkyl group or a phenyl; and
R3 represents a group of general formula CHR4CONHRs in
which
Ry represents a hydrogen atom or a Cj;-3—alkyl group and
Rs represents a hydrogen atom or a Cj-z—alkyl,
Ci-s—cycloalkyl or Ci-s-cycloalkyl-Ci;-g-alkylene group;
with the proviso that if R; and R, represent a hydrogen
atom and A is a group X, X beiﬁg a methylene, then n is
other than 1; ‘
in the form of the base, acid addition salt, hydrate or
solvate.

3. Compound of formula (I) according to

Claim 1 or 2, characterized in that:
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5 thiadi azol yl, oxadi azolyl, triazolyl,

phenyl i m dazol yl, benzothi enyl, benzofuranyl,
di benzof uranyl , benzinidazc$y1, benzotri azol yl ,
i ndolyl, isoindolyl, indazolyl, benzoxazolyl,

henzi soxazol yi, benzot hi azolyl, benzi sot hi azol yl,
diﬁé%%%ﬁhéﬁiy#j 10 pyrrol opyridinyl, furopyridinyl,
tPE!i%n%fLrééjd lfxl‘onll "flazapyd, i .’%Jcm xagolpnyky Al Ny} ,
t hi azol opyridi nyl,  pyrazol opyridinyl,
xS PepAsetd & il ,-a1180ldHS rdgli
t et rahydr oqui nol iln%/!a, @?etra??%léﬁg?/sd gui no
p@ati®utePd BNEdidy moke RNeNvbIvahoryl,~RRNEaYlkyl or
benzyl oxy, phenyl et hoxy, phenyl propoxy, naphthyl oxy,
Kaphiclyyiloatligpy-C, . gxanidylenet keoupgrapht hyl propoxy,
gui nol i noxy and isoqui nolinoxy and optionally
Jubspreseed sbeidberorm Cgpatkenpithtugrbapsebedbadlfiyom
a hal ogen atomand a 20 cyano, nitro, Cl_4-alkyl,
ﬁybﬁﬁxgpteﬂ_hwawm@xpx mgre4Cohizoalkyl, Cs-s-cycloalkyl or
Cl 3-fluoroal kyl, C1-3-fluoroal koxy,
E1-73cVrleraettilosfhieynl kyRenp expupsenpyl @x\re-alkynylene
Eiger[dinyl, pyrrolidinyl, norpholinyl, NR6R7,

, COR6, CO2R6, SO02R6, -0-(C1_3-al kylene)-0- or

- pi i oyl 25 ' [ bsti_t ut b
£ BBE R Y, DS a s aR PR K RosrbubreY, dptBtany
i ndependent |y of ong another a Cl_3-al kyl group or a

a1y

phenyl ; and Sents a group eral fornula
CHRACONHRS i n ich"86 R4 repre a hydrogen atom
or a Cl-3-al kylX group and R S a hydrogen
atomor a Cl_Z&-aNkyl, C3_5-cyclo or
C3_7-cycl oal kyl - C1_6- al kyl ene gr oup; ;

m represents an integer ranging from 1 to 5;

p and g represent integers and are defined such that
ptq is a number ranging from 1 fo 5;

R; represents a hydrogen or halogen atom or a hydroxy,
cyano, nitro, Cj.q—alkyl, Ci;4-alkoxy, Ci—¢—thioalkyl,
Ci-4—fluorocalkyl, Cj-4—fluorcalkoxy or C;4~fluorothio-
alkyl group;

R; represents

a halogen atom or

a cyano, nitro, hydroxy, Ci-¢4—-alkyl, Ci.s—alkoxy,
Ci-4-thicalkyl, C;4-fluorcalkyl, Ci-s~fluorocalkoxy,
Ci-4~fluorothiocalkyl group, or

a group selected from in particular a phenyl, naphthyl,
biphenyl, phenylethylenyl, naphthylethylenyl,
pyridinyl, pyrimidinyl, pyrazinyl, pyridazinyl,



10

15

20

25

- when n represents an integer ranging from2 to 7: 5
Ais selected fromone or nore groups X, Y and/or Z
X represents a C1_2-alkylen§%9roup optionally
substituted by one or nore 12 aIkyI

Eﬁ - C¥Pb£?|k Ohﬂs qﬁ%floal %&ﬂ%ﬁ%& %ﬁenellnyl’
BBy, f’q‘ﬁ;“fﬂd 5y e R s B
BT OEBAHE AN S r@‘*’#@ﬁfs m

o%RZ83$1 S taN J7H184eT RN ler omgh il a%o1y18nd g
represént integers and are i'fed such that 'p+q is a
RUABEH azan§i1NJ oka@Nak d1 3(15 iRl aZRNNAS e Hhensy I IRGN v 1,
or hal ogen atom or a hydroxy, cyano, nitro,
Bindoahkghy1Cl bénaldtweun yTl_ 4ibeineal flidany 120

.Cl_4-fluoroal kyl, C1_4-fl uoroal koxy or

bengimtidarzollyile- behkpt rgaamiylR2 ingaledentisod ndpdiydgen
or hal ogen atom or a cyano, nitro, hydroxy,

tndazal ik}l , benzoxalziod y., b2512¢1504;atzmlo’é4 kyl,
Cl_4-fluoroal kyl, Cl_4-fl uoroal koxy
hﬁnaowaéz@tlmleab@wugpébaaZQﬂYQ7 d&hg‘ﬁé@;}nﬁ@llé’étred
fromin particular phenyl , napht hyl, bi phen

BRERGLEP §P€h9l¥lrngﬁﬁPHWéfjﬁylyémylthleﬁy?PiY&Pﬁl} v
AL By PO e sy,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydrogquinolinyl,
tetrahydroisoquinolinyl, phenyloxy, phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
phenylpropoxy, naphthyloxy, naphthylmethoxy,
naphthylethoxy, naphthylpropoxy, quinolinoxy and
isoquinolinoxy and optionally substituted by one or
more substituents selected from a halogen atom and a
cyano, nitro, Cj4-alkyl, hydroxy, Ci;-s—alkoxy,
Ci-4-thioalkyl, Cj-3-fluoroalkyl, C;-3-fluoroalkoxy,

Ci-3—fluorothioalkyl, phenyloxy, benzyloxy, piperidinyl,

pyrrolidinyl, morpholinyl, NRgR7, NHCORg, CORs, COzRg,

SO2Rg, —-0-(Ci-3~alkylene)-0- or 4-piperazinyl group
optionally substituted by a C;-3-alkyl or by a benzyl;
R¢ and R; represent independently of one another a
Ci-3~alkyl group or a phenyl; and

R3 represents a group of general formula CHR,CONHRs in

which
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5 qui nazol i nyl, quinoxalinyl, phthalazinyl,

cinnolinyl, thienyl, furanyl, pyrrolyl, imdazolyl,
pyrazolyl, oxazolyl, thiaz |, isoxazolyl,
i sot hiazolyl, thiadiazolyl, oxadiazolyl, triazolyl,

henyI|n1dazonI benzothlenyl benzofuranﬁ
dﬂbéﬁ?éﬁtﬁ?ﬁﬁ?l i’()’déé’ﬂﬁnma&z%bl%ﬂ a FerirGt z&lrﬂup and

i_ndol

@énfeﬁsﬁaééﬁ§s?d°'hé'@xxfah%d%%'rr§'pr BeRi PR Bzl I

hyd d f di

h.% éfl‘" SRR o K Tl 1o Er e ST 1 58
fs%%o%ﬁ’é—”;rpdféynéﬂ““’%@o R S from 2 to 7:

tetirahds osgpﬁuwow Wd/or z;
pherﬁ%&f%p%ﬁg% one %enyl suﬁqh nyl benzoy/or

ye ey r@sen dhend e}-ba@%ﬁzler@@j%@f Uppaondiapht hyl oxy,

napht hyl met hoxy, 20 napht hyl et hoxy, napht hyl propoxy,

Gubzelitneed ayd ories Ainld MRX):-alsty®pt Conaklyyloalkyl or

substituted by one or nore substituents selected from

a}habm@&naﬂhyhﬁﬂukﬁalkxMHna gudups; Cl_4-al kyl,

hydr oxy, Cl_4-al koxy, Cl_4-thi oal kyl,

¥ repiresendal lejlthedl a3-G:Fadkeakkersg, gzup optionally

Cl_3-fl uorot hioal kyl, phenyl oxy, benzyl oxy,

gupetigited bypyrwandmwme QmmnpﬁékﬁﬁylC}MRGR¢l°alkyl or
NHCOR6, | CORE, SQ02R6, -0-(Cl_3-al kyl en L

2 B FASARY 19 e A ROAITEP RIS O & G- By kY1 8ne
Cl 3-alkyl or by a benzyl; 88 R6 and R7 represent
PﬁHBBendently of one another a Cl 3-alkyl group or a

Q}F éﬁﬁﬁ regﬁﬁ%p l@yqr%ggég general,farmul a

e
CH)a

m represents an integer ranging from 1 to 5;

p and g represent integers and are defined such that

' p+tq is a number ranging from 1 to 5;

R; represents a hydrogen or halogen atom or a hydroxy,
cyano, nitro, Cj-4-alkyl, Ci-¢-alkoxy, Ci-s—thiocalkyl,
C14—fluoroalkyl, Cy-4—fluoroalkoxy or Ci-4~fluorothic=-
alkyl group;

R; represents

a hydrogen or halogen atom or

a cyano, nitro, hydroxy, Ci-s-alkyl, Ci-q—alkoxy,

Cra—thicalkyl, C;.¢-fluorcalkyl, C,.s-fluoroalkoxy,

Ci-s—fluorothioalkyl group, or
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5 R4 represents a hydrogen atomor a Cl_3-al kyl group
and R5 represents a hydrogen atomor a Cl_3-al kyl,
C3_5-cycl oal kyl or C3_7-cyclgal kyl - C1_6-al kyl ene
group; in the formof the base, acid addition salt,

Yo LSl Sl g IR, oL S e,
et ARHRIAN S, A T

. - al kil ' ;
SR B i o R AR AR v
HERIESIENS, QJ&§H§HSVQdEEAQQ, d%ﬁ%fﬁnffyrﬂgéﬁuiﬂgtiﬁ_ ,
)p fE}Q g mreprésents an’integer ranging froml to 5;

g;otﬁ'i‘:%z%lrﬁﬂfl‘%s 1ird¥89818 ,a%@faeladz%ﬂcriﬂ%g SHatb 11,

p+q is a nunber ranging from1l to 5; represents

ahhythivage Fudiand 1halgygaed1an a i@l dhzd axy pyeraigl y )2

represents a hydrogen or hal ogen atom or a hydroxy

gxauzmlyT,_4tdlded] yir,oumox@kod-ydl k dep tdriciam 1 Vi

ClL _4-fluoroal kyl group, or Cl _4-fluoroal koxy group, or

ahigddazodalle cteeddimamlptionydr, i azadhtlhy Iphesiyplianidaz@yl,
henyl et hyl enyl , pyridinyl, pyrimdinyl, pyrazinyl,

g&pﬁ&tb@ﬁnylbs@@ﬂ&ﬂﬂqnﬁﬂxld idbenzofunannd,,

I soxazaql yl, thiadiazolyl, phenylimdazalyl,

berzamiderplyldi berzotaianply lhedfidalddzoligoingolyl,
RHEES I B oxa bt O Bhn A eRE 2 ANnY! . benzoyl,
benzothiazolyl, benzisothiazolyl, dihydroindolyl,
pyrrolopyridinyl, furopyridinyl, thienopyridinyl,
imidazopyridinyl, oxazolopyridinyl, thiazeclopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroguinelinyl,
tetrahydroisoquinolinyl, phenyloxy, phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
phenylpropcxy, naphthyloxy, naphthylmethoxy,
naphthylethoxy, naphthylpropoxy, quinolinoxy and
isoquinolinoxy and optionally substitutéd by one or
more substituents selected from a halogen atom and a
cyano, nitro, Cj4-alkyl, hydroxy, Cj-s—alkoxy,
Ci-4a—thiocalkyl, Ci—s3-fluoroalkyl, Ci-s—fluorocalkoxy,
Ci-3—fluorothioalkyl, phenyloxy, benzyloxy, piperidinyl,
pyrrolidinyl, morpholinyl, NRgR;, NHCORg, CORs, CO2Re,
S0zRé, -0-(Cy-3-alkylene)-0- or 4-piperazinyl group

optionally substituted by a Ci-3-alkyl or by a benzyl:
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benzyl oxy or phenyl propoxy, optionally substituted by
one or nore substituents selected froma hal ogen atom
or a cyano, nitro or Cl_4-aldgyl group, Cl_4-al koxy
group, Cl_4-thioal kyl group, Cl_3-fluoroal kyl group,
10 C1_3-fluoroal koxy group, phenyloxy, or benzyl oxy,
BreREd RNHOERee sS@DREL ndepeBdestPR6obr ong-another a
%§1 3- aIkerne) -0-; R6 and R7 represent i ndependent |y
kydoaraing oxc2 Phendhi #ip; R3 represents a

rou eneral formul g CHR4 HR5 i n
ot BolrednhS | SussguR atodroroa et ostiie, PHERGORHE, dn
&% r%presents a hydrogen atomor a Cl_3-al kyl group,
§-cyc|oalky| group or

%? Zeg¥8L8§£§Yé ﬂgg ghkgk?ﬂeOﬁSE Fg-EQky@ b?%uéoﬁﬁﬁ

ase, acl on Sa sofvat

ﬁgr@@ﬁeeseﬁtgoa ”H#ér&bénaﬁﬁefndbﬂgat B, sChakim4,
aracterized in n represents an |nteger bet ween

3n@y5,,1_oa§kexll 1S €, 68 Ifd=admyaAne, Of- JTMyA G WD UH 5

X represents a Cl_2-al kyl ene group
@ﬁt thealfbym sEbshiet iaed ,byucire adld itdree Ghlt-allgdrate or
groups; Z represents a C3_7-cyc|oa|ky| group of
bolraka. 90 H-.. HOP (CHla z mrepresents an
I nt eger ranging from1 to 5; p and g represent
i nt egers abd ar Gotpbluned ofudlormida (I) according to any
one of Claims 1 to 3, characterized in that:
n represents an integer between 1 and 5;
A is selected from one or more groups X and/or Z;
X represents a Cjy—alkylene group optiocnally
substituted by one or more Cj;-3~alkyl groups;

Z represents a Cj-y—~cycloalkyl group of formula:

CHJm fisgiﬂ
(CHz)q

m represents an integer ranging from 1 to 5;

p and g represent integers and are defined such that
p+qg is a number ranging from 1 to 5;

R; represents a hydrogen or a halogen or a Ci-z—alkoxy
group;

R; represents a hydrogen or halogen atom or a hydroxy
group, Ci-4—alkyl group, Ci-s—alkoxy greup,
Ci-¢q~fluorcalkyl group, or qu—fluOroalexy group, or a

group selected from phenyl, naphthyl, biphenyl,
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p+q is a nunber ranging from1 to 5; 5 Rl represents a
hydrogen or a hal ogen or a Cl-4-al koxy group; R2
represents a hydrogen or a q@iorine, brom ne or
fluorine atom or a hydroxy, nethyl, nethoxy,
trifluoromethyl or trifluoromethoxy group or a group

phesyileshyd enydm pyaiydinHapmysimidiniHen@yrazinyld,
3RRERITy | EdpERZOT R e B RRE R 15
Gl U P e e
BPE:8GBOEA AT, BYEILA 8) SOrah AR
PRI Py T PRP Py PaoE Y, P o haobtuc by

BRENBk-OXYreb8RBYEOXienhE6 361 NHEERE r o060 haCOYe atom,
S2R6 or -0-(CH2)-0- group; R6 and R7 represent

bpdepepdant | yiekoobe anqt-hdkyd oEbup,alkkyl-adikauy, doup,
R3 represents a group of general formula CHRACONHRS in

@hi;ebhh2dalRglr gppepents-za flydrogdkyldt gmnowp,a

Cl 3-alkyl group and R5 represents a hydrogen atom or
G:1-@1fBuakkal kgryupgrougs Bheypyilexlvkylorgbgmgyerxy, NRsR7,
C3 7-cycl oal kyl - C1_6- al kyl ene %roup; 5 in the form of
¥HBABe, GRRal &@dRei ovPzRwl o hParifee-gdkylene) —0-;

R¢ and Ry represent independently of one another a
Ci-3—alkyl group;
Rs represents a group of general formula CHR4CONHRs in
which
R; represents a hydrogen atom or a Cj-3—alkyl group and
Rs; represents a hydrogen atom or a C;-3—alkyl group,
Ci-s—cycloalkyl group or Ci-g-cycloalkyl-Ci-g—alkylene
group;
in the form of a base, acid addition salt, hydrate or
solvate.

5. Compound of formula (I) according to
claim 4, characterized in that:
n represents an integer between 1 and 5;
A is selected from one Oor more groups X and/or Z;
X represents a C;—;-alkylene group opticnally
substituted by one or more C;_3;-alkyl groups;

Z represents a Cz-7-cycloalkyl group of formula:
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solvate. 6. Compound of fornmula (I) according to any
one of Clainms 1 to 5, characterized in that: n
represents an integer fromlgjo 5; 10 A represents a
Cl_2-al kyl ene group; Rl represents a hydrogen or a
hal ogen; R2 represents a group selected from phenyl,

naphthyl,  phen CH penzyl oxy, pyri é
quinolinyl i so o9yl , phenyli a e or
pyrrolopyridinyl, 5 optlonally itu by one or
nore substituent elected froma h n atom a
cyano group, a Cl _4-al kyl group, Cl'4-dl'koxy group,

Cl_3-fluoroal kyl group, Cl_3-fluoroal koxy group; R3
Pepepsesents ghodptetegerangiiniofimema ICHRIASONHRS i n
20 which R4 represents a hydrogen and R5 represents a
HyapégaanQFSﬁﬁaF anefgsrélﬁyﬁ @F@uﬁefe@eg-@V§Po

rou cl oal kyl alk ene group; in the
B et 2aniHl YErg aguFErbn loaPt Siydr ot o br 25

ol dof fo accord| [ aim
B Y8 Seador LRIy | O L) Rcgor €1 00 Loy gl
é& ggl to 5; A represents a Cl_2-al kyl ene group; 92

presents a hydrogen or a hal ogen; R2 represents a

Bkl anie Fanaberdy 200 S¥lag, bRl st
@h@ayiha1QeéﬁLeoerapupaebﬁpyrmetﬂyh, methoxy,
trifluoromethyl or trifluoromethoxy group or a group
selected from phenyl, naphthyl, biphenyl,
phenylethylenyl, pyridinyl, pyrimidinyl, pyrazinyl,
quinolinyl, isoquinolinyl, thienyl, furanyl,
isoxazolyl, thiadiazeclyl, phenylimidazolyl,
benzothienyl, dibenzofuranyl, benzimidazolyil,
pyrrolopyridinyl, phenyloxy, phenylsulphonyl, benzoyl,
benzyloxy or phenylpropoxy, optionally substituted by |
one or more substituents selected from a chlorine or
fluorine atom, or a cyano, nitro, methyl, ethyl,
isopropyl, butyl, tert-butyl, methoxy, ethoxy,
thiomethyl, trifluoromethyl, trifluoromethoxy,
phenyloxy, benzyloxy, NRgR;, NHCORg, CORg, COsRg, SO;Rg oOr
-0- (CH2) -0~ group;

R and R7'represent independently of one ancother a
Ci-3~alkyl group;

R3 represents a group of general formula CHR,CONHR; in

which
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5 optionally substituted by one or nore substituents
selected froma chlorine or fluorine atom a cyano

nmet hyl , methoxy, trifluoro hyl, trifl uoronethoxy
group; R3 represents a group of general fornula
CHRACONHRS in 10 which R4 represents a hydrogen and
Rg FEepresents a hyér@g@ﬁ a5OBMPSr 3a C@is“glifwﬂey rgppynd

C3 5-cycl oal kyl rou
&a_#%%@ﬁsaﬂ:ﬁyﬁ ydéogﬁl@yﬁéﬁgl §Fo@pCrisnadkdls §EAREr a

B

9 1 to 7, characterized in that n represents an
|nte €r from5 to 7; A represents a Cl_2-al kyl ene

95R04Re %%xj?rﬂ] ognda %%sreepra‘?ﬁ‘?i“addidﬂ[&ﬁ{‘%eéﬂﬂ Y ifd1 & or
er a hy

anot rogen of hal'ogen atom or a cyano,

Rydr@s, Cl_4-al kyl, O _4-al koxy, Cl-4-fluoroal kyl or
Cl_4-fluoroal koxy group; . R3 represents a group of
gener al forgul a ConeGEHRF ifbrmA anioh dearejimes et sany
a hydrogen and R5 represents a hydrogen atom or

Che3ofl KKlaigrsolp,toC3,5-chpdramsddayilzegt dup,thart @
C3_7-cycl oal kyl -C1_6-al kyl ene group; 93 in the form
of representaciach dddiegiesn femint |1 Myedrst e or  sol vate. 9.
Process for preparing a conpound of formula (1)
Acespdesgnts anfiemaléylens @yrolmio 8,

Ri1 represents a hydrogen or a halogen;

R, represents a group selected from phenyl, naphthyl,
phenyloxy, benzyloxy, pyridinyl, quinolinyl,
isoquinelinyl, phenylimidazole or pyrrolopyridinyl,
optionally substituted by one or more substituents
selected from a halogen atom, a cyano group, a
Ci-4~alkyl group, Cj—4—alkoxry group, Ci-z—fluorocalkyl
group, C;-3~fluoroalkoxy group;

R; represents a group of general formula CHR4CONHRs in
which

R; represents a hydrogen and Rs represents a hydrogen

atom or a Ci-3—alkyl group, Czs—cycloalkyl group or

Ciz-7—cycloalkyl-Ci_g—alkylene group;

in the form of a base, acid addition salt, hydrate or
solvate.

7. Compound of formula (I) according to claim 6,
characterized in that:

n represents an integer from 1 to 5;

A represents a Cy;-alkylene group;
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5 conprising the step consisting in converting the
carbamate ester of general fornmula (la) O R4 R2 A)O~
RnHOR 1/ 0 ¢(la) 10 inwhich A, n, Rl, R2 and R4
are as defined for the for a (1) according to daim
1 and R represents a nethyl or ethyl group by

& mebyessentsi ag hydragiene oaf agddogien;or mul a RSNH2 i n
which R5 is as defined for fornmula (1) according to_15
B2arRPIeSEDLSPROGESEDf SelpeEpsr ifrgma FbeRYdundaphtiyl,
fornmula (1) according to any one of C ajns to 8,
COFWLONYy IR B0 Ry Kt +m ¥y t he

e S
G L B RGN Ry
Zellde :en%g f?g‘PA“iaC RH i 2o A6 A @ Tad i, TP (1)
methyl, methoxy, trifluoromethyl, trifluoromethoxy
group;
R; represents a group of general formula CHR4CONHRs in
which
Ry represents a hydrogen and Rs represents a hydrogen
atom or a Cj-3~alkyl group, Ci-s-cycloalkyl group or
Ci-7-cycloalkyl-C;¢-alkylene group:;
in the form of a base, acid addition salt, hydrate or
solvate.

8. Compound of formula (I) according to any
one of Claims 1 to 7, characterized in that:
n represents an integer from 5 to 7;
A represents a Ci.,-alkylene group:;
R; and R; represent independently of one another a
hydrogen or halogen atom or a cyano, hydroxy,
Ci-g—alkyl, Cji-4—alkoxy, Ci-4—fluorocalkyl or
Ci-s~fluoroalkoxy group;
R; represents a group of general formula CHR4CONHRs in
which
R, represents a hydrogen and Rs represents a hydrogen
atom or Ci_z—alkyl group, Cs-s-cycloalkyl group, or

Ci-7-cycloalkyl-Ci-¢—alkylene group;



Caim1. 11. Conmpound of the general fornula (la) O
R4 RZAJn NOO'R RLHO (la) 10 in which n
represents an integer ranmlggfron1l to 7; Ais
sel ected fromone or nore groups X, Y and/or Z; X
represents a Cl_2-al kyl ene group, optionally 15
diibdtha e BE chdare nael€rddl giqy salt, hydrate or
C3.7-cycl oal kyl or C3_7-cycloal kyl -Cl1_6-al kyl ene

€Y represents either a C2-al kenyl ene group

ti [ bsti t ut ed ClL 12-
0PN 1Y o SUHLLIE B NI Skt
: - : | 0 : t
LR P e Y (B il YD SR L
5 BREASNNLY Ahd NERPAANGG TN T (0 5 95 p and g

r esent 1 ntegers"and are defined such that p+q is a

RGP thiaP0ItHe fdaBahdte BstRl IEPIRSMS afdulinge(Ta)
or hal ogen atom or a hydroxy, cyano, nhitro,

Cl- 4-al kyl, C1-4-al koxy, Cl-4-thioalkyl, 5

Cl- 4-fl uoroal kyl, Cl-4-fluoroal koxy or

C1-4-fluorothi%é o R,
| A /JL\ o
ﬁn\N o*n/ ~R
R; H
Q
(Ia)

10 in which A, n, R;, Rz and R; are as defined for the
formula (I) according to Claim 1 and R represents a
methyl or ethyl group
by aminolysis using an amine of general formula RsNHz in
which Rs is as defined for formula (I) according to

15 Claim 1.

10. Process for preparing a compound of
formula (I) according to any one of Claims 1 to 8,
comprising the step consisting in
converting the oxazeclidinedione derivative of general

20 formula (V)
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al kyl group; R2 represents a hydrogen or hal ogen atom
or a cyano, nitro, hydroxy, Cl-4-alkyl, Cil-4-al koxy,
10 Cl1-4-thioal kyl, C1-4-fluagjpal kyl,

Cl- 4-f 1l uoroal koxy, Cl-4-fluorothioal kyl group, or a
group selected froma phenyl, naphthyl, biphenyl,
phenylethylenyl napht hyl et hyl enyl, pyridinyl,

pyrim.din pyra2|nyl yrlda2|n azin 5
R ich %"ndé’hyl R1/qffe ndh n]§74 aries(%% %{Wﬁﬁ ¥or che
i.na oI| yl ui npxal in al azi nyl, cinnolinyl,
&u (&J zfrﬁ% ‘%}7} %ICl zol'yl, pyrazolyl,
?JN gu)ﬁl sazuos! g.’gaz al)ﬁ%}}oe yéf eﬁ'}éﬂlazfaﬁﬂula RsNH; in

azo oXxa raz

%ﬂg%ﬁl ”19§ZQ%yheg§QeBeE QtEPSn¥B QEQZQ&VrQEEbrdlng to

enzofurany enzi mi azo benzot r'i azol
lidebkyh.. isoindolyl, |ndazonI benzoxazolyl
benzi soxazol yl , benzothiazolyl, benzisothiazolyl,
di hydr oi ndalyyl , SO RMT itteNendrdl0Byrndilay | (Ia)

thienopyridinyl, 25 i m dazopyri di nyl,
oxazol opyridi nyl, thiazol opyridinyl,

pyrazol opyri di nyl, isoxazol opyri dinyl,
|soth|azolopyr|d|nyl t et rahydfioqui fal i nyl ,
t et rahydr oi soquz I|n , henyl t hi o,

phenyl sul phonyl enQTmthoxy, 96

y
phenyl propoxyR; onxy,IhaphthyI hoxy,
napht hyl et hoxy,

hyl pr xg qui nd?i noxy and
i soqui nol i noxy an optlonalﬁba ubstituted by one or
nore substituents selected froma hal ogen atomor a

in which

n represents an integer ranging from 1 to 7;

A is selected from one or more groups X, Y and/or Z;

X represents a Cj-;-alkylene group optionally
substituted by one or more Cj;-12-alkyl, C3s-cycloalkyl or
Cz.s—cycloalkyl~C;_¢-alkylene groups;

Y represents either a C;-alkenylene group optionally
substituted by one or more Cj-12-alkyl, Cs;-—cycloalkyl or
C3-7~cycloalkyl-C;-g—alkylene groups; or a Cz-alkynylene
group;

Z represents a Ci-;-cycloalkyl group of formula:

CH.‘,]m (c'-H>)p;
(CH2)q .

’

m represents an integer ranging from 1 to 5;
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5 cyano, nitro, Cl-4-alkyl, hydroxy, Cl-4-alkoxy,
Cl- 4-thioal kyl, Ci1-3-fluoroal kyl, C1-3-fl uoroal koxy,
Cl- 3-fl uor ot hi oal kyl pheny“g%y, benzyl oxy,
piperidinyl pyrrolrdrnyl nDrpholrnyI NR6R7,
SOZRG - 0- %{ene - 0- or
et

P ﬁPﬁbfﬁfﬁﬁﬂe%ﬁﬂﬁu}Qﬁ?Qﬁﬁ%cﬁﬁﬂ

al kyl nz R7 represent
Fibdenortipa R 4
ne ¥én e”QtR“ RPGERGER° o8 HX? S” ggg\f/‘; Q?rg;pdor xa
T M N M R e

group rese &-Fet R

oe I c
gggﬁudeéét %ﬁ%&ﬁg o?g¥hghgené¢ Qﬂf%ﬁﬁt A¥¥gp
61  a 'lf'luHrQal:k}/l OC]_ 4V)flu%Qdarll&ﬁ'th&arn dlePfﬂSﬁﬁtcﬁ:rﬁrb—
|nteger rangi ng from1to 7; iS selected fromone or

219@@@9@,X Y and/ or Z X represents a
al kyl ene group optionally substituted by one or

n@rﬁeﬁﬁeéanabkyl C3_7-cycl oal kyl or 25
C3_7-cycl oal kyl - Cl 6- al kyl ene groups; 97 Y represents
ei hlrdrogeB2oal hedylgene agooup optional |y substituted
by one or nore Cl-12-al kyl, C3-7-cycloal kyl or

C8 Z- cyshoal kyltrol 6¥dﬂbywen§19r@4#§1roﬁ1a alkoxy,

C2- alkynylene roup; 5 Z represents a C3_7-cycl oal kyl
gr-anphaPat il 14—f1uoroalkyl Ci-s—fluoroalkKoxy,

Ci-¢s—fluorothiocalkyl group,

or a group selected from a phenyl, naphthyl, biphenyl,
phenylethylenyl, naphthylethylenyl, pyridinyl,
pyrimidinyl, pyrazinyl, pyridazinyl, triazinyl,
indanyl, indenyl, quinolinyl, isoquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,
thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,
benzothienyl, benzofuranyl, dibenzofuranyl,
benzimidazolyl, benzotriazolyl, indolyl, isoindolyl,
indazolyl, benzoxazolyl, benzisoxazolyl,
benzothiazolyl, benzisothiazolyl, dihydroindolyl,
pyrrolopyridinyl, furopyridinyl, thienopyridinyl,
imidazopyridinyl, oxazolopyridinyl, thiazolopyridinyl,
pyrazolopyridinyl, isoxazolopyridinyl,
isothiazolopyridinyl, tetrahydroquinolinyl,
tetrahydroisoquinolinyl, phenyloxy, phenylthio,
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
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CH- mHOP (CHa mrepresents an integer ranging from
1to5; pand g represent integers and are defined
such that p+q is a numnber Qﬁpging fromlto 5 10 Rl
represents a hydrogen or hal‘ogen atom or a hydroxy,
cyano, nitro, Cl 4-alkyl, Cl 4-al koxy, Cl 4-thioal kyl,
henyIRIARAN Yoy | FRRAC DY kPXiOr FARRSY Hpethoxy,

S A oo POt 2
. Niqt. hyd Cl 4-al kyl 4-
%y%ﬁfifﬁﬂ%ofal{ A SR A P L R
sty (NGRS M AR SIRRRIE FELER deam @

RRHAY laitdd ey, - iy dl Mdro Y, 1A (L dkox Pyr azi nyl,

pyridazinyl, triazinyl, indanyl’, indenyl, quinolinyl,

ICROHHIQEINWL, Ui-EIARHddl ky QuUid Oy Iutoalkoxy,
pht hal azi nyl, cinnolinyl, thienyl, furanyl, pyrrolyl,

IOl gedaioot hdyadanily,|  phainydxaagl Wenivli@agl Wiperidinyl,

i soxazol yl, isothiazolyl, thiadiazolyl, oxadiazolyl,
pyirardliginydhe mdriphicddzolly,| NEB7, bRH2ORYI e¥0Hs, CO2Re,
benzof uranyl, di benzof uranyl, benzinida;olgl,

§&aBot riQrztys-al kbene) ~Ps o ndbtpiperantaybl group
benzoxazol yl , benzi soxazol yl, benzothi azol yl,
FPRicaalAYa SRt L tatiegd oy wdSliyd—a sk yly a% IR v iRETRM L/
furopyridinyl, thienopyridinyl,

Rg agg R, represent iéﬁ%pendghtly cf one another a
Ci-3—alkyl group or a phenyl; and

Ry represents a hydrogen atom or a Cj-z—alkyl group; and
R represents a methyl or ethyl group;‘
2-ethoxy-2-oxoethyl-benzylcarbamate being excluded.

12. Compound of the general formula (V)

R, X /[2
Fn i,
R; 4L“‘<
" %,
(V)

in which

n represents an integer ranging from 1 to 7;

A is selected from one or more groups X, Y and/or Z:"
X represents a Cj;.;—alkylene grouploptionally
substituted by one or more Ci-12—alkyl, Cz-s-cycloalkyl or

Cs-s—cycloalkyl-C;-g~alkylene groups;
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i m dazopyridi nyl, oxazol opyridinyl, thiazol opyridinyl,
pyrazol opyri di nyl, isoxazol opyridinyl,
i sot hi azol opyridi nyl, tetrahydroquinolinyl,
t et rahydroi soqui nol i nyl, phenyl oxy, phenylthio, 10
enyl sul phonyl, benzoyl, henzyl oxy, phenyl et hoxy,
%Ee%‘%{%?% 55, S HRRE h91 S5yA L FEIPHAETA r%t%ﬁptloryally
) apht hyl pr opoxy, i nol i noxy and
RISy S St TRET TG it G B e Ryl or
r 1 its Se r al oge t_( [ 15
Sahs HRA LS, SR PE Eohs (RIS B 00, iyl
Hioal kyl, C1-3-fluoroal kyl, Cl1-3-fluoroal koxy,
1- 3-fl uorot hi oal kyl , phenyl oxy, benzyl oxy,
@ peprdudts PULLoldgh A1k fggm.\' vt £ MR a
NHCOR6, CORG, COZ:iRgl f,&SOZR&}n? (CIE%S-aI kyl ene%-o- or
ég optionally substituted by a
Cl_3-alkyl or b $Bemyl ;. R6 and RAGHa esent
i ndependent |y of \ohe anot her a — group or a
phenyl; and R4 rep(esents a hydrogematgmor a

Cl_3-al kyl group. 18. Pharnaceuti cal(
conprising at 25 | east one conpound of foriula (1)

[ . f dai, t o , It
A SPERe 333 A iR Badte 277 T S5t bie SShiat o f orm
ti td.cal
e aaa Boranertnt dntedhs” A TR SHREY Susinet
by QQCQrHhﬂﬂe&orﬁﬁﬁiﬁ%gfQ%leaEQS5% to 8, in base,
sal't, hydrate or pharmaceutically acceptable solvate
Rorrepfesents alSleydASgénBHi KhN8heR 2888t or a hydroxy,

4- pi perazi nyl group

cyano, nitro, Ci4-alkyl, Cj-4-alkoxy, Ci-s~thiocalkyl,
Ci-g—fluorocalkyl, C;_4-fluorcalkoxy or Cj;-s—fluorothio-
alkyl group;

R; represents

a hydrogen, bromine, iodine or fluorine atom or

a cyano, nitro, hydroxy, C;-4-alkyl, Ci-s—alkoxy,
Ci-a-thioalkyl, C;.4~flucroalkyl, C;-4~fluorocalkoxy,
Ci-¢~fluorothioalkyl group,

Oor a group selected from a phenyl, naphthyl, biphenyl,
phenylethylenyl, naphthylethylenyl, pyridinyl,
pyrimidinyl, pyrazinyl, pyridazinyl, triazinyl,
indanyl, indenyl, guinolinyl, ‘isoquinolinyl,
quinazolinyl, quinoxalinyl, phthalazinyl, cinnolinyl,
thienyl, furanyl, pyrrolyl, imidazolyl, pyrazolyl,
oxazolyl, thiazolyl, isoxazolyl, isothiazolyl,

thiadiazolyl, oxadiazolyl, triazolyl, phenylimidazolyl,



10

15

20

25

5 15. Use of a conmpound of fornmula (1) according to
any one of Clains 1 to 8, in base, salt, hydrate or
pharmaceutically acceptable | vate form for
preparing a nedicinal product intended for preventing

WehiSehioly 2, pﬁ§99599¥ah 18hkgBehD8 rAfafPGOgENOUS

cannab|n0| and et abol i zed

hweﬁfimfﬁﬁibf ZY”EeﬁEStkDXQbY?ﬁ 1ﬁdo%§f isalﬁaaﬁgﬂnd

of formula (I according to any one O ar ns

I Indescly Bl benzdyslzal @1 Orbeh2E 58L8Y6LGR! | Y acceptabl e
solvate form 15 for preparing a nedi i nal pr oduct

| et rermiete 4 00 1 YT o Viesh 2 Ngo Ol 1 4 €Y1 Ngd BEYE o DRdE Dy DI C
pai n, dizziness, voniting, nausea, eating disorders,

rRstr st Jowg yered d il p swhdey i dipat hotlohéespyatdt ey by
chroni c neurodegenerative di seases, epilepsy, sleep
Aqiglagsiaer sl i nk di exerelARY T i bevbesthiaral opyridinyl,
i schaem a, cancers, disorders of the imune system
RYTAZRIoPwh ichiasely,  nawgaieRysidinybr bacteri al

|nf3 t.i ou dlse ses |nflannatory dlseases

gL, AN RO
%%ggﬁyy%ﬁ&es%a%fn%ﬂnﬁ o35 435 et ey
phenylsulphonyl, benzoyl, benzyloxy, phenylethoxy,
phenylpropoxy, naphthyloxy, naphthylmethoxy,
naphthylethoxy, naphthylpropoxy, quinolinoxy and
isoquinolinoxy and optionally substituted by one or
more substituents selected from a halogen atom or a
cyano, nitro, Ci-s~alkyl, hydroxy, Ci;-s—alkoxy,
Ci-¢-thiocalkyl, C;-3-fluorocalkyl, Ci-3—-fluorcalkoxy,
Ci-3-fluorothioalkyl, phenyloxy, benzyloxy, piperidinyl,
pyrrolidinyl, morpholinyl, NRgR;, NHCORg, CORg, COzRg,
SOzRg, -0-(Ci-3~alkylene)-0- or 4-piperazinyl group
optionally substituted by a Ci-3—alkyl or by a benzyl;
Rg and R; represent independently of one another a
Ci-s-alkyl group or a phenyl; and
Ry represents a hydrogen atom or a C;-3~alkyl group.

13. Pharmaceutical compositidn comprising at
least one compound of formula (I) according to any one
of Claims 1 to 8, in bése, salt, hydrate or
pharmaceutically acceptable solfate form, and

optionally one or more pharmaceutically acceptable

excipients.
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14. Compound of formula (I) according to any
one of Claims 1 to 8, in base, salt, hydrate or
pharmaceutically acceptable solvate form, for its use
as a medicinal product.

15. Use of a compound of formula (I)
according to any one of Claims 1 to 8, in base, salt,
hydrate or pharmaceutically acceptable solvate form,
for preparing a medicinal product intended for
preventing or treating a pathclogy in which the
endogenous cannabinoids and/or any other substrates
metabolized by the FAAH enzyme are involved.

16. Use of a compound of formula (I)
according to any one of Claims 1 to 8, in base, salt,
hydrate or pharmaceutically acceptable solvate form,
for preparing a medicinal product intended for
preventing or treating acute or chronic pain,
dizziness, vomiting, nausea, eating disorders,
neurclogical and psychiatric pathologies, acute or
chronic neurodegenerative diseases, epilepsy, sleep
disorders, cardiovascular diseases, renal ischaemia,
cancers, disorders of the immune system, allergic
diseases, parasitic, viral or bacterial infectious
diseases, inflammatory diseases, osteoporosis, ocular
conditions, pulmeonary conditions, gastrointestinal

diseases or urinary incontinence.



