; (e3e3Q 3B 6xQ TQi~wreea~ 0 9 D E C 2002 Use of di azegbnﬁsc
for t he pr wm m nmedi canents intended to treat the pathol ogic 2002
states or t ases in which one of the somatostatin receptors is

invol ved i a~dnwiit¥% The present invention relates to the use of
pyrido-thieno-triazol o-di azepines for the preparation of a nedi canent
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hei eroaryl radicals being optionally substituted; X represents a radical of
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‘for the preparation of a nmedicanent intended to treat the pathologmquECﬂmz
;states or the diseases in which one (or nore) of the somatostatin receptors
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ar.bon ryl carbo or cycl oa car bon radlcal
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aryl, arylal kyl, heteroaryl, heteroaryl al kyl, alkylsulphonyl

cycIoaI g j fcal in which
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a |ower alkyl, aryl or arylalkyl radical; ' ~ 5 R3 represents: the
hydrogen atom tile halo, nitro or cyang 'cg#; t an alkyl radical with 1

to 10 carbon atons, |ower al kenyl, |owe synyl’, cycl oal kyl ,

cycl oal kyl al kyl , aryl, |ower arylal kyl, ~wer aryl oxyal kyl, heteroaryl or

| ower heteroaryl al kyl, the al kyl, aIkenyI al kynyl cycl oal kyl, aryl and

het eroaryl 20 radicals being opti |l I tuged by one or nore

i dentical or different radicalls ch o?aaxyl; -NR32R33 i n which
[ pander heRhydr ogen atom a | ower

al kyl, aryl al kyl or alkylcarbony

rad?’cal NGR\ R32 and R33 form with the
trogen atomto which they are attached, 2 het erocycl oal kyl ; or
-Z32-R34 in which Z32 represents O C( Ry C» S, S(O or S02 and R34

represents the hydrogen atom a lower alkyl, aryl oi |ower arylal kyl
radical; a -Z31 R31 radical in which Z31 represents O C(O, OC(O, S, and
R31 rep]qa§9$s the hydrogen atom a lower alkyl, aryl or arylal kyl radical.
30 In the definitions indicated above, the expression halo represents the
fluoro, chloro, bronmp or iodo radical, preferably chloro, iluoro or brono.
The20expr es sWolgpresowss thellwglrogen efos et Wdic@b@%f@éﬁﬂ@ RaX+€6®ar or branched al kyl
radical having 1 to 6 carbon atons, and in particular an v- al kyl radical
having 1 t 0R4 @%sm@ A @{5& &uqaeteﬁr)tlhﬁadmt gk, ar9t ki ha@ér@ﬂ?{rl radiS QBT 8RS
butyl, _sobutyl, ‘sec- butyl and tent-butyl radicals, but
can al so réﬂﬁé@@ Y s SBB%E |, isopentyl, hexyl or isohexyl radical. Among
the al kyl radicals contalnlng 1to 10 carbon atons, the |lower al kyls as
defi ned abo}ieremasﬁnbsea radicl ohfedmblat-(GH3)m-2 ewhisbtd/tepresenty b covadent/bood, NHcy |
radi cal s. Eﬂﬁﬁr aIkP g ﬁ@gﬁ@ls can correspond to the al kyl radicals

i ndi cat ed a dg ChAEET Ok Pl e the net hoxy, ethoxy, propyl oxy or

i sopropyl oxy radicals but also |inear, secondary or tertiary butoxy. The
ter?n | onwer ¥lrkpilesdntoOmrSf er abl y designates the radicals in which the al kyl
radi cal is as defined above such as for exanple nethylihio, ethylthio. The
expression | ower al kenyl preferably represents a |inear or branched al kenyl
radi cal having 1 to 6 carbon atons, such as for exanple vinyl, allyl,
propenyl, butenyl or pentenyl. The terne |ower al kynyl preferably
represents a linear or branched al kynyl containing 1 to 6 carbon atons, and
preferably an ethynyl propargyl butynyl or pentynyl radical. The terne
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and | ower al kyl radicals are as defined above such as for exanple
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par ti cul arcRipssPdhe hrdpes 4"9“’&%8@&1 abe adicerylakydedictly to the definition
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ydro V|tr yl oxy or heterocycl oal kyl; ~r~, R~
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mggch Zgg“&éé”&%@%?ggg& %ﬁﬁ%&ﬂﬁ%&fg@g%ﬁﬁ@xﬁﬂhiﬁ&$é§QR *atom or a | ower
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et hoxycar%bﬁ reseafSheﬁFyeﬁ%w ents twyﬁé{}reﬁ SHIPS BhOTH Sftﬂnbh Wry redPor o,
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i ndol yl net hyl More particularly, a subject of the invention is
the use, for ﬁLgﬂ%ﬁggé}g?an of a nmedi canent intended to treat the

pat hol ogi cal states or the diseases in which one (or nore) of the r 30
somatostatin receptors is involved, of the conpounds described hereafter in
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thieno [3,2-fJ [1,2,4] triazolo [4,3-a] [1,4] diazepine; -
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1- (3 i ndol yI - %x@(g YXh8sendrsihl or ophenyl ) -7,8,9, 10-tetrahydro-4H pyrido[4', 3
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,1 benzyl - 6- phecgrbsems&h@hgcﬂroget atahy dlovet iy rard afr 4ryl8kyUraBicak hi eno [ 3, 2-fJ
il 2,4] triazolo [4,3-a] [1,4] diazepine; -
‘;L?,]m;t Pgl [?{:(Zﬁszgflqgophfnyl[z :7), 8] 9[ i04} eér ahydro-4H pyrido[4',3";4,5] thieno
ri azol o a i azepi ne; -
j[13bgnfzgl [613 (234]%%3? . gl[mﬂlg’1121]09[11%1%4‘%%5]{1%)2%&O 4H pyrido[4',3" ;4,5] thieno
i1- met hyl - 6- ( 3- chl or ophenyl )-7, 8, 9, 10- tetrahydro- 4H—pyr|do[4 ,3';4,5] thieno
03,2-1J [ 1, 2,a4] alkyl aaditad {vilth34a1]o [10. cifbahi aweps, Newer alkenyl, lower alkynyl,
[13bgt ]}’5 F 1(3 }?Eﬂax kgf‘%pé’lb l}?]ﬁﬁ%{}a ; Tk %gYﬁlaﬁhl%bbepﬂ)}lgglaﬂ(y’l Getdfomty1 &N €no
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f 302-1J [I, 2, 4‘11d1¥:zil|s @éﬂlg%piléné?xl}ﬁﬂubﬁtlwt%h B @eRI@e identical or different radicals
1buty| 6(2 (gz)eny )-7,8,9, 10-tetrahydro-4H pyrido[4',3";4,5J thieno
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3 1-heptyl - 6- (2-chl h 1)-7,8,9, 10-t hydr o- 4l - | - do[4',3 ;4,5
e (2 chl o on 61%&3[121“@1@]61%&{%]3%’ gﬁrlchébirmgsgl‘lc mtgependently, :
hexyl - 6- (4 chl ORI é(ée)n a%ol%;gléﬁerta@&ylai}yﬁllgd 61 aikyR:\éFBdi'@i fadicdl, ot 103

thieno [3,2 azol al z
1- pent yl - 6- (4 chl &Pépl?]u% Py07 ] “ethg ﬂ}e @“f%?’ﬁ aang»lartp o ﬁ%/rtb%[aae atachedsa
thiseno [3,2-f] [ he%ldb]yclfoalkglk;airOZ[;ﬂ-R%z;&}x v&lﬁcmzmuqimmeo €(O) 0C(0), S,

o1 Zroon nyr - arsiOr B Sph sk RAR R R BE pinigh bt 3 et iSO P by pher

[1, 4] diazepine; -ower arylalkyl radical;

6- (2-chl orophenyl) 7,8,9,10-tetrahydro-1-nethyl -9-[2-(2-trifluoronethyl phen
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di azepi ne- 9(8H) car bot hi oam de; -

6- (2-chl or ophenyl ) -7, 10-di hydr o- 1- net hyl - N-benzyl -4Hpyrido [4',3'; 4, 5]
thieno [3,2-f] [1,2,4) triazolo [4,3-a] [1,4] diazepine -9(8H)-carboxam de;
- phenyl ester of 6-(2-chlorophenyl)-7,10-di hydro-4H pyrido [4',3"; 4, 5]
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; -NG-Ph; NH S 2-dd; H H M,; - 2-F3CGPh; NH S, 2-Cl;, H H Et,

3GPh; NH S, 2-d: H H H - 2-terBu-Ph: Ni-i: S 2-O: H ,%DEC?W
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Vs, @hxbomatqms wed prefezalplp 2n 4thyng, Propangst], tetyi3! @ penkynybradita).
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o N(2)2¢‘he fdrmél cy%ida'ﬂ@@' ]Mjefe'i@}lif'yaesi_glnat%s Mas- cl;(%%ﬂjlf', c%‘!Tbbu%l }gopellﬁ’yl e Me H; ’
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‘2-N0- -2-pyridinyl;
.r1|qg0 Orm&la 2-F3CG-Ph; -; O 2-d; H H M; - Ph; -; S 2-d; H H;

AI\/E L 2)F3C-Ph CH2: S 2-O: H H@- 2-NO2-4-MeO-Ph: NH S 4-d: H
Y3

+H Me; 2- NO2- Ph CH2; S, 2-C1;, H, . - 2-N02-4-MeO-Ph; NH S; 2-MeO H,

MBU-ZI\D24R/EOPh NH, S, 2 HHBZ-2N024IVEOPh NH,  S;

m QNIEﬁh %l'f{’req_‘ese&ﬁlo éﬁA , %Egr @ I%Bélbﬁ.q ﬁﬁp'reségus él_y%'fge]H aHower alk 0 Ph;
CyC| olassblgdkybtahy/lbulphorQIJ I\mroﬁallkﬂe@u‘tBluxutédHalyS1acﬁea(E1tr1]1}JHb.eiﬂg. E(H;&éﬂ MﬁH&%ﬂ ‘fol\r/E
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‘the salts of these conmpounds with m neral or organi c acids when the
& erI ecUihe expressirpery IERI§SeBtsy@p@igmatic radical, constituted by a ring or condensed rings,

Ea such as for example the phenyl or naphthyl radical. The term aryloxy preferably designates
" 25  the radicals in which the aryl radical is as defined above such as for example the phenoxy

! radical. The expression heteroaryl designates an aromatic radical, constituted by a ring or

condensed rings, with at least one ring containing one or more identical or different
heteroatoms chosen from sulphur, nitrogen or oxygen. As an example of a heteroaryl radical,
thienyl, furyl, pyrrolyl, imidazolyl, pyrazolyl, isothiazolyl, thiazolyl, isoxazolyl, oxazolyl,
30  pyridyl, pyrazinyl, pyrimidyl, benzothienyl, benzofuryl and indolyl radicals can be mentioned.

The lower arylalkyl radicals designate the radicals in which respectively the aryl and lower
| alkyl radicals are as defined above such as for example benzyl, phenethyl or naphthylmethyl.
The lower heteroarylalkyl] radicals designaj[e the radicals in which respectively the heteroaryl



Anmong the conpounds of formula I, sonme are new. A subject of the []rgvgzmmgp
?is therefore al so a conmpound of general formula Il W-r R a

A1 in which VV represents the hydrogen atom or a radical of fornula
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ethyl &g)le&m(l}y he aﬁhbﬁy Qld folWdPEIRY] BBRAR ard dsldeliHed ARENY! _
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# represents the 4- terbutxép 81%/ r| f l'uor onet hyl phenyl , 4-net hoxyphenyl

% 3,4, 32 P?mﬁ‘él?h%%%ﬂ%m l tE‘P]‘FB? Bhenyl, 2, 4-(di fl uor o) phenyl ,

4 phenoxyphenyl pyridyl; cyanophenyl radi cal; X' represents NH, Y
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3| represents the hydrogen atom, methyl, ethyl, propyl, butyl, pentyl, hexyl, heptyl,
: 'i 25 methoxyethyl, ethoxyethyl, dimethylaminoethyl, cyclohexylmethyl, phenyl, diphenyl,
: benzyl optionally substituted by the hydroxy or methoxy, phenethyl, naphthylmethyl or
indo]y]methyl radical,

More particularly, a subject of the invention is the use, for the preparation of a medicament
) intended to treat the pathological states or the diseases in which one (or more) of the
30  somatostatin receptors is involved, of the compounds described hereafter in the examples, in

particular the products corresponding to the following formulae:
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3, e

#iput al so the conpounds of formula Il in which W represents the hydr®§eb20

i

zat om and the substituents R ~, R2a', R2b' and R 3 represent respectively: -

-C; H H butyl; - 2-d; H H benzyl; 0 g DEC 2002 - 2-Cd; H H H,
*2-Cd; H H ethyl; - 2-d; H H propyl; - 2-CA; H H Ph; - 2-C; H H,
entyI; - 2- Cl H H hexyl; - 2-d; H H 4-HOBz; - 2-Cl; H H, 4-MeO0- Bz
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ut yl triazdle [¢8ralduAidiandpifiegr nul a | according to the invention and in vvh| ch W
epresents the R XC(Y)- radical, can be prepared according to the process

I ch_ consi St.s 0 | 1 of ( 2 - 19
ST BRI S SRR I PO kBN el o2, B
bovetriagplon4,3aald bAdidnagenine:t he final pr oduct chosen A) either a conpound of
ormula (2) R(CH2)n-N=C=Y (2) in which R Y and n have the neaning
ndi cag ?ﬁl-cﬁl%ﬁdeiﬁenjé&ﬂ%r@% 1&&1&%@%%95&;{@@@ 9f irh@omyps 2. q [, xahltﬁaoz%
epresents t radi cal or "a conpound of fornula (
( cHEhtral [\1"4]@‘%@(’@)3 in which R Y and n have the meaning indi cat ed above
reps esents Oor S and A represents a halogen atom in order to forma
s OTTDOUH-@t}Q/ﬂ 6f@rdRldraphenty)- N80 A 0-téralgar@ s Ry sidb [453 54, JHAhien®- [BL-3 ( CERH] ~ S
ﬂod {" )4% ilg‘igﬁound of formula (4) OR(CH2)n-C ~ OH (4) in which R
At nTHRE0Y [frie) "% ndi cat ed above, in order to forma conpound of
: orrrula I in which X represents the -(CH2)" radical and Y the oxygen atom
Ehi ch- d:{pmmh-rﬁeﬁedﬂlorb}dle(mpt)rb&alIDytetrdWer-ﬂHdayudOBﬂ ,8'chplotenaf[32efnl,24] in
|chtr?§251e)p[ﬁ9§ar*[tl§; taggepn(,g-IZ) radi cal and Y the sul phur atom N R3 N

- 1-phenyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-pentyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-hexyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-(4-hydroxybenzyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(4-methoxybenzyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(1-naphtyl-methyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";:4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(3-indolyl-methyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-phenethyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5]  thieno  [3,2-1]
(1,2,4] triazolo [4,3-a] [1,4] diazepine;



EC 2002 -20 During the preparation according to route A), tife 883 on
he conmpound of formula (2) as defined above, with a conpound of fornula
.' is easily carried out at a tenperature close to 20C in a chlorinated
gnt such as dichl oronet hane or 1,%-di chl oroet hane. During the
aration according to route B), the conversion of corrpound (1) to a
DU | i K ( el y
P%S?Ie %105 'Z‘}’cﬁlorcaﬂlgnw 7?2{;9 ?:%ltrgfhr g?:%n{r:lg Iﬁ)&/{}go[éla%‘ﬁ T{'eno [?Q lz?i 2,49
‘rlwtzglroe[%'il adé. 4ﬂdlazemnr:,n an inert solvent such as dr chI or orret hane, and
#icrably in the presence of an acid acceptor such as triethyl anine.
ngi Ieh%x@ét%?ﬂés"@lcﬂlbrﬁﬁﬁﬁyl 7769 1 Q-tét%tyﬁroQH p&h@)ﬁomoﬂnduﬁ&ncf on Eﬂzl%_'( 1)
onverted to a _c g formla whi'ch represents the -
cHi-2-4hHiagolora, 30%33@5 é?tZBI?f’Pe=by reactr on with acid (4) under activati on
t| ons simlar io peptide coupling reactions. The reaction can be
; tﬂ lc?ﬂlbhébiyl@eﬂ@ﬂﬁ&.&&lhlb’r@p]@n?@@ ,8,9,18Q6kalydrcdH ipyeido4', 3'¢1, Slethiens Y8 [2- as

rof uran or di chl oporret hane, and generally in the
204 Hﬂzojﬁl‘bgé‘u:@‘gf‘g?z?ﬂ% as a tertiary al pine such as for exanple,

get hyl am ne or dii soppopyl et hyl am ne. The am de thus obtai ned, can be
*\/er 1 €8-Hydroxybeamydiir -oilofopheny i 7)8,9, N0-véniabydr¥-4iRpyédog#it3s45he - (thidRd n

Y I e heating the reaction nediumat a
fﬂag?f@ 24 P%Z@H gg%{] iﬂtﬂ'gmﬂ%’/}mr]4 ’sol vent such as toluene or cycl ohexane,
he presence of a thiation gent such as Lawesson rea(%ent The starting

uct -(@fmathylaminpethyl)-9-(Zehle 78601 Iréetiphpdrackt-pyridaif mihed]l thigngni ch w

EPENIB[ 122 By 12061814 3t APHRBe@ngoNpound can be obtained by reacting a
oEndﬂ(i fo%/mj:l | a r[ e%r[] ? ?‘Enr Rza R2b (5) 111 Whlch R~, R2a and R2U

a ese I ovver
% Ewgﬁaaﬁﬁrqyl%&ﬁﬁ -tem%ﬁrfn%qdrynria FEIEST Bce g2y Lﬁ?%ﬁ?afe
DEC3200R4] @idzepinad whi ch R3 has the neani ng indi cated above, in order to
& ai n conpound (7) R—~iO T O ( which compound is then subjected to a

®or ot it t

2 06 b FRELLARN G R SRS RAIRL R AL BRI R 0T Bl PLERAE 112 D o
rrrultraaZ(JB)) 4a3sah[e1ﬁ4]rde4¥ealtﬂéve Wi th hydrazine in order to obtain a conpound

B formula (8) RR~iRRa \R2 b R~iRza \RZ b JH 1VH2 (8) which conpound is

S en £ @ aEhed-Vphéhyd-718,9, a0 fettahgdicdIalplyaae@t B4 3] penies e 2n prf,2 4P tidbelo ( 9)
S Rﬁ 3% Rg %‘6‘2 .in which R8 represents an al kyl group and R3 has the
anr }é fi élf)ove in order to produce the compound of fornula (7) as
p-f i ned above which is then deprotected. According to the first nethod for
e prdpacthyl-61{4-chlocephsoylird .8,9,] Ot¢tmhy droptdpasdel#, 3 grSfuthienos)3,26hdi.2a8 t he
”po't'rnéjz%ld)4§9m qm( mguch as phenyl acethydrazi de, 4-hydroxyphenyl
jethydrazrde I trng an inert solvent such as toluene under refl ux
din_certain ca sons of s it ure of | ar sol.vents
Minder -era- @'&iﬁﬁé&ol{hﬁ’éﬂ FOM selpsrontt-predo Tl oo osh 2 1 3
. 22- ditdddods pe3-hpfled)nddidepinel m xture. Preferably, conpound (5) used is such
B hat R represents the ethyl or ter-butyl radi cal. The reaction is carried

ut inqt e f [ ng

2t de-rof PRAEanrbohent ) 7 bRy BRPa ppHERUL S2.8) heip SRR T TPRN,

onpouriazadd [4.3ahil.4 ¢iFzepimepr ot ecti on of the carbamat e can be carri ed out

ile heating in the presence of a mneral base such as sodi um hydroxr de in

| ower; -Bhty PBAD InSetiy] 1)-B810N oastrayasnal-xideps 394, s ptthidgo af3 (@124

enper aturzfg ﬁﬁﬁhi?wﬁr)d med |umlsu)}gh as F?lﬁc-)lr l§eflxa?rﬁlp B e hydro rom c acr]d (33%

n acdfipeolaét-dpl ihdliiasines produce the conpounds of formula (1). O her

et hods of cl eaving the carbamate such as those described in Protective

ouUpPS li-Ber@yhEARanddlyylpheasi)s7,B.9,1 (Mt shyden 4 HRby@db4', 9%, 5] dadh EBIRLA] dn,2,4).

P | ey and ,s 364-6 (1991)) can also be used in so far as they
AP et o

sare co PUfhsti tuents constituti ng the pyrido thieno

it ri azol o di azepi ne skel eton of the conpounds of general fornula (7).

 Accor di lnjutyb6t(Renetboxypliend)- R8P, 1 d-tetrakywirpdiiapyrafo[4' Sk 401 dhiea) [B2aldt($. 2]t h

hydra ter while heating an aliphatic al cohol such as

s et hanét}'l'afolbE%?g%i%%fﬁﬁakéc}m‘{@r eflux. This internediate hydrazine conmpound is

'?’ then reacted with a trialkyl orthoal kanoate conmpound of fornmula (9) in
~order to produce a conpound of forrmula (7).
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g or oduct of formula (5) can be prepared according to the net hoﬁ

|bed in patent FR2645153 or according to simlar nethods. lgapﬁ'{:mm

jcts of fornula (6) are corninercially avail able; the others can be

#r ed by reacting under reflux of.gthanol, the al kyl ester of R3-CO2H

on the hydrazine diluted to 35%in wafer. The reagents (9), (4) and
The

o LR SRR ST SRS RGeS 91, S5 o

baripze 4,84 Py4T dlagdpimg t he correspondi ng anine on (thio)phosgene
rding to rrethods known to a person skllled inthe art. 5 In the case

o TOeR ARl 7 ERI G g AT B i ehadT e pea

dgrieatle i, 3R] RoUdGiaLpine; t h, for exanpl e, the use of 2-bronopropionyl
de instead of bronpacetyl brom de in the second stage of the synthesis

h f . iy
meco BRSSO Re.p 1 8hobIR R SRR PO O P F 2 A s
hetrlpmtl@e‘hﬁ aﬂE lpgapivave a high affinity fox one (or nore) of the

ostatin receptors. They can be used as non-peptide agoni sts or

gany. &@llleiopﬁ&m}‘?%tgﬁm félﬂaﬂ){cﬁ‘oﬁexk]@@l&l 9920 R SRE MG fph¥ g 1TRNNer . 09
Z002 - he cor?ousﬁ gh[;plresent invention can therefore be used
(4B agdnT & g b 7-6hB AR HoAriE BeieaUant ageousty b
to treat the pathol ogical states or the diseases as presented above
n 6MT- Gﬂﬂoﬂ?ﬁer(ﬂ)" -7180%, H}te@ﬁh;tdte 1SBthy RS A 2- mﬂmeﬁémyﬁahamﬁ)-ilnvol ved. An

R R et R b
erties nmake the products of fornula I swtable for ampharmaceutlcal

. A G(brldoropbenytihé, | Brddleysine- 1 Appthy et (R ariflueromiety ] phany rdti-pyaidenis3';4. He
ducth?enefsbqp b @) tlaz8® [d8td)ned] aﬁe&%e-%m@hébo@}ﬁoéﬁeeatﬂdl tion salts with

rmaceutically accept abl'e m nera or organic acids of said products of

,mv“eaq—'g%plga;og SRRV A da e M M o LS R T

AR 't hiono Ther Rl 02 g tridizalode, 3t4] [1 /4] diapdynemn@elycatakamiieposi t i ons cont ai ni ng
gconpound of formula Il according to the invention or a pharmaceutically

fent ap) (Eendflphban s ablapfoaaldenl N%arlﬂhgpﬁng@{lﬁgg?ﬂ%mo i dan be

far naceuti ca SUppo

. hetbicoe i3 3] il 241 intpzorod esddid] diszprimsbibb comamipwnider abl ot s, gel ati n

'psul es or suppositories. Appropriate solid supports can be, for exanpl e,
Ci ung- pbelslah@uxemyl)“ragn@hyﬂfbshﬂaﬂ@m,beﬁaﬁmﬂ YGRS S[4') B%Spsmlelﬁ)expz -1,
barch S%f]ltat' % ag ?ﬁ‘? net hghg el | uI ose, sodi um car boxynet hy
|ulld 88?‘99[ 31 y PP ‘?*P?éd phar maceut i cal C0171pOSit 1011S
) ltallllllg a conpound of the inventi on can al so be presented in liquid
,.u m { ohewst @nist of 65@tabidropiEnyB il Gdibrgro-Blrppeds [6A54,6) thisnoup2-flAdk.4lpr i at e
} Ui dn@g(gg(?h yaé(g}:qulgge I}gé)rg(@f @x lbatiar organi ¢ sol vents such as

SR ycerol or g arl'y 1 mxtures in varying propol-tions, in
The sterile

At h add | | t abl I fats.
o COST SR Be e ﬁ%?e%ﬁﬁn? FiBeramety nbrapE HIBRERl or
bcut ping'oYs) thiene ¢3,2dN 51, 24 triahelogt era]l [ B4T diapepsict-OB1H)-@ftbthibagides

dri ni stered intravenously. The followi ng exanples are presented to

U511 kg AORNG, PSS ERy T S e G BB SO0 el

mt to
ut yﬂmw([zfzeﬂﬁl[bﬂéﬂ)hwlq [45-8] [9,4] Giazepinat 8 peatbbtpioainidd; 4' , 3' ; 4, 5] t hi eno
3, 2 fJ [1,2,4] triazolo [4,3-a] [1,4] diazepine 1 st stage I 0 9 DCC

| 3
Qﬁ‘t a@%ohbﬁ* the Lﬁllfg i;l’ 8 ds &?ﬂg@k@cgﬁb vgi'tcfglﬂqé %J’bgiznluﬁgﬂégit\ %g{é&) e
at er %11’ 2! 2b|a§d Cé’ﬁ‘ﬁretﬁ?f(l”é’ ature and under argon to a nixture

2- chizw[ap!mnwl-) 582(@& Hoxqi/éem aa¢:bonyl ) -6,7, 8, 9-tetrahydro-3H pyrido
4] dlazeplne 2-thione (118.5 g, 0.282 nol) in
740 nf 2 8‘?‘1 REPIHEE& gHt

is maintained at this tenperature for one
our. Theésqpr&thi Di;&; 8-ClsH; H;™g;ed on fi~it, washed with ethanol (100ml) and
g ith ether (2x200r/l)" t'hen dried under vacuum (61.9g). The sol vent contai ned
i the filtrate is evaporated off. The solid is filtered then washed with
et hanol and with ether (44.1 g). The desired product is in the formof a
ellow solid (total yield: 106g, 90% . Melting point: 216C. NVR~H (100 MHz,
50 d6, 8): .15 (t, 3H) 1.62 (m 2H); 3.34 (m 2H); 4.00 (q, 2H);
40460(m 4H) ; 734 41(m 4H) 913(m 1H)IR(cn| ~): vNH

PNV /N NN N




k&
I ﬁf-hyl ester of 1-benzyl-6-(2-chlorophenyl)-7,10-di hydro-4H pyrido [4',3';
415] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] 09 DEC 2002

dtazepl ne- 9(8H) - carboxylic acid A m_ xjure containing
: L,(2 chl or obenzoyl ) - 8- (et hoxycar bonyl§ 6, 7,8,9-tetrahydro- 3H pyrido
[4 3.4 5] thleno [3,2 [1,4] diazepine 2-thione (3 g, 0.007 nol) and

tﬁe hy PeeNbE p%&iyﬂa@e % acid (1.18 g, 0.0077 nol) is heated under
f 1 ux2iP CaPlr; N O$; €1t Hiele (40 mi) for 3 hours. After cooling down to
ien I cipitate is filtered on frit then agitated in a
I fxturértégj@ P@ﬁ %(FLBJE 1&}3 et her/di chl oronet hane/ i sopent ane: 90/8/2) for
5 i Eoug&elgﬁt@ SN ER I RS RISRIERE (e 0{1 fri tA1E Pen \(/jvashed Wi tg i sopropyl fet hirz,
i sopropan opent ane. er dr ying under vacuum for
b @Jr 5] ”21318‘?8] %’ES‘V; %]m%é‘ﬁbe coloured solid is obtained. Melting point:
80 C. - NPH?€G-[P(1,4@HNBI22-GD013H :, 1.26 (t, 3H); 1.63-2.03 (m 2H); 3.12 (m 1
( Eg 4.45 (s, 1 H; 4.47 (q, 2H); 4.82 (m 1
S'g%llﬂ] N%I ér %@}f?rﬂéﬁ (m 9H). IR (cm1): 1694 vC=Q(carbanate);
4; IZFZB]; NH3®;2-CLAG H/&8, 727. 2nd st age

enzI Rd.grep 7, 8,9, 10-tetrahydro-4H-pyrido [4',3"; 4, 5]
eno¥ %@)&1 F’% (gl’ ’@?rl\l)lazzol o [4,3-a] [1,4] diazepine A mxture

tarafﬂh@ Bb;iyH; 85261, ldf HiMsenzyl - 6- ( 2- chl or ophenyl ) - 7, 10- di hydr o- 4Hpyri do
; 1,2,4] triazolo [4,3-a] [ 14]
2%%&(%@9 %lsﬂzﬁ g 0 9 DEC 2002 -26 (3.69 g, 0.0071 Idol)

zepi ne- oxyl ’'c dcid

- poldiysPhidiihyrokl:d6 Mg g, 0.078 nol) is heal ed under reflux in
anob ]:jtgrc(g PRUKE; gh,@r@]l Bf 1, nger agitation at ambient tenperature for 48
R L IS ere rlt washed Wth a 1171111117L1111
nt| ?J\qﬁﬁ’ ?’gtﬁglné f{{ i{ g!fdl ng wat er, extraction is carried out with
15 h| oRdwerPandH; & PovieH; by Mi:yi ng over magnesi um sul phate. The solvent is
por gt h C purlfled by crystallization froman et hyl
tatgll\lﬁg%%;gl gfr:gll\m g7§6’q’?#k%lme’ followed by leaving ill a refrigerator
y g g
: 82tﬂoﬁﬂ%0)H]e,rNHlS;t%eri@ BrMerit while washi ng with a solvent m xture:
Wyl aqe]tmrgetmpmmga,.modjl 01,999, Washing is finally carried out with
pent [yl under vacuum 2. 46 g (7799 of the desired
;duCtza}YI Jt%‘l‘\r,\@g gvnz?: fplgfl}ﬁeof a bei ge coloured solid. Melting point:
R - igzg CNWNO H; S4MMH;H MED%S( 8)1 I%|)303(r8n2 (1 H)2H)1 83 (Zgn (édH);l |2—|)51
: ! - m q y ;
Ii')s %}ﬁl %\(%? iﬂl)}i—\)l\%e : 3-7.44 (m 9H) IR (cm~): 3422, 2928,

b4 (
2 MQI -Ph/NH; SlbmaHJEBMe 759 725, 695. Exanple 3
th)QLMQ - P-PR NS @pbg@yh) H/Mb, 9, 10-tetrahydro-4H-pyrido[4',3";4,5] thieno

| _ '-f tr [1,4] diazepine It is obtalned accordlng
et he%rﬁgqcf:fg I]%I &%@Z? zgggzhﬁ{gég’npl e 1. Melting point: 202C. Exanple 4
$2- clRHSOophded-PhNI; 8, 201t HakMydr o- 4H-pyrido[4',3' ;4,5] thieno [3,2-f]
'24 a epine It is obtalned accordlngtothe
2 N 2l |0Pbl{ g\iﬁaé I%[Zél 4]‘] }qjé\% 162C. Exanple 5

shod escr Mel ting point:
thylutil‘“«@z‘1 Mb?b&%n?ﬂ%q 18,19; Xls: t et rahydr o- 4K pyrido[4',3';4,5] thieno

2-1] 0};0 al] [1,4] diazepine It is obtal ned accor di ng
25[13 %EP%Q@ Hout fge3- 2450 Bxampl o 6

i | arrple 1. Melting point:
r-opflnati gpﬁe%g:ﬁﬁ 7ﬂ8 »10-tetrahydro-4H pyrido[4',3 ;4,5] thieno

3 e - f-2- f3(1133 WH; St D&ApHoHE Br;3-a] [1,4] diazepine It is obtai ned accor di ng
R ;the gﬁi R@I geﬁcdll p[egl 53” Exanple 1. Melting point > 260C. Exanple 7

heny2 FOC(PDs Nlhl 6|;b1pﬂ1hﬂryll\)le7 8,9, 10-tei rahydro-4H-pyrido[4',3';4,5] ihieno
:2-1] DAl | al] [1,4] diazepine It is obtai ned accor di ng

‘t he 2n£%%%g 2@.’ géic]ﬁli)ﬁ Exanple 2. Melting point = 262C Exarrpl e 8
jentyd- N@-Z(‘?l\’@ﬁﬂ BPloTﬂﬁeﬁyi)C‘?HBHQPIIO tetrahydro-4H pyrido[4',3';4,5] thieno

52- 12-Nb24 4le0-Pharel 8. b 413Hak; ggi 4] diazepine It is Ob][ a|72<ca:dE§cc0{d| gg
' = anmpl e

t od Sgr ] anpl e 2. Melting point
exy‘lmel(gé)icﬂ}»éﬁg &g{?ﬁ? ©, 10-t et rahydro-4H pyrido[4',3';4,5] thieno
2-f]2-FiC2-¢j-Ph;NHZS] pd[zHSHaMe[ 1,4] diazepine It is obt ai ned accordi ng

the irﬁldlz%j-l\?g&%ﬁ;sﬁﬁ; lgegdlnHI,EﬁagE’l e 2. Melting point = 194-198C Exanpl e

4- hydr oxybenzyl ) - 6- (2-chl orophenyl )-7,8,9, 10-t et rahydr o- 4H pyri do[ 4', 3';
5] thieno [3,2f] [1,2,4] triazolo [4,3-a] [1,4] diazepine It is obtained
ording to the nethod as described in Exanple 2. Melting point = 220-230C
rrpl e 11

- met hoxybenzyl ) - 6- (2- chl or ophenyl )-7, 8,9, 10-t etrahydro- 4H pyri do
3 4 5] thleno [ 3, 2f] [1 2 4] trlazolo [4 3 a] [1 4] dlazepl ne It !s

o,

BT T s n o

b



\"t. i s obtained according to the nethod as described in Exanple 2. NEI tin
poi nt = 196- 200C Exanple 14 0 9 DEt; ~OU2 -28 | EEZUO%
;‘a‘henet hyl - 6- ( 2- chl or ophenyl )-7, 8, 9, 10- t et rahydro- 4H pyrido[4', 3 4 5]
: eno [3,2-fJ [1,2,4] triazolo [4,3:g]. [|,4] diazepine It is obt ai ned

ording to the nmethod as described in Exanple 2. Melting point = 216-218C

| .
a|m[:;he %?CGP}t %]H’h§ %b%r@ll\f@’?, 8,9, 10-tetrahydro-4l-i-pyrido[4',3';4,5]

enc I-B(-4IM¢0-Ph; NH;tS; ReZloHo H; peByh] [ 1, 4] di azepine It is obtained

'a?nr)?'ieﬂ%gz%'tmgolﬁt’ R]‘i’-fj @3_&?%%%9},]! n Exanple 2. Melting point = 210-214C
t hoxdr 2ty #-Ne@Phe NHyrSopHenid, 1, Bz8, 9, 10- t et rahydr o- 4H-pyrido[4', 3" ; 4, 5]

eng ] o4, 3-a] [1,4J diazepine It is obtai ned
5 jﬁb@gﬁF{)ﬂ-I@H%d‘é gjgcrlbedln Exanple 2. Melting point = 152C
rrpl

2-4-NC-Ph; NH; S; 2C] H; H; Me;
ycl ohexy) - amibylproNtE-sshlor Wmﬁﬁ%abhﬁwﬁn@th%/p tetrahydro-4H pyrido[ 4", 3'

] thieno 2, 4] fr] 4 1,4] diazepine It is obt ai ned

or m:%TBIQZJLIM%OT?ham&IF)ﬁl %&Sr‘ﬁ@& ’Pi‘e@(brrpl e 2. Melting point =

élh B:gmzlljlg]\mSzﬁlHHMe|)78910tt hydr o- 4H pyri do[ 4' , 3'

o et rahydr o- pyrido[4',3";

T{féﬁﬁ?%%]ﬁﬁ %I‘g?séj ‘1111 F—ﬁ%%@é’u 3-aJ [1,4] diazepine It is obtained

or di YA p4i1NIeO Rt NoH Sag-ClesciH; el i n Exanple 2. Melting point = 242-246C

I ) 6- (2-chl or ophenyl )-7,8,9, |
etr%@%sﬁ#ﬁﬁewﬁo 2”&3@?? thieno [3,2-fJ [1,2,4] triazolo [4, 3-3a]
4] ﬂﬁé@ﬂaﬁfl\ée-ﬂ’h N§; SbﬁfﬁlanHa rding to the net hod as described in

e ¥ RoMIeOeRALY; =l 48 1LAME Exanpl e 20
frnet h phenyl - tet’r ahydr o- Al -i-pyrido[4",3";4,5] ihieno [3,2-fJ

I g 152, 4']2‘NQ?aQtM%0{PJ? éréﬂ s{?. Gh HgitaZeMeReB3t i s obt aj ned accor di ng to the

Iao.dz mﬂ@scgrpm@q—]@ 2EXRMRIFE Me; Mel ting point = 240-244C Exanple 21
=y 0 DEC 2002; Benz 1-6- 4-chloro hen 1 -7 8 9, 10-tetrah

o 4H2B@ﬂMe-1§1M%S%éh&I;é{N$ 24Y(PY)>>Y-pY[ >>] [ -~J[]
azol 2}1\{013 3-M¢O{Phi NH; Sj2aZle pi; ﬂﬂs4|-IﬂO+Bz obt ai ned according to the nethod as

cri R = 238-242C , Exarrpl e 22
enzbf % ena }ﬁ?%g %bgetra‘nygfo 4H pyri do[4 4,5] thieno [3,2-fJ

02, 4']2NC?21Q@Y1®O{P41 w 4} HiiBZepine It is obtai ned according to the
hod ANCLINEOSG; NM; I‘g(qn(p]l 8 2;1 PMet3HAg point = 214-218C Exanple 23

A e R A R

t he 3IR0pBA- mddxyi;,d‘ﬁlﬁb&,cﬁ C|h; Hexdanidlee 1. Melting point = 262C Exarrpl e 24
enzyj . ?C( {)0 o/, 8,9, 10-tetrahydro-4H pyrido[4',3";4,5] thieno
2-f]" iF hazob [ 3a] [1,4] diazepine It is obt ai ned’ accordi ng

:_,\‘v 5t he- Pigt- hSplz—éB deHcMebed in Exanple 2. Melting point = 170C Exarrpl e 25
£ rret hyi_Fgc(p}hcd}lI rg;gb@lnyj -f18, 9, 10-tetr ahydro-4H-pyrido[4',3';4,5] thieno

L 0 N o e L4 fg g, o asee o - sccor ol
| ut yd 2-8:@2PhpCHY| $IBAYI ;- H; Ble, 10-t et rahydro- 4K pyrido[4',3' ;4,5] thieno
8B NG ol RS s et ylyd) o azepine Tt S:"SBZ&”E‘X’aﬁSf? 7
FRR e N zy2-NE{-2- e O HSH; DS 12y MeOg 1o Hy B2 et r ahydr o- 4H-pyri do[ 4", 3';4;5] thieno
B 2- 1) o 24 ebipaRak % AR: Al 1 ] di azepi ne

SEE - 2-NO»-4-MeO-Ph; NH; S; 2-Me; H; H; Bz;

f . 2.N02-4-MeO-Ph; NH; S; 2-Cl; H; H; Ph-Ph;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; cyclohexylmethyl;

35 . 2-N0O2-4-MeO-Ph; NH; S; 2-Cl; H; H; (Me)2NCoHa;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 3-HO-Bz,

- Ph; S; S; 2-Cl; H; H; Me,

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; heptyl,

A8




7.1s obtained according to the nethod as descri bed in Exarrpl e 2. Melting
@ghnt = 110-120C Exanple 28 5 f 0 9 DEC 2pp2 ~.al; ' X, QPQDECQMQ
-butyl -6-(2-net hoxyphenyl }-7, 8,9, 10-t ei rahydro 4H— pyri do[4 3';4,5]
‘eno [3,2-f] [I,2,4] triazolo [4,3-8]- [1,4] diazepine It is obtal ned
ording to the rret hod as described in Exanple 1. Melting point = 190C

I 1
B e e R
ai r@@taamb@rq@om t he nethod as described in Exarrpl e 1. Melting point =
28- 180C Exanpl e 30
‘eXyAm[%néQhé:a}lﬂéﬁmﬁ lféxfrz‘\’l?i 041% %Slgtnre@'hyg rQpfeEt @ﬁ’ﬂ]'eqﬁ’&e‘}moﬁ is themafotehi eno

, riaz di azepi'ne It 1s obtalned according
t hedl b FRIEPs dﬁsgéwb]ef@“ll\ﬂ\lalil(arrpl e 1 Mel ting point = I 90-1 92C Exanpl e
1- pentyl - 6- (4-chl orophenyl)-7,8,9, 10-t et rahydro- 4H pyrido[4', 3'; 4, 5]
>eno [3,2-f] [1,2,4] triazolo [4, 3-a !% , 4] diazepine 51t is obtained

ording to the nethod as described i N'e 1. Melting point = >250C
npl e 32
2-chl orophenyl ) -7, 8,9, 10- tetrahydro-
-1- oxoethyl]4|—|—pyr|do [4',3 .4,5] thisg
3-a] j1,4] diazepine 30 A i

XTHFe nt al
S 2- chl or ophenyl )-7,8,9, 10- etraydr 1 net I-Z?H- pyrido [4',3';4,5]
@ cro [3,2-7) 1,24 tr.Wz‘ﬂS 4 azéﬁonb'e (2.22g, 0.006 nol),

B rifl uor onet hyI phenyl acetic aC| d=( ' 5\ 0. 0066 nol),
g 3- di met hyl am nopropyl ) - 3-et hyl car bodi Ji ( 1.26g, 0.0066 nol)

B ochl ori de and triethylamne (1 nRR'y0. 0866 nol) in 40 m of ahydrous
thylformam de is agitated at a tenperature closk to 20C for 72 hours,
g solvent is evaporated off with a rotary evaporator while entraining |t

s h tialwigele. The crude reaction product is taken up in 30 mL of
hI or onet hane, washed with water and the or ganl c phase is dried aver

Eonesi um hat e and. concent r at ed rator. Then

- "‘"o oxi nnt@rjv%ﬁesﬁlﬂts g?eq}y% ?ﬁCBPE)%Ph%W\g (iaz g%f laat% )?h reaction mixture then
! er is added until precipitation. Agitation is carried out for a few

S Ut es t hBhrdprgsentsi thg phedel napbibybn ol onayhidplg radieal,pthes¢ padigale hgingh

ther . Theo;ﬂfd?ﬁny‘Tsu&%ﬁ‘w&doﬁesmdﬁabf’&ldém%r oV e édbs@tru@@t”s ch&seftcth the2g (61
ormo white sol 224226

of expect.ed, conpou
I-QPLC- W%?dlcapse n@%ﬁcﬁ%ﬂb@rom weﬂmwyl Ié?roll’%i]sﬂet%i’%’ @ﬁ@éy
86| 11117)mwllylthm phagglthSo! unelioxdcarBofd2o t ethbkyrareagkt i anathilulphdbmtli on B:

*- onitri
) veoet Ty SRy B0o O R es vy L0 5 R TRELHISY: PSS on
i e (min. 9utromya®2, Wesst, paexy ex proypholi®e; 1; MH+(theoretical ): 556. 12
ot Xyl C“QS&S?B;EV'@)HQQMM of $ tybpienyl ) 0
G e pesent 4, [ opi OdRlchy bPimE Ny
L hi oxoethyl] AH-pyrido [4',3";4,5] thieno [3,2-fJ [ 1,2,4J triazolo
az A m xture containing

chI or%prﬁh‘rﬁﬁl}tsg %g 10- tetrahydro- 1-met hyl -9-[2- (2trif | uor omet hyl pheny
¢ -1-oxoethyl]-4H-pyrido [4',3';4,5) thieno [3,2- fﬁi@ [1,2,40 triazolo

3-a] | 1114]3}3@[5%{%%971%@ (mare gdergicalo o differgnt greunsawheseoriroraagenbydroges g,
018 nol tenperature close to 80C. Agitation
mai nt ai %lte Iicgq’hgt@? O%D (awx?er%cé%hture 5 cl ose to 20C. The precipitate
filtere washed W t of toluene a 111 of acetone,
ki ed unde§2&/?ﬁc{1%2h lePFF‘ée’étxb’QEl? elﬁfyoghj’il’cy dragep §Eﬂ‘%taéﬁet yl rﬁg’&é]h
fir omat ogr aphy on a silica colum with a dicllloronethane-nethanol mxture
§5-5) as R13uep1teséMs tie 5alrogen Mot inghylOemyL, w&;@@cbmm,@en@mnmﬁyﬂ Olegptyl,

um: Kkro 150 has n A Q.Q29%
k7% | uoro ”ﬂ%o?y(xelhép & 1’§5V?f Wlorﬁi“Bea}éigg}”éﬁﬁﬂi @}eébi “é‘ﬂ]ﬁ?l'é?ﬁiﬁyqsg‘pé)enyl’
[1117. YAYE&ay v eQdhAde 04 B0 Hynahé 3@31&8@31&014961@89510radi&1,9 phEf2tRA02 - 32
etel ' 1t 10n tcl n.,7e 7.3 Mass: MH (exp.): 572.1;

(t heor el'$H gpﬁlnlet:l)]g’%&%‘é%{w?“f’ed]%x ampl e 34

with the exclusion of the compounds of formula II in which

thyl-9-[12-(2-trifluoronethyl phen
5{]]32f] [1,2,4] triazolo




-chl or ophenyl )-7,10-di hydro-1-nethyl -N-(2-trifl uoronethyl phenyI[P = ?]'E'C%ﬁi
;:, [4 3';4,5] ihieno [3,2-f] [I|,2,4] triazolo [4,3-a] [1,4] 9

‘iz epi ne- 9(8H) car bot hi oam de | si s{@age

#2211 f | uor ol net hyI phenyl i sot hi ocyanate 2-trifluoronethylaniline (4.1 m,
2o el B AR, s Feh R AR OB B R8P
326repr ermht} themydfbgm atfm aad Bpyp' wmesteatsnhmhych’ogfanrawle@r du:tmétbyl nadmhlv B'ghour s
n 30 M of ﬁ%qwag te is | "v added. The organi c phase is extracted
h \A}préerse‘i“ﬁg}? 13digh 41 on of 10% sodium,:: '=) :,a bicarbonate and
ally with a solution of salt water. The organic phase is dried over "~~~
gn¥s represenisphadiealadfdotnida ROXHEGY )i andevapor ated off with a rotary
porator. The product '> ~.~15 obtained (6.85g, 100% is in the formof a

wn oi | Wi ek sidIRed v TeRdiatLeby R Geplelits e dhfrb P48 if SRS ipBRtiosNd

gecm or%:phéﬁ?l Ravy rapyesenhytbe dwaaese raipmp R p represanito thsnbteil prdissh ) R4 pyr
[4", 3" e§4nt§ hi ?HEO [tﬁte%blfﬂlphénﬁ 4] 4-ttlr1ﬂ@&91 hemlhhdn@] [ 4-rfdthoxyphenyl,

hi oam dé ure contal ning

zepi ne- 9 8H) - car bot
f I uorbfetthyicHioxHphenys o féﬂé@lamyb@lxlo %&édlﬂeowéxziwwl) 4mpenoxyphenyl;

chl or q?\m@ylc»aﬂopaa%,]}gh]b@trahydro 1-net hyl -4Hpyrido 4',3 ;4,5] thieno
2 f] [ 2,4] triazolo [4,3-a] [1,4] diazepine (Ig, 0. 0027 11101) in 30

zoc Had}t(ﬁﬁéh%rs&?%flﬁpev'répr%%ﬁsaé ﬁ \ J‘é’ﬁrﬁenﬁ"@‘.ﬁ%pﬂo %{uca‘? if g\l}g@r% Holt = c! on’

e sol verit 1's ' evapora
ml of eRhemnd sRa;ddaueseAgutbgthydrpgee atem iRexl represengsy t}@omﬁﬂn&t@dlcah B 25

ver at 20 by f th 20

O ot hEPRdRe e SRt BBS0Y 2 pheblfhnBh 1 alRRiaa o]

er dryihyifincsemethphenla ér@élwp@@p%wlél@nyu i érnil%h%phwéd REA mgneﬁs%
ti ng thﬂigzphégﬁ m@dy(a%-)’ﬂ ‘(grQchMSBI_Bph@%Eghg@l rmzl'e_%ll 4712821m(d1 III_.DH) 2. 2335

% m

1 H) 5)('6§epge%gxbt§ é_pIQNHléle%régeinQ%%q rﬁgre’s)’e tég’f g‘hl'o_po raﬁﬁpﬂ’x ortho

(t hi our €a
f;‘ ~ Exarrmoélt%: Rog and sz represent the hydrogen atom; R‘3 1epresents the methyl radical; R'

“ -chl or 0-di hydro-1-nmethyl -N-(2-trif7uoronet hyl phenyl) - 4H pyr
B [ 4 ,3r‘3§11%§<i1¥4%he71% [3,2-fJ [ 1,2, 4] triazolo [4,3-a] [ 1,4]

ez epi ne- (%?e - car boxam de 0 D E C 2002 -33 A m xture containing

¥ i f 1 uorofretRiasHHE HA oxygswmapéamvgam tyndod’ Fprosentn s Ry represents the

g gc H OE Qpﬂr@ayhama?l,lﬁo&hclfoélﬁbﬁ ; 30y andRl; {j@ié&btht-tﬂé‘ﬂaj(&}z{*b%éiﬁhtblgi Iozg Sr.;ﬁke@%list hi egg
ia ne g not) in
- ‘ of 1, ZJIBFP}#IHﬁ ‘ﬁ%“iﬁg %‘e%&l%]t%?{:@éfl ’%Cyﬁﬂ%}?l&ﬁ%’ "tenmperature for 2 hours.

‘:._.-_ reaction mxture is evaporated to dryness. The residual oil is
F-Ci pi t atel' tepreserds ALYl sppesopty |0 dberentesenttheethldrp redieal iiportbn position;
fshi ng i spcanhd OpdoredbAth 1Rt RGaroBAf Ad1R; RO éhre@nfr HRAnRkhy® SGdRYE! R ght
0 69%9 A b glgb w{gl r1s gbltogl ned. Melt |réripgr pgl nt : 961}?980 RIVR1
)0 Mz, rmlaﬁph%’)v ond-gyoroppenyliy . 2. | 2 (m | H: 2.6l (s, 3H); 3. 20
1H) 3.90 (m 1 H); 427(d 1 H,; 438(d, 1H; 4.98 (d, 1 H,; 5.34
:1 [ -1)- X?reﬁ&séhtﬁ@zl(le GEPresedits30; R repieskits ki clﬂd}ibl(rucﬂleﬂ)m 03th3 Positivh; VC—O
rbonyl lgreg)ld }i'zb reprerEEnt th]é %ydl%gen atc;hll Ef{g rf%plesehts the il?éﬂ%m radlcal76ﬁ cm

anpl e
A - chl orl@ptﬂ@my!sphe?lym di hydro- 1-nmet hyl - N-(2-trifl uoronet hyl benzyl) - 4H pyr
a [4'",3;4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine -9

X CM&QEMQQH}IQ% éct? ﬁQEin?en%hfl 06,8 {aycl &Xi foﬁﬂgj' I@?r}’@aﬂ hayA
q i in 50 n

ution contaln enzy m ne
di cTRPETSEME AHA éa r@%ﬁﬁﬁ ao?ﬁda'ilﬁ.Sngstlél&?@f gXp 2e 1%23» @ 0.04

) |R355plﬂi:en®fesp&it@él are added sinul taneously over one hour at a
erature close to ZgC to a solution of thiophosgene (2.28g, 0.02 not) in

': tionis carried out for 30 m nutes. The
O%Fg]bcl%]u ﬁﬁ?@ r#ég;hélg’d t he organi c phase washed with 100 m of
’f: er thdnCelfl;ICHYDG; 2+CloH; 3d;9d¢;ut i on of salt water. The organi c phase is
¥ ed oy's nﬁgr}@qug%wlﬁhﬁtm cand the solvent is evaporated off with a

ary ‘evapor ator € expetted conpound is obtained in the formof an oil
= 50g, 81 % . Considering its reactivity, it is used imediately for the
@ | owi ng reaction. 2nd stage

g( 2- chl orophenyl )-7,10-di hydro-1-nethyl -N-(2-trifluoromethyl benzyl)-4H pyr
[4',3";4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine -9

H) car bot hi oam de A m xture cont ai ni ng.
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W th the rotary evaporator, followed by taking up in ether until a white
'feci pitate (0.15g, 31 % is obtained. Melting point: 218-220C HPLC

jondi tions: colum: Icronmasyl C8 (150 x 4.6ml) Mobile phase: Solution A

r* 02% rifluoro acetic acid Solution Bs5-acetonitrile G adient: Tems

;Lllll 7.) Y%AYBCur ve590102530703030701 i near 319010459010 Retention tine
6 on. ). 90.07; MH(theoretical): 490.11 Exanple 39
B( 2- chzl %ﬁr]%gﬁen lel\égg (glle ytﬁo ?Ll 4-di met hyl -N-(2-trifluoronethyl phenyl)-4H
'yrldd’liﬁJ,,(BZZt 5]; H;Meno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4]
zeplmp3@(p%l-l)ﬁp@r batihivpam. dg..A m xture containing
triflugromef enylisoi hj ocyanate (0.3 1nl, 0.0015 nol ) and
2 ZCHIQOFE)(BT%‘F] %‘ 4i; becZetrahydro 1, 4-di methyl -4Hpyrido [4', 3" ;4,5]

enojBO@mm@mlmlmmbﬁl [ 4, 3- a]h [ 1,4] di azep:jnfe (0.3 8ﬁ ng, 0.001
chl oronethane is agitated for two hours at a
meré&%%kﬁg@aygggﬁ% ®reaction mixture is evaporated to dryness.
sopropybr-peelat S; 2.e1addgdvent i | precipitation. After filtration of the
oluble p to dryness is carried out. Ether is added until
ci p?"tﬁﬁ‘@hﬁqﬁhéa?gae?ﬁﬁt fe is filtered on frit and washed with ether

n dri-E3iCPhedH; BaceipH( O, 359, 59% which produces a clear yell ow powder.
Ehtin C (400 MHz, DMSO d6, 8): 1.73 (m 1H); 1.89

0 gzgyggﬁl(xﬁﬁ%ﬁé HOME }ﬁ

b 3H) S, 3H); 355(m 1 H); 4.29-4.38 (111, 2H);
4(dZ,teﬂ.B1h=IPhEHZS Qd;lHiH)MeZ 31-7.70 (m 8H); 9.34 (s, 1 H. IR VNH

i oure c 2 1319 cm1; 759 cm' Exanple 40
enz 1I hﬁ’gﬁoﬁfl @f%%ﬁi%o di hydro-N-(2-trifluoronethyl phenyl)-4H pyr
[4281'11’ EHtShP- oHj €] [1,2,4] triazolo [4,3-a] [1,4]
zepm@@()&?ﬂmrﬂ;qt.@] ¢RMH;dde; | O 9 DEC 2002 . -36,4
qu r | phenyl i so hlocyanate (0.56 g, 0.002711101) is added to a
Rt ur @Eﬁ{&?ﬁﬁp ﬁggﬂsﬁ; b Me;

iz y|--26F (PR, DIM; &; apdie By H; Me;8, 9, 10- t et rahydro- 4K pyrido [4',3';4,5] thieno
2f] - zolo [4,3-a] [1,4] diazepine (0.8g, 0.0018 nol)

r%ﬁgglﬁg ﬁ’i%ﬁ%’r%e#[h’gﬁe (13 mM). The reaction nediumis agitated at
| ent2 POy, 2HrSe 2fGls - 2M;Mdeir s. The precipitate is ' ,rt. filtered on

t@eprp@ ﬁdSV\ch Hs}qugpyl ether, with ethyl acetate then with
pentane an ~ finally dried under vacuum 0.28g (24 % of

I 'p?r‘%t@f@f‘ N%‘I §b??§ln5dH|= M%he formof a pale ,.iY..l n yellow col oured

& d.- YeINTH: IRy 2poi; Bt 'H:338- 240C. NMR- H (400 MHz, CDClS 8): 1.72 (m | H);

-4 . 4.12 (m 1 H: 4.19 (d, 1 H: 4.46 (q, 21-1);
. ?BEPEgNHgSB “(m{ i Q 5.62 (d, 1 1-i); 7.16-7.67 (m 14H). IR

8 ~)-:2-BEXO0)ile NH;IS 28CL H 28, M&56. HPLC (UV): 95.8 The products descri bed

hej,_g,glseplpq\y}@vg Vhichy.gengti tute Exanples 41 to 148, are obtai ned

.;_s 'sdne. pr gcesse’s. as those described in Exanples 32 to 40.

Q 'syr’?oﬁllo@llﬁ%lé@l'ﬂhn%@ 240k 8 & Mais follows: Me = methyl, Et = ethyl, Pr =

Oy |- 2-BO>=PloN §; P01;#;dhevg) , Bz = benzyl, M = nelting point.

YR
YR BRI, MRS 1d5HoB: MEs PhinHS2- 1 HHVB165433- F3C- PhNHOD- I HHV222- 22
¥ - 2,6-Me-Ph; NH; S; 2-Cl; H; H; Me;
& - C i SOPY - PhNHS2- O HHMVe212- 213462~ NC- PANHS2- O
: %WWV‘@?@ gﬁﬁéﬁi’% 230492- F3C- PhNHS2- O HHH250- 255492- t er Bu
_ HSZ’—M@-MER)% NB5H 2-Gl Hytth Me;
2-.G HRdI$nLRED K2 oRM: BMHRZs O HHVE165- | 70522- F300- PhNHS2- O HHVe220- 223

-ﬁtﬁﬂ%ﬁ'%%ﬁb%%%ﬂ B MSNHS2- O HHVE206- 208552- Et - PhNHS2- G HHVE178-
B 62 P PSRG9 a3, mwz Pr - PhNHS2- O HHVB190- | 95582- Ei 0- PhNHS2- O

%—%&%%P%C@g%gﬁ% Et OC( %) QPENESg é?aal\/big6 | 74622- MeS- P11NHS2-

NBWBM&BBS’NHI;TSM Cl; H; H; Me;

oo bt oz e crmg 1 1 som- s

HG2-Cl -kiFie PH8 N2B (36 32C IVEIQ 5 M, - PhNHS2- CI HHVB203- 206692, 4- Me0

HSZ 4 G PhNHS2- G HHMe218- 220712- Me- 5- C1- PhNHS2- Cl
6Z @fﬂgg%]fg @Jf?gh%@q{o?h 230- 232732, 5- Me- PhNHS2- G HHMVel 92- 196742, 5-

NNHS2- Cl HHMe234- 236752- Cl - 4- Me- PhNHS2- Cl HHVE206- 208762- Me- 3- Cl - PhNHS2- C

p248- 252772- Me- 5- F- PANHS2- Gl HHVe202- 204782, 3- Me- PhNHS2- Cl HHMe225- 228792

4Br - PhNHS2- G HHMe212- 214902- NO2- 4- Me0- PhNHS2- Cl H

248- 250812- NO2- 4- Me- PhNHS2- Cl HHVe262- 264822- Me0- 4- NO2- PhNHS2- G HHMe230-
2, 5- Br-PhNHSZ C HHMe260- 264g42 IVEO 5- NO2- PhNHS2- G HHVe205- 208852- O - 4-

mws~ems -~ 1 n o A A PN ACNCSNNS o~ NS O SL A 1SS 2 1 IR A AT ™ A s ™LA IS 2~ 11

"



fr ., s .3 1183 ,. . "iTf.: ~ A 1325- Me0- 2-i ndol 1-S2-C HHWE>

0l 332- NO2- PhCH2CR- O HHME204- 2061342 F3C- PhCH2S2- O HHVE>
501352- NO2- 4- Me0- PhNHS4- G HHMVe| 85- 1901362- NO2- PhCH2S2- Cl HHMe180- |Q§1w220%
*4- Me0- PhNHS2- MeOHHBU220- 2241382- NO2rs4- Me0- PhNI - i S2- MeOHHBz| 50- 1541392- NO2
- Me0- PhNHS2- MeH

Bul9 2- MeHHBz| 751412- NO2- 4- Me0- PhNHS2- Cl HHPh- Ph23
2401%%@% m%@@;@ ycl ohexy 1 nmeth
P04- 20@LNRZPINOTH4S Nb.Q1;RENHISRIeC HH( Me) zN-

P Hal7 CI HH3- HO- Bz212- 2171452- yrid 1INHS 12-Cl1_
bive 21 ﬁ'&%lt%:ﬁgg‘gﬁ 5&%@9@4 266147Ph002- C1HHMe178-1801482- NOZ- 4- Me0- PhNHS
A HHReNO2# Y 8b; NH; §; 2-@; H; B; Mec 2p02 - 40 Phar macol ogi cal study Study
t he 2%024&4&9%953%@1@}1919&”5 The affinity of the conpounds of the

ention tostatin receptors is determ ned by neasurement of

i nRrMiebron (8- thTéIHbgna @ HsBatdeost atin- 14 | abel | ed with iodine-I25
25T-2T5,/f3|l phl SR Ig« é%‘jg;r eceptors of transfected CHO K11 cells. The

ln_gz§ 6§—$E(é,2ﬁ%§ ﬁiﬂ hhﬁ/lae\S,Ub types of somatostatin receptors,

e been isol ated and sub-cl oned (P~oc
-Ac@H4-NE0H-PhUSH; 399401, BI9HMd 255; J. Biol. Chem 1992, 2G/,

L '22 aL ac 92 42, 2136-2142; Pnoc. Nail. Acaa'. Sci.
& %@??Wﬂggﬁ%gr@ ¢ H Al%r macol . 1994, 46, 291-208). The

Eor ess?i ByCPocNot;sS; ReCle Ho #h$ry uct ed and the cloned cell |ines were obtained
St 2 0 N LCHO- K1 cells. The plasm d pRSV-neo was
e Iuderbcsjﬁggtpg @e |oh e}lg'ihor’ The CHO-K 1 cells which express in a stable
)'i; hi cr3-Piné- Ma@alﬂuwmp&dscaﬂ{ rHyMegptors are cultured in an RPM 1640
: | umch _qalhanLg Sl@f/olprfmgt al calf serumand 0.4 ng/m of geneticin. The
re e A at 0.5 mMand centrifuged at 500 g for 5

é? 538 N%’hes B%IIEIIEID by esuspended in Tris 50 MM pH 7.4 and

g trl-fZJHe)i 4-M¢@—PMN5£)(S Q-CGloH; B; Pr;nutes at 4C. The cells are lysed by
|catj @6&’41@&1?(%%”\]'}%( 4gs¢ lah 13_19%%0 g for 10 mnutes at 4C. The pellet is

guspen e sane "baffer’and centrifuged at 50000 g for 5 mnutes at
The?- -NeIH4- Feﬁbl?lari\&é wi-al;dtdldyle; stored at -80C until the day of the

. er| rgameg Ph I@HT@ez eenpalitieve | xWibition experinments of the bond of
' Zé are carried out in duplicate in 96-well plates. The
01 ne%mgﬁe

L 1-Bb; WH @s%‘tcz‘ HnH: 5’5:5) or 20 (sstl, sst3 and sst4) ~g of
‘ tel-@N@LJ,-Ma@rm NBG $hat@d e, Bzf 1251 - Tyrl 1] SRIF-14 at 0.05 nM (sst2) or
%sgng, 4n¢§%ffé_g sst5) for 500 (sst3), 60 (sstl and sst2), 70
5 3 45)3 -85 MP 37C in a HEPES 50 mM pH 7.4, BSA 0.2 %
b 2 JSZNIQZ 4'-11\41@(911’&1!; N2O@; RHC), B H; pentghcitricin 0.02 ng/m ,

iny| ng Mmqiply}qg‘ Isugrmdg B Qexyro/ M buffer. After the incubation
¥ od, ffeé or bound to the somatostatin receptors is

E I - Tyr

i 'rat%é‘FéF; Iéh, II1t$’a3c pbrﬁu% Me( Filtennate 196, Packard) with Unifilter
.j'i I gMEDIPhe N IS Bes]; pr. e B2ated with 0.1 % pol yethyl enimne. After
h 0 ioactivity present on the filters is

ur %% EEEIE%% %:g%/ht‘ ‘?gé{c@gr d) counter. 30 The specific bond is
- NcZiNGY)- $00EPhcNHYG; RHEL Hobk 3feci fic bond (determned in the presence
_I 1 RS I . | ) ond. The results are anal yzed

PN M0 % Nﬁ Sn%&%Hf @pmigﬁthﬁ{ﬁﬁ%{hﬁon constants (Ki) determ ned

onl T ne regressi o
c orNQRf- Me@vﬁiveNH 81 iHd Hr Geodolyvmethyb 9 DEC 2002 ~1 CLAIMS 1. Use

. compunsm tgmeﬁas Jorm@ MeW R- ~R2a \R2 b | in which 5 W
es the ato radi cal of foi-~nula RX-C(Y)-; R
bﬂ Mﬁé gfaﬁ){tlfrl\éﬁl cal, the aryl and heteroaryl radical
_ g opN@mlMyoquNHtthzegl by H3ge;or nore identical or different

A R T A R o R ol

E | uo2-D¥GS-6yCI-Pli; N1 $t@-Chved; iy Mey, hydroxy, nitro, cyano, aryl, aryloxy,
3 tCyC h Y, X represents a radical of formula
B2) ni%@%g\Ml éﬂ Eﬁfég‘)? @eﬁﬂ*ﬁ‘mval ent bond, NH, Oor S and n an
gef2-ﬁ\i®m4€Et(bPlzNH S,a”pﬂks‘é,riﬂsM@ or S; Rl represents one or nore groups,
t| c Ry.f ,hydrogen ~ 5 atom the hydroxy,
| ca 4%E§?\AngNH’I %f%oé ’| dv\H/e(r21 aeg(;gy radi cal, the al kyl and al koxy
cal s being optionally substituted by one or nore identical or different
cals chosen foamthe following radicals: trifluoronethyl, |ower alkoxy,
o, lower alkyl am no and | ower dial kyl am no; R2a and R2b represent,

pendently: 20 the hydrogen atom AMENDED PAGE R/ "N N 3 ,i 09 DE
02 v:i~i vy a lower ally 1 lower alken 1 or lower alk n 1 radical the




YYY~~~YYYradicals being optionally substituted by one ol QnBE&Z(]oz
ntical or different radicals ' chosen from , halo; an -NR22R23 radi cal
-whi ch R22 and R23 represent, independently, the 5 hydrogen atom a | ower
‘yl , cycl oal kyl, cycl oal kyl al kyl, apyl, arylal kyl, heteroaryl,
eroarylalkyl al kyl sul phonyl , cycl oal kyl, aryl sul phonyl, |ower al koxy
bonyl G n I | ky)gar bonyl, aryl carbonyl or
Ioa?éklgll 8?%]%@ ! l lalbirsI }é&ZZZRZ4 radical in which Z22 represents O
C( Op- BQC(MD) PaﬂNIrRMZJ"CHpHeBIeMes a hydr ogen atom a |ower alkyl,

‘oal_ _ -I\fdf ykad eyl r Lyl al kyl, heteroaryl,

xero?f??&% i)ﬁ Fsglipgg? R aélyc oa | cyl suI phonyl or arysul phonyl

R cal2-Faer 4@2022’21 S el &l H:Méhi ch 22, represents O (O, OO S,
e R22~N%Qf _RRENDE; Nheshmdgoglegzatom a lower al kyl, aryl or arylalkyl

Rl cal resents’ ~5’the hydro en atom the halo nitro or cyano
i cal2-Nea-aMep-PhiaiHs & 2- %IﬂhH Rh-C8H#0 carbon atons, |ower al kenyl; |ower

lynylzm@ Qmﬁeldivh N S; m aya! padatial kyl , aryl, Ihovver arylal kyl, | over
et.ero ~ ~'". i, heteroarylalkyl, they
yl ﬂ\lb}éfﬁiPy“ Pklyﬁ{h}/ 2y%1|a81\2ﬁ<§}116= aryI and heteroaryl radicals being
1 d Oi- i4aMeD- B]n;t[?s[ﬂzt@tbd:l }H),yHomle or nore identical or different radicals
o sen from 20 ~~ ij -NR22R23 radical in which either Rz2 and R23
res@n’t“do}ylﬂ Qd%ﬂg ek ; t he hydrogen atom a |ower alkyl, aiylalkyl or
Ky | ca-indolyl; exag.ca,az Cl;dd; }RBIQIeand R33 form with the nitrogen atomto which
By aueH?i:i .q@gggoal kyl; or Z32-R34 in which Z32 represents
L df and R34 represents the hydrogen atom a
,‘»-. r eﬂRg@ 1125Cé,r%rC HiMeer aryl al kyl radical; an R31 zZ31- radical in
& ch Zﬁﬂidﬂpr@ﬁgr@sz el Iﬂ@MeOC(O) S, and R31 r epresents the hydrogen

oM  a~| ower al aryl’or lTower arylalkyl radical; or a salt of this
Si5ductS- M@th@ﬁité@ﬂaﬁl&h%fhflg, medi cament intended to treat the
g hol qgj. cah. 5CRESHOKIet he diseases in which one (or nore) of the

i'a pt ostatin r tors Is involved, 30 it being understood that the term
wer"Ifh whert gf? Y& to an al kyI al koxy, al kylthio, alkenyl or allcynyl

I cal5-Meeapsnddigt - t1e-Cladi; ¢-E|MQOI’]'[ ains up to 6 carbon atonms. AMENDED PAGE

g AN -PIPS(Q{%‘CO“&Z egmpayngeaccording to claim1, characteri zed i n that
; epresents t he ro en atomor a radical of formula R-X-C(Y)-; 0 9 DECR

B 09 esehf3Cam: W% eHeHeMeyl radi cal, the aryl or heteroaryl radi cal
S Ng D})NI(IQD@IMQO%DB}H Syted; HyHonR; or nore identical or different

SO St it t foIIovm ng 5 radicals: |ower alkyl, |ower
B oxy,fﬁg&e?h’(ﬁﬁ %]I% {;Prﬂ al | coxy carbonyl, |ower alkyl sul phonyl,
[ 0, " 12-N026NeRPhyNH; 6 2fNerdnBt By] oxy, hydroxy vitro, cyano, aryl,

Ey | oxy,. p\roﬁgt]\%@cpylc}\]@plsk?hﬂe@;ﬂlﬂ{. ﬁ;presents one or nore identical or
; ydrogen -: atom a halo, |ower alkyl or

R fer ent oups osen rom

-§ Tder ‘a”?@% %@'@QFN 550 2:=Me; B HaB R2b represent, independently, the

roqxlezlm MMfOiPhFNMNS alMy/HyadBgal ; s ItheI hydrogenI altﬁmI an ial kyl',

Wi Ca aryl, lower arylal kyl or |ower

’ gt er oa? @Y[ BTPﬂ;‘eNg‘Fli])ﬁrh i]lgﬁgg} %&’k aryl 1 radicals being optionally

SRS t i ¢ 2HNGDD-BAMeDPho NHIS, 8-Cll Bl H; cpdlolmxybintthekent :n from 15 i F 3:--Uy

SINRE Cor di acterized in that hydrogen atom

T o ra%%caflﬁzg?% d%b%%iﬁﬁéN@ﬁf{ >.ari. E, 25 _ :ri 43 ,:~;
763 1 rNW-4+MeDthhe NHRER 240 3réPriment |ndependently, the i atomor a

Bner %%tldmp'ﬁﬁl . PF. -PF?I% lYI%EM in which Z32 represents O represents the

gdr ogen or a ‘ower “dl radi cal. Lei phenyl, naphthyl, indolyl or
i dyt PhialliSo arCl; thék Me;adi caI s being ituted by one or nore identical or

bt f er ep{.‘ @u@szt F; L!?rIII ghosen fromthe i~ .~ nmethyl, ethyl, propyl,
prop et hoxy, rr, stlhio, nethoxycarbonyl,
rli)%% r Qeﬁl’n ﬁ’éh%lngfwggg% fluoro, br01110, tr

oxyt
4or BGF:SIEW |the Edm;b(;dn%l@ro?rf@ﬂlm{i\ (PPQh wlﬂiéﬂr (Wyrepresents Tthe hildlo@élﬁﬂ@ﬂ’ afd the

phol i 9 CG%QI &@ ‘ﬁi cotval ent Zﬁnd : , m, identical or
f er SHRSUHEBE IS Ren iy 0 B FPTERR IRREFOYEY - boxy : adi caI . AVENDED PAGE

- 2-Cl; H; H; butyl;

- 2-Cl; H; H; benzyl;




DEC 2002 R2a and RZb represent, independently, the hydrogen atqmgqmgqmn
hyl radical; R3 represents the hydrogen atom nethyl, ethyl, propyl,

yl, pentyl, hexyl, heptyl, methoxyethyl, ethoxyethyl, din

hyl am noet hyl, cycl ohexyl met hyl, phgenyl, diphenyl, benzyl optionally
stituted by the hydroxy or nethoxy, phenethyl, naphihyl neihyl or 5

oly gi_ |..radical. 4. Use of a conpound according to one of the clains
o 3“7 acterized in that the product of formula | corresponds to one

t he- 1-0ll] @yHpghilor nul ae: -
utyljﬁ%(é;ahlorophenyl)-7,8,9,10-tetrahydro-4k+pyrido[4',3';4,5] t hi eno
2-11<11,2, 41 P¥PYazol o [4,3-a] [1,4] diazepine; ', -

enzy2-G6;-2Hechh,or ophenyl ) -7, 8, 9, 10- t et r ahydr o- 4H pyri do[4',3';4,5] thieno
2- f .4, Al . triazolo [4,3-a] [1,4] diazepine; -
-ﬁ-th&?&%1%2écﬂég¥%phenyl)-7,8,9,10-tetrahydro-4H—pyr ido [4',3";4,5]

eno- 2-EI2HF |; hexy);2, 4] triazolo [4,3-a] [1,4] diazepine;

2 ch&gﬂgﬁhﬁnxh%z§%§59,10-tetrahydro-4k¥pyrido[4',3';4,5] thieno [3,2-f]
Hza

£2,4] triazofo -a) [1,4] diazepine; -
gt hyi 262113 Ohfdd ayl )-7,8,9, 10-t et rahydro-4H-pyrido[4', 3" ;4,5] thieno
k2-f100ch, By Al 1 ihpRBOl-Refng);3-al [1, 4] diazepine; - _ _
ropyI-6-é2-chLoQ§p en¥l -7,8,9,10-tetrahydro-4H pyrido[4',3 ;4,5] thieno
O £12{; B W 3updoaylonetylh 3-a] [1,4] diazepine; ) -
yheny2-@; I2Hc Rhdixphenyl ) -7, 8,9, 10-tetrahydro-4H-pyrido [4',3' ;4,5 ]
.eno #%%.-fh_h 2,4] triazolo [4,3-a] [1,4] diazepine; -
entyf-6:=12c P"b henyl )-7, 8,9, 10-tetrahydro-4H pyrido[4',3" ;4,5] thieno
,2-f12figﬁ;hﬂfﬁ@czﬁéjo [4,3-a] [1,4] diazepine;, -
Fexyl - 6+(3:gh -7,8,9,10-tetrahydro-4Hpyrido [4',3';4,5] thieno
£2 fl2?:]1]%2?145§)({1&%§§g?{%%){121, 3-a] [1,4] diazepine;
- hy @ x§bBEn2yOhl-Bg; (2- chl or ophenyl )- 7, 8, 9, 10- t et r ahydr o- 4H pyri do[ 4", 3';
]t hpelpH| B; 2vEpNCpHs.4] triazolo [4,3-a] [1,4] diazepine; -
§4- e hg€¥$§3;yl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4k+pyrido[4',3';
] thi'e G- f] [1,2,4] triazolo [4,3-a] [1,4] diazepine; AR~lI ENDED
°E ' ; 4-Cl4H; H; Bz;
ﬁl-ngﬁghpxi- et hyl ) - 6- (2-chl or ophenyl ) -7, 8,9, 10-tetrahydro-4H pyrido[4',3
. S| 013,2-fJ [1,2,4] triazolo [4,3-a] [1,4] diazepine; -
£3- i nddllyH; MetMeyl ) - 6- (2- chl or ophenyl )-7, 8,9, 10-t et rahydr o- 4H pyrido[4', 3
ES] thignp. = [1,2,4] triazolo [4,3-a] [1,4] diazepine; -
éhene?ﬁﬁlBé?%%?%%#orophenyl)-7,8,9,10-tetrahydro-4k+pyrido[4',3';4;5] ~
¥i eno3{@; B Me: 2 4] triazolo [4,3-a] [1,4] diazepine;, -
Bli phepie,0H{ B: Bhtyior ophenyl ) -7, 8,9, 10-t et rahydr o- 4H pyri do[ 4", 3'; 4, 5]
; ;eno_%égz-f] [1,2.4] triazolo [4,3-a] [1,4] diazepine; -
I oo tr T Bz P92 or ophenyl )- 7. 8, 9, 10-t et r ahydr o- 4H- pyri do[ 4' , 3' : 4, 5]
i }3%no—?3ﬂ@0fﬂ;ﬂlb®yh] triazolo [4,3-a] [1,4] diazepine; -
?>_f;yclgbgﬁy ] .m¥$WF-(2-chlorophenyl)-7,8,9,10-tetrahydro-4Fprrido[4',3';
S| thieno [3°2f]°[1,2,4J triazolo [4,3-a] [1,4] diazepine;, -
S - Ly drox b EPFEYL 6- (2- chi or ophenyl ) - 7, 8, 9, 10- t et r ahydr o- 4H pyri do[ 4' , 3' ;
AR | t bpamoH; $1;dufd. [ 1,2, 4] triazolo [4,3-a] [1,4] diazepine; -

g di net hyl ani noet'hyl ) - 6-(2-chl orophenyl)-7,8,9, 10-tetrahydro-4H pyrido[ 4",

S 4 5] thieno [3,2-§J) [1,2 4] triazplo [4,3-a], i &S the R-X-

T - hbﬂ@ 695198}%{1,438.0%,53%‘51&6-% TP Aie Mb(*ﬁr“ %‘@OIL’E‘Z@BW?E% thieno’

S0 - f IC()-Ira@icdl, car bapepared docdrdihg [dlthd pratiesszelpich epnsists of reacting a compoun

7;1 ﬁaenz§k(%héﬂ§ BIorophenyl)-7,8,9,10-tetrahydro-4Fprrido[4',3';4,5] t hi eno

SRR 2- f f ,\,4? triazolo [4,3-a] [1,4] diazepine; -

e enzyl - 6- phenyl -7, 8,9, 10-t et rahydro-4H-pyrido[4',3";4,5] thieno [3,2-f]

g 2, 4] triazolo [4,3-a] [1,4J diazepine; -

et hyl - 6- (4- chl orophenyl ) -7, 8,9, 10-tetrahydro-4H pyrido[4',3';4,5] thieno

e 2-f] [1,2,4J triazolo [4,3-a] [1,4] diazepine; -

enzyl - 6- (3-chl orophenyl )-7, 8,9, 10-t et rahydro-4H pyrido[4',3 ;4,5] thieno

2-fJ [1,2,4] triazolo [4,3-a] [1,4] diazepine; -

et hyl - 6- (3-chl orophenyl )-7, 8,9, 10-tetrahydro-4H pyrido[4',3";4,5] thieno
2-fJ [ 1,2,4] triazolo [4,3-a] [1,4] diazepine;, i 0 9 DEC 2(,~ W' |'t.

s '~ ,~t,. ,, . ;, _,i~~ ;11lad4 . ir. 4~1 ~i:e ;i I~~ _s; ~~e ~si' t
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6- (2- nei hyl phenyl )-7,8,9, 10-tetrahydro-4H pyrido[4', 3'; 4, S]Ugm@rmm
[1,2,4] triazolo [4,3-a] [1,4] diazepine; -

| - 6- (2- nmet hyl phenyl )-7,8,9, 1014 etrahydro-4H pyrido[4',3";4,5] thieno
1,2,4] triazolo [4,3-a] [1, 4% di azepi ne; -

(2- net hoxyphenyl )-7,8,9, 10-tetrahydro-4H pyrido[4',3";4,5] thieno

,2,4J triazolo [4,3-a] [1,4

2-
2,
(2 chl orophenyl )-7, 8,9, 104
2
4

n

ty
f
z
f

bty

[
- 6-
[1 azepi ne; -
| - 6- 3 %‘ro 4H pyrido[4',3" ;4,S] thieno
[1, azepi ne; -
6- (4-chl or ophenyl )-7, 8,9, 10-tetfahydro-4H pyri do[4 3';4,5] thieno
(1,2,4] triazolo [4, 3«8 - dyzepi ne; ,: ~i -
| - 6- (4-chl orophenyl) {7, 8, Roa4H- pyrido[4',3 :4,5] thieno
[1, 2, 4] triazolgﬂ[_ 3-a IR]
y (2- chl or ophenyl)-7,8 ‘ thy2b9 [2 (2-trifl uoronethyl phen
k) - loxoet hyl ] -4H pyrida[4', 3" ; 4, 5] t hi eno]\IS 2-fJ [1,2,4] triazolo [4, 3-4a]
L, 4] diazepine; -
g (2- chl orophenyl )-7,8,9, 10-tet rahycﬁ<30 1- ]?Inat hyl - QJI 2-(2-trifluoronet hyl phen
k) 1-t hi oxoethyl]-4H-pyrido [4',3";4,5] thieno [3,2-f] [1,2,4] triazolo
. 3- &l whith 4, qkzazl%'sﬁ'ﬁ 'Ry have the meaning indicated above, with, according to the final
,_(2 chl oro heny? 10-di hydr o- | -rretﬁy N-(2-trifluoromet hy% phenyl) - 4H pyr
g0 [@rodget; osqnthueno [3,2-f] [1,2,4] trlazolo [4,3-a] [1,4]
¥azepi ne- 9( 8H) - car bot hi oam de,;
3 Z-ANE@E&F&%mﬂohnaoﬁﬁnmuW ?o- 1-nmethyl - N-(2-trifluoromethyl phenyl)-4H pyr
Sagilio [4°,3';4,5] thieno [3, 2- [ 1,2,4] tr iazolo [4,3-a] [ 1,4]
S 27 epi ne- 9(8H) car baxam ge; -

; % (2-chl orophenyl )-7,10- d?h (gHoz)i th- N-((2i-tri fl uor onet hyl benzyl ) - 4H pyr
__{a [4',3 ;4,5] t hi eno [3,2-f] [1, 2 4] triazolo [4,3-a] [1,4]
b ﬁzem Wﬁxo‘ﬂ(ﬁ"ﬁf eRd ROk QBE I Bning ﬁdfcgfeﬁmbg{/é)ﬂh%}ﬁél) to/ form a compound of

[ - d| 3'";4,5] thieno [3,2-f] [I,2,4]
L |az Fa41 %neﬁlgﬁ{rﬁ?lea?'éé@& @%Qk\gﬁ) Ll%'gﬁ'lboxam de; - phenyl ester of
. }: (2-chl orophenyl) 7, 10-di hydro-4H pyrido [4',3";4,5] thieno [3,2-f] [
;:f 2, 4B) braamnbmﬂd&fafoaﬂlulﬁﬁm di azepi ne -9(8H) car boxylic acid; -
o (2 chl orophenyl} 7, 10- di hydro-1, 4-di rrethyl N (2- tnfluororrethyl phenyl) - 4H
byrido [4',3 45Jth|eno[32fJ [1,2,¥4] triazolo [4,3-a] [1,4] diazepine
®(8H) - car bot hi oan de; ~( —yn /
[benzyl 6- (2- chl orophenyF) 'F}h% di ycc:h\o N-(2-trifluoronethyl phenyl)-4H pyr
Mo [4, 3 :4,5] AVENDED PAGE thieno [&2-8) [1,2,4] iriazolo [4,3-3]
8 4] di azepi ne -9(8H)-carbot hioamde; or its substi tuents R X, Y, R, R2a,
A aﬂﬂwﬁ%h@( & Eﬁ'@ﬁ’ﬁﬁ\;é %@llﬂeahﬂ% 1f1&k£t@(¥“aﬂﬂle Y %¢ nP k@ 0NS| an@®:A Qsentkl H
NH; 2- H “H M, 5 - 2-is P - P L, H

alhzgephatom,_l in g)rdgl @ f01|qq a,_poxngound of form ‘NHWh§h %S&Preslgpts 1t F Et
‘(F3C-(F§}H2)xNQ-oS (QHER:S-Hadibhl; H - 2-terBu-Ph; NH S; 2-0; H H M; 10 -
% naphthyl; NH S, 2-d; H H M; - 2-F3C0- Ph; NH, S, 2- Cl; H H M,; -

L ZFPh NS 2-0 0 MR Me 2 ECPh
Eﬁ?‘g“’“ °u'§i’5fi?§“ma?4> 2 Pho- NH S 2-Cl; H H M - 2-Pr-Ph:

;S 2-A;, H H Me; - 2-Br-Ph; NH S 2-C; H, H Me; - 2-EtOC(O) - Ph;
~TH, S 2-Cl H H M; - 2-MS-Ph, /(RIH S, 2-d; H H M; ~20 - 2-N02- Ph;
H, S, 2-04; H H M,; 2- %@Q@iﬂl-—ﬁl\; NH S, 2- CI H H M,; -

B 4- (MeO)-Ph; NH, S; 2-C1; H H Me; OH2- Clep- F3C— Ph;, NH S; 2-d; H H
\;_‘ 2- I\/E 5- Cl- Ph; NH S 2 Cl H H I\/E 5 - 2 3- CI-Ph NH, S; 2- CI H' H;

S - Me- Ph; Cl-Ph; NH S I—l Me,
2 Mgl gfh]ﬁhﬁﬁ anc}\“qha@ thg,n@amqg mq’l_]cat% abqvegmpigé;149 §9mpﬁ comouxg? %oepu ag H:
- Qa0 whic XG2presdvirOtiiehy(CNLl, adical aﬁid, YHhe bikydda; atem2 Wi doriviseurld; caNI-HIe S

Cl &Mlmﬁlly%eo’n x“cgd' !Vea &?mgox%gg% ; ’ @CE*—' ?_]é;‘eﬁ!\{?ﬁ\)ehe %ng)gg&g E%l

2 @hd Yrhe hhlpl?tu’ atomZ F3CG-Ph; NH, S; 2-d; H H Bu; - 2-F3CP11; NH S
, H H M, 09 fl ~ C2007 ;1, ~~—f f~i. 1 Yi~1 ~1 I~ |~ ot
AMENDED PAGE ~' S

E
utyl -
2-1]
enzy
2-1]
utyl
2-1]
hepty
2-1] ,4] triazolo [4,3-a] [1, 4
exyl
2-1]
enty
2-1]

f
X
-f
nt

f




f 0 4~ - 2-F3CG-Ph; NH S; 2-d:; H H Ph; - 2-N02-4-MeO-Ph; NH S; 2-d:; H

- 2-N02-4-MeO-Ph; NH S, 2-C:; H H Bu; - 2-MeS02-Ph: N -i; 33 om

c H H Me; - 2-F3CG-4-Cl-Ph; NH S, 2-A; H H M; - 2-NO2- 4% Elg'hl

S, 4-C; H H Bz; - 2-F3GPh; NH;.S 4-d; H H M; - 2-N02-4-MeO0- Ph;

S; 2-Ad; H H pentyl; - 2-N02-4-MeO-Pli; NH, S; 2-C; H H, hexyl -
2-Cl :

T A MR O W e B ek O
H dbﬁﬁi@@ﬁbdﬂ%' W’l‘fﬁtemﬁm cruna'lcz)g'(g&ﬂﬂﬂé\/eg-lﬁ’haml Harrfed Gt 2 td'rhpdfature close 10

nd MeS- 5 P.

2%*@@@ algﬁ‘| mﬂqd sglve@ sgph aq_fhc‘am%étlaaxae?rﬂgzdlﬁ%c&ﬂﬁqe NH S 2-d: H
I\/E; -2N025C:I Ph; NH S, 2-d; H H Me; - 2-N02-5-M-Ph; NH S
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' 5 In the case where Ry, and Rap, do not represent the hydrogen atom, the product of formula (1)

can also be prepared in a similar fashion to that described in the Patent FR 2645153 with, for
example, the use of 2-bromopropionyl bromide instead of bromoacetyl bromide in the second
stage of the synthesis of the tetracycle.

Compounds I of the present invention have useful pharmacological properties. Thus it has
been discovered that compounds I of the present invention have a high affinity for one (or
more) of the somatostatin receptors. They can be used as non-peptide agonists or antagonists

of somatostatin in a selective or non-selective manner.
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following reaction.

i

2nd stage
6-(2-chlorophenyl)-7,10-dihydro-1-methyl-N-(2-trifluoromethylphenyl)-4H-pyrido  [4',3%;4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine-9(8H)-carbothioamide

A mixture containing 2-trifluoromethylphenyl isothiocyanate (0.82g, 0.004mol) and 6-(2-
chlorophenyl)-7,8,9,10-tetrahydro-1-methyl-4H-pyrido 4',3";4,5] thieno [3,2-f] [1,2,4] triazolo
[4,3-a] [1,4] diazepine (1g, 0.0027 mol) in 30 ml of 1,2-dichloroethane is agitated for 4 hours
and at a temperature close to 20°C. Half the solvent is evaporated off with the rotary
evaporator then 10 ml of ether is added. Agitation is carried out for 20 minutes at a
temperature close to 20°C followed by filtering on frit then washing with 20 ml of ether, with
20 ml of isopropyl ether and with 20 ml of isopentane. After drying under vacuum a cream
1 coloured solid is obtained (1.21g, 78%). Melting point: 190-192°C

‘ NMRI!H (400 MHz, DMSO dé6, 8): 1.72 (m, 1H); 2.23 (m,1H); 2.62 (s, 3H); 3.40 (m, 1H);
4.30 (m, 2H); 4.84 (d, 1H); 5.35 (d, 1H); 5.68 (d, 1H); 7.31-7.70 (m, 8H), 9.30 (s, 1H).

f-‘30 IR: vNH(thiourea): 3250 cm-1; 1607 cm-1; 1525 cm-1; 1381 cm-!; 1317 cm-1; 757 cm-!

Example 35
6-(2-chlorophenyl)-7,10-dihydro-1-methyl-N-(2-trifluoromethylphenyl!)-4H-pyrido [4',3";4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine-9(8H)-carboxamide

D} LT TSI L S e T AT T T
e el i



57" 109%& () -1 4' 10%555& ()-stm,, &109%85& () -} <5=K==%>C2"<{\: g o 1cC 3010
1118109 ()-!, &10%& ()-!,; &L0%&' ()-, &LO%& ()- 9

F00& ()-! 1098 ()-SC??3@ AAA-B}A2{\: 11113@! 10%& ()-f' 910%& ()-

0% ()-!"5810%: & ()-!{s810%5& (b= 10% ()- - BzZBECCOVDPD}[ <{\ :

F8 10%3&& () "I F7' 109%&' ()-h6i' 109%& ()-8!c f/&L0%& ()- @ Tf/ &10%& () - @- 10

fﬁ Tg) C 001 %ég‘é gﬁﬁlog 2etlzy119hcny %ﬂggcg'?iﬁalfé 18 (.)/§gg£, (8.0581015’{&1)( de :I60(2:L 0
16#13)0@]&6(191} TN UYEt1)ahgdrboPdi e D ZSH AN [@),3'gh FIDIRRS (3),2-4] [1,2,4] triazolo

P obat P R Rl 000 et i o B e I, () - ke

’)Le@_mdzﬂuﬁ_fgeh? hous # T0e@EAC oy PGX0ME I §vaRBBOUR0(drynesd.0 The residual oil is

@%%J%&? S)Oggéfgw %ﬁ It 3110 p oglfbxs/qg\‘ya(symg\(s carried out with

o&they agét]mpmj@ RRdEe¢ at 65°C ovelmghl 2. 2g, 69/o A beige powder is obtained.

SW{’{ ggl ]glliégq%@ €)-z, #109%& ()-gl (#109%&' ()- T$#109&' ()-g! #109%&' ()-SRrStS
s?% KL T T#y810%& ()- 10 10

: O%&III% 98210%&' ) - y9smLO%&' ( )H T#109&' Q fSSTTUUquEVkL L1 #

g]h@{ 44 /é@‘i?( )D_I\é§ 1@/@&1(93 @, 1 ) 12 (m,1H); 2.61(s, 3H); 3.20 (m, 1H); 3.90

‘V@& (3D fﬂlﬂf’&&Hﬁ)tﬁ 34 (Y81 4.98 oYY

A% rﬁ%ﬁéﬁ A G ATON f%%ﬁ%/@&é%) TQ"’Q@OE iR 1%319%&' Q-

16%&76«;c 0#1096& ()-f[\p\]E]]dE\ OF
10967& ()--5 109& ()--5 109& ()--5109& ()--5109%& ()--5' 109%4& ()-1]1%j *" %

17.32-7.68 (m, 8H); 8.39 (s, 1H)

Q:
) ﬂ)@m&ﬂ? $6-5 10%& ()--5010%&' ()--510%& ()--5010%& ()--5 10%& ()--5K_ s
.. 0(%_{& (% y]) 7%1&0 Ei)hydro 1- r%l/ éh%lgN (2 trlﬂuoromethylbenzyl) -4H- p(yr _d_o ib%'/&? (]) 578
aélgg%[ﬂ 1@[11%3@1@1(130]@416% 51 1a{qpppel -carbothloaml e
&LOWHE' () - @ 10%K ()--5 10% & () --5aaHbobbccdEeF
" 164RAde) - g5 109’ ()-g5 109D& ()-g5 109 ()-g5 109%& ()-9g510%& ()-g5ccTd{d

d

o?ﬁ“{’ °m‘7§hy118%yl otBioGY S () g510% & () g5 109 ()- g5 10%V& () - g5eee-
fhCeF 11# 109M& ( 5 10098 ( 0% (

£1 0% e®! let)orgmilmqlsg(gﬂgﬁuqe%&twhegarl@@gﬁgébgag p&2 mad) 10043 (L of10u 10U
FUL 911008/811ciia@® Jaﬁ%d&o(ﬁtroﬁi&o%@a‘m%&bdlﬁﬁx Bif2Bokate ¢D9HINON IWIBREES ml of

.%. :%P%t‘%rO;@gg ql__%o/éé F?neé‘_‘%%gzge)( Meq Lb(%ﬁ éﬁ;&}%gﬁgﬁlose to 20°C to a solution of

thiophosgene (2.28g, 0.02 mol) in 15 ml of dichloromethane. Agitation is carried out for 30

minutes. The reaction mixture is decanted and the organic phase washed with 100 ml of water
then with 100 ml of a solution of salt water. The organic phase is dried over magnesium
sulphate and the solvent is evaporated off with a rotary evaporator. The expected compound
% is obtained in the form of an oil (3.50g, 81%). Considering its reactivity, it is used
,ﬁ' immediately for the following reaction.

2nd stage
6-(2-chlorophenyl)-7,10-dihydro-1-methyl-N-(2-trifluoromethylbenzyl)-4H-pyrido  [4',3";4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine -9 (8H)-carbothioamide

{0 A mixture containing 2-trifluoromethylbenzylisothiocyanate (1g, 0.0046 mol) and 6-(2-
] chlorophenyl)- 7,8,9,10-tetrahydro-1-methyl-4H-pyrido [4',3;4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine (1.22g, 0.0033 mol) in 20 ml of dichloromethane is agitated at
a temperature close to 20°C for 1 hour. The reaction mixture is evaporated to dryness. 40 ml
of ethyl acetate is added to the residual oil. After separation of the insoluble part, the solvent
is evaporated off. 40 ml of isopropyl ether is added until precipitation of the product then
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10%)&31(e) eﬁaﬁ&h@&@f@@yl(élctﬁxo} 06L& by fﬁtenﬁg%m&hea ﬂ& r&&ﬁ&ﬂ'ﬁ&d@m % ]@ ;$?${«§LOE‘;
kU Vl7 %
L) & Rt S04 e RO e cruala ) MEohi f Forged b

B4 glith)iseropdnel (Henzytivetifer, followed by drying under vamlum for approximately forty
b DO £ dempél R dst 10 75 K086 boe)! MATE fdint: l@c‘%‘ﬁ%@.' #1094 () - @ akuv7

09 O3#10%H& -1 QF. 10%—| -1 xF. 100 P& ()-uVv
”r%llﬁwi 90 K 55D, 20008 277 a3 By a? (G H% GEeh ok 315 G 110}
3.73 (m, 1H); 4.21 (d, 1H); 4.43 (1, 2H); 4.49 (d, 1H); 4.86 (d, 1H); 4.96 (t IH) 5.58 (le)
7.27-7.35 (m, 9H).

IR: vNH (urea): 3302 cm’; vC=0 (carbonyl urea): 1653 em™; 1550 em™; 1268 cm™; 762 cmy”
1 -1
;724 cm

Example 38
phenyl ester of 6-(2-chlorophenyl)-7,10-dihydro-4H-pyrido [4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine-9(8H)-carboxylic acid

Phenylchloroformate (0.19 ml, 0.0015 mol) and triethylamine (0.2 ml, 0.0015 mol) are added
dropwise at 0°C and under an inert atmosphere to a mixture containing 6-(2-chlorophenyl)-
7,10-dihydro-1-methyl-4H-pyrido [4',3;4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4]
diazepine (0.37g, 0.001 mol) in 5 ml of dichloromethane. Agitation is carried out at ambient
temperature for two hours. The organic phase is washed with water and dried over
magnesium sulphate. The solvent is evaporated with a rotary evaporator, followed by taking
up in ether until precipitation. Purification is carried out by flash chromatography on a silica
column with dichloromethane-methanol: 95-5 as eluent and the column filtrate is concentrated
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2 (e) Retention time (min.): 14.82
{  Mass: MHT (exp.): 490.07; MH(theoretical): 490.11
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Example 39
6-(2-chlorophenyl)-7,10-dihydro-1,4-dimethyl-N-(2-trifluoromethylphenyl)-4H-pyrido
[4',3';4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine-9(8H)-carbothioamide

’3 A mixture containing 2-trifluoromethylphenylisothiocyanate (0.3 ml, 0.0015 mol) and 6-(2-
“ chlorophenyl)- 7,8,9,10 tetrahydro-1,4-dimethyl-4H-pyrido [4',3'4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine (0.383 mg, 0.001 mol) in 10 ml of anhydrous dichloromethane
is agitated for two hours at a temperature close to 20°C. The reaction mixture is evaporated to
dryness. Diisopropyl acetate is added until precipitation. After filtration of the insoluble part,
G D evaporation to dryness is carried out. Ether is added until precipitation. The precipitate is
F  filtered on frit and washed with ether then dried under vacuum (0.35g, 59%) which produces a
clear yellow powder. Melting point: 210-213°C

: NMRIH (400 MHz, DMSO d6, &): 1.73 (m, 1H); 1.89 (d,3H); 2.25 (d, 1H); 2.61 (s, 3H); 3.55
(m, 1H); 4.29-4.38 (m, 2H); 4.84 (d, 1H); 5.70 (d, 1H); 7.31-7.70 (m, 8H); 9.34 (s, 1H).
5, JR: VNH (thiourea): 3408 cm™; 1525 cm™; 1319 ecm™; 759 em™

Example 40
1-benzyl-6-(2-chlorophenyl)-7,10-dihydro-N-(2-triflucromethylphenyl)-4H-pyrido  [4',3,4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine-9(8H)-carbothioamide
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R2a and R)yp represent, independently, the hydrogen atom or a methyl radical;

R3 represents the hydrogen atom, methyl, ethyl, propyl, butyl, pentyl, hexyl, heptyl,
methoxyethyl, ethoxyethyl, dimethylaminoethyl, cyclohexylmethyl, phenyl, diphenyl,
benzyl optionally substituted by the hydroxy or methoxy, phenethyl, naphthylmethyl or
indolylmethyl radical.

4. Use of a compound according to one of the claims 1 to 3, characterized in that the product

of formula I corresponds to one of the following formulae:

- 1-butyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-{] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-benzyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-methyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4] triazolo
[4,3-a] [1,4] diazepine;

- 1-ethyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- l-propy]-6—(2-chloropheny])-7,8,9,10-tetrahydro-4H-pyrido[4",3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-phenyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-pentyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-hexyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-(4-hydroxybenzyl)-6-(2-chloropheny!)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(4-methoxybenzyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";:4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

|
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- 1-(1-naphthyl-methyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5]  thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(3-indolyl-methyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-phenethyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3';4,5]-  thieno  [3,2-f]
[1,2,4] triazolo [4,3-a] [1,4] diazepine;

- l-diphenyl-6-(2—clﬂorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3‘;4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

| - 1-ethoxyethyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5]  thieno [3,2-f]
) [1,2,4] triazolo [4,3-a) [1,4] diazepine;

- 1-cyclohexylmethyl-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-
f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(3-hydroxybenzyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-(dimethylaminoethyl)-6-(2-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3;4,5]  thieno
[3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 1-methyl-6-phenyl-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4] triazolo
[4,3-a] [1,4] diazepine; :

- 1-benzyl-6-(4-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4]

triazolo [4,3-a] [1,4] diazepine;

- 1-benzyl-6-phenyl-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4] triazolo s

[4,3-a] [1,4] diazepine; X
{,

- 1-methyl-6-(4-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2-f] [1,2,4] _ ;

triazolo [4,3-a] [1,4] diazepine; | ‘%

:. - 1-benzyl-6;(3-chlorophenyl)-7,8,9,10-tetrahydro—4H-pyrido[4’,3';4,5] thieno [3,2-f] [1,2,4]
k. triazolo [4,3-a] [1,4] diazepine;

- 1-methyl-6-(3-chlorophenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3",4,5] thieno [3,2-f] [1,2,4]
: triazolo [4,3-a] [1,4] diazepine; '
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-1-butyl-6-(2-methylphenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-benzyl-6-(2-methylphenyl)—7,8,9,10-telrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a) [1,4] diazepine;

- 1—butyl-6-(2-methoxyphenyl)-7,8,9,10-tetrahydro-4H-pyrido[4',3';4,5j thieno [3,2-1] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-heptyl-6-(2-611101'0p11e11yl)-7,8,9,1O-tetrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine;

- 1-hexyl-6-(4-chlorophenyl)-7,8,9,10- -tetrahydro-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine; 1

- 1-pentyl-6-(4-chlorophenyl)-7,8,9,10- -tetrahydro-4H-pyrido[4',3";4,5] thieno [3,2- f] 1,2,4] .
triazolo [4,3-a] [1,4] diazepine;

- 6-(2-chlorophenyl)-7,8,9,10-tetrahydro-1 -methyl-9-[2-(2-trifluoromethylphenyl)-1- XN
oxoethyl]-4H-pyrido[4',3';4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine; 1

- 6-(2-chlorophenyl)-7,8,9,10-tetrahydro-1 -methyl-9-[2-(2-trifluoromethylphenyl)-
1-thioxoethyl]-4H-pyrido [4',3';4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine;

- 6-(2-chlorophenyl)-7,10-dihydro- 1-methyl-N-(2- tnﬂuoromethylphenyl) 4H-pyrido [4',3";4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1 ,4] diazepine-9(8H)- carbothloamlde ii’

- 6-(2-chlorophenyl)-7,10-dihydro- 1-methyl-N-(2-trifluoromethylphenyl)- -4H-pyrido [4',3';4,5] l
thieno [3,2-f] [1,2,4] triazolo [4,3- -a] [1,4] diazepine-9(8H)-carboxamide; |

- 6-(2-chlorophenyl)-7,10-dihydro-1 -methyl-N-(2-triﬂuoromethylbenzyl)-4H-pyrido [4',3%4,5]
thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine-9(8H)-carbothioamide;

- 6-(2—chlorophenyl)-7,10—dihydro-]-methyl-N-benzy1-4H-pyrido [4',3";,4,5] thieno [3,2-1]
[1,2,4] triazolo [4,3-a] [1,4] diazepine -9(8H)-carboxamide;

- phenyl ester of 6-(2-chlorophenyl)-7,10-dihydro-4H-pyrido [4',3';4,5] thieno [3,2-f] [1,2,4]
triazolo [4,3-a] [1,4] diazepine -9(8H)-carboxylic acid;

- 6-(2-chlorophenyl)-7,10-dihydro-1,4 -dimethy]-N-(2—triﬂuoromethylpheny])-4H-pyrido
[4',3;4,5] thieno [3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine -9(8H)-carbothioamide;

- 1-benzyl-6-(2-chlorophenyl)-7,1 0-dihydro-N-(2-trifluoromethylphenyl)-4H-pyrido [4',3";4,5]
AMENDED PAGE
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thieno {3,2-f] [1,2,4] triazolo [4,3-a] [1,4] diazepine -9(8H)-carbothioamide;

or its substituents R,X,Y, R1, R2a, R2p and R3 are respectively the following: b

- 2-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-i1soPr-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NC-Ph; NH; §; 2-Cl; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Et;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; H;

- 2-terBu-Ph; NH; S; 2-Cl; H; H; Me; |

- 1-naphthyl; NH; S; 2-Cl; H; H; Me,

- 2-F3CO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-C1-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Et-Ph; NH; S; 2-Cl; H; H; Me; ;

15 - 2-PhO-Ph; NH; S; 2-Cl; H; H; Me;
- 2-Pr-Ph; NH; S; 2-Cl; H; H; Me; K
- 2-Br-Ph; NH; S; 2-Cl; H; H; Me; ' ;
- 2-EtOC(O)-Ph; NH; S; 2-Cl; H; H; Me; .|
- 2-MeS-Ph; NH; S; 2-Cl; H; H; Me;

20 - 2-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-MeO-5-C1-Ph; NH; S; 2-Cl; H; H; Me; i

- 2,4-(MeO)-Ph; NH; S; 2-Cl; H; H; Me; ' ;

- 2-Cl-5-F3C-Ph; NH; S; 2-Cl; H; H; Me; ¥

- 2-Me-5-C1-Ph; NH; S; 2-Cl; H; H; Me;

- 2,3-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2,5-Me-Ph; NH; S; 2-CI; H; H; Me;

- 2,5-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me-5-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-4-Br-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO?2-4-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me0-4-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2,5-Br-Ph; NH; S; 2-Cl; H; H; Me;

- 2-C1-5-NO2-Ph; NH; S; 2-CI; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Pr;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Bu;

- 2-F3C-Ph; NH; S; H; H; H; Me;
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- 2-F3C-Ph; NH; S; 2-Cl; H; H; Ph;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Pr;

- 2-N0O2-4-MeO-Ph; NH; S; 2-Cl; H; H; Bu;

- 2-MeS02-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-4-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2-N0O72-4-MeO-Ph; NH; S; 4-CI; H; H; Bz;

- 2-F3C-Ph; NH,; §; 4-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; pentyl;
- 2-N02-4-MeO-Ph; NH; S; 2-Cl; H; H; hexy);
- 2-NO2-4-MeO-Ph; NH; S; 3-Cl; H; H; Bz;

- 2-NO2-4-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-NC-Ph; NH; S; 2-Cl; H; H; Me;

) - 2-N02-4-MeO-Ph; NH; S; 2-Cl; H; H; 1-naphthyl-methyl;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 3-indolyl-methyl;
- 2-MeS-5-F3C-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 3-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-5-C1-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO3-5-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-EtO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 4-MeO-Bz,
- 2-NO2-4-Cl1-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Br-4-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 4-HO-Bz;
- 2-F3C-4-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-N0O2-4-MeO-Ph; NH; S; H; H; H; Bz;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Ph-CoHy;
- 2-NO2-4-MeO-Ph; NH; §; 2-Cl; H; H; EtOCoHg;
- 3-NO2-2-pyridinyl; NH; S; 2-Cl; H; H; Me;

- 2-F3C-Ph; -; O; 2-Cl; H; H; Me;

- Ph; -; S; 2-Cl; H; H; Me;

- 2-F3C-Ph; CH2; 8; 2-Cl; H; H; Me;

- 2-N02-4-MeO-Ph; NH; S; 4-Cl; H; H; Me;

- 2-NO2-Ph; CH2; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-MeO; H; H; Bu;

- 2-NO2-4-MeO-Ph; NH; S; 2-MeO; H; H; Bz;

- 2-NO2-4-MeO-Ph; NH; S; 2-Me; H; H; Bu;

- 2-N0O2-4-MeO-Ph; NH; S; 2-Me; H; H; Bz;
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- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Ph-Ph;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; cyclohexylmethyl;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; (Me)2NC2Hg;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 3-HO-Bz;

- Ph; S; S; 2-Cl; H; H; Me,

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; heptyl;

5. Compound of general formula II in which

in which
W' represents the hydrogen atom or a radical of formula R'-X"-C(Y")-;

R' represents the phenyl, naphthyl, indolyl or pyridyl radical, these radicals being
optionally substituted by one or more identical or different substituents chosen from the
following radicals: methyl, ethyl, propyl, isopropyl, butyl, ter-butyl, methoxy, ethoxy,
methylthio,  ethylthio, methoxycarbonyl, ethoxycarbonyl,  methylsulphonyl,
ethylsulphonyl, chloro, fluoro, bromo, trifluoromethyl, trifluoromethyloxy, hydroxy,
nitro, cyano, phenyl, phenoxy or morpholino;

X' represents CH2, Co2Hg4, CH2NH, NH, O, S or a covalent bond,;
Y' represents O or S;

R'1 represents one or more identical or different groups, chosen from: the hydrogen

atom, a chloro, methyl or methoxy radical;

R2ga' and Ry represent, independently, the hydrogen atom, a methyl radical;

R'3 represents the hydrogen atom, methyl, ethyl, propyl, butyl, pentyl, hexyl, heptyl,
methoxyethyl, ethoxyethyl, dimethylaminoethyl, cyclohexylmethyl, phenyl, diphenyl,
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benzyl optionally substituted by the hydroxy or methoxy, phenethyl, naphthylmethyl or
indolylmethyl radical.

with the exclusion of the compounds of formula II in which

; W' represents the hydrogen atom, R'{ represents the chloro radical in ortho position; R2y'
5  represents the hydrogen atom and R)}y represents the hydrogen atom ‘or the methyl radical;

R'3 represents the methyl radical; and

W' represents a mdical of formula R'-X'-C(Y")- and

- X' represents NH; Y' represents O; R'] represents the chloro radical in ortho position;
R2a' and R2p' represent the hydrogen atom; R'3 represents the methyl radical; R’

D represents  the  4-terbutylphenyl,  4-trifluoromethylphenyl,  4-methoxyphenyl,
3,4,5-trimethoxyphenyl, 2,3-dichlorophenyl, 2,4-(difluoro)phenyl, 4-phenoxy-phenyl,
pyridinyl, cyanophenyl;

- X' represents NH; Y' represents S; R'] represents the chloro radical in ortho position;
R2g' and Ry represent the hydrogen atom; R'3 represents the methyl radical; R’
§15 represents the 4-terbutylphenyl, 2,4-diterbutylphenyl, 2-trifluoromethylphenyl,
' 3-trifluoromethylphenyl, 4-trifluoromethylphenyl, 4-methoxyphenyl,
3,4,5-trimethoxyphenyl, 4-fluorophenyl, 4-(methylsulphonyl)phenyl;

- X' represents CHPNH; Y' represents O; R'1 represents the chloro radical in ortho
position; R23' and Ry represents the hydrogen atom; R'3 represents the methy! radical;

[ 20 R' represents phenyl;

) - X' represents the oxygen atom or a covalent bond; Y' represents O; R; represents the
chloro radical in ortho position; Ryy and Ryy represent the hydrogen atom; R'; represents
the methyl radical; R' represents pyridyl or cyanophenyl,

: - X' represents CHy; Y' represents O; R, represents the chloro radical in ortho position;
25 Rz and Ryy represent the hydrogen atom; R's represents the methyl radical; R’
represents phenyl or 4-fluorophenyl;

- X' represents C,Ha; Y' represents O; R, represents the chloro radical in ortho position;
Ry and Ryy represent the hydrogen atom; R'; represents the methyl radical; R’
represents phenyl.

30 6. Compound of general formula II according to claim 5, in which W' represents R'-X'-C(Y")-
and the substituents R', X', Y', R'1, R2a', R2by' and R'3 represent respectively:

AMENDED PAGE

L
;
b
i
!
i

0% DECm ﬂf




opgqr stuvwxyz{]| } ~

5

§ 10

k15

§ 20

s

30

35

- 2-F3C-Ph; CH2; O; 2-Cl; H; H; Me;
- 2-F3C-Ph; CH2; S; 2-Cl; H; H; Me;
- 2-F3C-Ph; NH; O; 2-Cl; H; H; Me;
- 2-F3C-Ph; CH2NH,; S; 2-Cl; H; H; Me;
- Ph; O; O; 2-Cl; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; Me; H; Me;
- 2-F3C-Ph; NH; S; 2-Cl; H; H; Bz;

- 3-F3C-Ph; NH; O; 2-CI; H; H; Me;

- 4-F3C-Ph; NH; O; 2-Cl; H; H; Me;
- 2-isoPr-Ph; NH; S; 2-Cl; H; H; Me;
- 2-NC-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Et;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; H;

- 2-terBu-Ph; NH; S; 2-Cl; H; H; Me;
- 1-naphthyl; NH; S; 2-Cl; H; H; Me;
- 2-Ph-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3CO-Ph; NH; S; 2-Cl; H; H; Me;
- 2-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Et-Ph; NH; S; 2-Cl; H; H; Me;

- 2-PhO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Pr-Ph; NH; S; 2-Cl; H; H; Me;

- 2-EtO-Ph; NH; S; 2-Cl; H; H; Me;

- Ph; NH; S; 2-Cl; H; H; Me;

- 2-Br-Ph; NH; S; 2-Cl; H; H; Me;

- 2-EtOC(O)-Ph; NH; S; 2-Cl; H; H; Me;
- 2-MeS-Ph; NH; S; 2-Cl; H; H; Me;

- 2-morpholino-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2,6-isoPr-Ph; NH; S; 2-Cl; H; H; Me;

- 2,6-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2,5-(MeQ)-Ph; NH; O; 2-Cl; H; H; Me;

- 2-MeO-5-CI-Ph; NH; S; 2-Cl; H; H; Me;

- 2,4-(MeQO)-Ph; NH; S; 2-Cl; H; H; Me;
- 2-Cl-5-F3C-Ph; NH; S; 2-Cl; H; H; Me;
- 2-Me-5-Cl1-Ph; NH; S; 2-Cl; H; H; Me;
- 2,3-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2,5-Me-Ph; NH; S; 2-Cl; H; H; Me;
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- 2,5-Cl-Ph; NH; S; 2-ClL; H; H; Me;

- 2-Cl-4-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me-3-Cl-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me-5-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2,3-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-4-Br-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-Me-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Me0-4-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2,5-Br-Ph; NH; S; 2-Cl; H; H; Me;

- 2-MeQ-5-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Cl-4-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-Cl-5-NO2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Pr;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Bu;

- 3-Ph-6-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-Ph; NH; S; H; H; H; Me;

- 2-F3C-Ph; NH; S; 2-Cl; H; H; Ph;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Pr;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Bu;

- 2-NO2-4-F3C-Ph; NH; S; 2-Cl; H; H; Me;

- 2-MeS0O2-Ph; NH; S; 2-Cl; H; H; Me;

- 2-F3C-4-Cl1-Ph; NH; S; 2-CI; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 4-Cl; H; H; Bz;

- 2-F3C-Ph; NH; S; 4-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; pentyl;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; hexyl;
- 3,5-F3C-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 3-Cl; H; H; Bz;

- 2-NO2-4-F-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-NC-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 1-naphthyl-methyl;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 3-indolyl-methyl;
- 2-MeS-5-F3C-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 3-Cl; H; H; Me;

- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-4-HO-Ph; NH; S; 2-Cl; H; H; Me;

- 2-NO2-5-C1-Ph; NH; S; 2-Cl; H; H; Me;
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1" HSUR () *+, - ./ 0123456789: ; Pﬁ DEC 2002

<=>? @ABCDEFGHI JKLMNOPQRSTUWWKYZ[ \ ] ~_" abcdef ghi j kl mmopqr st uvwxyz{|
" #$UR' ()*+,-./0123456789: ;
<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ | ~_" abgdef ghi j kl mopqr st uvwxyz{| } ~
" #$UR' ()*+,-./0123456789: ;
<=>? GABORSS GV HYINGPCRSTOMYKYEME” _ " abedef ghi j kI mopgr st uvwxyz{| } ~
- 2-NO2-4-EtO-Ph; NH; S; 2-Cl; H; H; Me;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 4-MeO-Bz;
- 2-NO2-4-Cl-Ph; NH; S; 2-Cl; H; H; Me;
5 - 2-Br-4-Me-Ph; NH; S; 2-Cl; H; H; Me;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 4-HO-Bz;
- 2-F3C-4-NO2-Ph; NH; S; 2-C]; H; H; Me;
- 2-NO2-4-MeO-Ph; NH; S; H; H; H; Bz;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Ph-CoHjy;
10 -2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; EtOCoH4;
- 3-NO2-2-pyridyl; NH; S; 2-Cl; H; H; Me;
- 4-MeO-Ph; CH2; O; 2-Cl; H; H; Me;

/ - 2-indolyl; -; O; 2-Cl; H; H; Me;

- 3-indolyl; CH2; O; 2-Cl; H; H; Me;
15  -4-HO-Ph; C2Hy; O; 2-Cl; H; H; Me;
- 2-F3C-Ph; -; O; 2-Cl; H; H; Me;
- 4-HO-Ph; CH2; O; 2-Cl; H; H; Me;
- 5-MeO-2-indolyl; -; O; 2-Cl; H; H; Me;
- Ph; -; O; 2-Cl; H; H; Me;
20 -Ph;-; S;2-Cl; H; H; Me;
- 5-MeO-2-indolyl; -; S; 2-Cl; H; H; Me;
- 2-NO2-Ph; CHz; O; 2-Cl; H; H; Me;
- 2-F3C-Ph; CH2; S; 2-Cl; H; H; Me;
- 2-NO2-4-MeO-Ph; NH; S; 4-Cl; H; H; Me;
25 - 2-NO2-Ph; CH?; S; 2-Cl; H; H; Me;
- 2-NO2-4-MeO-Ph; NH; S; 2-MeO; H; H; Bu;
- 2-NO2-4-MeO-Ph; NH; S; 2-MeO; H; H; Bz,
- 2-NO2-4-MeO-Ph; NH; S; 2-Me; H; H; Bu;
- 2-NO2-4-MeO-Ph; NH; S; 2-Me; H; H; Bz,
30 - 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; Ph-Pl;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; cyclohexyl methyl;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; (Me)2NC2Hg4;
- 2-NO2-4-MeO-Ph; NH; S; 2-Cl; H; H; 3-HO-Bz;
- 2-pyridyl; NH; S; 2-Cl; H; H; Me;
35 -Ph;S;S; 2-Cl; H; H; Me;
- Ph; O; S; 2-Cl; H; H; Me,
- 2-N0O2-4-MeO-Ph; NH; S; 2-Cl; H; H; heptyl,

but also the compounds of formula II in which W' represents the hydrogen atom and the
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1" HSOR () *+, - ./ 0123456789: ;

<=>? @\BCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ]~ " abcdef ghi j kI mopqr st uvwxyz{ 0}3-DEC 2007
" #$9& () *+,-./0123456789: ;

<=>7? @ABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ | ~_" @cdef ghi j kI mopgr st uvwxyz{| } ~

| " H$UR () *+, - ./ 0123456789: ;

| <=>7? O\Rphuehls R R GR3T MY 2L b Sent 2RpAGTRIY: 1 kI Mmopar st uvwyz{] } ~
- 2-Cl; H; H; butyl,
- 2-Cl; H; H; benzyl;
-2-Cl; H; H; H;

s -2-Cl; H; H; ethyl;

- 2-Cl; H; H; propyl;
-2-Cl; H; H; Ph;
- 2-Cl; H; H; pentyl;
-2-Cl; H; H; hexyl;

10 -2-Cl; H; H; 4-HO-Bz,
- 2-Cl; H; H; 4-MeO-Bz,
- 2-Cl; H; H; 1-naphthyl-methyl;
- 2-Cl; H; H; 3-indolyl-methyl;
- 2-ClI; H; H; Ph-C2H4;

15 -2-Cl; H; H; Ph-Ph;
- 2-Cl; H; H; EtOC2H4;
- 2-Cl; H; H; cyclohexylmethyl;
-2-Cl; H; H; 3-OH-Bz;
- 2-Cl; H; H; (Me)2NC2oH4,

20 -H; H; H; Me;
-4-Cl; H; H; Bz,
-H; H; H; Bz;
- 4-Cl; H; H; Me;
- 3-Cl; H; H; benzyl;

25 -3-Cl; H; H; Me;
- 2-Me; H; H; butyl;
- 2-Me; H; H; benzyl;
- 2-MeO; H; H; butyl;
- 2-Cl; H; H; heptyl;

30 - 4-Cl; H; H; hexyl,
- 4-Cl; H; H; penty];

7. As a medicament, a compound of general formula II according to one of claims 5 to 6.

8. Therapeutic composition containing, as active ingredient, at least one medicament

35  according to claim 7, in combination with a pharmaceutically acceptable support.
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