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| NGELHEI M- G\VBidp azﬁemﬁm&uﬂﬂm £56/p91.a(2) Flled NPRAEAADTS am Rhel n,  German

her eby decl ar e%e(si)rmﬁvénuomApfﬂm&uM&hmoamr ay. that a patent / e
granted {0 uUs; %dﬂ)ﬂﬁlcdﬂmchwyﬁﬂn chit is to be perforrred
particularly” dé@cr(BibeTﬂ:di RepanfiGomann®dMol | owi ng statement:- 5 f
present inve (#4)| Complete Specifigation publishedt26tQutl 1977 y| - AH-s-t T fj
5 thieno-[2, '3e]m‘é ,BVINTZEBT RED 4958; ASIH ARSI (COTD 495/00,5243/108, eof
processes for prepar at2f‘%¢§) ‘The- novel corrpounds possess i
physi ol ogi cal acti 3% : resent

there are provi ded co n K :-2-5’,;2 B§5
[err] represents-a bronine €
chlorine or brom ne atom aq% rds] 6di€8s é 2% d?ggﬁ omor an al kyl
or hydroxyal kyl group with %71 857%9% 720 743 7483k 79, 95%3),7@ .the.. acid .
addition salts thereof. 79YKSMGNTQLTRWCZ he acid addition salts-
useful for incorporation in pharmaceuti cal conp03| tions are physiologically"
conpati bl e acid addition salt4 SW%HTEW% -STRIAMIOLO3. 4kl ts may
however bﬁeful in the prEWENg: (28l -b- B8 ANGX ACIRX ADPHIONand =
I

10 (v L2
n, quorlne _

physi ol ogi cal |y corrpatl bl e acid .additi ofALE} THERE@Feof. 20 -~ . The.

conmpounds of\general fop Ia“) wéﬁw@gﬁ%ﬁﬁ 'cYMEﬁ”patdc & aBCo'ad 20

addi ti on salt\s thereeh Rhély ery BORe &by et ikt Bcdiehtivh, for

/-

physi ol ogi cal™acti vi 'whxehwebray apamntm grmae t(outs, auelmdroud: whiah itfsest s we o
have found that conpéna rmd -1 Be part ﬁtﬁﬁyg!‘t o
tensiolytic ands mJSChﬁeno &Iﬁz eF oan: doﬂl ; - -m esses t"g; R
anti convul SI ve acti Vtﬂeitpre oﬁl ouhd 8 possesdi reﬁt[r@ oldg[ciﬂi& wvigh, in

gener al , appear ~to i ncreé%‘@“tl tq aeeifeatusé of ghel presenthiavention the?s apd provided

war m bl coded ani mal s SOHRPEIG At sraerabforpeni 4 | and their physi ol ogi cal ly -
conpatible acid addition salts thereof also poskess |ow toxicity. Compounds

of the present. i nventi.on whi ch have been Be.sl-é ve been found to be _

superior to theothieno-1, 4 di azepl nes vm t heut additional triazole ringjg
as descrl bed for : - S

(wherem : : C :
.R; represents a bromine atom, . '
" R, represents a hydrogen, fluorine, chlorme or bromine atom; and
o R, represents a hydrogen atom or an alkyl or hydroxyalkyl group w:th 1to4 -
. 15 - . _.carbon atoms) and the acid addition salts thereof. 15
- The acid addition salts “useful -for mcorporat:on in pharmaceutlcal '
-compositions are physiologically compatlble acid addition salts thereof. Other acid
- addition salts may however be useful in the preparation of compounds of formula I
_ o and _physiologically compatible acid addition salts thereof. :
©20 _The compounds-of general formula I and the' physiologically com; atible acid .20
. addition salts thereof of the present invention possess interesting -physiological .
activities. In the course .of various pharmacological tests we have found: that
* compounds of the present invention ‘possess anxiolytic, tenslol!l{uc and ‘muscle- .
: relaxing properties and in particular an anticonvulsive activit e compounds of .
25 the present ifivention, in general, appear to increase thé intake of food in the case 25
S - of warm-blooded animals. The compounds of formula I and their physiologically
compatible acid addition salts thereof also possess low toxicity. Compounds of the
. . present invention which have been tested have been found to be superior to the
- .- thieno-14-diazepines without the additional triazole ring, as described, for -~ -
©30  + example, in German Offenle tgungsschnft 2,155,403 and 2,221,623. In pamcular the - 30
: anticonvulsive activity of the tested compounds, determmed Jby the so-called



30 exanple, in German O fenl egungsschrift 2,155,403 and 2, 221,623. In
particular the 30 anticonvul sive activity of the tested conpounds,
det ermi ned by the SO- cal led 2

- 8- br ono- 6-

1,490,269 . ' 2 pentetrazol e test indicated
an anticonvul sive activity .conparable to the known 8-
al kyl-6- aryl -thieno-[2, 3e]-4H s<triazol o-[3, 4c] -, 4-di azepi nes deserr bed I n
rrran O fenl egungsschrift. 2,229,845. The tested -conmpounds, however; were
ound to possess an antrconvul 'sive activity an order of magnr&ude great er
't hﬁn the tested 5 DL OL. -;f!ﬁ?ozs?\rrnnundc e v i ficat | on

NG T, 4 Srtckftol6 test] MBicaed t:amﬁcmmbe eutibustqqpmarsble the known8-
caryl’- lI?KdrﬁEliﬂ: [Pﬁ#l 4Pl, . . .°21,“9,st§ t3’he corrpounds of
the pre Srnlegungseqhr E‘Pj ‘E 3l et G g’iltHSteﬁf:dBrltISh Pat ent

Spemfrg’y‘r“ ‘°°v“ ’o"ga‘itgijw t there is no specrfrc reference to the said
“BritishP PaBefish | csﬂebﬁaettionmo11]456161 cle.lgls geri 6Ehe ptesent .

i nventi aryl-4Hise nq.zp pel-thisnoclAdeld- &‘% s_ S S D s r&scove%y’ that the
8- brormp.._ but eei‘E" ﬂ“f;@n 1h B3 lﬁ@ aben] sﬂepnﬁeatninazepr nes ~descri bed
,aﬁg Gl al B ¢ ,bn £eh8p kehtiavatilmsﬂ‘wreahﬂl egluQs 'El'i onvullive activity
~a possﬁs‘& veRy suhst Ig}b{i& H“é -t ‘g '

_ exhl ."{%-g"%l’ dlerr]l:[err]) to the
correspohvd gdqgmlagﬁoa oLipats §mmuy supenor eRbaiti dfidexompounds accor di ng
. 7ylst
- ‘to the’ gf f{féﬂ‘fﬁrégon S.¢h1did @61 15 f oyr.abl e phlgsr ol ogi cal
aggivit edts, e;oﬁ@amﬂsmcbrdnf tbdhermne&gt lﬂ § é’t descri bed)

wher ei n \@nra})l : ﬁ‘&g&ﬁg%ﬁﬂﬁ%‘fn Jﬂ, s%at.praa val a&el | as conpounds
of for ?ﬁﬂrel R kPRS a tetigh w e, 8-bporeo-o- 8- br ono- 6- o-

br ormphef;ﬁg,'lg he hyiui-l.s-uﬁarzola-zmml{l@mib]’e]tlﬂr 4- di gzepi ne. 20
Especially é’sp;faﬂy rpede - xﬁﬁxd %vengréw.ﬁ]ygnvent lon, by 20

virtue ofirtgeelit °Wa§s|%é‘;§4] A N %c pfﬁgdl@&l%hthtenw ty i ncI ‘uda~t he
fol | owm "gq 3 rogl) %@E _q%iﬂﬁ:)egt romo-6fa-chlorophenyl-1-(2-
8- br ono- Bdfbx -b4-giapeping| (B 2B =% eno- s

[ 228e] - 1RA’@'H’§§§I* ! I‘ I'dr Ec}ln ordl llt%ofhe'prEs@l'itr1]1vcnf1@f fnpy,fof €rr]) ;.
& wi

ng processes (a) to (d);. which : processes '
.hydroxye thte ﬁhérrfemelobtl{e@}'eﬁeqt—l ven fém'ol—[z 3e] - 1,4-di azepi ne (lerr] = Br,
[err] [ era)jthe @¥Slization of the r"‘_rmP-"“[“t‘—:F’fre“)= form¥'eaci d addition sal ts thereof:

25 The corrpounds of formula l accordmnt&n} he present invention may, for

~exanpl e, be prepared.by the $0L k. g processes (a), to: (d) whi ch processes
. cosstitute a further f ett-tige . gff the resent .'nvention:- - a) the3chI|zat|on
“of the conpound of the forfuas ,;~r] 30 (wherwebn [err], [err] and [err]

are as -hereinbefore defined) whreby a compound of forrrul a |l (wherein.
[err], [err] and [err] are as_(ferfet hhef ore defined) i's obtained. The
corrpounds of fornmula VIl are pReferably fi rst prepar ed by - reacti ng a
- conpound of the formula: - [err] Wherern Ju'hll Mr€ as -
" her ei -nbetwiieesiitl & RhElhd ary ag. EFP ﬁ"t‘ nf Wf td pd r enovabl e as- an
ani on) wierm I(,(&YH;!' férably| fRét pke p@mhe:yeenn{rgaar] is as .

40

her ei nbef.g j;l&?o miiereby a corrpound of forrrul a Vil (as 40
“herei nbefcore defi ned) is obtained. . - x. L -
35 3
" R and areasherembefore defincd anerepresents an atom or group_ .
-g&%r:;glehs anka'mon) w1th a compound. of the fomula SEETERER 5
: ' R,-—CO—NH—NH; R R S
(Wherem R; is-as herembefore defined) vrrhereby a contpdtmd Of formula YII (as. | 40 |

40 _ herembefore defined) is obtamed



1, 490, 269 3 b) the reaction of a
conpound of the fornmula:- [err] (wherein [err] and [err] are as

herei nbefore defined and X represents an atomor group renovable as.an .. ..

ani on) mnth a conpound of the formula:- 5°
[err] ' 5 (wherein:[err] is as hereinbefor
def i ned) mhereby a conpound of formula I (whereini[err], [err] and [err]
are herei nbefore defined) is obtained. A compound of formula Il “is
preferably used in which X represents a hal ogen atemor-a SH or [err]-
group or an al kaxy or-al kylnercapto group vi®H260-3 10 . " . carbon atons. ..3 ,
10 The cyclization and/(U?tﬁeh@adtﬁaﬁfh@&nﬂfundhmlﬁﬁmﬁlmds of formula 1l and
1l is atlvantageously effected at a tenperature of ,from. 100 to [err] either:
wi thout a solvent-or in.the presence of a ‘solvent such as net hanol

Béﬁéé

et hanol , di oxan,- c¢hl orof orm tetrahydrej+ ne, goluene xylene or

m xtures of these 5 solvents and preferabkyin tyfre presence of an acid
catal yst . (forsgxanple =~ - 15 hydrochlorlc adrd, sulfuric acid,’ phosphorlc
aci d, pol yphosphori¢ acid, acetic acid, -propjesic @acid, benzene-sul fonic
acid or toluenesul-fonic acids). The cycllzat and/or ‘the reaction of .the .

conmpounds of- formul-ae Il and Il is geherally-allowed to proceed to yield
the fi na' product .wi t (VRk¥ein! I GhdR] £0asHereidberotd Hehihi Bl ﬁtrgpr%ﬂgﬂpétorﬁhr g@bup
formul a: removable as an anion) with a compound of the formula:— -

20 [err] (mherern [err], [err] and [err i nbefore defrn ) . VMen
however, the cyélrzatron and/ or the rea%?‘gﬁ‘ﬂﬁHeﬁéﬁcted under ﬁg
reaction conditions (@hereinaR, lisomhéraﬂmdratddﬁ&)i) iwhedeBy A0Sowipolil bDfdrﬁQleaIt e
the internediate pr od@/@@rsmv&t Pfgld Rpare heremuq:fblfer defifieqd) is obtained.

Core) e e et oS N e gt ik RS FLaE R shRE and

[err] ~ ‘The cychzatlon and/or the reactlon of the compounds of formula II @Q T is
(wherein [err] is as Eﬁ'%en aonb sffectert er, Vye2 Frei #r jouta -
ther eof , wher eby a ‘COIRIbIBHR, O ret dﬁf@ﬂrél‘fb V°r“ u’i %‘ﬁ ifr &1 fr’.%erl
are as here| nbefsor e Chefvbﬁtedl)ldllﬁ'e il inCthe rben el BE tah Oavad ttvaaﬂ Vﬂmip t he 15
acid of general for mﬂYél‘OVh]P%c acf%l’“‘!éﬂ ﬁ a?bvﬂs cid, P°l hQ§P tis faCId :
general formila [err ERpPH s bepgeh @é seplboe s T ggm

io

1,490, 269 Froceed to yield the final product witho n fithidie ro@e06f a
fornula [err] M anifdmud—general fornula [err], a throanrde of general 20

fornula [err];, an .ester of general fornula [err] migms a@i;d -anhydri de of

gener al fdrnuja’[err], an acid halide.of %ﬁ%ﬁ%fornula [err] 5 (Vh)'
or anitrile of general fornula [err? (n Which Perr] is as herelnbefore 5
;Eg.carbonﬁ@ﬁpnsjand_Lerr] '

defi ned, [err}'representsfaﬁhalkyrqgrqup'mr;j;
represents an R R &

- (wherem R;, R, and R, dare as herembefore defined) When however, the

© cyclization and/or the réaction is effected under milder reéaction cotiditions (e.g. at .
. . . room temperature) it 1s posmble to 1solate the mtermedlate products without N
25 difficul t{l 25
- c) the reactlon of a compound of the formula — '

)

"gwherem R, and R, aré as herembefore defined) with a compound of the :
ormula:—- - . - . - S o

' (wherem R, is.as. herembefore deﬁned) ora reactlve denvatlve thereof whereby a
cgmpmgld of formula I (wherem R,, R, and R, are as herembefore defined) is
. Q taine i
- S The functlonal denvatlve of the acid of eneral formula Vis, for example, _
35 orthoester of general formula R,—C(OR"), (%’a) an iminoether of general formula - - 35



al i phatic, araliphatic or aryl group e.g. a nmethyl, ethyl or nitrophenyl
group). The conpounds of fornmula VII as hereinbefore defined are al so
_preferabl ' ared by reacting a conpound of formula 1V (as
her ei nbef ore defined) 10 wi th a conpound of the fornula: -
err]-COOH, _ =V [err]- [err] Vi [err]
rr] COHal , or =~ . Vh 15 “ [err]-CN

- 15 (wherein [err} and [err] are
; erei nbef ore def i ned) . V\herebh“ conmpound of formula VII (as hereinbefore
'daﬁ_i_n,ed,)__;_s_gbl_a;_n_eL \Where 2a 'ﬁgllnrl of formila. (\h) is nsel Hal o
preferalnl,—ycc Yb)aamiﬂxmnea@emﬂmmni]ak,hﬂetyﬁ)—mﬁmv of aconmpound of
the foranp ezl for at ﬁ&F“[" Fe as herei nbefore
def i nedgyﬁ g l‘f@g, n ],@o ﬂuﬁ i 3‘ [err] and [err]

Brocgeie fal i)

are as Rp@ﬁPHm‘Ei f@ formsla VIII are
T

preferaldt ﬂLrRs I P@m 1 un‘@éh:l—r— _ °e|l1 aformul-a: - [err] 25
- (Wwherei AR ﬂ?} gg@[ h,aéf '?I pertbit N @ aggpound . of
.- the for mg[ e mj fohﬁuliiw lheteﬁb £o efi |ned wher eby a
- .ctihhpoungithfa £w doof \thel ﬁorl(nas—:%O her ei nbef ore defined). is10btai ned.
- 30. The-. |mnoethH l%{orrmla Vb, and t he ami di nes -of. forrrula Vc are
-conveni-ently us q e form of therr salts with mineral acids-e.g.-in the
formof ‘their hw;]r-cuﬂﬁmr de. TheVfeaction conditions for the cyclization
andf or ..t he react on f the 35 corrpound of formula IV with the corrpound
of formula V or l??1 ve deri vgfr - 35 thereof are preferably chosen
according to the{,a,rnaimi,efr vat i vevmsed The cyclization and/or. the reaction
may be effected without solvent or in the presence of ‘a solvent (e.g. in
hanol , et hand¥—&hiorof orm .t & rahydr of uran, benzene, tol uéhe or in a

m xture (\Prletéuh fﬁ'ldﬂ@'aYeedstlﬁl)em%ElGreVﬂefiﬁEQth&eH‘y&tc%ln)i&lnd(bl‘ forfulihe presence 40
of an. &l (ds hatinbefart déftned). is byteinad: Where a:cqmnodnd ofUfbfmuld Yhpisi d, p_hosphor ic

b

". acid, 4@d Hal preferably represents a chlorine atom. . : 1,.490, 269

5 pol yphos@ntgf |°%°héa(§]°ﬂ of 5 sappound of the fotmulas ¢ acid. benzenesul foni ¢ acid or

U tol. uenesul-foni c -acids). The presence of _g)ease such as -for exanple .2:

.rrg]ahyl [ mdazol e, :as a-catal yst Msd -sef il . - The cyclization and/or the

“r@hction i's conveni erx[[—y—[ _ct_d§t a te 5__rat<m1e of from[er20] to.[err],

preferably 20 to 5 -' .

5 The foll ow ng nethods are s ecral varrants of th|s process “Met hod 1
In thrs case the acrd derr @, of forrrula Vis the ort hoester- [err]

(wherein R,, R, and R, are as herembefore defined) whereby a compound of
formula I (wherein 'R,, R, and R, are-as héreinbefore defined is obtained.

) The compounds of formula VIII are preferably first prepated by reactmg a
compound of the formula—

c o0 m-r:

2.

_ The iminoethers -of. formula. Vb- and the -amidines of formula Vc are'

: convemently used in the: form of thelr salts with mineral acids e.g. in the form of -

their hydrochlonde -
A ‘The reaction conditions for the cychzatlon and/or the reaction of the e
35 - compound of formula IV with the compound of formula V or a reactive'derivative: . .35
'  thereof . are - preferably : chosen according - to the ‘acid derivative " used. : The: o

cyclization and/or the reaction may be effected without solvent or in the presence

of a solvent (e.g. in methanol, ethanol, chloroform, tetrahydrofuran, yenzene,

- ) gwherem R, and Ry ‘are as- herembefore deﬁned) with a compound of the, '
ormula:— _ o h

| R,—C(_NH)—NH, S e B

7 (wherein R, is as hetembefore defined whereby a compound of formula VIII (as Lo o
30 herembefore defined) is obtained. = 30 B
7

L toluene-or in a mixture-of these solvents) and without:a catalyst ot in the:presence S
40 - of an acid catalyst (e g.. hydrochloric "acid, sull‘urlc acid, phosphornc acid, - 40 !



(wherein [err] and [err] are as hereinbefore defined). Usually, the
reaction is effected 10 I n the presence of an excess of the orthoester,
serving simultaneously as solvent at .10 a tenperature of from90 to [err]
or alter natlvel y in t he presence of -a“86fvent- mentioned bef ore, optionally
in the presenceg.of a previously nentioned catalyst, and at a tenperature gy
fromroomterrperature to the reflux terrperature oft the reactlon m xture »3'( /
Met hod | T , - :

15 In this case- -
of general for - iy ~ - ' 3
defined). It is convemplemos h@nefafc@etacstﬁpe a?lé,amqp lcl nmd,hé e@g@ﬁqme @ﬁid one _of

the previously ment i ogﬁ\ %ﬁ@%{,ﬁ :?,g@ﬁ ﬁz:ﬂ u{"’Q I,an;

tenperature 20 . an oﬂ ﬁer[ tafude © fr CQ@G@WQFTprBﬂeiﬁ 12%6-to

20 Method 111 I'rSthis18¥Se- the aC|d derivative of eneral formul a V is an 5 .
ami di ne of general for nuilhe follpwipg mF‘ch°1’ssarEélPF\9§hY9é'ﬁl‘tsl°6ﬂ'§er@%°§s the reaction

in the presengg.of a. mglcat al yst, such as 2-nethylinidazole. at an

el evated tenperatur e e In thisroas®) tﬂéacxd denv];ﬁ& dfdo d’Y is M&eﬂh@sﬂeﬂi!@-r-cmpt ion

tenperature Is e(?p R, Gldt rfemb redi? e Uspally hareaﬁtwm effected - N
t enper at ur-e, nt er ﬁ’e ?g °° oo lt&f er;,ﬁfé)ﬁl “’?ﬁ"ﬁ'ﬁé@tng 10 -
formul a: - [err] (wher gienti ne&b fore Q:l’tfo all@ﬁﬂt ncaroﬁa Fevi ﬁ?dl)em Rh&d Qtalyst,
defined). This interneed Qttaete pogturstof 3O0m room temmyaturpﬁo the séflu tenipsrature bithe d '
and subsequent!y subj é"@f"é‘ﬂ“f‘ el i zati on. by heating 30 -same to 150 to

[err]. However, 1§sol aWiepga @f this i ntermediate i's not necessary and

15
cyclization of the interhethisatase rlnyachled@iﬁnitﬁretoe@endmlsfmttmla Wt o Ginihoéthen dfhl s

case the acid derivat BVfB ffo Hﬂﬂ)‘i ﬁ’h h&ddB are %Shtﬁanb €35
of formia [err] or" (gL i) *é,;tx%t,s%“fwem" g;eu G RA qf'i
The reacti on nagobe e ﬁdethke il téhipePdtuneél of fiRLdeaddion t thoo
wi t hout a catal_yst atl‘{ﬁlr zanple a tenperature betvveen [err] and [err]
Method V In this case ri ter .
of formula 40 [el'dr]nula ol B &{ﬁw lsvé;L aﬂc@ﬁﬂgwié% li;:%g: g1 ﬁEd
hal i de of generg%LI 4.0 of hyasig Catal ae,rsuqhasz-mthyhmndazlobaoin dedm mumlezg @I |
d

wh 130 o208 CaVhen ad P‘m pastion | loy
érogtrjglt no1[ egjre]rleral 1[&3 YoRowitg foruld-al UtE; gndpterme W REgusEs E?Eﬁ’f?“e‘ﬂ“é@g

i ndi cated for process (a)_ The fi naI products of generaL formula I may be

converted, if desired into their 45 ° - acid ad _J_p/e g. their .
physi ol ogi.cal | y conpatible acid additi oy sakL I'n the\“f}S conventi onal

way. Acids suitable for salt fornahionfingl.ude r exanpl’%, h{fiPohalic
acids, sulfuric acid, phosphoric acid, nitw-=®Cid, cycl ohexyl sul famnic
acid, citricacid, - tartaric acid, ascorblc aci d, el ei c acid, formc acid,
sal i cycl i ¢ acid, et hane sul fonic acid or [f e“_me_sul fonic acids. ‘50 . =
The starting corrpounds of general . for mul a and V-are known fromthe 50

literature. V\h| l e progukdrdipR, Ok, iR, qu{emeﬁie &%ﬂ%xg Rl A8 Woliu@nd -

VI, .6 - 30 . may, if desired beolsolated and subsequentl o cyclization by heating 30
6 has alr eady been deddms ééo mﬁl Qj§uHeveyar, ewlav \ormedintecis n«gemsaty and. :
. c cl1za on 'of the 1ntermed1ate may be ecte in sitw.
formul ae 11 e
- " Method IV ’ _
N . In this case the acld denvatwe of general formula Y is an amide or thmamnde '
35 - “of formula R—CONH;.or R,—CSNH, (wherein R, is as hereinbefore defined). 35

. The reaction may-be effected with or without a solvent and either with or without a
" catalyst at for example a temperature between 0° and 300°C.

Method V - ' ' '
: . In this case the acid denvatxve of general formula V is an ester of formula .
40 R,—COOR?", an anhydride of general formula (R,CO),0, an acid halide of general . 40
formula.R,—COHal or a nitrile of general formula R,—CN (wherein R, and R” o
- are as hereinbefore. defined). The .intermediate product of general formula VII is i
: formed first, and may be: cyclized as:indicated for- process (a). o
o The final products of general formula I may be converted, if des1red mto thelr B
. 45 : acnd addition - e.g, . their_ physiolo; flcally compatible - acid. addition’ salts, in the = 45
' ~ . conventional way. Acids suitable for ‘salt formation includé ' for exam le,
_ hydrohalic acids, sulfuric acid, phos horlc acid, nitric-acid, cyclohexylsulfaminic
- acid, citric acid, tartaric acid, ascorbic acid, maleic acid, fonmc acid, salicyclic
. acld methane sulfonic acid or toluenesulfonic acids. o
50 “The starting compounds of general formula III and V are known from the 50
S 'hteratnre While productlon of the compounds of general formulae VII and VIII.



7 the 5 dehydrating agent. Wg¢
-above- .~ 5 npentioned prefe.

and IV is described in the follow ng: The hydrazine derivatives of general
formula IV may, for exanple, be produced by reacting conpounds of general
formula 11 with hydrazine. This may, 5  if desired, he effected in one of
t he above-nentioned solvents, one of the 5 previously nentioned acid
_gatalysts being present, if. desrred The tenperature of the reaction is
onveni ent |y between room tenperature and the reflux tenperature of the
XS ction mixture. The conpounds of general fornula Il may, ‘for exanple, be

tegct ed eit her 10 di rectlmﬁ%jr corrpounds of general forpula Il to
yietd 5 T ' e +A —e+pat+ el y my,
for - exarﬁéﬁJ gf‘\ﬂqﬂl“ﬁﬁ?ﬂp%Fﬁ@nrqyngq@sw%ﬁqs@uhng of general .
formul a ﬁp Feigives! of! penbH]: ?ormlllaafvenﬁPnﬁl)FQk 4 YhePr 0duced by .

br omi nat rorgxcad ouﬂa;romnaral%r i) [IoHith (g dasine) This alag, ‘K NOWN fromthe

l'iderat uf desi %ﬂ ‘tied :;1 one of the above-mentloned sOIVents, one. of .the -5 _
i (mherrrz’ﬁsrr pned i %ﬁr‘wr:ﬁ@rsﬂaei e o
.. N- br onD-temigeatiite'6f @ felictioh nigtgry ent 1 onal nner ! reaWon of t he
- conpounds - dhe aomm!mdmf eerelrfatmlﬂollrmtyafor e anpi bEGeacted(erthﬁr ein [err] and
[éPr] a %g B:E@u?’?ﬂ?%'fterfév ﬁ‘ tyrfdrr Pleppue oundslOar e . 20
\&3 el ok 3 a sol vent such as
.pyrl d| ne:pnwl:nmw;h rddwerdam dbmnﬁnati‘ngta’abl;( uad Lufaﬂarrmna axrr(whldure t hereof. The
react i orF°Fi'ﬁ9““l§éa’éf“Fle‘(‘,‘¥ framzthe literatiiredor at ure of :f rom rloom-tenperature to-the
reflux tenperature of the reactmon m,xt ure. Conpounds” of general formula Il
~in which X 25 = represe "roup are thus obtained. -The nercapto
- cd¥pounds are.in. - 25 tqutSieric edyififriumw th t he corresysondi ng thio
conpounds’as shomn i-n’ the Forkaw ”““ornula schéne:” [err] (wherin [err]
represents-a “br onmi ne atom and- [drr] s as ‘het’ei nbef ore defined). 30 These
conpounds may be reacted with, # fnbxanple sodi um net hoxi de-'or sodium 30
am de - in a solvent to yield th&gorrespondi ng salt which nay then.be’
reacted. mnthout prevrous isolation w.th. alk | ating.agent's such as methyl or

anot her § el edbyi ? ofae-giccinimidaing |1, wherein X
represerg fordd o %’ﬁﬁl_lgyalnlﬁl floe fgﬂ Bﬁl the 0 83“'5‘?8%‘"’ 5°fThe conpounds of

general” formulae I X -and X nay al&o be’ 9btalned by ' . 35
_|ntrannlecular cyclrzatrpn o§ co-e-,--s of general, fornula - 7
1,490, 269 - : § , 7 [err] wherein [err] is as
herelnbefore defi ned and [elT epres- ts § hydrogen or bronrne_atonr An
- especi al | y -advant'ageous ‘variant gf tHi:s reaction consists of effecting the
cyclrzatron by boiling in tolue 2\Qh; & Wat er - separ at or. using-silica gel as
iﬂl.hé reaction-is effected according. to the
ed varrt ant hrgher yi el ds -and purer
- peeduct gvhafein R.l d’lhd g@ @R'ad hereifbéfere B&ﬁnd)@@ém%dﬁucﬁfcoﬂﬁ&ﬁdsaére for miba L,
Wi Ch xknqgvgn) rua | peotesuifidep im the presence of a solvent such as-
pyridine, d1methy1 ormamide of tetrahydrofuran or a mixture thereof, The
reaction may be effected at a temperature of from room temperature to the reflux
L temperature of the reaction mixture. Compounds of general formula I in which X '
25 represents an —SH group are-thus obtained. The mercapto compounds ; are in . 25

tautomeric equilibrium with. the- correspondmg thio compounds as shown in the
followmg formu]a-scheme '

R (wherem Rl represents a bromme atom and R, is a8 herembefore efined) ' o
30 - These compounds may be reacted with,for- example, sodium methoxide orsodium - - 30 -
- - amide in a solvent. to. ield the correspondmg salt which may then ‘be reacted
without previous isolation with alkylating agents such'as methyl or another alkyl
iodide to: i};leld .compounds of general formula II wherem X represents a thralkyl :
group with 1-to 4.carbon atoms.. - : o
a5 .The compounds of .general formulae IX and X may also be obtamed by' 35
: o -m.t.l.’amolecular cyclization ot‘ compounds of general formula—‘--:'- : ' S



may be obtained, for exanple, by reacting known am noketones of general 10
formul a

10 [err] s—heare tth a

hal ogen-ortho-acetate of general fornula [err] 15 (wherein [err]
represents an al.kyl group with 1 or 2 carben atens.and Hal represents_.
15 chlorine, brom ne or |od|ne) to yleld a cohpodnd of general fornmula
[err] wherein [err], [err], [err] and Hal are as hereinbefore defined. In
case where Hal represents a chIorrne atonr.,‘ I useful to first exchange
the aliphatical Hbeunc chi- - a
formula X'V by~ i odi ne, by neans of a By 20 Fhﬂhﬁuﬁteln reactlon (e g by
reacting with Nal in acetone). Then, :the¥ a|ogen conpound ‘obtained is, for
exanpl e, reacted with anmmoni a i n_di oxan t rahydr offitan. An amino
conmpound of the fornul a: ferr] 25 ' (mhere n Lerr] [err] and [err] are
as hereinbefore defined) i's thus obtained a 2 25 i nt er nedi at e,

whi ch, homeve&_,converts dlrectly to a conp ~J4 of the formula: .. 8

1, 490, 269 (wherein [err], [err]

er
and [err] are as here igﬁ’é :l‘elP etqerlwiros E
whi ch X represents an ﬁfﬁf %ﬁg" rea “ﬁg’ﬁ ?J:h:
It

reacting anmmoni & wit hdﬂ@ﬂfﬁﬁl\w é?ent)l?%vgaﬂ@liea cabt 1on is e caor aBbeC 5
obt ai ned; by broni nat i mnntmhed:m?fﬁm derigt higheryielts am mrblaproalct%re,l in gegeralsef ul

to effect the reactio F‘gﬁ? ﬁaoe SNSS 9 muf’a alln\(,ﬁln ﬁy%% Lk gayyg&%mur an |

and al so in the presepggbef ot example S
chloride. The ati no cfmpdarnd is In tautoneric: equnllbrlumvvlth the i mno .1o

compound- 10"~ as shown in the foll owi )9 fs rrruia schene:
10 [err] where-[err] and [err] have the abgv -rrentr on@g) nmeani ngs. Accordr ng
to a yet still further feature of the presenthxinvention there are provided

conpound of fornula | as hereinbefore definef a -physi ol ogi cal Iy |

conpati bl e 15 acid addition salt -thereof inMssociation with a :

phar maceut.i cal carri e (wikei R hrdl I re asTHPeifiefBRO&dfinkd) With ACHaRg€h- (ﬂ-ﬁhot&ethiafbf

i nvention may-also i ngénschk formbladesi r ed, ot her- physr oI -0gi cally:active
corrpounds -for exanple spasnolytics or- e%{é) ' ¥ bl ockers. i}QII

The conpositions according to the inventi Ay pr esent'ed; . fo &arrpl e,
20 in a form suig abl e(&mrenokalepre@mrsammﬂgfou with ¢ of Déartwadnatonsand Halirepresedibe . 15
conpounds. accordi ng t-ehletine, prepine: ardedingl jo De‘grﬁrmﬁt“@doﬁsnanﬂéowiﬂ/entr -onal
phar nacol ogi cal . forms of administration, such as _toabl ets, .coated 't abl etsy
sol utions, emul sions, powders capsul e$1 QLSS 't%“\’&?ﬂl rel,gvese forms.. 25
Convent i onal pharmaceuti cal. exci pients as\wél | ‘-as t*he usual met hods of

25 production may be errpl oyed for the prepara:tr on -of - these forms Tabl ets.
may be o ) g e ] o

phar maceuti cal conpositions conprising as 'a'crzngredl ent at |east_one 15

. wherem R' R,, R, and Hal are as herembefore deﬁned In a case: where Hal
L epresents a chlorine atom, it is useful to first exchange the aliphatically bound - o
20 . chlorine atom in the compound of general formula XIV by iodine, by means of a 20
Co kaelstem-reactlon (e.g. by reacting with Nal in‘ acetone) Then, the halogen
" . compound obtained - 1s, for éxample, reacted -with - ammoma m dloxan ot
tetrahydrofuran An ammo compound of the formula. o

25 - (wherem R' ' ﬁ and R, are as herembefore defined) is thus obtamed as an 25
: mtermedlate, w 1ch however, converts dn'ectly to a compound of the formula



produced, for exanple, by mxing the active ingredient or ingredients with
known exci pi ents, such as for exanpl e vuth di I uents such as cal ci um

C SLLG arch
or alglnlc aC|d blnders such 30 as starch or geIatln Iubrlcants such
magnesi um stearate or talcum and/or 30 agents for obtaining sustained
ellease, such as carboxypol ymet:hyl ene, car boxyret hyl- cel | ul.ose,  cel | ul ose
ycetate phthalate, or polyvinylacetate. The tablets may if ‘desired con5|st
gseveral layers. Coated tabheﬁgmgay be produced by coat|ng Qores, -

Lok ¥

obrarmed T a. st tar manmer t o thetaptets—wth—agent s=35— Cormbnly
~used for tablet coatings fnp#(_fmai bol yvinyl -pyrrolidone or shellac;, 35
\

" gumarabic, talcum titani umydifoxideor eugar. |In-order to obtain ‘sust ai ned

- release or to avoi d i'nconpat i bi ‘&= s, the core may consi st of severaI
'Iayers too. The table- coat may SO, consi st of several layers in ordér to
obt ai n- sustai ned rel ease, i n-wh| cdse the excipi ent's mentioged -above for
" tablets may be used. 40 - . yrups of the active ingredi Waccordl ng

to the i(whemtn m'nkoand:n;rh»eraam.emsefafe defifbdpcti ve ingredients may additionall'y
contain a swcdhfrzxmulaslaonhatdhrx r@kgsaﬁfamaxﬁmowp_r and/ or taste
i mpr ovi riYa fam _ f%m‘s@fsemrahge extract .’ They

A o A T T Sedram
car boxy reetrdiydirofuedd ardodse, mmpneszgcea@mnmsmsuasa Qbr a&a e condensation 45

pr oduct smﬁt‘.l‘.mf'&t’lf’ al cohgl.s with et h%uﬁlene oxi de, or preservatlves such
agp- hy dr@Xhown 1 ﬁt%ttgﬁttf my “@'ﬂfﬁﬁf RBPtHdRSImRRcompRndexanpl e, be.

prooduced in the conventT onal manner ; sugh as by the addition of .
‘preservation agents, such.as “hydroxy-lbeqpoates or. stabilizers, such as
Conpl exons.” The sol ubinghy theﬁ, iNAd-fnto 50 i njection: V|als or
anmpoul es. c / ;> e .. . 50 .:9 ¥

1, 490, 269 Capsul es cont ai ~2 or sejeral active |ngred|ents may be
produced for . exanple by ng the ac 2ngredients with inert carriers,
such as lactose or sorbitet, and filli the m xture into gelatln capsules

Sui t abl ewieEPRPfId R K206 tHEBbovel RéntiBXARLaRinlE - Pr 0duced “by. mi xi ng the active 5
[ ngr edi ent Aapordmk ity e yettg;ilbﬁirthatfeaonetnfrtm presat ermmhhmereeﬁvent ional carriers

gnvi sagge F%’“ t1° l&’e pwsnemwatngrre lyablpas feyet hyl enegl ycol or
der| vat |a\éﬁ§d'ﬁ, ula ffs, gﬁl be flérnul ated as

dosage Uhetcompesitivh shb%bidl rigab ik ia ﬂ6 ﬂsdiiﬂﬂﬁ éjlf&ie se of active
i'ngredi. VSIOlqmﬂl!et@twecGammnﬁﬂ for “ex beﬂpssmOMpsswlre@tecmpom tori-es and

. a%om es W?ﬁﬁﬁoﬁﬂéﬁﬂéﬁ @&Ey h’enﬂrhdint%&) f‘];roe&g;ﬁ% Eac_h Osage um t

pref erabhyf&@niu&ams act gr edi efit- and’
especi al I The |c r?‘ig atbl lmfentldne etk peesdnted inngreedi ent . - The dal Iy
uis Er

dosage | i d “"HP“ SH@‘ fablelaceqated i ngr edi ent’. ' The
fakl o g tﬁ,;iiﬁ %ﬁ? i},’ef?‘ﬁs & Pas’ty rezﬁjfﬁ&e AT Ghs agcgr di ng: to 15

“the i nvalmdugtmn ocuh@datrmm&tsomtbal ni ng such:

conpo HYes‘nsfe‘iwlé amettedl SUit Oa'ntl ng Materi al's The
stamn°t‘3£s°“tﬁh£i?um£ffﬁ PR A S

- nmesAner ta® stakvh @xg::tmhembﬂl@mrsu&le mb.g’he Eﬁﬂra or talcum (ﬁﬁ‘ eQUQﬁSSChr I f t No.
2, 221 62genty. fo Thsumoz alst%iyng)omseof suchr vl ‘arboxy byeretlgBne, -
- cal‘boxymet yl cellulose, cellulos¢ acetate phthalate, or polyvinylacetate. : : T
The tablets may if desired consist of several layers.; Coatec{ tablets may- be- _ ' 4
_ produced by coating cores; obtained in a similar. manner to the tablets, with agents ~ -~
35 = ‘commonly used for tablet coatings for example polyvinyl pyrrolidone or shellac, © 35
- . gum arabic, talcum, titanium dioxide or sugar. In order to o%tam sustained release -
- orto avoid 1ncompat1b111t1es, the core may consist of several layers too. The table- "~ L
* . coat may also consist of several layers in-oider to obtain sustained reléase, in - e e
. which case the excipients- mentioned above for tablets may. ‘be used. L
40 .= Syrups of the active ingredient accordmg to the invention or combinations of 40
~ . active ingredients may dltlonally contdin a sweetener, such . as saccharin,
glycerin or sugar, and/or taste improving agents such as. flavourings e.g. vanillin or
orange extract. They may also contain ‘suspension agents or thickeners, such as -
o : sodium carboxymethyl cellulose, wetting agents such as for example condensation . o
45 groduc:s of fatty alcohols w1th ethylene oxlde, or, preservatlves, such as p-hydroxy- .- 45
. enzoates. .. : Coea
- Injectlon solut;ons may, for example, be produced m the conventlonal%
__ manner, such as by the “addition of" preservation ents, such -as. p-hydroxy-
: - ' benzoates, or stabilizers, such as Complexons. The 80 utlons are then fi] ed mto' S
50 mjectton vials or ampoules S 50




di ssol ved or suspended in 60 cc of chloroformand mxed with 4.7 g of
brom ne over a period of 5 mnutes after the addition of 6 cc of pyridine.
Stlrrlngls continued for 45 m nites—at fnrr'l to [err], V\A']erebythe
conpound of general formula X separafes out |n the formof a yellow

precrpltate whlch S f||tered off 25 25 - W th suction and washed . w _
et her. : © -25 10 to 12 g of the ,é :
conmpound accordl ng to general formula X are- obt ai ned. ‘The product of t -
process may be ugedfor thionization in |ta49025§eformw|thout g .9

purification. b)yTf7g-of—2-trono (,EL i o= 3+ % #ﬁgwms %ebe proéuced for

di ssol ved' in 200 to 23Q, ,',’;,ei’nf,?;“ thO bt l;@ﬁéﬁ Bitose or
tenperature with 20 cgorbitolpand fillingethe dremdgelaﬁn &hpsdiescc of brom ne. After .-

2-hours stirring, the resutabbrsumomtqmeenaax. fah cectbmgﬂnmtbhamer .
t he chl ovof orm phase |§£§§’mt@ %Lﬂ% o S{ﬁ‘ﬁ%ﬁe E}é i tives 5
stirred with rsopropylul 3 l{ o o
2- br onpacet ylqgi-no- 3-[ ar a;antaEednslnrtbc bongoki ewn; mi@ﬂwe formulated as 1gs. _?e asitst érch

st & 1L ?dﬁﬁﬁeﬁ'?f? R R wrs&:%m“a*?‘ g o

the course of.two houlirrgre Eaxﬂre@ﬂac 1y o esl tHecsalddeancSng-edmemhd of f

with sucfion, the filda enra mbtié?l ﬁrﬁo\l'%k'ﬂb 0{1;'1‘!9 sf,lfd&a,‘?;l%u 8‘6‘#“"‘!‘

ani noacyl ani no- q rrpoulag, 66&1 £mh gﬂi‘ tamllt)lg sufh 'ﬁ{ th| S15
iv€ Engt¥idie

conmpound are boil ed | Bs ene wr |ca gel 1n-a
Water-separator for 1 hour The mxture |s cool ed to 50 to [err] and 50 cc

of met hanol are added?®” 3 to 4 g of
t he desired corrpound of- S,X,’lﬁ" °u‘ﬁ formu@% 5 °b\{\£ner& 3{}2@? (% aé}e‘,an ,
starting corrpounds of - Eﬂleglakssiflmilftnmd)eﬂﬂl 628 eomlntoarohedompmfnd (Mmulazlﬂc are - -20-

0.2 nol of 2-am no-5- srseﬂlmder e gtmre gzlz? ;ﬁmt n dme uml"@.:
X'l is boiled while Stgbrgr "35 \Tgs ét °(t ﬁe ound of g ngral
chl oroort hoacetate (s bh inlthe ﬁﬂ@ofiyeuo@ﬁ)r QiitZte it filtterd@Off S,

0.01 m of trlfIZ&oroae\@hlsectiamadd beﬂh withidthar.t 0t he reactlon mxture: after 25

approxi mat ély 4 hours. Bﬁtoﬁhﬁ g‘?thlswl?éé"@%fﬁ{dé&ie? eﬁ%ﬁi dﬁ;ﬁmtﬁfmr

orthoester ‘i's rem)vedwqt mat er |
stirred in 1.5 1trs. @ﬁebwntohcelﬁammo@&r llahnoplmde anmdxsﬁﬂ)vedardzodeo ISOr 6

o Sue e T né?’;ém “ﬁ%ﬁ ST

shaken several ti mes ‘Mstd estir Mﬂltxeo"r Det rle over. mag nesl um su fate.

resi due (cr ude oduct bl‘psloicawtﬂﬂl [arpy Sebr p%eol ute 55 |
di oxan and amm ?a ga asle ‘:;tﬂéh @%% rgm L
course of 55 1to 2 GH;“’tﬁe rsEGDtWo ﬂiﬁeﬂﬁ Ipkdctpitat Qmﬁle Mﬂrthlohﬁefs éred ffOVEd . -
in vacuo, the resi duewuthk@noru erﬁitrate ratedgin bagrd agé 7 tobgsdfdl amindacylamido '

wat er, the sol ut4bon dF?

corrpound of formula. Imtef.%mﬁs? g,“;ﬁémg T?g?f°°m° ef’é@@'rxgﬁ%ggié{w%égl%ed as

descri bed above to yi elethat ¢ Afreosudfion ﬁltrauailemdmihmges tm4 gosmmdbma

manner to the thio co rmula X are obtained from the fi ' ﬂ %69 |

Pr od Ex e E% néo ing compounds’ of general formula I are obta.uie fo .

roduction Exangkes. 2-amino-5-bromo-3-(orthochlorobenzoyl)-thiophene of formula 45
8- Br onp- 64 0- chl or opherxyi is beiled twhjle stitting withi 78349 {00+ thal) fCethyll Bhieroorthoacetate (see

[ 2,3e]-1,4-di azepi ne formula XIII) in one itr. of benzene for 8 hours, 0.01 mi of trifluoroacetic acid
R : - being added to the reaction mixture after approximately 4 hours. The solvent is

30

evaporated off and the remaining orthoester is removed under high vacuum. - . .
S0 ..~ The crude material is stirred in 1.5 ltrs. of acetone with 16 to 20 g of sodium | 50 .
' iodide for 6 hours at room temperature. The reaction mixture is evaporated and -
- the residue taken up in methylene chloride. The methylene chloride solution is
- shaken several times with iced water and dried over magnesium sulfate,
: "The residue (crude product of formula XIV) is taken up in 150 cc of absolute.
55 dioxan and ammonia gas is introduced into the reaction mixture over the course of . 55
: 1 to 2 hours at rooni temperature. The solvent is then removed in vacuo, the residue
- taken up in methylene chloride, washed with iced water, the solution dried over
magnesium sulfate and evaporated. The compound of formula Ilc remains in the .
. form-of an oil and may be reacted as deéscribed above to yield the hydrazino -
60. . denvanve in a similar manner to the thio compound. : ) ' 60



5 a) 11.5 g of
7- br ono- 5- o- chl or ophenyl - 3H-[ 2, 3e] -t hi eno- 1, 4- di azepi n-2-one (see Gernman

- OFfenlegungsschrift No.2221623) of formila X are heated to S55-Lerrl_ Wth

' .product of - (ai are suspen e, 3eh1,4-0

7-bronmo- 5- (o- chl orophenyl) 3Hd 2

st ?
evapor at BSihe®dC ?ﬂgﬂ e WEadhte Bymdibd ﬁ
'ar e added hawrs whiinatmﬂ Thtl .neaabe nfisthre &raﬂ tb cwrnl :

-'20 c) 5. Bntgaru uetrmywhedmsﬁ

100 cc of absolute pyridine and 6.5 g of hosphorus pentasul fide for 4 hours

ile stirring. The reaction mi-xture is allowed to cool and i's,then poured

100 cc of saturated ice-cold sodiumchloride solution. The precipitate
filtered off with suction, washed with water; and subsequéntly

Ived in 100 cc 10 of matmo chI oride. The sol utron is dried,:

. —arh 9 ' " ..rrde After

filtration with suct i o.n 6 QrOQ@Cﬂgncanmsystal 5 of

h t-hi eno-1, 4+ drazeprn 2-t hi one of .

':[-4116-&%&0-[ L& ]-thieno-~ - 6.0 g of "t he

imeof -t et rahydrof uran -and =~ 15 stirred

1%“?’972&029 mi nut es. After
--°1.’[-:Qefgﬁ,- 2 + of. et her

' BlﬂfehlpeﬁredYr eld 5.2 § of

lorigle
'.wm?;%?nd subseque ntl dlsrol%z?:n l(g 3, 4 dl azeDl ri (mp.

on, shed wit
] degu%ﬁl frefﬁ fe ris-dried; eva orated e re‘st treatc

leOAfiérld ratiof wit % of&o cfy! aalef orthr otrr‘et hyl
ac et ate -Chbl‘ﬂ[P 3Hﬂ,ﬁdﬁhlappk,@¢mmél- lowomonnnles a clear -~

tron our ~r st al-s ‘l-at separate
out Thestirﬁig % rhtﬁﬁ &l\%&im‘i% t?szt fY‘ -:? areglltered of f

wth- sucbvaoorawnjofvvas m:t[ I?htd L1 t rdxtﬁnatY llé)/gaglzd tgg, %f ghag‘aré he title
conpound ‘ﬁ}a,ae iltered off with suction. Yie of- 7-bromo-5- ? Exanpl e 2.
S o gmﬁ' if“%i G o e OO o, sy

t hi eno-[ 2, 3e3 5:2lg ef-thd p’tibﬁﬂt aﬂb slg yéhided in 50 cc of orthiotriethyl acetate-

formula I ar g-Bramaistedhiordphayl-1 e

at: ¥ oom E

Iipromo-$ '°2°h§j’f‘2ﬂh %ﬂr

..

oy

"~ 7-brono- % I@r 30t¢m'émasleﬂr-wha@e fist 2- t hi-one 30
(see Exa % :ﬁi W‘m’o °§a§ggwy§‘t§ﬂ‘1‘c acid hydrazi de
P

- rnzﬂOOccyleBﬂsgfofnhdouu

ommamp IIDﬂ trogen; Until “je mxture
is boiling. ‘Boiling is continyed under reflux for 5 hours, the mxtufe is

Cparcially evamaa%qrmg&nﬁy@% ,§&§R§ms.rmé&orﬁ L zed out by the

~addi tion of i'sopraopy

no-[ gnpoun 224- [err] IS
obt ai ned i M.&igwf é-lbcbrm‘-S-momd 1]-3H-[2 3e]t-thlem-y4-d1azepme-2-thxone

: l ea
'-3530The fgg %Bga:% milaeh osF ere of m roger, untﬁgggmxx ure 1%01 gF‘b the30n‘et hOdS

- descri be Snder r'S hours, the mixture is partially evaporated and the title : ;. mp.
[err] of cd\ﬁpound is crysallizdd out by [tk addition of ispfrbpyll ether. = - M p. [ er r ] _
Hydr azi d% 3The title compound of m. PBR24—226°C 1s[ faifed in‘a yield 90@%96 . - 4
Br. 3 he followmg f[nglr 'bloducts were %l]tgmed Igccordmg to t?r’e methods BI’ . B H
[err]  desdibéd above— R Ffhods &y
216-218. . . R A Br- .. [err]:. Jerr]" 203- 205 -
- 11  |Example-| .- |. - 1 . 1]490; 269] I?.h,a.ron:e&e it i cal Corrposrtron
Exanpl es Ex.dﬁpl' e 'ARf'C,oart_ :e'B; Tapl eRs 1 (oalpetﬁt atjiyélta__z.idon >| sts of : .
' : 3. [ B [ B | CH T 205~ 205---__.__._:_ — : |




5 active ingredient of formula
5 according to the invention 1.0 ng | act ose
28.5ny cern starch +9—O0—+g—getatin

1.0 ng 10 | ' magnesi um st earate 0.5 ngy
10 50.0 nmg Production: A mxture of the active lngredl ent with l[actose and .
corn starch is granulated with-a 10% aqueous gel-atin solution through a -
screen of- 1 #m nesh-size, dried-at 15 lerr] and triturated once nore %
t hrough a screen: The granul ate thus _.obtai m?g?‘d 15 m xed. W th magneS| um?
stearate and pr edéed intg tablet cores: The %2 ol ained.- YR

a coating in the usual way, -the coa‘hungcdnacal@ommsmoaﬂxamnlds the ai‘d of an
agueous suspensi an of sugar ~titanium di oméj % cum-and. gum ar abi c. * The
finished coated tablets are poI i shed with be%"% F| nal wei ght- of coat ed-

table: 20 100 ny. : Coated Tablets _

20 Exanpl e ‘B: Tabl ets Active in ient. of faormula I accordl ng to the
invention = N_S - 0.5 ny ‘fgategtag&mmmg | act ose -
50.0 ny 5° 25 coragtiveliggrédient of formula I 43-5 ng - s
sol ubl e starch : according to the ive@tiony rragne5| um stleQamat e ' -
1.0ng 100.0 ng 30 . - "Pr oducty} on.

30 The active ingredient and nagnesi um stearate are granul at e"&gl n ‘an
aqueous sol ution of the sol ubleermsstaaehch, the granul ate .i s dt9.0g and ni xed

wel | with |actose and corn starch- The mixture is then. presse d into tabl ets
each wei ghi hg 100 ng and each 881t ai ni ng 0.5 nmg of active |ng’P di ent. 35
Exanmple C. . 10 . magnesium stearate . 35 Supposi tordsfg 1 10
supposi tory consi sts ‘of: active i ngr edi ent of formula | a ng to t he '
invention . - .. 5.0 ng 40 - S supp05|tor 'S
1,695.0 mg~ . - - 'pmduém,n .12 ' S 1 490 269
12 Production:: The fine m@suwmdmw:th@cuq m@drnmdlbbenumteden .
n mm E
supposi tory rrasq Wit h“g Tm tf!hﬂ' l;‘l:a Cr elriula ﬁﬁﬁat sdis | 15
cooled to [err]. At . [Qﬁ)(e th%a@ﬁe’iﬁm' steafhtd dnd Prds @nt§ ré’s 'Pﬁ ined .
moul ds. 5 - - \\HAE cofer€d with\ dogling i 1;1 the usual way, the c:oatmgl being applied w:tlllythe _Ialxld
us Ol ta talcum an gum-aravic (I
51 Corrpounds (;:; the lm%%terpgwpa?‘e p clr w:{l'}}@eeswaxﬁl’mal welght of coated table -
o .20
_ _' _ B ExampleB ' ' '
: Tablets ' - o
o Actxve mgredtent of formulaI ' oo
_ according to the invention 05mg - _
.25 '.lactose__ R o 500mg S 25. -
' ' cornstal'ch o o 435mg . -
soluble starch . S50 mg
magnesmmstearate _' c | l.Omg )
o ) _ - o 100.0mg-
30 - Production: - ' ' o ' 30

The active ingredient and magnesmm stearate are granulated in an aqueous
~ solution of the soluble starch, the granulate is dried and mixed well with lactose
. and corn starch. The mixture is then pressed into tablets each welghmg 100 mg and
o each- contammg 0 5 mg of acttve mgredlent T s
©35 . T Example C | "":;" L 3
' Suppdsitorles | o |
1 supposntory consists of:

active mgredlent of formula I :
according to the invention o 5.0mg

| 0 ' suppositorymass. © 1,6950mg . - 40



[err] represents a brom ne atom 10 [err] represents a hydrogen,
quorr ne, chlorine or brom ne atom and 10 [err] represents a

and the acr d add|t| on salts thereof 2. Corrpounds as cl a| rred in cI aim1
\erein [err] represents a chlorine or bromne atom 15 P

Br ono- 6- (.0- chl or ophenyl) - 1-methyl -4Hs-triazol 6-[ 3, 4c] - th| eno- ,15 _

3e] 1, 4- di-azepi-ne and acid addition salts thereof. 4.
Bl20np- 6- (0- bronophenyl ) - | -rret,49912694l—l-s triazol o- [3 4c] thr en@2[2 3e]

4= di AZ@RIdRioand aci d addition salts thereof. 5.

8 Br on- 6- (ﬂih«:fiﬂe@rmphaﬂgdl s)detaﬂaydrmiﬁ'ydTﬁitd'lﬂie-rﬂdﬂeﬁsﬁﬁ baa)el fadh 3, 4c¢] - thl eno— 20
[ 2, 3e] - 17th $hesid of A iramersion hom qrrthnrmsbengmreéao 40°C. At .

20 6. CobpSUNE &Sy pard inte slightly pregaofed gaquidsc aj m 1 (wher ei n [err] |

rem esents WI—D‘[’IOWE’EL&IMJIIS—[ err] represents a fluorine, chloring or. bronine
atom and [ brGomppunsis of thetsenexalfyoindayen at om or an "al kyl “or hydroxyal kyI
group with 1 to 2 carbon atoms) ang the acid addition salts the_r.-eof

7.. Conpounds as clained in cI,ar 21\[,1 t he form of -physiologically
~conpatible. 25 acid addi tion & I é ‘Conpounds as clainmed in claim6 in
the formof physiol ogical ky coagati b -acig addition sal ts thereof. 9.

"~ Conpounds.as clainmed in ¢lainlfé ot,,h .t han as clal rred in any of clalms 3to
30 5, as herein specifically di'scl osed. .

' of, corrpounds of for rruI al as -‘def.__r_- ned

g a conpound of ‘the formula: f[err]:

in cl ar m1 whi ch” conprises cyclik
(vvhereln er ([ [err] and [err] "are -as defined in claim1l whereby a -
corrpound ’ef é ab 3Bine adpherein [err], [err] and [err] are as defined
i nocl ai m | R,Sre drogen, fluorine, chloriie of bromfin®hBfmEHa as cl ai nmeg in claim 10
wherein t heRscre rmd hatlrogdnrMarMIdlkyierHyﬂfosyallm gpe;rmﬂh byo 4 eactr ng a o
~_conpound®® ontgﬁ@mr) d[‘g‘r{hea}cld ggé&“t’ saltslt R, |

1, 490, 26&omm atom. oo claim rem 2 repf%se?t@vﬁ@'lé’f'ﬁe ["'er r] and [er ] as
defsl ned.:i.n Xl ai mB&oramﬁ (chl A%pﬁ&wﬂtﬁm&ﬂhymm@dzogﬁemm -theswby abl e1sas an -ani on)

vmthacB. ei S .as defrnedln
clai m 1)y mg;eg f"%o'gﬁzed 3@1} %{%frfaz?lﬁsy ?f&:fl}“ﬁ‘]@di ¥ ¢l ai m10) -
" obt ai ned. 8- Bromo-6-(o-chlorophen 1)- -hydroxymethyl-4H-s—tr1azolo-[3 4c]-th'i_bn32 A proc eSS f or

th pr ep@ﬁegthbﬁmpmee @u% lttﬁn stlgrthereef. | as defined in clai m 30 whi ch

d fi
‘conpri Seﬁoﬁni"ﬁ Srohe ;’ﬂlr # @né%f‘aérlgglf'[%{on]’f{%ﬁﬁ% ein [err] -and
Lerr] ar@pagnda yaﬂséedn AbrlTl] SFih xy i & BoPr - group 10

Ozrgovablaorae andh therdcwirdddition lsalta tigepenfiound of formul ar-.

err] C: r;?g';fswﬂmmes‘ "hsaleéflrl e dormypf etuarot?stfaﬂymepew a co%pound of
for rrul a

uﬂdi@ Elaimed brfdidid 6@19ﬁke E‘cﬁ{nro}' Blogival§ Rbinpilc N clai m 1) I S
obt ai nechcndlﬂdmén palpaieseofas clainmed in cl aF%rrs 91 gr e#ﬂaqa corrpound of
- f %m“ a g | L ppouAds as claimed in claim 6 other than as clanmed in any of claims'3 to B
erein specxﬁcally disclosed. : © 30
. o 10 A process for the preparation of - compounds of formula Ias defined in o
claim 1 which compnses cyclizing a compound- of the formula; - o

H - NH CORJ

(vir)

S (wherem R,, R, and are as defined in claxm 1 whereb acompound of formula I' . T
35 . . (wherein R,, R, l’{ .are as defined in claim 1 is obtained. .35 RS
. S 11. A process as claxmed in claim 10 wherein the compound of formula VII is R S

: first prepared by reacting a compound of the formula— ) ST B




15 wherein R represents a hal ogen atomor a SH or [err] group or an
al koxy or 15 al kyl mercapto group with | to 3 carbon atons. 14. A process
as clainmed in any of clainms 10 to 13 wherein the cyclization and/or the
reaction- of the conpounds of fornulae Fl-"and 111 is effected at a i
tenperature of from100 to [err]. 20 . 15. A process as cl ai ned 4 -
any of claims ™10 to 14 wherei-n the cyclization+ 20 and/or the reacti oy _QL ;
the conpounds of formulae Il and IIl is effected in the presence of E .
catalyst. 16. A process as clainmed in claim]&pherein the acid catal yst_ A
conpri ses. hydr echte &'d@Racth ;f d @’ © @KycaCd
pol yphosphoric acid, otein; RpendjRp Bs defined jyy dgimohpnd Xoiepresehts rap atass gt gronp ¢
aci d or tol uenesul f onfeexghlges an anion) with a compousg of yhe é;f“b‘flﬁfe_ss as- clai.med in
any of clainms 10 to 16 wherein'the cyc-l'i;z,a.td(pﬂNﬂndﬁQ;r. the reactionmf the
conpounds of fornul aeF‘_Itple aqnﬂo{ [sl I rdiﬁagﬁgf;ge%}fgg) nggtt;ye presenq(‘:lgggxar{ézy&agg“ R
et hanol , di oxan,. chlo 3 58 1B ¢ ) RPeh EOMROYP ye Xyl @he or ¢
a m xture-the(eal as ga%ﬁ’t"iﬁé’é@%&ﬂﬁjﬁ‘? arakiGn of\cdMPRRRESr tmiladl ARG i | @i M
10 and any of ai s ddind th%hfcahpﬁsberea g arcompowiidi of theoformaapound of -
formula | (as defined in clai-rm6) wherein a conpound of formula VI (whefein. ..
[err], [err] and [err] are as. defined in claim is cyclized. 19. A o
process as claimed in claim12 to 17 fJ hef prepapat i am of conpounds of 35 -
formula | (as defined in-.claim6) wherein eupoifnd of fornula Il (wherein '
[err] 35 and [err] are as defined in'claim®6)|is reacted with a conpound -
of formul:a 111 (wherein [err] is as defined i a2m 6). 20. -A process for
t he preparation of conpounds of forrmula | as ‘ined in claiml1 which
conprises reacting -a conpound of ‘the fornmula:- [err] 40 '
€

40 (wherein [err] and(fhsreil Raand Ryqprejesidefinad in glaim hp ?éﬁsﬁ!‘tteﬁﬁéﬁﬁ?apof
S e el

the formyla:- [&r] remoyatlcAgsngnip J* qompgund Ol aim1) of a 10

reactive derivative thereof, whereby a coomowRHOINHOr nula | (wher @iIn

[err], [err] and [err]( are as defined in_ clai m_,lq__-i S obtr@ia???d_. éfji @ ..

process as clai med- i n{¥emnhRen ”%\ﬂ’%‘zﬁg“ﬂ:&% }:}:}ﬁ!% gyﬁoﬁg formulgd (viezeis -

P - . K, and’K, are e,ledﬁ_l 1 obtained. : . ;

conpound “of fornula Vi SlﬁAcp%'baﬂliE‘ aifhed inl¢firh 91 &la a cdnfPolidd of formula II is used Va

[err] - V5 [ er'r jvherein R represaftts 4 dalogen atom or a SH— or NHglgrbp or an alkoxy or - 15

[err] : Ve alkylmercapto group with 1 to 3 carbon atomy, [er 5]w o Y
R ; process as claimed.in T‘ laims I&}f-l herein the cyclization | ;

[err] L Vg agﬁﬁ’:ﬁeﬁ eaction of the compmd éfa ﬂfn 2 IT and IIT is effected at aVi

15 (wherein R3 i geniptr: Ioflﬁd-lnllm-ﬁi 201C.20,, R represents an al kyl groulpz_o .

.15, A process as claimed in any of claims 10 to 14 wherein the cyclization
and/or the reaction of thé compounds of formulae II and III is effected in the

presence of an acid c'atalys‘t.- . 3 - . . L
6. A process as claimed in claim 15 wherein the acid catalyst comprises.

with 1-3 15 .20

: - hydrochloric acid, sulfuric acid, phosphoric acid, polyphosphoric acid, acetic acid ..
'25 - . propionic acid, benzenesulfonic acid or toluenesulfonic acids. = 2
17. A process as claimed in any of claims 10 to 16 wherein the cyclization
and/or the reaction of the compounds of formulae II and III is effected in the
' presence of methanol, ethanol, dioxan, chloroform, tetrahydrofuran, benzene,
toluene or xylene or a mixture thereof as solvent.. - : L
30 : " 18. A process as claimed in claim 10 and any of claims 14 to 17 for the 30 .
C preparation of compounds -of formula I (as defined in claim 6) wherein a
conl:pognd of formula VI (wherein R,, R, and R, are as defined in claim 6) is
cyclized. : , . S :
: - Y 19. A process as claimed in claim 12 to 17 for the preparation of compounds of '
35 formula I (as defined in claim 6) wherein a compound of formula II (wherein R, 35
- and R, are as defined in claim 6) is reacted with a compound of formula III - :
{wherein R, is as defined in claim 6). _ 2 : )
- _20. A process for the preparation of compounds of formula I as defined in
_ claim 1 which comprises reacting a compound of the formula:— - :

. oL [ N . . - . .
o : L 11-', : ; Sy Co 40

(wherein R, and R, are as defined in claim 1) with a éompound‘ of . the formula:— . .

 ReCOOH . Vo

I




carbon atons and [err] represents an aliphatic, araliphatic or aryl group).
22. A process as clainmed in claim 10 wherein the conmpound of fornmula VII is
first prepared by reacting a conpound of formula IV (as defined in claim

.20) with a conpound of the fornul'a:- 20 - Jerr]
. 20 [err] Vf [err] .

g err] . Vh [err] : Vi 25 - (vr/nererrT [err] is

efined in claim20 and [err] and [err] are.areas defined in clafm 21)

ereby a conmpound of for n’pk@z\(bl (as defr ned in clai m 10= is obt ai ned.

237K p 3?[; as Cl ar gEG Y!H tl d.l III LJ. Ulé?bl ?I 22 ; %er =2 ound of

f or mul al V@h fivatiye theresf,iwherchy am’ 24. A process
for theoaalgaﬁ?a ?%ﬁmgf el(‘)lun'ds fdraFﬁJFsa ﬁ%ﬁ epim DS in 30 claim1
whi ch. conp?ll dawoeescisi dime i mpomdremfthé hactiverdstivative of the 30

Clérr] (Wrw@%or@rm‘]laV[lerrcfmmdpérhe]fow-as defined in claim%). whereby a

conmpound of formla’l- (V)Qe_r@bﬁ.lerr] fegyr]. and [err] are as defined:in

* clai'm 1) is -obtained.. 25. A process as clained in'claim24 wherei;n the

- conpound of formil a M| rRﬂ{(SEH)—ORfr rst Vprepared by reacting ’é'/orrpound of

formula IV as defined 1Rk ﬁ_OIH th ay. 35 conpound -of ‘the" forrrula -

. lerr] (wherein [err]- |s efr i'n clarml) wher eby a corrpound of -

- .forrrul a VLI (as’ defl nedl,HC(mIal m: 24) i svébtained. . 15 -

- 14,4490, 269 1 26. A process ag; cl ai rred in
.01 aim 21 or claim?25. V\/ner’Eicﬁ Fhe corrpoun?ﬂe of fornmula Vb or Vcifs used in

the formof its salt wi tR—a0ORteral acidvr27. A process as claimed. in claim

26 wherein the corrpound ﬁf (f:8rgura Vb and Vc are used in'the formof ‘the

. hydrochloride salt. 228, A pr o¥®ss as. clained.in clai m 21 wherein
a corrpound of fornul a VfR,J_z:o}mused in v ch: [err] - represents a .nmet'hyl ,

et hyl- or nitrophenyl group.. 29. A process. as clained in-any of: ¢l ai nB; 20 to

) ._28 wherein:the cyclizat |§3‘r‘rc%d/or the re¥ction of.the .conpound of formula

11¥ Wi t hewnBRine RMOMNRAiMG ih U120, ¥ R m@enrsea,cukw?rdaswﬁar' e thegyeof 'is
-ef fect edarbtm dtbres grdeR'erepresents aneih@ﬂuo araliyh ~ chl oroform

‘tetrahy ces apclaimed pyclai hereia fOFln a¥Hfis as sol vent. # 10

30. A lers teﬁparergbﬂ“&ac e R gfm'@f‘g"?% °§‘5e ipclgign 3 %’Flb*} n the cycli zatl on

gpd/ or the.reaction of Wound of: fprrrula IV-wi-th the cogpound of

- “fornula V or-a reactive derivati ve thereof is.effected in the presence of

© an acid catal yst. 31. AW as clai: nﬁﬂ in claim30 wherein the acid
cat al.yst- conprises 15 R, )g(?ochl oric ggid, ‘sul: phurl c acid, phosphqu c
aci d, polyphosphorrc acr% acétic 15 acrd; prOpronrc acrd

" .benzenesul phoni'c-aci d oRs4€0Hahesul phoni ¥h'aci d. -32. ‘A pr ocess as . cI aimed in

. any. of -clai'ns 20 t0:29 %‘f%n ‘the cycllgatlon and/or the reaction of: the
N corrpound -of forrrul a V. he; compound. 'of fornula \V.or-a reactive -
- o i vatqwnereﬁm;leaidemecefnfmmed anmRthelwrﬁsemained macratmszc) 33.25 pr_ocless as

" whetse rs?mx s- Bbtain o
Cl ai rrEd hq"zh’kaag?&gggsw m clalm oﬁl_@:g?rg whgggx aiq com;%?md off '

formula Vh is used in whlch Hal rcpresents a chlorine atom.
: +:24. A: process for the preparatlon of ‘compounds of" forrnula I as defi ned in :
30 - _'clalm 1 which compnses cyclizing a: compound of the formula— R 30

) N.l'..l;'-.'Nj-"'Q.

. (vimr)

(wherein R,, R, and R, are as defincd in claim. l) whereby acom ound of formula I
(wherein R,, R, and R, are as defined in"claim 1) is obtained. -.
- 25. A process as claimed in claim 24 wherein the compound of formula VIII is o
35 . first prepared by reacting a compound of formula IV as defined in claim 20 witha . 35 @ . :
: compound of the formula— )

RCENHRNH, o ver

(wherem R, is-as dcfined in clalm 1) whereby, a compound of formula VIII (as

I




nmet hyl i mi dazole. 34. A process as claimed in any of claims 20 to 33 wherein
the cyclization and/or the reaction of the conmpound of formula IV with the
conpound aof formula V. or areact-ve—deri-vatve—thereef—s effected at a
tenperature of fromO to [err]. 25 ¥~ . "*35. A process as clainmed in
claim 34 wherejn the cyclization and/or the = 25. reaction of the conpoun
formul a Ivath t he_conpound of formula V or a‘reactive derivative th reo,f/
is effected at a terrperature of from20 to [err]. 36. A process as cfa
in claim?21 andlgl alrrs 30 to 35 wherein thq4§@§g§ound of forrrula 1V (&

defined in clai m26)—is _ F(é;séfas ed clg@l alm 5 werem the complA
of formula Va at ate . :
process as clained-i n{rg'?u‘a BP Zf)j: R é&;@glform %)ﬁts salt it am&'erﬁf%ﬂgﬁyb@ddv (as.

defined in claim 20) Vsammmtnedhwxﬂotdn ofithe cmd-xda fsalt.or rrul a Ve as def1 ned

in clai m21)_at %a tenpert ap clgimeddn Xah °laﬁd'°@‘ﬁ:ﬂéw§ quulrarYfEShe 5
presence;of 4 basic g@f% %?regr‘;ﬁmda:: ggxmr?gmﬁ claim

23 wherein Lhg_react i 4hd/obthie Westior T €tie cord fined
in claim20)" a t he WMG é‘fﬂmmermlr@f imfféqisi ld@lfelmehcp nf mtthamvi 2thandls’
a

effected at a t nper § d £y BFP T g‘? “l§ ri’ds‘lﬂz‘;‘t“gn 10
formula VIIl thus for e thad '8Pfohﬁlﬂ§ \N?ifhtm: mfotind la .

process as cl ai ned i nv an reaétlve Idenmmvezmreél‘hs effudteadn the p&@eagcebf amm%lrggzsa :
preparation of orrpo (g:f %““‘E g eHC

40 conpound of orrru mﬁb?gr%‘f’ i ﬁ’l‘;% sﬂ%‘ }%’ﬁ ‘i‘fg]@ 4] aj m!
6) is reacted with a cor}pou sa’s@ra fikeldain Wy ﬁkm heréin &fe oyelfzhimd i n .
claim6) or-a reacti \ﬁ@ Q/we&aftw ofhthe exgfmpound. of o 'd%:égswltilsthﬁl‘&m@dl of any

of claine 24 t0y38 f P"“E OF % QSHveive f°°fls j&ﬂ 1ce; of 4.bas :
(as defined in cI ai m o e %ggg%%on;go%jr:én i Q‘Pﬁﬁ? gﬁe c?mv%é?seﬁn 20. -
[err], [err] ‘and- [er r] éﬂeAasocchafas nbulnqdnn ah;aofmlaﬁl)ms B(Stoclgaobhemdtheéb&chzz@tlon '

h 1
process as clairned i r‘%n%@y gﬁ;\%t ethe 1se te ta I%U ARy f it he
Aqbi nﬁ

30

conpound of forgwula | e&qp sal tyg
t her eof . 50 ' rd@nod\oplheccms uas ocfommmadv |wthaneyc(ﬁii o cB.bmlBrrﬂxﬁa vista 39 .
and 40 wherein the #ﬁ’eé °f9Q§rl feate at mn Oms'!OGQ)rh%Q%Ct ed

o on" el B00 11 onadbl SRR AR A A m B2 e o
clains 10 to 1730 20 tcom &mal’b(ﬂf drhulR WS4t altem, rt)(reaﬂ'f

44. A process as cl a| a7 scsm%aégﬁ iglclainm2l maﬁwg@rrgn?.&coﬁ@omtbfmmula 55
substantially as herd %p? m 20)3s re ﬁ’F g%fgmip f?ﬁm 1%

conpounds: as clai madbmc ta 3 suugetoafﬁtla :?y 2% i Gptionally dn. FB’@EF“C?‘P &ny
one of Exanpl es351 to 7. 3&6A no:lamed; irc elaimm23l whareinl the edctivd detweée fier ed 35
by a process as cl ai st me‘é‘:f;fglfa’}'mﬂ ec:EflaF%ﬂmanddhqum ond f@SlulaAf_t. and
43. : the compound of fo la 11 % %

when prepar ed by ‘a procassA asodksaisneamed larayy ofD sa0(B1 2490 - 3 42

and 44. 48. Ph#mceﬂ#%wlotg‘fgapg l\f‘%e a|d$|( dquetamt |claen|6|)| h@mh:neat at 40
Jm Pe

e ed reagte,
| east one conpound of5BF 2 Ao efine cé[“}éﬂ‘%ofglr Ewgal 'y
conpatible acid 65 denvaﬁ theieof) Sal t etehereo . Iln asSocl af' Oh ]
i cal er mgc @pclaime@5n any of claims 24 to 38 for the preparation of - _
phar maceuti cal 4 g ar r | compoun s of formula I (as defined in claim . 6) wherein a compound of formula ‘45
' VIII (wherein R,, R, and R, are as defined in claim 6) is (:iychzed
41. A process as cldimed in any one of claims 10 to 17 and 20 to 38 wherem the
c}cl)mpofpnd of formula I thus obtained is converted into an acid addition salt -
K thereo
50 42. A process as claimed in any of claims 18, 19, 39 and 40 wherem the 50
S cﬁ)mpotpnd of formula I thus obtamed 1s converted into an acid addition salt
. thereo
: 43. A process as claimed in any one of claims 10 to 17, 20 to 38 and 41
. substantially as herein described.
LI 44. A process as claimed in any one of claims 18 19, 39, 40 and- 42" 55°
' - substantially as herein described.
) 45. A process for the %r?aratlon of compounds as claimed in claim 1
_ substantially as herein described in any one of Examples 1 to 7. =~
o 46. Compounds as claimed in claim 1 when prepared by a process as claimed
60. in any of claims 10 to 17, 20 to 38, 41 and 43. . 60
- 47. Compounds as claimed in claim 6 when prepared by a process as claimed
in any of claims 18, 19, 39, 40, 42 and 44 .
. 48. Pharmaceutlcal compositions compnsmg as active ingredient at least one
_ ' compound of formula I as claimed in claim 1 or a physiolo a]glcally compatible acid .
65 - addxtlon salt thereof in assoclatlon with a pharmaceutical carrier or excipient. - 65

TN O AR R




1, 490, 269 16 49. Conpositions as cl ai ned
inclaim48 in a formsuitable for oral, parenteral or rectal

. \ers, suppositories or 5, .. . injection sol utions.

/5 s !

""_n"s contains fromO0.05 to 50 nzgoqégthe sald active |ngred| enfg. .10
© clai med i n SanGomgositibis assladfied i@ cBifin Wk be ElaieOtstinitie fanﬁ:paameisyt i c or

for m of tabl et s c-oat ed tabl et S, capsul es ' soI ut [ ons syups enul si ons,
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