; e3eJdLHx6TJ WO 01 /32638 PCT/ EPO0/ 10396 | NDENO-, NAPHTHO-, AND
BENZOCYCLOHEPTADI HYDROTHI AZOLE HEI R PREPARATI ON AND THEI R USE
- AS ANORECTI C 5 PHARMACEUTI CALS Ifg]mmm‘mmma“ i ption Polycyclic
di hydr ot hi azol es havi ng substitut radi cals in the twoposition,
process forW®ei1/32638par ati on, and tha‘;‘5 *use as phar raPETVERO0M 0306
sinvention relates to polycycllc dlhydrothlazoles and their physiologically
accept abl e sal ts and i ol [ i cal functional derivatives. Thiazolidine
dor | vat 1 ves INREG- WP ETHG- AN GEWEOE VA RER TR RGTHIAGOLE t he
prior art (BESHIVAEFWIE’St ¢P¢E|Nqoﬂéﬁﬁmtnbr\| ARD TRIEBRIUSE AS ANDRECTICE he

obj ect maki ng avai | abl e furt ich display a
therape%’t ically utilizable anoré@ﬁf@ﬁ'gggfﬁﬂ&% i nvention therefore

relates to corrpounds of the formulal RA NR-ORL R3 25 R1l'" | in which Y
s a direct,bhond -CH2-CH2-; X is CH2, CH(CHg), CH(C2H5), CH(C3H7))
CH( CgHS) ; Beﬁﬁr'ptﬂ’ |ndependently of one another are H, F, C, Br, I,
CF3, NO02, CN, COOH, COQ(Cl-C6)alkyl, CONH2, CONH(C1l-C6)al kyl,

SN G PR Rt e hP s iy, BRI e

nore, o0 al Positjen.dyeness %rﬁbelr@m@arét;ormyaﬁd nwrus@a%pharmmuﬂ@éh to be
repl aced by OH, OC(O)CHS OC(O)H OCH2- Ph, NH2, NH CO CHg or N(COOCH2Ph) 2;

gO(ZCtIE)Z n- Sg‘ﬁ% eggg%\égla%s) lop @E\[/él ldlr%%ro%goés an?j tﬁéﬁ%ﬁs(::l%?o_g?(lzawl’

acceptable salts and physiologically functional derivatives.

15 Thiazolidine derivatives having anorectic action have already been
described in the prior art (Austrian Patent No. 365181).

The invention is based on the object of making available further
compounds which display a therapeutically utilizable anorectic action.

20
The invention therefore relates to compounds of the formula |
R’ |
in which
25
Y is a direct bond, -CH2-, -CHo-CHo-;
X is CHz, CH(CHg), CH(C2Hs), CH(C3H7), CH(CgHs);

30 R1,Rf1° independently of one another are H, F, Cl, Br, |, CF3, NOo,
CN, COOH, COO(C1-Cg)alkyl, CONH2, CONH(C1-Cg)alkyl,
CONI(C1-Ce)alkyll2, (C1-Ce)-alkyl, (C2-Cg)-alkenyl, (Co-Cg)-
alkynyl, O-(C4-Cg)-alkyl, it being possible in the alkyl radicals
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SO (CH2) n- phenyl , S02- (Cl-Cg)-al kyl, S02-(CH2) n- phenyl, where n can be 0 -
6 and the phenyl radical can be substituted up to two tinmes by F, CI, Br,
“OH, CFg, NO2, CN, OCF3, O (Ci1-C6)-al kyl, (C~-C6)-alkyl, NH2;, NH2,

NH (C1-C6) 20 al kyl, N((C~-Cg)-al kyl )2 NH( Cl- C~) - acyl, phenyl b| phenyl,
O (CH2) n- phenyl where n can be O - or 2-napht hyI 2-, 3-

JA-pyridyl, 2- or 3-fugpapk A'm e%'? Hya gge/r{sto%ﬂﬁo%@& B{;Gﬂp}st baa,phe“y"

napht hyl , pyridyl, furany |eny one to
3 tines byF a, Bra|vmge

(Cg%}??:)l glg;(;: Kk :\IHZ WHQ%)ZN% ![‘NH C@(CQE Oi?ad?gl-) 02aCI(;lge ring can be
substituted i nyt he 1-99%: '\}]32 p%@?@%% yI o 6 leyllzg
'tzetra_z;)!SS )lgl \A?ﬁrle&meﬁcegreﬁz)ﬂje rlsg( qmeﬁy stltmﬁ C6E§ I Ik 5
-posi tion me cycl oa
(CIF—)|2) n-phenyl>/, (CH%) n$§|@g_%f¥ Phen 5 %6 lcésg%ﬂsle %2 Xyﬁ g
g((co%-gga-z)Cg)iﬁl kyl, | GRgre2n (casr G O:y€l©aérkdlth eCloReny Ofabii@apftsahylbe o
n-thien n can be
0 - 5 and in whi CK phe g‘“ﬁﬁ% EﬂDXN%giH%@% uél;% eggﬁ Hg] tituted

leg to tvvo(tcl mecg) byI EOCFE ONC cE3)-alki, Ctlci)-Cg atkgl NII'H% IOHE CINH=63 +-&ghy| ; 30
is ~ a
(CH2) n!_mn enyl , (nglér!k I gblﬂ é%&_l‘%l fa\ﬁqc Qﬁghgyl Cﬁ&éﬂﬂpngap{é%yland in

whi ch phenyl , th| enyI mphenvluwhereahcaacbe Be- Subistortdinaphthyl, 2e, t wo
t by O,

(Iczneség)ym kynyl (cz 063" gﬁb @ b2 c%)‘ao%ﬁg 9&%6%&2@@% 35#'@119 o nre,
C(O) NHCH3, C( O) N( CH3)Bh hipleggy!, rEmMATERYNGYIShERNY( (Uihiemé yings R4 i s

§m C?eCﬁ ) chﬁgo?gkﬁg eradh b@lsnu@sﬂ@?édi Pne ?Wgtthﬁes?l'HgYF cadeal g)H QCF§ ggdo[)
o C oS OB 2 o MBS Dkl LR LB alof, Qe Rallo) A s BY

can be 1-6, except fdTg)tdlkylgNg(GH %H&il@i)@l—ig(]ﬂi@em-}d G(Dom@@oo@nﬂsJ S
unsubsti t ut ed; (CI-lZ)rEkIB{_'B% ere r can be 1-6; 10 Ais O 02; Bis

NH, N-(C~-Cg)-al kyl CHg); 15 R8is (C5-C24)- aIkyI (Cg C~

p) -cycl oal kyl) it beinh8,3pbiszobbgl,i wheteetdekiriazobedringlcanftwe sabstitatedior e
hydrogens to be repl f r be replaced by OH,

oC( O CHB OC(O H, OCH?HEH bé( éf%ébg@gg bﬁn@}/ﬁv %E@?n&@r where m can be 0-6
and aryZ can be phenyetramiaﬁmh Myhere gnetrﬁqxoletrmgemn bersupgzhﬁumd irethet t he

aryl noiety can be suh&;,—lg_gégqohlg ,ﬁefh\yp tb , C,Br, OH CF3, NO2,
CN, OCF3) O (C--(Cg)-al kyl, X:g -alkyl , gﬁ%(Cl Cg) - al kyI
S02- (C1- Cg) - al kyl , S02- NH2 802 NH( Cl- Cg- al kyl)) S02- N(C~-Cg-al kyl) 2,

(Sgazg\l?i %Z%S?éalz;nas IH1 (4 -G)2alKyICIC S e saictumlieyt) (CH2)n-phenyl, (CHa)n-
(GH2) m S02. N( (G~ Cg) -8 zg MP@#{' (Mol “Hrd: CE0)-(R eak Al £§9)-
(Cl- C6)2%l kyl, (C3- ce(ps @)rmlc»@lkyl O- (Qtdmwhaw) aCI(@b (CHz)n-thienyl,
%H?"’c@,%céfzs'cf’igri'w T SRR i e f SALE0 - §
NH- CO- ( Cl1- Cg) - al ky, pwé phenyBothieayl, qay ylfgry?/ can each be
be subst Tt ed up Lo preruRdip to g ﬁ%s“’w F%WE%)%“F%P@MW' g can
O (Cl- 06) - al kyl , P é@océc&ﬁ 6@%@@1’1@) al kyl br CONH2,
pyrrol iggn-1-yl, m)rphol in-1-yl, piperidin-1-yl) piperazin-1-yl,
4- et hyl pi D |
o?e CHz§/pP Ipﬁ ;a/llZI s (R%Z%f ?féﬁ,@ﬁwﬁ S@%ﬁécéhé@ﬂlxylv@% )F)&E%W?Bg 0- 3;
RO (CH2) maryl, wher dCiaggthierylD{6Haiwtpgrigyl, C(@sz}efwlerwherenapéambb
SLPESYL oo ooV oL G Wt By or R F0a S Sl b ¢ 7
20(2 ﬁﬁ( Cg)«'élg ky: 3 |S)O(<311b€BT}ﬂC@d upl {p BERLIES- 06)ClaFk BN, SE@ W&Cs alkyl
a C

S02- N( Cg- Cg- cycl>/oal Ky |\£r @z%‘a@gghhﬁ& % @wgﬂygﬂ y%g @éﬁgll&enyl

C(©O OCH3 O)OCHQCHQ. C(O)OH, C(O)NH2, C(O)NHCH3,

C(O)N(CHg)2, OC(O)CHg;

REPLACEMENT SHEET (RULE 26)



10 (CH2) m SO02-NH- (Ct - Cg) - al kyl, (CH2) m SO2- N((C1-Cg) - al kyl )2, where m can
be 1-6, S02-N(=CH N(CH3)2), (Cl-C6)-al kyl, (C3C6)-cycloal kyl, COOH,

" COQ( C1- C6) al kyl, COQ(C3C6) cycl oal kyl, CONH2, CONH( C~- C6) al kyl ,

CON[ (C~Co) al kyl ] 2, CONH(C3-C6)cycl oal kyl, NH2, NH(C-C6)-al kyl, 15

N(C~- Cg-al kyl' ) 2, NH CO- (Cl-C6) - al ky, N CO phenyl, NHSO02- (Cl- C8-al kyl),
.N( C1- C6- al kyl ) - SO2- ( C1- Cg- al kyI) NH- SOthenyI Wnere t he phenyl ring can
be substituted uptotvvotlmas (C1-Cg) - al kyl

O (Cl-Cg) - PRyl , CF3is @zac%e)m@dqaikxtﬁ)t Qﬁ"P@PO&BIbGOKII—me @lerr@nmlmfor yl, 20
nmor phol i n- 1-yl e 1yl
(CHFZ))p Iphenyly 'SP IOCI—g?é“(BlrhtjanﬁM i{g@ﬁg phen @?8%2) g%rézhﬂnyly wher e
p can be 0-3; and th (ﬁogﬁ‘}égcﬂ% CL o &:tﬁpéc’s"@b @f"&'ence is
given t& corrpounds ophtdp@f(%‘ BY)alkyli n which Y is a direct bond; 30 X is

CH2; R1, Rl indepen tly eanoth H F, d, Br, I, CFg, NOZ2,

CN, COOH, ©OQ(Cl- ce)&ﬁ'E%)nA MB“ ’t@ 36§'al kyl . OON[(Cl-C6)al kyl ]2,
(Cl-C6) -al kyl, (C2- C@)c@tkfemthe g@apC@Hg»@ @Hgypménylm—.(@hm%bh@:h yis, it

bei ng possible in the_ al %} dicals for one or nore, or all hydrogens to
be repl aced by fl uor{RRHP PLACEMENT SHEET (RULE 26) 5 ' a hydrogen to

be replaced by OH QQH))EBIRIOBNEYdr cn Ge2t-Bn, NH2, NH- CO- CHg or

N( h)2: S02- NH2, SO2NH(Cl- 05)-al kyl, SO2N[ (C~- C6)-al kyl ]2,
S-(C- -al kyl, S- (CHZ)@_éhenyl) SO(Ct-Cg)-aI kyl, 5 SO (CH2)n-phenyl,
S02- (Ot - Cg) Aal kyl , S8y S@mnyl, where n can be 0-6 and the phenyl

radi cal can be substltuted up to tvvo times by F, C, Br, OH CF3, NO2, CN,
OCF3, O (Ct %) -al kyl, &ClCG -al kyl) NH2; NH2 NH-(Ct CG) al kyl,

N((Ct C6) - al Byl ) 2, NH§ HANy(Caclre), al,beMFFHObMG&(}Hso (CH2)n 10 phenyl ,
where n can be 0-6, 1- or 2- napht hyl, 2-, 3- or 4pyr|dyl 2- or 3-furanyl

2- 3- | t bi ph ht.h dyl, f |
A Ch TR Ko X R e I U
SI::%CCF?JQ) N0I2k ICN OCHRy! @dlééls%} -GHek vt , rgb@ oﬁ%ggo bdHeplaced byI i

~ a a
CONH2; 1, 2, 3- %II’I azolwlgrﬁ %a‘bﬁlhéé? ‘% 5’8 "fl gﬁ%@@t u?tedyl n
the 1- 2- or 3- pom@%@)fﬂpﬂ'ﬂiﬂfh erO{i@nzG)&) alkgt r azol -5-yl, where the
Lot azol o ring can estihshid b WhPrs e 08 B 156 Rand 0 shOe Bl o
(C( 08)22 g&q CS;M l(CH|2@:mvhyldplphenmzf)lanvlmrypynd@t0) (ka%@m kyl , a

cycl oa Qéa 55% v()% i E

O-(CH2 dyl h wWhi ch
;c):gle)nyl( t)hlnelgliilrI %yrﬁ'&lyﬁ r&gur 'trlgbé‘&"Wb go(Cn:nSSh Im(;s by
Cl, F, ON, CF3, (C -4yl ab®y( 01 -Ch)-alRy(, CBG@%C U@yia;lky?bo SBoINHZ, SOzh .

i eny

Egl%lZ)Cg) p;llr :(éi/l (G%Hwhr(ﬁ%él%(h’ere ﬁb Q/}lu('cdeegz%ké eny ('gﬁ%% élt‘ﬁ/

t hi enyl25 pyri dyI f ueygloalisyl), eao&Obdﬂ(ﬂda@Bﬂyntoaﬂ(wm to((BHQ)m+S@@-Nﬂ2 CI F,

e

C(O N(CH3)2, OC(O cmhenaelnumE N¥6.580N -alkyl, (Ca-

Cl | oal kyl |
(CaClo)oycl oal ) ool by B4R, Posp @ﬁn;”o?@ﬁé @sg'ﬁ‘ﬂ% 8%@@‘25& Beed by
OH, OC(O) CcH3, O O) Heecrsiorlkybr - CONHE4) - & Ce alkyl, CON

30 Ce)alkyl]ls, CONH(Cs- Ce)cycloalkyl NHo, NH(C1-Cg)-alkyl,
N(C1-Cg-alkyl)2, NH-CO-(C1-Cg)-alky, NH-CO-phenyl, NH-
SO2-(C1-Cg-alkyl), N(C1-Cg-alkyl)-SO2-(C1-Cg-alkyl), NH-SO2»-
phenyl, where the phenyl ring can be substituted up to two
times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,

35 COOH, COO(Cy-Cg)-alkyl or CONHp, pyrrolidin-1-yl,
morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-methylpiperazin-
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5 (CH2)n- A-R8, where n can be 1-6, except for the group -CH2- O CH2- phenyl
in which phenyl is unsubstituted; (CH2)~-B-R9, where r can be 1-6; 10 Ais
"0 S, SO S02; Bis NH N (Cl-Cg)-alkyl, NCHO N(CO CHg); R8is

( C5- 024) al kyl (C3-Cl1l p)-cycloal kyl, it being possible in thel5al kyl
radicals for one or nore hydrogens to b repl aced byfl uorine or a hydrogen

+to be replaced by OH @)-{%-5, H I
(CH2) m aPyI ) vvhe)r/e Y yqf( 9 OIQ:(E]??P e%/glc Qﬁgﬁmbwbl phenyl ,
t hi enyl or pyridyl 285&? é: ed:’aﬁarlb es(ﬁﬁstl tuted up to two tines
e o o e
a a

S02- N( C1- Cg- al iyl )2, 0 é@ﬁwﬁﬁ@we@ﬁepw ‘P'kl9¥rd )S02- N( Cg- Cg cycl>/oal kyl) 2,
Eﬁgg m gg ml(—i(ZCZSég C;Jammrs?@a FyNFh i €l &3 belslajobtlltuted ug to I{IV(VO tlmes by F, Cl,

m ~ n
(Cl- Cg) - al kyl , c@f ST é’zfm?('é%(@r c?ff)? (b&? i?ﬁlﬁ“gﬁ Ig(&ﬁgbzﬁg

COO( C3- CB) cycl oaI ky| alkgioNBD-(CORg]-alkys )30 #yCy GK)MI(()@;L SOY NIy, 1S0Oo-

N 00 (L8] <alky. N B BOBANG Sk P, * B2 NH(Ca-Co:
N( C1- C6- al kyl ) - S02- ( cyclagjky), ky|$02W{Gsa%mmmlkylimere(CHMrﬁ@aWHzl ng can

0 (& af -l e SRR S @6& @? (EHARSIBNIE ) gl
nor phol i n- 1-yi , p| pe\"'h&fehm_LC%ﬂ| ep1| ﬁe N=CHtN(CHael, KGi e pealkvli kCa_ yI

(CH2) p- phenyl , eakyl, S t@@}p ph 2) £OO wher e
p can be 0-3; REPLA k/% SHEE ‘GIUO(@ G?Qgrk&_{ F@élwhere m

can be 0-6 and aryl yGloalifybny | E&Eﬁﬁt hyICOblﬂf rd}éaﬁ‘t)’hl GHQ%%(CWI‘I dyI
and the aryl noiety Ggyaubﬁ] subbeH'(cg-@ él@awp tNJHES ng an@l Br CH,
e

ggg)(g? )CNa| E?f?’ s@éé kfﬁ% aﬂ%z'\ltlié% aka|

A e i
nt m a ere m can
be 1-6, S02- N(=CH N( 35 E’ﬁ %)9%‘? kX}Ug'( SHLH%Q ¢ Up éxiwo

COQ( C1- C8) al kyl , Caxme@scfclcaalmw OW&CM&% Om-@n}@bkalkyl CFs,

TR Rt Ll %W%Q@%hﬁk&o”ﬁen“?@#ﬂs BT o1y

N( C1- Ce2Qul kyl ) - SO2- (mprm@olm I)plpwﬂlefﬂzybm@razmmmm meéhsdlhleagaznm ng can

be substituted up to11wvo n?l (%Cw:lsq:@H Jerenyl or

O (C--Cg) - al kyl, H2;" pyt oI|d|n1yI

mor phol i n-1-yl, pi pesgﬂ‘ H2)piP PrP arg,BeQI met hyl pi per azi n- 1-yI ,
(CH2) p- phenyl , O(CHZ)p phenyl , S( CHZ)p phenyl or S02- ( CH2) p- phenyl, Wnere
p can be 0-3 thei.r iolo cceptable salts. 25 Parti cul ar

pr ef erence ?sth HHY%OE)@I‘E%%&{?&Q ! %e“?%r mula | in which Yis a direct
bond; X5s CH2; 30 Rl, Rl ° mdependently of one another are H, F, Cl, Br,
I, CF3, NO2p Cg) al kyl

CON[ ( C1- Cg) af ‘T@a '?81‘%@1@%@*%‘”&%% qqﬁ%%} 6) al kyny! ,

O (Cl1-) - al kyI it being possible in the alkyl radicals 35 for one or
nore, or ally hydr ogens atdirdeebbp@ aced by fluorine, or a hydrogen to be
replaced by OH, OC(O CH3, OC(OH, OCH2-Ph, NH2, NH CO CHg or N(COOCH2Ph) 2;
REPLACEMENT SHEET ( RULE 26) r S02- NH2, SO2NH( C1-C6) - al kyl ,

SO2N[ ( G0 C6X- al kyl ] 2,is 8HLEL- C6) - al kyl , S-(CH2) n-phenyl, SO (Cl-C6)-al kyl,
SO (CH2) n- phenyl , S02- (C1-C6)-al kyl, S02-(CH2)n-phenyl, where n can be 0-6
and the phenyl radical can be substituted 5 up to two tines by F, C, Br,
OH, CF3, NOR1,8Y' Ocrgdemndenty)ofadng lanotier- @) HalfkyCl, Bitid; CF3, NOo,

CN, COOH, COO(C1-Cg)alkyl, CONH2, CONH(C4-Cg)alkyl,
CON[(C1-Cg)alkyll2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-
35 alkynyl, O-(C1-Cg)-alkyl, it being possible in the alkyl radicals
for one or more, or all hydrogens to be replaced by fluorine, or

REPLACEMENT SHEET (RULE 26)



NH2, NH- (Cl-C6)-al kyl, N((C1l-C6)-alkyl)2, NH(Cl-C~)-acyl, phenyl, biphenyl,
O (CH2) n- phenyl, where n can be 0-6, 1- or 10 2-naphthyl, 2-, 3- or

“4-pyridyl, 2- or 3-furanyl or 2- or 3-thienyl, where the phenyl, biphenyl,
napht hyl, pyridyl, furanyl or thienyl rings can each be substituted one to
3tinmes by F, C, Br, I, O4 CF3, NO2, &N, OCFg, O (Cl-C6)-alkyl,

«(Cl- C6 | kyl, NH2, I \
(COO(C)l ECi:6)yal kyl, Cg:ﬁgar@j gétrl éez&%é@-b%me(?g C%)ic ?I’I g’zq@e r1ng can
be substituted in theCHa-PIRNHp, NH@@rGHerOrMC@@Gﬁzpcmz,benzyl
t et | -5-yl, wh b
2-posi t1on by’ met hyl %d??tﬁe’ﬁéraz"%%t"@f‘i@ %ﬁ's“ ) S8 ;?Ea BB ©
(C3- C6) - cycl oal kyl , (THB Shenyl, (CH2 G 1iGa)talkyl,

o) n-fgiryl, ©(0)- |
G0+ (D) he phony! (qq‘z@'@é@ﬁeﬁ‘x. ey QC G AR S (Gt phenyt

(O - (CH2) n-furyi, \Amfﬂ%rern €an hﬁaOﬁfi@nQéharthnul ieaf qmeb@/ﬁubsmwt@ﬁiﬂ
pyridyl, furyl can eagh tdOﬁv@ﬂ:b»%%lﬁbee@I @9, O, (O3, NOBSCRY OGF

(GG anal o, CASARR (B thimlh 10ed N "ﬁﬁ#?ﬁa(&%ﬁ% a@@{’ 3' Eé'

r(g?'())aﬁed %ZLLUOH fclf(@?é) a(;"a(, ﬂrdQH(C{-G%cyEmph@ﬁQI b)bl@rényqf(@)
) or r -
except for the group R d"%ﬁ@lﬁhgﬁg}lé?%ah Re’?ﬁﬂ%thg @nsgb %ut ed;
REPLACEVENT SHEET ( RUbyEdRE)2- of J-firnyl- & RQoranenyl eehverbethe- ﬁhemylj s O §
5 Bis N N (C-—Cg) @hkyhy @}%’ﬁh N&?ﬁhg‘ lﬁ)r it Sth(qﬂgd ﬁ?é& odh'Q4ch g3~ Cl
-cycloalkyl, it b Ol Y AY'adi
s agene {5 be ept. i sgor @i 103 Imep B GoBrs b ORd, CEel MGl G, OH
OC( O CH3, 100C( O H, O@QFﬁhC@J( Qd(,c):]aﬁ%) (@UO’ -dIIZNRAT M C gKgIcan be
0-6 d | b | and th
aryl aﬂo@w e NG GAERR  pSB ﬁgﬁegcﬁ@ eny%p%ix@)({ég)yqﬂ?ﬁ NO2,
CN. OCF3, O (Cl-Cg)- a¢®NFFZS (Cl- CG) 15al kyl , SO ( C~- Cg) - al ky

S02- ( Cl- Cg) aI kyl, g;& P%yﬁ&h@rq?a@a{;ﬁédﬂ 5|§8 anﬁ(tg:el chstltutgg?

S02- NH( Cg- Cg- cycl oaI Kk
(CH2) m S02- NH2, ( CH2) nthe0i2; N—b(& poShionadykmiethyl or benzyl;

CH2 S02- N((C1-Co
( G2y S0z M (L O8) sebrbly i F%%%%ﬁ e cHE PRIt e
COO( C3-2)) cycl oal kyl ,1- CQH\’HQOSI@@\II’EI(}'GEGKL‘M ar kenzyl;CON[ ( C~- Cg) al kyl ]2,
CONH( Cg- Cg) cycl oal kyI NH2, NH( Cl- Cg)-al kyl, N( Cl1- Cg- al kyl ) 2,

NH- CO- ( C~- | k H-SO Cl |
N( C1- cgs al (k:??% aso)2/ (a@dﬁa ‘ng{?"kym ( féﬂ'&ﬁ @M@meohw' d&t#’)n- ri ng
can be substituted uphiemyt, V(@Hg)ﬁ@yhdyll,:.(CHb)n furyl, O(0)4(C}- G‘Q))alaylkﬂ(O)

ol 5 e SR b e Lot

B e T
I

i, B e I ML =

O (C-C6)-al kyl, S (Qt) f(t{gg(ﬂaﬁ?‘(m C6) - al kyl, S02-(C1-C6)-al kyl,
S02- NH2, S02NH( C~- Cg-a I’<y| Cl- Cg-al kyl )2, S02-NH(Cg-C8 REPLACENENT
SHEET (RULE 26) 10 cycl oal kyl), S02-N(C3-Cg-cycl oal kyl)2, (CH2)m S02- NH2,

(CH2) m592- M3 (Ct - C6)isd KD4-C R)/ImFSQ‘ZN N(l%:b (CR)ICE)-&KY), 7C Refijican be
5 PN ST G iy v

ﬁ(oc\l:[l( %Cgl) EI Ik§/|2] ZNHC%H(QM Gggwgmhoph@wl tHibRy Jfé@ﬁ ?2& aJay bach be N

N( C1- C5- al k§|) S02- (éfbéﬁ&ﬁ?ﬁ tds ﬁBﬁ Hé ?ﬁm@raﬁ‘ shﬁg can
Ef(scli?stl t;]{ ESI up to (DHQOI(CHO@QII{W; F CI CN, O—| (Cl Cg) - al kyl , oyl

mor phol Th- 1-yl , | per %a%' }%é:'@a@f r!%él(r# by mﬁ'ﬁﬂ R‘?I@ngq%e%

(CH2) p- phenyl, O(WZQ@)@H@(Q Nﬁﬁ@wﬁsl CH)NIEH)EHROIO)BEIY | , wher e

p can be 0-3; 15 and their physiologically acceptable salts. Very
particul ar preference is given to conpounds of the formula | in which

REPLACEMENT SHEET (RULE 26)



20 Y is a direct bond; Xis CH2; RL, RlL ° independently of one another are
H F, d, Br, I, (Cl-Cg)-alkyl; 25 R is H (C-C6}-alkyl; R3is H F; 30
"R4 is (Cg-Ctg)-cycloal kyl or (CH2)n-A-R8, where n can be 1-6, except for

t he group - CH2- O- CH2- phenyl in which phenyl is unsubstituted; Ais O S; 35
R8 is (C5-C24)-alkyl, or (CH2)maryl, where mcan be 0-6 and aryl can be

.phenyl REPLAGEMENT S R
phery) | FEPLGEVENT SUEel- Lk, o gy 50 oy o
O (Cl1- C8) - al kyl , s-(gmecgyannra;e hysipogens Og) el wyplacsdzbycmumm)e abikyd |

S02- NH2, S02NH( C1- %J@gle}] o Tz gﬂg%@@gﬁcﬁgg @%oﬁgﬁsj\lm)ﬁgofm?

cycl oal kyI ), S02- N(C3 cyc

(CH2) m S02- NH- ( C1- CG ha‘l’ 2§|W802 N( (Cl-Cg) - al kyl) 2, vvhere m can be
1-6, S025 N(=CH N(CH3 QRWhé\beanb@%@‘g&ycloal kyl',

Ct - C6) al kyl | k CON[ (C1l 10
é?(im kyI])Za C>CIJ\IH(C3 f%%%?groywﬁﬁ% zggga kL%g %%%pheaybgaiw ) 2,

N(C1- 06 a1 kyl ) - S0%. (“”8“’5*‘“‘“‘% N S020henyl . vher & the phenyl

- C6- al kyl ) - - :,.Co- ere e phenyl ring can
be substituted up to%b\lﬁcﬂf@@%@”’ép@%ﬂym (C1- ) - al kyl,

O (Cl-Cg) - aI kyl, CF3, 15 COOH, COQ(Cl-Cg)-al kyl or CONHZ; pyrrol idin-1-yl,

m)rphol |, pipe 5l éd”SO% perazin-1-yl, 4methyl pi perazin-1-yl,
(CH2) p- p eny O(CH% 2 phenyl ( CH2) p- phenyl or S02- (CH2) p- phenyl, where
p can be 0-3; 20 and the| r physiologically acceptable salts. The invention

rel ates to gonpoundsOfHt RﬁdPCgEEﬁWH NCP!(? '}‘?(dt(ardp'é:)f their racemates,
[ and to

racem ¢ mixtures and pure e ant el r'ti ast ereoners and
m xtures thereof. 25 The al kyl, al kenyl and al kynyl radicals in the

substituent ®gRl, Rl')g FQ? d}’i) aR%I @83 @qg 6yélé§lkzle nEbbl?r@r 6&4iBledinl tHehai n or

branche On account er  sol u ar maceuti cal |y

h er wa
tol erabl® salts 30 af ybé"?‘ 'P%'ﬁl é??l?/”%lﬂrt AL WY&VOM (‘E‘Prﬂﬁ r%Fb‘BP?@aﬁM ons
conpared with the st é#ubiimgy ar abhgerogenptoirss replaeed byl OB, NOS(OIEM ?I
y

pharmaceutical ly toI u bl e pharmaceuti ca

tolerable acid additi q(BQE'r @bﬂ% ?h@??%&g&ﬁé Al tording to the invention

are salts of i norgan(@Hab,h-asyl suheEte am Icgadrbehﬂ)ﬁr aodaaiyt ,camy beophemyic,

phosphoric, 35 metap [ r and sul furic acid and
RAPRIGL biphdhih ahfenvEpt b

organlc aC|ds such benzenesul foni ¢, benzoic,
citric,2@t hanesul f onARd thegad iragiety mhﬁ(ﬁUb@lI%@H up toitwettimemby F,IGict i c,

| act obi | ef f . t f ,
tartaric and EEPEAEEBM”C%? i 639%3“ ;{g‘a’% “??I'I%f’?gag'gééﬂ %ﬁ%g’” For
| 8ed.

medi ci nal purposes,
Sui tabl e pharmaceut i §iH(Cy- @@bmyqpl e 5@52 N(G?JUBSaIRYI% anmgmél.m @j LSe- al kal i

ol e " (such e Lyt e B ARG iR, ™
nonphar@2®ceuti cal | y {(GHgmai8@x-AH-(0 18- alkyd,e(@lslg)m-ts;(])pmwi Cej-alkyhsope of
e ecut | oo o e 1 S5TB bEBACER MK, @1l BN (e85, o ©
exanple in-vitro, ap@eleselpalyl, COOH,  COO(Ci-Cglalkyl, =~ COO(Cs-
Ce)cycloalkyl, CONH2,  CONH(C1-Cg)alkyl,  CON[(C1-
Ce)alkyll2, CONH(C3-Cg)cycloalkyl, NHz, NH(C1-Cg)-alkyl,
30 N(C1-Cg-alkyl)2, NH-CO-(C1-Cg)-alky, NH-CO-phenyl, NH-
SO2-(C1-Cg-alkyl), N(C1-Cg-alkyl)-SO2-(C1-Cg-alkyl), NH-SO5-
phenyl, where the phenyl ring can be substituted up to two
times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,
COOH, COO(C1-Cg)-alkyl or CONHo;
35 pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-
methylpiperazin-1-yl, (CHgz)p-phenyl, O-(CHz)p-phenyl, S-
(CHgz)p-phenyl or SO2-(CH2)p-phenyl, where p can be 0-3;

REPLACEMENT SHEET (RULE 26)



10 The expression "physiologically functional derivative" used here rel ates
to any physiologically tolerable derivative of a conpound of the fornmula I
“according to the invention, e.g. an ester, which on administration to a
mammal , such as, for exanple, man, is able (directly or indirectly) to form
a 15 compound of the fornmula |I or an ac?ive netabolite thereof. The
«physiologically functional derivatives also include prodrugs of the

conmpounds according to the invention. Such grodrugs can be netabolized in
vivo to a cccﬁﬁ)ound adg érbhgary, thQf?rmefPﬂn g. 0-Phard afyloearmdps phenylp

t hensel ves be active n@bhtHW%bN@n |Ttlp,% YW accor di ng to the invention
can al so be present |ng ﬁrlo anor phous and

crystalline pol ymor pR€ N8ae. mmqty E@'F Pﬁlﬁ%’rﬁ“@t?@Pﬁs‘odwottﬁﬁe%BVrfo@ﬂds
accordin§ to the i nv@rf iQH, Cky, ZEIOZHC(DMdGOCIF@ t(D*%C%@@%IWI teC{0ggNt i on

o mocna oy oecor o 5bo SRUEHCATRN 8Par 6o SOR e 2080 i«

(1) as described aboWH(CyrGgiaheyl), salS@a N¢O} A\Cy-alkyl3s anEQHNH(@0p<cal |y

LEQE?&?ESHSW%I;Z?'?ﬁus&ﬁiﬁr. s ey R, " MR SOERHE (s e
conpoungusel ected, t ﬁj;?%ﬁ%ﬂ;@ﬁgﬁemkymﬁﬁgf% ﬁ%‘@ﬁ}%@%ﬁ' b
mpoun 1 e NEE |
t q (GHalnCasre

the clinical condltlon 0 ati ent ener s in the

range from 0.3 ng t oCrdCyalgatkylipi cFOPH, romQO&qutCéalklyb) p&OG3per
kil ogram of body wei g;%z eﬂkyl?’ 1(23@*9“?9/ da@r N?Rg r@§ %WOUSCWSC?% be,
i C

for exanple, in the rande fromQ

suitably adnini st er e§eadkgie.i r@@N"KQS(ﬁB S?MClﬁ@ko 2,nng|é(31'IGa wdkdm per

exanpl e, fromo 1 ﬂg“ﬁcqmé‘aw‘)@o”ﬁ” O LR B DO R el 2 N e
I ndi vi di@l doses can élc% ﬁ -3l v'?é@m&@ a'k%#@? @W&Bt%k)ib '\c‘!)Htﬁ 2he
active conpound. Thuphe Y‘EQVH@& fher h@hﬁcﬁhé)rl’%ncﬁa SEBYtAItBd (| U1 rtowpl €,

{rom L 10,100 m andgeal Ly ek sl ol e elob e U AL

such as, for exarrple
1.0 to 1000 ngy, typi COOHK, DQ;(D(Q{}GewaBQ‘Don@ONHQ't he case of

pharmaceutical ly tol . I de

relate to the weight Egﬁgicﬁnslayl %H?%{Pﬁ“ﬁ Yﬂﬁﬁgﬂgﬁﬂ ¥|\A§)&gg Wnityhe salt

For the2®rophyl axi s methwémp@zmﬂ -Yihe (@b‘&\)@m@nh/bne@ (Edizlpphenyl, tPe
conpounds_accor di ng {GHERL BRI o 504K rﬁﬁ WG eah b3 ggmpound, but
they are preferably present t he fo ar nace |cal corrp05|t| on
with a tolerable vehicle. The vehlcle rrust of course be tolerable, in the
15 sense t hahditheir physiologidallyaacoeptabidigas.her constituents of the
conposition and is not harnful to the patient's health. The vehicle can be
a solid or aliquid or both and is preferably fornmulated with the conpound
as an i2fli viPdnidulargzreference éxginph ¢o asmpaumas&if thid farmutahircwhichi n from 0. 05%
to 95% by wei ght of the active conpound. Further pharnmaceutically active 20
subst ances can al so be present, including further conpounds according to
formula (1)Y The phar'ﬁﬂc@[ﬁqt@@ndborrposi tions according to the invention can
be prepared by one of the known pharmaceutical nethods, which essentially
consist in @xing the nstituents wth pharnacol ogi cal |y tol erable

exci pients d/ or aui?ﬁﬁyw es. 25 Pharmaceutical conpositions according to
the invgiti on are those which are suitable for oral, rectal, topical,

"t rader nai s it adienR PRSBG0S et dra BodGICERE foGr e NGabre

manner of adm ni st ratChp CQOELcECED(C RBig)alkylalCONsE, | COMNHEECE)allon, t he

Compound aceor di ng. t P NRIGEERIEE 3 (ELAGE f%:C8 Ea&%ﬂ@%@e@“ jo of the

formul ati ons and sugalkynyht @dCdeCa)alyl; élf keing passibié dn itbe alkyl eadicals

i ncl ud in the scop %e r

formul ations are pr e?‘éﬂ”é%%?? a@f hﬁ’ﬁxgﬁﬁeﬁ’\s tgsqes]; é?é?qﬁ&ggggééc%rl | ul ose
acetate phthal ate, p@ Wﬁfﬂgenatﬁep&t@%ﬁﬁ%bw@H OC(O)CHg, OC(O)H

hydr oxypr opyl met hyl cat e HAINIRIGOCRR S MDTOCHRPhYTEr s of et hacry' ic
acid and nmethyl nethacrylate 14 Sui tabl e pharmacéutTal conpounds for
oral adm nistration can be present in separate units, such as, for exanple,
capsul es, cachets, |ozenfPIACEMENT SHBEETH{RULE28h case contain a certain
anount of the conpound according to fornmula (1); as powder or granul es; as
a solution or suspension 5 in an aqueous or nonaqueous liquid; or as an
oil-in-water or water-in-oil emulsion. As already nentioned, these

corrp05| t| ons can be prepar ed by any sw tabl e phar ITB.CEUtI cal rret hod whi ch

o . - .= o



30 formula (1), which are preferably isotonic with the bl ood of the

i ntended recipient. These preparations are preferably adm ni stered
“intravenously although the adm nistration can al so take pl ace

subcut aneously, intranuscularly or intradermally as an injection. These

preparations can preferably be prepared by m xing the conpound with water

«and rendering 35 the s@&gq d S%G%Nﬂmite%vdel |and S@gf\@@ér_ag %3}4@? bl ood.

I nj ectabl e conp03|t|ons rdln fonTn in from

0.1 to 5% by wei ght o3& Eﬁxﬁ'k&(}e conpdhte)n-phesylsui tagQ; (Gh&eatiolt i cal

conpositions for rect @qi@ ti @p f bl di vi dual
dose suppositories. 'I%dgse ca'lr;meE' F]Erepare 61@%5'2:‘% ?%ﬁﬁ@ﬁﬁcdggrd| ng to
formula (1) with one Wierad: eag aBeldhe poenyl at|cap, bg %lﬂb%bil#ﬁﬂl e cocoa
butter, mnd shapi ng tdpﬂo&vxfoeméslbw TIXBUIOH, 8R4, ND£ ChaoTmzeal-{

conposi tions for topl(tcé ﬁ)ﬁp{% & 5 j\jthe skin are pref erabfy pc?‘gsent as
an oi ntnment, cream Q) st8)2 B?l 2:aerosol or oil. Vehicles which
can be used are petroleumjelly, lanolin, polyethylene 10 glycols, alcohols
and conbi nations of t or f ese S Sn_Th ound is
in general present i 2’co'“@§$’ﬁf§§k%’2ygf '\8@1'@&%@%‘)&/ &Eﬁ@ d7§f ﬂp
corrp_oE: ti og, . Io[)I examleaybigheény,cOAGH ) phedeyl, rvd‘iered‘rr::am ber@6,dn ors al so
possi uitable p Sipt | ran r

adm ni stration can b?ﬁg@i@% agél‘#d‘l&&ﬂﬁ@ b g?ghfggaorm%ﬁ §F§ lg‘liﬁ'}yébl e for

| ong-term cl ose cont avheraithe phieayk biphenyi, maphtln;klepyraiyl efuranySoclhlpaylches
suitably contain the ?5}' ddn %88??%“ ub&ut&%do%é%% 'u}he%“f)% ég‘iiuﬁogs

sol ution, dissolved dIS
RN 0O a0k Kt Lehalkh s Ear abiyiio 359

pol ymer. A suitable
preferably about 3% tNl-Ié5%H(GS| -Gp)Palkyl, ON{(8-Ogsalkpih,| BD--Chg, aTODHE

conpou can be rele t ort or |ontophore3|s as

descri g&d for examﬁé&@%ﬁﬁfﬂg‘é’g&é@gﬂ Research, 2(6): 318 (1986). 25
The i nvgntl ]gnt L ur]E heripBetringdled-gk witere uhbomazeltefm bbﬁttﬁ; g@l@étnmeﬂgnof f t Pﬁ
conmpounds o e for [ LNl ng e conpounds o e
formula I in such a \méqt t?at%égﬁ'fgﬂ% dﬁ%ﬁ]yggas‘é%%% ng to the foll ow ng
reacti on schene: OtetBazal-5-yIxwherd the tetrazdie rindyl can 62 subBstitutédNH2h&81 R1'

:?gHZmb?st*e CI?rl % Olgzqoerbquﬁ!%iﬁﬁbgn@h%/?ﬁﬁz\ﬁﬁl' 11 S\'"R4A ~NH2 VI x HZ

R2 is H, (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, (CH2)n-phenyl, (CH2)n-
thienyl, (CH2)n-pyridyl, (CH2)n-furyl, C(O)-(C1-Cg)-alkyl, C(O)-
(C3-Cg)-cycloalkyl, C(O)-(CH2)n-phenyl, C(O)-(CHg2)n-thienyl,
C(O)-(CHo)n-pyridyl, C(O)-(CHz)n-furyl, where n can be 0-5

25 and in which phenyl, thienyl, pyridyl, furyl can each be
substituted up to two times by CI, F, CN, CF3, (C1-Ca)-alkyl,
OH, O-(C1-Cg)-alkyl;

R3 is H, F;
30
R4 (Cg-C16)-cycloalkyl, ,it being possible in the alkyl radicals for
one or more hydrogens to be replaced by fluorine or a
hydrogen to be replaced by OH, OC(O)CH3, OC(O)H,O-CHo-
Ph or O-(C1-C4)-alkyl;
35 (CH2)n-A-R8, where n can be 1-6,
except for the group -CHz-O-CHa-phenyl in which phenyl is
unsubstituted;

REPLACEMENT SHEET (RULE 26)



base R1 R1' I’ 17 For this, compounds of the fornmula Il R1L Rl
Formula Il 5 in which RL, Rl', R3 and X and Y have the neaning indicated,
"are activated and converted into a conpound of the formula Ill) in which Z
is the radical of an activated ester of an inorganic or organic acid. 10
The conpounds of the formula Il are re@cted further with thioan des of the

formula VI HEN R4 | ENb) r_’giggnwﬁyréhcgﬁ gas-g: he neaning indicated, to give
conmpounds of the formJIa VIl or , where, if appropriate, the corrpounds of

the formula |I' are converted |nto their acid addition salts of the fornula
VIl using opgani c orjsi@goggani ¢ acids or salts of the formula VII obtained
are converted into the free basic conpounds of the formula I' using organic
or inorganic bases. 20 Suitable inorganic acids are, for exanple:

hydrohal5 ¢ Bci ds sucis M, Ny(@©Ca)-atikiyt; NCHO, N(COWIHgpr omi ¢ acid, as well as
sul furic acid, phosphoric acid and am dosul fonic acid. 25 Organic acids

whi ch may be nentioned are, for exanple: formc acid, acetic acid, benzoic
aci d, p-tol R8nesul f oisi (Caazd) -alkyhz@re€ubX-oydleallylj dt, belmgcpmmblacndthef umaric

acid, malefic acid, 5@(& f |@§I'sdfort5’ﬁé Yr! ﬁoﬁé: hg/drfdfér{é to Ebcé geplﬁcﬁcbv bi'c

aci d, salicylic acid oni c
trifl uoronet hanesul fﬂ‘#@f@%@rda my@fﬂﬂéﬁztosdl%lféﬂéf?eG(W—DOUnebC@)ﬁ:Hh,yl 30

1, 2, 3- opmt hi azi ne- 4( &id Hebzbﬁ Progi OeCRBRY-AHVENT SHEET (RULE 26) 18
The procedure descri @é@ ove |zs ad vante(a eo?glé carried out such that the
I

conpounds |11 are retef2m@nlnwhezem 8§Pn bR L-61 and anyk capl ke phenyd, from

1:1 to 1:1.5. The repgpming, |b$pr%ﬁwqh%g,9pg,sb¥nmrrl ed out in an inert
solvent, e.g. in polar ﬁ?ﬁ?anl c so0lvent %ijl nmet hyl f or mam de,

di et hyI acet ani de 5aRd the AR Moigt: ca ba swbstitwier yado twatimes By & Glan,
acetonitrile, ni trorrBt @, QFzli NOay | @Ne QCFg0I0-(C RS d1dikyet @(01-06?] I

Partic rly advant a S e h v
acet at Leqimd et hyl acgff(gt'] SEPL(;} ﬁ@ﬁé@@@%r‘gl z%ﬁ@a?ﬁ?@ﬁﬁ%%%t hanol ,
propanol , isopr opanoNH(@mcCat-aﬂwi) di aSReFN&1- &g@kylwch &O0o-Nit(Cax@gr! e,
acetone, butan-2-one. di a
menti oned can al so be%sge‘gyl?ands&xlq{??é vacﬁ] I’veR 22'2'C$b§ ‘can al so
be used with sol vent EChipiNESQarkéh( @mCaé@"Me(Gl&)m &Qz—beﬂ%)Cshaﬂsyaz,, for
exanpl e, m xtures of ﬁg]&é’lﬁ{l@é wethebg N Cﬁlm@j}@é L e t hanol
with diethyl ether o‘g ) &;t but y] g'é_zbh;%l e Bl HC-FaLaRAS (Co=
t et rach®®r onet hane; S6F¥riealiyth 15QR br of & (gl %llemat hé:rQO&QS'
1, 2- gl ch![?)rogt haneOI ORyoyeldaigy,mor eraHa| s;@gﬁp{(ghrc@a;km casg ded
expedi ently be use c actio ne spen e
or dissolved in the b@é‘@@éﬁ ?6@5‘1&?5?5%‘3%’2?" ng}{?'&(lsl &6? @l eacti on
conponents can al so NECY-Cpeakyl)nyi t NBCOs(@ +Eg)- alklyn PH-OQ-phenyl, f NHe
respective thioam degpasd BEIkIP M@ %Eg-alkyl)-SOo-(C1-Ca-alkyl), NH-SOo-
25 phenyl, where the phenyl ring can be substituted up to two

times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,

COOH, COO(C+-Cg)-alkyl or CONHo;

pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-

methylpiperazin-1-yl, (CHg)p-phenyl, O-(CHz)p-phenyl, S-

30 (CH2)p-phenyl or SO2-(CH2)p-phenyl, where p can be 0-3;

R9 is (CH2)m-aryl, where m can be 0-6 and aryl can be phenyl,
naphthyl, biphenyl, thienyl or pyridyl

and the aryl moiety can be substituted up to two times by F, Cl,

35 Br, OH, CF3, NO2, CN, OCF3, O-(C1-Cg)-alkyl, S-(C1-Cg)-

alkyl, SO-(C1-Ceg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NHs, SOo-

NH(C1-Cg-alkyl), S02-N(C1-Cg-alkyl)2, S0O2-NH(C3-Cg-

REPLACEMENT SHEET (RULE 26)



20 which is as | ow as possible. The reaction proceeds in an only slightly

exot herm ¢ manner and can be carried out between -10C and 150C, preferably

" bet ween 30C and 100C. A tenperature range between 50C and 90C as a rule

proves to be particularly favorable. 25 The reaction tinme is largely

dependent on the reaction tenperature atfd is between 2 mnutes and 3 days
h

L L O, SR, eSOl ML BREabigfy SIS,
&

favorabl e tenperature_rangé, the re 5

m nutes and 48 hour s.(CER)PraQedVi(G1-Calealkymictialn-SPe-NEG erCa@kyzt he for m
of their poorly sol uljieraghéapdst Ug;rs@@.h\p(gd.pmoﬁ?my(@ecgj-a Fﬂé action,

di ent | i tabl i ti t d [1 bsé tl
Sified. Thobe used ar CoRBEERn| o CRPOcar GERACER AN benteRBIConl uane,
cyclhohexatnﬁ Ior he|tot ?rq%)@yc?[@akwgchlmmma‘% h?“@ONH(O%ﬁCE;?aIWI,aH gibﬂqp(b1acet at es
such as e aceta r n- acetate or, di rs.such as
di et hyl et her ,dii so&?éﬁ%’ﬁ%t hﬁbﬁﬁhp@:ﬁwploemir a‘t!h%t emgﬂt‘:}g)'ﬂgwhyl
SOl ut i ATt or the engar g be N ) oy o ™ can
be precipitated usi n%%écb?;e&%'g%@r@@bﬁ%ew@%&&%ﬂ%ﬂgﬂﬂ%@mm 26)
S0l U1 one Furt hor mor e e ot | o b Jamel o q 08 JOSRM o0
cavant at@oust y 111 ermps By 35, fh' €8 Do, €T U Lief i, EFan,
agents nentioned w t £QOH, GOQ(CsCralkyler GANH2on of the conpounds |11
wth the 5 thioam deg, MoidiefGedhodididel by Sigaftit Al YSbdradis i yde

| y”al reddy Yyt ca yE)ar’. K'i

products obtai ned are- usua ana € Wor g-up of

the reaction m xt ur e RhYRIRESABE- T3k r | EdHptPhaivh t PaChine-pheswti o8- ni xture
is rendered al kaline (@szp-p_ﬁéhwld}rsgé-(_@fqz%.gﬁ@hﬂ, Riere pTambeér8.3;f or

exanpl e, _triethylam ne or diisobutylam ne 'or anhoni a or norphol ine or
piperidﬁﬁe or 10 1, 8-di azabi cycl o[ 5. 4. 0] undec-7-ene, and the crude reaction
product is pmd thergphybit alyr apeptatlé salts. 9. on a silica gel colum, after
concentration. Suitable elution nedia for this prove to be, for exanple,

m xtures of ethyl acetate with nethanol, m xtures of dichloronethane with
met hanol , mVaryipastiafan preferancevis givertttanoipoundstdiyhe faratuda &irowhichxt ur es of
15 ethyl acetate with hydrocarbons such as heptane. If the purification of
the crude product is carrjed out in the nmanner | ast described, an acid

addi ti ofOpr oduct of ti§e HiseGhROdyI | can be obtained fromthe pure base of
the formula |I' thus obtained by dissolving or suspendi ng the base in an
organi ¢ proty c solven ch as nethanol, ethanol, propanol or isopropanol
or in an 20°brganic a%r fc solvent such as ethyl acetate, diethyl ether,
dii sopropyl ether, tert-butyl nethyl ether, dioxane, tetrahydrofuran,
acetone or «20N€; ' ' ' i thean st
equi nol ar aﬁd?ﬂp‘r of a'r?algﬁgtng%m%&g%ﬁéd&g%@% 2&%@@&%1 @'ﬁ%?i‘)‘g loric
acid, de8solved in an inert solvent such as, for exanple, diethyl ether or
et hanol, or gnot her of { NE,286)-aRyPani c or organi c acids mentioned further
above. The conpounds of the formulfa |I' can be recrystallized froman inert,
sui tabl e sol vent such as, for exanple, acetone, butan-2-one, acetonitrile,
ni tronmet hangra Parti cuisad |, advant ageous, however, is reprecipitation froma
30 sol vent such as, for exanple, dinethylformam de, dinethyl acetam de,
nitromet hane, acetonitrile, preferably nmethanol or ethanol. The reaction of
t he conBOundi of t heid (Cgr(l1g)-Cycloalkpl arE€HI)h a8 aheré nidan benril a VI can

al so be carried out t 3aN L ool - 1of e, such
as, for exanple, tri e%#ﬁe?tynz‘?ntg,% P@ugdgggltzt%%g‘bpgg%ﬁﬂ;ﬁﬂﬁg?rﬁh%tngfzs and t he
conpounds |' thus obt#asukstitated; t hen optionally converted into their acid
addition products VII. REPLACEMENT SHEET ( RULE 26) 20 A possi bl e radical
of an activated ester Z in the conpounds of the formula Ill is, for
exanple: CLABr, I, 868 -(CgHd)-4-N02, O S02- CH3, 0S02- CFg,

O S02- (ggH4) -4-CHg, O S02-CgH4. 5 The acid addition products VIl and | x HZ

can be reac to give, tLhe conmpopnds the fornmulae | and |' by treatnment
with bases. t'ﬁssi bl el%gé@?zg}-g&yﬁ &t r%’}’f' HIeIE; ’Br%arbgeioﬁ@raé‘grﬁfw

hydr oxi des, such as kahtbeysherspdi um potassium cal ciumor barium

hydr oxi de, carbonates or hydrogencarbonates, such as sodi um or potassium
carbonate, sodiumor 10 potassi um hydrogencarbonate, anmonia and am nes,
such as triethyl am ne, diREBM@MEﬁT@,ﬂEEiTC(WIGEQﬁM am ne, piperidine,

nor phol i ne, net hyl di cycl ohexyl am ne. Thi oam des of the formula VI are
either commercially obtainable or can be 15 obtained, for exanple, by
reaction of the correspondi ng carboxam de V with phosphorus pentasul fide in
pyridine (R N Hurd, G Delaneter, Chem Rev. 61, 45 (1961 )), or wth

o v



21 those with thioacetam de in a solvent such as dinethylformam de with
addition of hydrochloric acid, and those with O O diethyl dithi ophosphoric
~acid in a solvent such as ethyl acetate under acidic, e.g. HCl, conditions
at room tenperature or with warmng. 5 The exanples |isted bel ow serve to
il lustrate the invention, but without rigstricting it. The neasured nelting

Sepondon Con t he. honan th&dydmifhell beidlinaihed JBNE RRTiMED Bl I,
Eﬁﬁgﬂlz.egl; C§ﬁ4 521[?3R4\Bxs Zké%qgs,j&% cﬁ)ﬁ, l-@l_QEBz- C?neﬁ_%sc);a||&}4|2i:12%?@e<)ﬂl ;
HHHCH2- O- CsH4- 3-Cl - CHgn I{Z?!-’|12158- g(%)ﬁ%?%??&ﬁgﬁa@' ds—ggi'gsétsd%?g ’
HHHCH2- O- hen | - 2, 4- BH(E1-CaAllen 707 6-N(CraGaiakribe.- 1- SO=NH(CEs- O :

HHHCH2 - hen 1-3, 5- ¢i 2-1 n-CdE en - .
Tt By 123106, C?Wjﬁﬁ%ﬁ[%%@@'ﬁnﬁ g2 Peeiy e
5- CH3- CH2- 78126- CI ;  HiHeID: kyloChg)MRO2bifffeukeralitlehe
formul a | are dit ﬁ” n@»lﬁeﬁﬁélfhﬁltcbg beav-®, @@@m%c_bﬂcmec:ﬁg)zl,sr(mch)dwkvef(@ el ism
a ecti €. coppun
:aprplog;/teljcgna{ hei re)c/)v\ﬁsg'rc?&r?a%bfxe)i ni?ém'iwl t rﬁéﬁ%éﬁ&éa%gz aM@Z@S‘cs (such
as are described, foCgpoyoigalkyl, i n CDRpher (IlOb{II_-i(meC@@um Li g@\][(@p?egl
sl i nm ngpreparation it e nts). e npo ui.tabl e
or The Brophyl axi o HRAa PNENGE rSE I e ditent NBRCoBei . The
conpounds are furtheN{Grsalkyhb) eNi-bCO—(Cé1-p}f6<))-[alﬂw, aNK-COphenyh M-Ié-t i cul ar
for the treatnent of | |~ di t e kGACY~ Of t S was
tested as foll ows: B.s{g%?glfgs'é'g@ﬁ lﬁ%@ﬁgqulifﬁg%%%?é@ﬁgylggmiqg#a%s
tested on nale or fepiaeelelm_ierm' he. phényelr rimg tdaohr Beasulsstititeddup do #@ hour s,
and w th freb access oS Pf i Ch CREOH, TR O KoL ol L Cobapor at e
m |k 301%i nutes aft eCQPH: ﬁ“é)(g %E?&E"MPQF?QMH%TM consungtion of I
evaporated m |k was @oighidihieg, hlityf PipdridiA-, HidoraBm- 950642
condition of the aninal,s was ohserved. asured.m consunpti on was
conpared with that ofn%tﬁﬂplﬁﬁr?ﬁﬁﬂéﬂ'cdﬂép%nﬂgl sQ‘(é%p'PQSF&Z:é)'
Anorectic action, megHpRepkenylloe SGE(CHRRAPIMdNYINeherepicah®d OBtk
consunption of treated animals in conparison to that of untreated aninals.
Conmpound/ Exanpl eOr al Nunber of Nunber of Reduction of the
Ndosean20mal shdrthewlpbysiologiceilydooeptaie eali.ng/ kg] cunul at ed mi | kcunul at ed
m | kconsunption inl 'RSconsunption of consunpti on of % of the control x~Yt he

treatedthe untreatedanimals (male)control animalsFornula IN/ [m](nale)N/
m Exam | e 136 inventiors relatesytms sespeunds xEabe/ fopmgles |,/ in2thgoRemx ahthielr 3505 /

0.785 / 2. 9@qcHniams!| erdeiic/ rRixttdbs/ ahdlGAREX RdrfioRRS, /afd 285 their
4. 2095Exam | g ?505 [ 0.2 93Exam | e 9505 / 0.265 /

288 1.4 20 _
3. 4693ConpoGIRFIELRMATE ANIMpKHIES WeRGber of Reduction of

t heRado2®ani mal s/ ani mal s/ cunul ated m | k~
The alkyl, alkenyl and alkynyl radicals in the substituents R1, R1’, R2, R3,
R4, R8 and A can be either straight-chain or branched.

On account of their higher water solubility, pharmaceutically tolerable salts
30 are particularly suitable for medicinal applications compared with the
starting or base compounds. These salts must have a pharmaceutically
tolerable anion or cation. Suitable pharmaceutically tolerable acid addition
salts of the compounds according to the invention are salts of inorganic
acids, such as hydrochioric acid, hydrobromic, phosphoric,
35 metaphosphoric, nitric, sulfonic and sulfuric acid and organic acids, such
as, for example, acetic acid, benzenesulfonic, benzoic, citric,
ethanesulfonic, fumaric, gluconic, glycolic, isethionic, lactic, lactobionic,
maleic, malic, methanesulfonic, succinic, p-toluenesulfonic, tartaric and
REPLACEMENT SHEET (RULE 26)



R2-O N §[ ng/ kg] cunul ated m | kcunul ated m | kconsunption inRL \ | 'RS
Yconsunpti on of consunption of % of the control x'the treatedthe

“untreatedRl aninmals (femal e)control aninmalsFornula IN/ [m](female)N/

m Exam I'e 10505 / 1.045 / 4.6478Exam|le 11505 / 1.345 / 4.6471Exam|e 12505
/ 1.365 / 4.6471 5 It can be inferred fldlomthe table that the conpounds of

“exanples | < HAEBhie ¥AUYERE R QIRACHRSBE, & Tchfifo RERTE AR, O
formula | worefesahlyi needarSuitaibeis pharmacepticaliy atierable (lummoaams 1arne;
6-chl oro- 2- r&h%ahmfsaué §Ik§@?ﬁétﬁ)’§éﬁ’é hd s%ﬁﬂ]rﬁ*'ﬁr%lngra%n% saﬁ?)a)

2- br ono- 5- chl or 0] ndan-1-'on: omtenperature, 10

5- chl or oi nd@&ndialkaling eard Ml\ﬁ@dﬁs\lﬂ'w §§|nf'¢g'?ﬁf“|"ﬁ aIQgCQJrF'UBT S%ﬂsé(:l al acetic
acid. 0.5 m of a 48%strength solution of HBr in water and then 3.074 m
(0.06 nol) 2 acial acetic.a ,, are added
10 dropei e Satlr &th 2 nofpR&fracausisaly toiBtarle st ave/Bewss ifidad &1,”; 2
ended (noni the estope dfLthe inlentiow!ag usefubfinteheedrates for thblproductishost y added

orom e, Byghi BF phErr gl 588 rmo oo R UL,

moi st resi dientkerapeiicdor examplrdnditie,applisatiensig et hyl acetate, and the
phases ¢f the filtrate are separated. The organic phase is dried over

sodiumsul fate, filtered and concentrated under reduced pressure. The
residue i s diNesBYRIBESIPR ‘Physiplogimallydunatirnal desivativg’ Heed dereirelaies to

filtered thig@ygphysidlogRiaftyl tbidrilsle astvdtive éplaubb oupdt b\e'thé %immla |
crystallize at 0O The crh{tallne roduct is Itee Eh suction

and dried ufGEPTHRG J0CepINVERHOR, & 3N .exar o °B')°“ Sbifinistrarion

6- chl or o- 2- phammal nsidhyas, SoBeoeainbhednmmdbab[el(,dﬂedlly br indiecliy) tol forda At room
t enperature, f I dissolved in 10 m of
dry ace}ti%ne g&‘cp%ﬁﬁr%e thg{f%’é’g@] %r%ﬁ aQIth'?ﬁ%t%ll)% % (I)%E: fam de. The m xture is
stirred at roomtenperature for 6 h the crystallized hydrobrom de of the
product is fipd %83| éj; thm'i:‘ti@hhp'&ieﬁogtﬁ&e arlé'ﬁ'lﬁé!ﬁdbs V&ﬁﬂ@@' dff" tHe acetone

and dried under cgéi gressure ree e IS o ai ne

i ntroduci ng CPH%P%dF G ol ﬁ?i@%l”ye@ﬁ'ogo th(ﬁro FU9P Calt 95’5@%9&% m of

Sﬁt urated sadlivivo boc?rdmafpﬁamdsabwrdb@ amdhetudwemtl?m fvtp?éw p!n%dm slefasn_ or gan:jc
ase ignSe saturated sodium fluoride solution an

8r| ed oé%r m@ﬁégﬁ'ﬁ% gﬁ(ﬁ@?@ﬁ%&ﬂ% xture is filtered 35 and the filtrate

is concentrated under reduced pressure. This gives

6- chl or o- 2- ltin

oo nt 121 Cﬁ'?@'g@%%@& a? &‘Sﬂ rgjcgy ﬂf@ln&gggf&[\ %a% &b HePgRlsertiP afdud™ 9

6- chl or o- 2- @PW%WP@I‘R B?VHEn@rB)XWPWBS %%FW?W'HI%H@WB?QL"PE&JP(’H%ZOI 3a-

<2)f bhydrogromndpolyﬁmdi«phrcommtseapm@rcbhqsodhd%a@ccﬁamg to the invention are
I ONo~ C
8

o (oo ae B cnistBrEENDF- SheBncs dfiolelian Andsare ufviney APPEst o Peicet one,
and t he m xtinventios. stirred at roomtenperature for 12 h. The resulting
precipitate is filtered off with suction, washed vvlth acetone and dried
under 10 high vacuum This gives the hy dr obr oni de

6- chl or o- 2- Belawi &Hl r@f%fﬁﬁ@%)??ﬁ‘ﬁ@ﬂ'&ﬂo}mg Fc)aa@nmsimgoimd@mfle @) oneferi ol - 3a- o

f2 ?f4 {rgl L ng:o dlIn xqﬁehémag'%tdsmrlgééwgr%ﬁ%g?ﬁlﬁégg]\?ﬁazol 3ao
A ré@ ﬁ’p‘ﬁ? ‘ﬁ? Ca@y %@CHO’E’)?' 'WPBYRJS Qséjlﬁﬁé??%gﬁrel Oon and 0.45 g of
220 (4-tert-butyl phenoxy)-thioacetam de are dissolved in 10 m of dry

acet one,

The amount of a compound according to formula (l) which is necessary in
order to achieve the desired biological effect is dependent on a number of
factors, e.g. the specific compound selected, the intended use, the manner
35 of administration and the clinical condition of the patient. In general, the
daily dose is in the range from 0.3 mg to 100 mg (typically from 3 mg to
50 mg) per day per kilogram of body weight, e.g. 3-10 mg/kg/day. An
intravenous dose can be, for example, in the range from 0.3 mg to



and the mxture is stirred at roomtenperature for 12 h. The precipitated

hydrobrom de is filtered off wth suction and washed wth acetone. The

“residue is suspended in a little ethyl acetate and treated with saturated

sodi um bi carbonate sol ution. The organic phase is separated off, dried over

25 magnesium sul fate, filtered and condéntrated under reduced pressure.

.Thi s gives : . . . .

2-(4-tert- bl}f(glpwﬁlé%o\;(vh-lr?&%aﬁ ?eGSUétﬁPg’r gq@,'_%'gteé?_ idc'( an r%gfgﬁmmﬁ?tr}ﬂ E’:?zol -3a-0

f of meltindOpditper2kiogram. pexaminues Jukahiduntusiar) :sobgions for these

2- benzyl sul F@%s&t Bafth confeih, OfcR -Skadriple ot @. NGRS 10%@%&@5@8}]‘ trdar ol - a)
a :

2- benzyl sul f,anyl -t hi oacet am de: 35 At room tenperatuye 0
benzyl sul faﬂy’l‘al rq“gtleé Wﬂ%‘gﬂ'@lé&ﬁeﬁ R ¢ANIAIN, ,J')ere)@tr&@ﬁofroﬁhd m xed

1. 4D 3Ng Per
with 1.25 i b @ e0kydf the behesmpaiuad. Jidist Benpoulés!fer infectionsreah at

reflux for 6 _h, .The cool ed reactjon | ution, i s ,concentrat.ed.under reduced
oressur e andOntaiy B EAMBe. OBk 10 JODMOAN §rallicraipinsEERTg dncivigual,” ot byl
acet at e/ nheplbaedotmalatidhg, suchuas,ifiog eXalrgieylabidts amydapsblesacananntsin) s used
for the nex .

2 bensyl sul 19 SRAnPR, Fom 1,9 191900 ;. dypically from. 10,49 690 g, It <Bse, . A
room t enper &f pharmaosatigallyr toleraite ysalts, f tey abovemadtioned deeight detaitol ved in

10 nl ofqdr ' (i ; i [ n-1-on,
and t ho O i CBRPHE “*’eﬁ ?"%?be“é"d%ﬁ? o J?}%%&“ﬁ'ﬁ ichy BBAYRY Honp 1St PORT
I )

preci pi t at e & PreRfwasds op% hierapyue RGNS da GANGHIONS; alteh up i n
et hyl acet atempduned addobdiagtiorfairadiasdyitsen Riaaasd esat eas Halbbmpoand,

Pl ter ed- anduE Bimyiare ApBab 2PoF T hdng 198" of ATinaEesHe R bactifon

2- benzyl sul fithy Anteldnablecvettitier IHe, Selichey diust mfecmjrée baltolerabie) iBtheof of
|t i , ) 3 t .| Al T8 d of

The TortBl a SprepdngPtis compaube Wiy e Guich s lefAeTS 1 bonfhdshitf " ©

- CH2-, - CHz-aordis; natderedloiortbegeatient’s hgaith. dhecyehiclegranckes sotisHoraHy) |

CH(C6HS) ;.  1§igiRd, oRlﬁotthﬁ@eiﬁdeEfébé feRfurRsd Ngth ahe Ebmpoufd.adran I, CF3,
NO2, CN, COCH 1 Kk

CON ( CL g) A1yRal Tpea o PHAMe)s 25(x:salle) WANGTL g Coptain i 0954 to
O (C1- Cg) - algsgb by welghtngf thesactives compaundalRurther gsharalagetiticallynaciive nor e,
oo e oy BBk 8e 184 A5 ffobind WUALARG Bhed oRpBIAAL BEEORBRLE oo, o
S02- NH2, Sofewriuta-(06) The phrrmacawjcaCconposiiand pecorging to dbg -iavéytion
gb(z CHQE ph%ﬁw bo Hrebered By~ Shé Y3t theCkhEWA) Phafravdutical méthdaSOwridrcy! .
- )n- %sggXtiélly consist in mixing the constituents with pharmacologically
| tolerable excipients and/or auxiliaries.
25
Pharmaceutical compositions according to the invention are those which
are suitable for oral, rectal, topical, peroral (e.g. sublingual) and parenteral
(e.g. subcutaneous, intramuscular, intradermal or intravenous)
administration, although the most suitable manner of administration in each
30 individual case is dependent on the nature and severity of the condition to
be treated and on the nature of the compound according to formula (1) used
in each case. Sugar-coated formulations and sugar-coated delayed release
- formulations are also included in the scope of the invention. Acid-resistant
and enteric formulations are preferred. Suitable enteric coatings include
35 cellulose acetate phthalate, polyvinyl acetate phthalate, hydroxy-
propylmethylcellulose phthalate and anionic polymers of methacrylic acid
and methyl methacrylate.



25 where n can be 0 - 6 and the phenyl radical can be substituted up to two
times by F, C, Br, OH CFg, NO2, CN, OCF3, O (Ci1-C6)-al kyl, (Ci1-C6)-alkyl,
"NH2; NH2, NH (C--C6)al kyl, N((Cl-C6)-alkyl)2, NH(C--C~)-acyl, phenyl,

bi phenyl', O {CH2) ~-phenyl, where n can be 0 - 6, 1- or 2-naphthyl, 2-, 30
3- or 4-pyridyl, 2- or 3-furanyl or 2- @ 3-thienyl, where the phenyl,

.bi ph I
bipheny| - nesiiebd p haifachilical HomABLInge fmr%%ﬁ“"{&!?!§9§“5'§§aﬁl8%'"p%%enbcpg
O (ClL. C6) - allRyAePa[ate. WmiS. -3uch #Snfar eXBRIECERDEHIBS) Cagnels. Jersnasskor ) 2.
S02- CHg, cowe@owmm:@@mwse Q@*\'lﬁn é c?er%nﬁ rarﬁéeh’r of Ythe dﬁ?ﬁ’é&:ﬁ de

trlazolerlgc%a F%wtedln 03|t|on .met hyl or
benayl: t et AoBiad o FPOUIOSTENlasq 28 2 UUNEY B BHTRANSON n 1 he
1- or 2-Pposiith iamnayeows by Inamagoeoas lliquid drsaslan Gl-ik-glatéd bylwater -in-oil

(G ur e (2 oned R Cobetlihe el bdbreeby
C( O - ( CH2) n-anyesuitable(pbanmnaeeitical hinethdd, wbiah) inaliiysh-apstepdipl which the
(O - (CH2) ”achH’/é! | coifil ﬁ‘%e Surthevt-%lclg v@t‘ﬁﬁ'h' ?ar‘l"‘ltd?{élé?hgf‘ﬂeﬁ BE rﬁ% 3.

pyridyl, fury can eac bstitute
( Cl- C3) - al kydditipnabiconslitaenisy) ase k)WOUSNH u@tm CQ'@@CCG)malgeﬂefalF then, Ng,
O (CL- Chp- alcbvd ositiond) aredpeayarbd( wz)rﬁohhl 8ﬁd|hor{16b‘é’ﬁébd§’fmﬁh b: of the

CH2) n- f dyl ,
(G (e A e Hoghided byt L e
(Cl1- C3) - al kyhe pobtluct, @ fétiessayy, abk kgHapedCIHUB) a ahkiehyfor dxanple) cah lm:nyl

25 a 15 (CBATES LIPS @a%* ek Wéﬁuﬁe‘%@%%ﬁﬁvgﬁé s For

one or nor ealppmm@éasmtm obe cnrenmloa@@ddiiyonfal gonstiteenis. fremdamletsocare

I b
wher o 2 an DECPrePared B abieihiiq thebphieting in fadsoig B such
phenyl is uﬁg(amlet @tmwctQtHgsrgrann@s mmeamorppeate HB'XQdGWIth .as b@ es, so
S02; 35 B I&Jﬂ\dldanNmGﬁ-@ﬁ)erméﬂdlor bﬁb@a M:ﬁﬁbﬁaa)surfaeeﬂaﬁm/d@ée@%@ al kyl,

-Cip)-cygl in 0SS i radi cal s, for _one or nore
El?groggals %/%g%ﬁ{sr %]p‘? gagﬁym%ﬁﬁ 8Pegqﬁ§9|}éf%§§ﬁ he,PisDare: Pé((,%@pﬂw OH,
OC( O) CH3, OCtlm mmwmm@npmnd;ln@.‘)teaedywnﬁ(mIHZhertahqmd dihemd, in aan be
0-6 andogr yYlgyfisahetRa®hipgy! . napht hyl, biphenyl, thienyl or pyridyl;and the
aryl norety can ge substltuted up to two times by F, C,Br, OH CF3, NO2,
CN, OCF3, O (Cl-Cg)-alkyl, S(C~ Cg) al kyl, SO (Ct-Cqg)- aIkyI
S02- ( C1- Cg) afirlac e§@@al'\&‘5’m NRich - 4r8- 8likatlie . fo?‘og?érB'eFl: (sGBﬁﬁéd‘éﬂ )2,

(S%Z_Q;\'qu ggzc%ﬁﬁ?'éﬂﬁlﬂg 36@1 %Pé%ﬁ% :cgﬁ'ltal%/ 'd% compound according to

(CH2) m 802 I‘Némﬁilaca) -withyh) Aavdring cmstamatmy Isufoross® 2am =§innNacadge 2dr

(5 2 e et B W R W et o

CO\IH(Cg Cg) @5aaktingnd giwaerol\mEgcrass and gym ajabic. Cg- al kyl ) 2,

NH- CO- ( C1- Cg) - al ky, NH-COphenyI NH- S02- ( C1- Cg al kyl ),

N( Cl- Cg- al k E 2- % NH- SO2- phe where the phenyl ring can
be subst| tu a % hgm gg:rr;gosaons org.par@@te;@jg) agqustratlon

O (Cl-Cg) - alph@fbratﬂ?ﬁwdm-lsteﬁ% 640 @plavétlcms ¢EA\EBmpound accordlng to

ey B doruE P e i) bretlaBf 58%'89'2'%:%% Brdiopd' & telisendasny)

or S02- ( CH2) pegipieny.| Thesermepatmmnlseaﬁe ?pxrétémﬂw—ﬁdmmrasmked vihizawenoushn be 0-6

ooeryY s BltRGUAR S e . RRRThisaioR RAFrYaiko’ NaREY, pifihe PLbENRBBRE, " V'
OCF3, = O ( Clird®musqujarly sr(la{)ra@ynwaaﬁyan vm@cmm @bysam@paratlons can
S02- ( Cl- Cg) peTkMAbly ngpr@'ﬁ%redsgil rRrfe cé%g&shhd withe witétt afd réhdefing:

(S(c):|2-|2;\I ?\5%2 Cy(%:log')eﬁﬁ/ m(%énga kaéiqtgn{ck V\lllh the blood. Injectable
( CH2) m S02- N(;(r@bsrﬂ@hsaddcblrma wbéane nmmi@nhﬂ rferaSeantdlrroNO GHRD 8%

(C1-C6)-al k al kyl C%)(Cl-%)alkyl,

COO( C3- C8) c§x|%é§ﬁkj?3ﬁ%eu§5 %@&IQE(@E' C6) al kyl, OON[ ( Cl- Cg) al kyl ]2,

CONH( Cg- Cg) cycl oal kyl , NH2, NH(C~-Cg) - al kyl 30 N(C1-C6-al kyl) 2,

NH- CO- ( Cl1- C6) - al ky, NH- CO- phenyl ,  NHS02- ( c1- Cg- al kyl),

N( C~- Cg- al kyl ) - SO2- (C~- Cg- al kyl ), NH SO02phenyl, where the phenyl ring can
be substituted up to two tinmes by F, C) CN, OH (Cl-C6)-al kyl,

O (Cl-Cg)-al kyl, CFg, 5 COOH, COQ(Cl-Cg)-al kyl or CONH2, pyrrolidin-1-yl,
nmor phol i n-1-yl, piperidin-1-yl, piperazin-1-yl, 4-nmethylpiperazinl-yl,

(CH2) p- phenyl, O (CH2) p- phenyl, S-(CH2)p-phenyl or S02-(CH2) p- phenyl, where



R1, Rl ° independently of one another are H F, CI, Br, I, CF3, NO2, CN,
COCH, COQ(Cl-Cg)al kyl, CONH2) CONH( C~-Cg) al kyl, 20 CON[ (C~-C6) al kyl] 2,
“(Cl-C6)-al kyl, (C2-C6)-al kenyl, (C2-C6)al kynyl, O (Cl-Cg)-al kyl, it being
possi bl é in the al kyl radicals for one or nore) or all hydrogens to be
repl aced by fluorine, or a hydrogen toqge replaced by OH OC(O CH3, OC(O H,

OCH2- Ph, 25 S02- NH2, ~ SO2NH | kyl |
SO2N[ ( Cl- @F%UEWQ ]Fﬁ‘a@a(:&“{\léé) %9’129?3'?@% ci®) nt ‘9 (‘Eai‘,?”c)ga}fgm kyl ,
SO ( CH2) n- pbmﬁgda,blﬁﬁ@sé@ﬂa@gﬁ\adkaﬂ do@ﬁdmﬁdﬂbneshﬁmﬁe cambeeprepared be O- 6

and the phe C Br,

CF3, NO2, cﬁi}l E@ﬂb %Féﬁ{bé’g‘ﬂge;égé{’t&% ?’ 8@?' V@ R"’Hﬁ%@/ r\‘#jz)"%’e
NH- ( C1- Cg) - edmyantional solid)vehialgs.) for Neﬂmleccpcaaybuttqmamﬂl shapipgethel |

O (CH2) nphe i can be 0-6, 1- or 2-naphthyl, 2-, 3- or 4 pyrldyl,
2- or Iqour?ngy"mgﬁzﬁu%r 3-thienyl, where the phenyl, bi phenyl, napht hyl,
pyridyl, furanyl or thienyl rings can each be 35 substituted one to 3 tines

by F, CI | kyl ,
Nﬁz Ny oL Ie%arﬁﬁlé%euﬂ&'d coﬁw o@‘téﬁiéa%pl%a'ﬁﬁh to (e skin aral ky

C6),- al k 2. .S02
COO- ( C1- Cg) P Eii?fﬁ&ﬂb'y @Bw? af é‘ Sint ’oFr%’%»l 'Ot'RﬂeP@S‘@héprM 285930119y can
be substi tuo¢dVeh|ctd$ewhrch &an be Usgrbaré ipstrourgeiy,| Ianollrbemlyéthﬁ!éne

2 post t1%n gwaﬁﬁé‘sﬁ@ﬁt P BIBNDES or°Bib BE ROIEF bf ihedsbpmiied 021 1
(CH2) n- phen? e B(OID*BPﬁm’ﬂOelnleI$ in gepgral pyesantlin a(m)entraumbf 0.1to 15%

G0 - (o) ne T R or oy BB R B G S BB lrvt - whore n can be
0-5 and in mhlch phenyl thlenyl pyridyl, furyl can each bé substituted up

to two timeFrdnsdermaF. adiinisiation( & - SRb- de¥lble. O$uifablé-lpkarmaleayibal 15 R3

o) n B chomPostiabs fop FRNSOs fm%fééw%tgﬁrn Bh IS T Zg’%%ﬁhenY’?ﬂ"édHﬂ'd "

whi ch phenypatchiesavhith apy suithble fériony-teem ctesehcdreasiwih itheiepidienpist of t wo

times by CIthe':p deh ( s?lé taif) 't
(e S A R o e
possi bl e i nafilgsigb kvt HiRpefstds hora 2§ol9ﬁﬁer0rA”%rLJﬂaBbédrétﬂﬁ85 cb?hdlﬁm gep! aced
Sl dd ”Spﬁérféa‘nth%%% Abeg T df c35¥ee dreloustly bR, 8% 9 ol SThd Roup
- CH2- O CH2- pheticylari npmmhtyphehell active0 aonspdusid t gand; be Crélpaséd Rby where r
NGO arg) - eRsbdighpgon o3 or g2 topfyPsisy S5, SOt 181y Berbidcl iny

possi bl e |ananacmytlc E@Seal‘Qtl 2(5): 818 (498Gr e hydrogens to be repl aced by

fluorine or a hydrogen to be repI aced by OH, OC(O CH3, OC(OH, O CHz2-Ph or

O (C1-A4) -al kyl ; (CH2)ma where m can be 0-6 and aryl can be phenyl,
napht hy#d b,‘l’pﬁéﬁygnthmf n%>,re golateg to a process for the preparation of the

compounds of the formula 1, which comprises obtaining the compounds of
the formula | in such a way that the procedure is according to the following
reaction scheme:




and the aryl noiety can be substituted up to two tinmes by F, C, Br, OH
CF3, N02, CN, OCFg, O (Cl-Cg)-alkyl, S-(Cl-Cg)alkyl, SO (Cl-0Cs6)-alkyl,
"S02- (C1- CB) - al kyl, S02-NH2, S02 10 NH(Cl-Cg-al kyl), S02-N(C1-Cg-al kyl) 2,
S02- NH( C3- Cgcycl oal kyl ), S02- N(C3- Cg-cycl oal kyl )2, (CH2) m S02- NH2,
(CH2) m S02- NH- ( C1- Cg) - al kyl, (CH2) m SO26N( (C~-Cqg) - al kyl) 2, where m can be
1-6, S02-N(=CH N(CH3)2)Q (Cl-C6)-al kyl, (C3Cg)- cycloaICKyI

COQ( C~- Co) al kyl , 15 ) cycl oal kyI CONH2, ~- C,g%(al kyI

CON[ (C1Cg) al ky] ]|2 )cyewyat Ry, NH2

N( C1- C6- al kyl ) B! ( phBH (131 Cg- al kyl ),

N( Cl1l- Cg- al kyl ) -S 1T - aI kyI) NH- SOthenyI re x‘ﬁe phenyl ring can

be substituted urt'to tvvo 20 tinmes by F, d, CN,Rﬂ-I ( C1HICO) - al kyl ,

O (C1-Co) - al kyl, cF3, coon, CO( C~- C6) - al kyI or CONH2; pyrrolidin-21-yl,
nmor phol i n-1-yl, piperidin-1-yl, piperazin-1-yl, 4nmethyl piperazin-1-yl,
(CH2) p- phenyl , WO (]ﬁdZENphenyl S( CH2) p- phenylsQr _B#2- (CH2) p- phenyl , where
p can be 0-3; 25 R9 S (CHZ)mary . _Whege mcan pe 0{6 and aryl can be
phenyl, napht hyl, 8ph§gyl thienyl or pyridyl amd,the aryl noiety can be
substituted up,,to i‘fmes by F, Cl, Br, OH CRja, 2, CN, OCF3,

O (Cl1-Co) - al kyy) S ( |1:| C6) 30 al kyI SO(Cl Cg)-a kyI 802 (C~-Cg) - al kyl,
S02- NH2, S02 NH(Cl- C8*al kyl ), S02- N(Ct-O8 al kyl')2, S02- NH( C3- C8cycl oal kyl ),
S02- N( C3- Cg- cycl oal kyl ) 2R4 (CH2) m SO2- NH2, ( CH2) m SO2- NH-(CrMCG) al kyl ,
(CH2) m SO2- N(ﬁ - (6) yl)2, where mcan be 1-6,,6 SQ2

(C1-Co) - al kyl, o -cycl oal kyl, COOH, COQX
C3 I 1 | kyl, ]2,
co mcg)c§>y§9° R X e e R ey 2

NH CO- ( Cl- Og) - 2N, -
N( C~- Cg- al kyl gy:S02- ( C~- Cg- al kyI) RRI@-822phenyl , gyhere t)ﬁ'ue phenyl ring can
be substituted up;t@zwo tinmes by Fr CI, CN, C]—I (C1-Cg) - al Y1

O (Cl-Cg)-al kyl, CFg) 5 COOH, COO R3c¥9) - al kyl or CONH2; pyrrol idin-1-yl,
nmor pholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4nethyl pi perazin-1-yl,
(CH2) p- phenyl, O (Eﬂgg- phenyl , S(CH2)p-phenyl or SO02 (b@e®) p- phenyl, where
p can be 0-3; 10 apd its physiologically acceptable lts. 3. A conpound of

the formula I, as claineg,in claiml or 2, wherelnYlsaﬁurect bond; 15 X
is CH2; Rl1, R1 ° indepe gntly of one another are F,N , Br, 1, CF3,

NO2, CN, COOHR2 ) al kyl ) CONH2, CONH(Cl- CU)'?A‘P , .

CON (Ct-Cg) al ky 1,%9) - al kyl, (CZ Co6) - al ken ~CgYal kynyl ,

0- (C1-Co) - algq possi bl e in the al kyRt a3 one or nore,
or all hydroge beyrepl aced by fluorine, or @<y 8 n to be replaced
by OH, OC(O OC(® H, OCH2-Ph, NH2, NH CO CH,pr N 2Ph) 2; 25

S02- NH2, SOZNHGCM C6) - al kyl , SOZN[(Cl Cg)-al kyl 12, S-(C1-Cqg)-alkyl,
S—(CH2)n phenyl, S®& (Cl-Cg)-al kyl, SO (CH2)n-phenyl, B02-(Cl-Cs)-al kyl,
S02- (CH2) n-phenyl where n can be 0-6 and the phenyl radical can be
substituted uptotwotirres by F, C, Br, OH CF3, N02, CN, OCF3, O (C~ 30
Cg) -al kyl, (C1l-Cg)-al kyl, NH2; NH2, NH (C~-Cg)-al kyl, N((C~-Cg)-alkyl)2,

NH( C1- C~) - acyl, phenyl, biphenyl, O (CH2)n-phenyl, where n can be 0-6, 1-
or 2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-furanyl or 2- or 3-thienyl, 35
where the phenyl, biphenyl, naphthyl, pyridyl, furanyl or thienyl rings can
each be substituted one to 3 times by F, C, Br, I, OH CF3, N0O2, CN, OCF3,
O (Cl-C6) -al kyl) (Cl-Cg)-al kyl, 34 NH2, NH(Cl-C8)-al kyl,

N((C1-Co) -al kyl )2, S02-CHg, COOH) COO (Cl-C6)-al kyl, CONHZ;



1,2,3-triazol-5-yl, where the triazole ring can be substituted in the 1-,
2- or 3-position by nethyl or benzyl; 5 tetrazol-5-yl, where the tetrazole
“ring can be substituted in the 1- or 2-position by methyl or benzyl; R2 is
H, (Cl1-C6)-alkyl, (C3-C6)-cycloalkyl, (CH2)n-phenyl, (CH2)nthienyl,
(CH2) n-pyridyl, (CH2)n-furyl, C(O-(Ct4€6)-al kyl, C(0) 10

(C3-C6 I I O-(CH2 t hi |,
(C(O) ()CH(Z:gl(r:lI:%grd%y o%&%??&@h vc\(/hea e(n c?aﬂ beI gné and in which

phenyl, thienyl, pyridyl, furyl can each be substituted up to two tinmes by
a, F, CN CFg, (C-Cg)- aIkyI OH O (Cl-d&)-alkyl; 15 R3is H F R4
(C8-Cl16)-cycl oal kyl, ,it being possible injthergl kyI radi cals for one or
nore hydrogens to be replaced by fl 0 20 hydrogen to be repl aced
by OH, OC(O CH3, OC(O H, O CH2PR1 C4) -lal kyl; (CH2)n- A-R8, where n
can be 1-6, except for the group - 2-phenyl in which phenyl is
unsubstituted; 25 (CH2)r-B-R9, wher& r canXbe 1-6; Ais O S Bis NH
N-(C1-C6)-al kyl, NCHO, N(CO-CH3); RP R8 is (C5-C24)-alkyl,

(C3-Clo) - cycl oaI kyl, it being possi I%I Eat!he al kyl radicals for one or
nore hydrogens to be repl aced by fl uSMHE 8r a hydrogen to be repl aced by
H, OC(@CHg, OC(OH OCH-Ph or O(Cl-C4)-alkyl; 35 (CH2)maryl, where m

be 0-6 I I h h dyl
can be 0. BREN| RFARPS FERY X BARDY Hhuo R ERHring ThGRMec VL) YL,
CFg, No2, cRefiated and cenverigd ey cosppund @é)thmffa;mulasl@ qra:wmzj) Zaisky | |
S02- ( CL- Cg) trid I‘a\dmal%@%n%vat%@%@fﬁw@rﬁdﬂnb or Hdamk Gkid20- al kyl ) 2,
S02- NH(C3-C8 5 cycl oal kyl), S02-N(C3-Cg-cycl oal kyl)2, (CH2)m S02- NH2,
(CH2) m SO02- NH- ( C~-C6) - al kyl, (CH2) m SO2- N( ( C1- Cg) - al kyI )2, where m can be
1-6, SO N( TREFOSNEdrls, of (tBa fSimulalil ire ré4g60)urbiel with kibanfad3-bf the
COQ( C1- Co) aIf %IJ(CQCG) cycl oal kyl, CONH2, CONH(Ct-Cg)al kyl, CON[(Cl 10
Cg) al kyl ] 2, %—? C6) cycl oal kyl , NHZ;iI;( Cl-Cg)-al kyl, N C1- Cg- al kyl) 2,

NH CO- ( C~- C6) - al ky, NH CO phenyl, NHSO C~- Cg- al kyl),

N( C1- Cg- al kyI) S02- (C1- Cg- al kyl), M SO henyl , where the phenyl ring can
be substituted up to two tinmes by F, RE OH, (C1- CB) - al kyl ,

O (Cl1-Cg)-al kyl, CF3, 15 COCOH, COQ(C CG) al kyl or CONH2; pyrrolidin-1-yl,
nmor pholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4nethyl piperazin-1-yl,
(CH2) p- phenyl, O (CH2) p- phenyl, S(CH2) Miphenyl or S02-(CH2)p-phenyl, where
p can be 0-3; 20 RO is (CH2)maryl, where mcan be 0-6 and aryl can be
phenyl , naphthyl, biphenyl, thlenyl or pyridyl and the aryl noiety can be
subst i t16 edlmwhlcth Rédchag tr@smle@nmg iodjcaged, to-piverempa@mndsaN, thedpenula

O (CL- C6) - alkylor B~ (Whbr&Bliah Iop é%(%%mﬁéwds &O%e( fdmidha -l & .
S02- NH2)  S02 25 r@r\g;m Cﬁeug@gci

2- N
S02- NH( Cg- CeRYeriRd kje)t @Ql%%a %fcﬁley %"%'l ulg ¥lbysingrgapis, or

(1 CIéIZ) g:) goﬁ( Midrgaric Goidsibk ghits O mmawm Gbtdiged arWonRertebane thecan be
COQ( Cl- Cg) af’?b'g(s%@"%é‘?%% Bhilia E’%&LEQX%&%@% E@% oON[ ( C1
Cg) al ky2Q 2) CONH( C3- Cg) cycl oal kyl , NH2, NH(C1-Cg)-al kyl, N(C1- aI kyl ) 2)

NH- CO- ( Cl1- 54,3%% 1- | kyl
N( C1- Cgi al E@L)Itég@/m? n%&?ﬁ?%% fON E( enCIJ a\/\/n)ér)e t he phenyl ri ng can
be substi t uD¥drahg “f?@OI%SQ@" taﬁrmgirﬁwlpﬂcamd @Nd lrygropromieecid, &g well

(ORfJ Eé C6) abh)é'ulfuﬁ?&m&@ﬁblsp%é‘éld% @hlodsufionic@uid; REPLACEMENT SHEET
25 Organic acids which may be mentioned are, for example: formic acid,
acetic acid, benzoic acid, p-toluenesulfonic acid, benzenesulfonic acid,
succinic acid, fumaric acid, maleic acid, lactic acid, tartaric acid, citric acid,
L-ascorbic acid, salicylic acid, isethionic acid, methanesulfonic acid,
trifluoromethanesulfonic acid, 1,2-benzisothiazol-3(2H)-one, 6-methyl-
30 1,2,3-oxathiazine-4(3H)-one-2,2-dioxide.
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36 pyrrolidin-1-yl, norpholin-1-yl, piperidin-1-yl, piperazin-1-yl,

4met hyl pi perazi n-1-yl, (CH2)p-phenyl, O (CH2)p-phenyl, S(CH2)p-phenyl or

© S02- (CH2) p- phenyl, where p can be 0-3; 5 and its physiologically acceptable
salts. 4. A conpound of the formula I, as claimed in one or nore of clains
1 to 3, wherein 10 Y is a direct bond; 1¥ is CH2 R1, R1" independently of

) th | kyl ;
one, 2ok e Syl G bl S a8l ihé bing Re R ut ek Rat Bl b
1-6, bexcept c%mpouh@ks it aregoreaClétd WitoHRe ﬁheamhdeanl/\m toe molanyatio kom 1: 1wh

nsubsti t ut i re m
ga?]ube 0-6 @ndf}r ﬁwe(?rgg%goﬁ%@%v?ﬁta{qggyﬁé% %&%Fle %/ncrgar?g)ggwgﬁ%st%u?eg up
to two tinme# pglar, ormnlcaolvezmrs sacb aw@znemlfomqulmeim;craa

ﬁh E 8} Ca) 30 %létﬂyi 23 rtdhkoRe) dﬁixléﬁb te%%fgé@fu@@ aébi@HnnleSQﬁtrcNhBthafﬁ%Z

S02- N( C3- CgOE:;ﬁf&l?tMPRﬂ &WCO% H%’g hNH af{“@l#?f'bh@é 'Nﬂg?@eils @venty | |
(CH2) m S02- Nb\(v&er%)av ved to\fﬁéemtmlmtélé dndb ethy) a6 HsMrECoaR) |
T e S B céh@%?“mp%[see SEhEN, g, ower

%NHE gg 06) dbamwademdes Nuzh &b fak- éiga)mpibkyabetdﬁEPlb%mnEPEneSIdEEETéxaﬁmEl i6|)
N(Ct - Cg aI k %y%%L(%‘O@hé%eq%?bnﬁh%&Nﬁéer%ngamger eal%ﬁstg) ﬁ{es(reljal Cé?‘ldﬁg >c/a)n
be substit utrwduue,s obtha/\eolwen'@smey\tlsnedzlcan@lsocbe ugex vitf) sa apts whlch

O (Cl-Cg) - aa@éh ¢ pe“% n@@% GhehSs, %marﬁmec%mrew rn?éthﬂharl yl,

hol 1
(G) p- phenytth b@rzzepmtr@n@h%nh (8pers) Fsphvane it Dyl RS o WHRIGH her e
phcan be ? But y1 0 negyli téthéhysethhﬂ@ll ORitH Yt?tﬁamMr@hieiharaétSacélioné\ with
armacgutic ri,sin or _nor e 0 a
mor e of 151 aPHeraors: sienidofEndig B Lo dlieneiahs Was i e o HaRT of i ne
conpounds asolekat |mmhomcase$hnuldexped|bnﬁy berased in @Me)amsso]ibe oeactione
anor ect | ¢, a8hhnpBnBRRPBAAH6 ieplndl SITRRAN oS P 16 ITRUobANAT foRltdf! © Of

clains 1 to or use anent tor the ge reat nent
of obesity. medivmc drunslamerials| WiemsepgtionogemePnaBbise can %Isauh% reagtedq f or

use as a nedithadEsbIveny, in BQnWMhV{r@(ie%p@btnﬁé ﬂﬁéé’iﬂiﬂe ﬁés E—Mﬁ@luhb phiabet es.
25 9. co I nation

d.a
with at??ea ucghés 1a|§rL°H\éra HBF%‘E% c'P tr%%t'%r%g?ﬁfg}ssf s aurggnhfss di canent
for the prophyihexnic avartmesaamd canobe dzeded yout Ifetwaeco#poUo caraks 160eCed i n

one or 1or e pRlieflf) BBnlod? sbebtf 196! ROlbMhrd Bhoh BetieBSHd-er L her

anorectic af |ve AT a8 axl s or
t r eat nent oandﬁﬁ)emas mngjgenr@ges to be partlcularly favorable.

25 The reaction time is largely dependent on the reaction temperature and is
between 2 minutes and 3 days at relatively high and relatively low
temperatures respectively. In the favorable temperature range, the reaction
time is in general between 5 minutes and 48 hours.

30 Frequently, the compounds VIl separate in the form of their poorly soluble
acid addition salts in the course of the reaction, expediently a suitable
precipitating agent is additionally subsequently added. Those used are, for
example, hydrocarbons such as benzene, toluene, cyclohexane or heptane
or tetrachloromethane; in particular, alkyl acetates such as ethyl acetate or

35 n-butyl acetate or dialkyl ethers such as diethyl ether, diisopropy! ether, di-
n-butyl ether or tert-butyl methyl ether prove particularly suitable. If the
reaction mixture remains in solution after the end of the reaction, the salts
of the compounds VII can be precipitated using one of the precipitating
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11. A process for preparing a pharmaceutical conprising one or nore 35
conpounds as claimed in one or nore of claims 1 to 4, which conprises

-m Xi ng the active conmpound with a pharnaceutically suitable vehicle and
bringing this mxture into a formsuitable for adm nistration. REPLACEMENT
SHEET (RULE 26) 38 12. The use of thd%onpounds as claimed in one or nore
of clains 1 f r kN h&a RLophylaxi

treat nent ofa bggﬁsirﬁén%ﬁfg ﬁfT%gBlrjdsﬁeﬂ;‘l‘:itﬁ ?ﬁgF c%&n%gbﬁgsgseglg’%négaﬁ?none or
more of cl aSRtioN; d‘y urthesmoms.c e salytignnetithereaction mixkhurepeap aisenties or
treat ment obdudRRigebuslyaRlres intdGhédoldtidH BF 8he 6theH5r%E?1thﬁﬁ%fa'g;%nfs0”p0U”ds
as clainmed in qne orwﬂﬁr% of ﬁ%alms lto il \M}:\!ﬁg conpri es”r act1 ng,
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X HZ, which |s then reacted further th a base to give the corpound of
he for nul atrpe_thyla_rmw_oA\d_ng@butyIamme or ammonia or morpholine or piperidine or
A
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2222~2~22228therptesbbutybmetigghgiiser, dioxane, tetrahydrofuran, acetone or butan-2-

one and then treating this mixture with an at least equimolar amount of an

inorganic acid such as, for example, hydrochloric acid, dissolved in an inert

solvent such as, for example, diethyl ether or ethanol, or another of the
25 inorganic or organic acids mentioned further above.

<
<
l)

The compounds of the formula I' can be recrystallized from an inert,
suitable solvent such as, for example, acetone, butan-2-one, acetonitrile,
nitromethane. Particularly advantageous, however, is reprecipitation from a
30 solvent such as, for example, dimethylformamide, dimethylacetamide,
nitromethane, acetonitrile, preferably methanol or ethanol.
The reaction of the compounds of the formula Il with the thioamides of the
formula VI can also be carried out such that an at least equimolar amount
of a base, such as, for example, triethylamine, is added to the reaction
35 mixture and the compounds I’ thus obtained are then optionally converted
into their acid addition products VII.
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35 with hydrogen sulfide (Houben-Weyl IX, 762) or thioacetamide
(E. C. Taylor, J. A. Zoltewicz, J. Am. Chem. Soc. 82, 2656 (1960)) or O,0-
diethyl-dithiophosphoric acid. The reactions with hydrogen sulfide are
preferably carried out in an organic solvent such as methanol or ethanol,
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oric acid, an those with’ O O -diethyldit phosphorlc
acid in a solvent such as ethyl acetate under acidic, e.g. HCI, conditions at
room temperature or with warming.

The examples listed below serve to illustrate the invention, but without
restricting it. The measured melting or decomposition points (m.p.) were

not corrected and are generally dependent on the heating rate.

Table 1: Examples

R1’
Formula |

Example| R1; R1’ | R2 | R3 R4 Y X Salt | m.p.
[°C]

1 6-ChH| H | H CH,-O-phenyl - | CH, - 121
2 6-Cl;,H| H [ H | CH,-O-(CeHs-4-OCH3) | - | CH» - 110
3 6-CLH|I H | H CH,-0O-(CgH4-2-Cl) - | CH, - 178
4 6CLH| H | H CH,-0-(CgH,4-3-Cl) - | CH, - 121
5 6-CbH| H | H CH,-0O-(CgH,-4-Cl) - | CH, - 123
6 6-CbH| H | H | CH,-O-phenyl-2,4-di-Cl | - | CH, { HBr | 170
7 6-CLbH| H H adamant-1-yl - | CH, - 173
8 6-Cl,H | H | H [CHx-O-(phenyl-3,5-di-Cl){ - [ CH, - 125
9 6-C,H | H | H | CHxO-(phenyl-4-tBu) | - [ CH, - 123
10 6-ClbH|[ H | H | CH,-O-CH,-CH-CgHs | - | CH» - 94
11 6CbH| H | H CH>-0O-(CH,)s-CH5 - | CH, - 78
12 6ChbH| H | H CH,-S-CH,-CgHs - | CH, - 102

The compounds of the formula | are distinguished by favorable effects on
the lipid metabolism; in particular, they are suitable as anorectics. The
compounds can be employed on their own or in combination with further

y"fy
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}goﬁi 8 z e leg%f%p\ tf']e prophylaxns and in partlcular for the treatment of
obesity. The compounds are furthermore suitable for the prophylaxis and in

5  particular for the treatment of type Il diabetes.
The efficacy of the compounds was tested as follows:

Biological test model:
10
The anorectic action was tested on male or female NMRI mice. After
withdrawal of feed for 24 hours, the test preparation was administered via a
stomach tube. Kept individually and with free access to drinking water, the
animals were offered evaporated milk 30 minutes after giving the
15 preparation. The consumption of evaporated milk was determined hali-
hourly for 7 hours and the general condition of the animals was observed.
The measured milk consumption was compared with that of the untreated
control animals.
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milk consumption of treated animals in comparison to that of

untreated animals.

Compound/Example | Oral Number of Number of  [Reduction of the
N :<R4 dose animals/ animals/ cumulated milk
R2—0 s |[mg/kg]| cumulated milk | cumulated milk | consumption in
R1 R3 consumption of | consumption of | % of the control
x”Y the treated the untreated
RY’ animals (male) | control animals
Formula | N/ [ml] (male)
N / [ml]
Example 1 50 5/0.42 5/2.90 86
Example 2 50 5/0.34 5/2.90 88
Example 3 50 5/0.78 5/2.90 73
Example 5 50 5/0.42 5/4.18 90
Example 6 50 5/0.22 5/4.20 95
Example 8 50 5/0.28 5/4.20 93
Example 9 50 5/0.26 5/3.46 93
Compound/Example | Oral Number of Number of  [Reduction of the
N =<H4 dose animals/ animals/ cumulated milk
R2—0 s |[mg/kg]| cumulated milk | cumulated milk | consumption in
R1 R3 consumption of | consumption of | % of the control
x”" the treated the untreated
RY’ animals (female)| control animals
Formula | N / [ml] (female)
N/ [ml]
Example 10 50 5/1.04 5/4.64 78
Example 11 50 5/1.34 5/4.64 71
Example 12 50 5/1.36 5/4.64 71

It can be inferred from the table that the compounds of the formula 1 exhibit
very good anorectic action.

The preparation of some examples is described in detail below; the other
10 compounds of the formula | were obtained analogously:
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thoroughly with water. The moist residue is removed from the filter
15 using ethyl acetate, and the phases of the filtrate are separated. The
organic phase is dried over sodium sulfate, filtered and concentrated
under reduced pressure. The residue is dissolved in 120 ml of hot n-
heptane; the hot solution is filtered through a pleated filter and the
solution is then left to crystallize at 0°C. The crystalline product is
20 filtered off with suction and dried under reduced pressure.
m.p.: 94-96°C

b) 6-chloro-2-phenoxymethyl-8,8a-dihydroindeno[1,2-d]thiazol-3a-ol:

25 At room temperature, 0.49 g of 2-bromo-5-chloroindan-1-on are
dissolved in 10 ml of dry acetone and mixed with 335 mg of 2-
phenoxy-thioacetamide. The mixture is stirred at room temperature
for 6 h, the crystallized hydrobromide of the product is filtered off
with suction and the residue is washed with acetone and dried under

30 reduced pressure. The free base is obtained by introducing the salt
into a mixture of 30 ml of ethyl acetate and 20 ml of saturated
sodium bicarbonate solution and stirring for 20 mins. The organic
phase is separated off, washed with saturated sodium fluoride
solution and dried over magnesium sulfate. The mixture is filtered

35 and the filtrate is concentrated under reduced pressure. This gives
6-chloro-2-phenoxymethyl-8,8a-dihydroindeno[1,2-d]thiazol-3a-ol of
melting point 121°C.
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6-chloro-2-(2,4-dichlorophenoxymethyl)-8,8a-dihydroindeno[1,2-d]thiazol-
3a- ol hydrobromide:

At room temperature, 0.25 g of 2-bromo-5-chloroindan-1-on and 0.24 g of
2-(2,4-dichlorophenoxy)-thioacetamide are dissolved in 5 ml of dry acetone,
and the mixture is stirred at room temperature for 12 h. The resulting
precipitate is filtered off with suction, washed with acetone and dried under

10 high vacuum. This gives the hydrobromide of 6-chloro-2-(2,4-
dichlorophenoxymethyl)-8,8a-dihydroindeno[1,2-d]thiazol-3a-ol of melting
point 170°C (decomposition).

Example 3 (Compound 9):

15
2-(4-tert-butylphenoxymethyl)-6-chloro-8,8a-dihydroindeno[1,2-d]thiazol-3a-
ol:

At room temperature, 0.49 g of 2-bromo-5-chlorindan-1-on and 0.45 g of 2-

20  (4-tert-butylphenoxy)-thioacetamide are dissolved in 10 ml of dry acetone,
and the mixture is stirred at room temperature for 12 h. The precipitated
hydrobromide is filtered off with suction and washed with acetone. The
residue is suspended in a little ethyl acetate and treated with saturated
sodium bicarbonate solution. The organic phase is separated off, dried over

25 magnesium sulfate, filtered and concentrated under reduced pressure. This
gives 2-(4-tert-butylphenoxymethyl)-8-chloro-8,8a-dihydroindeno[1,2-
d]thiazol-3a-ol of melting point 122-124°C.

Example 4 (Compound 12):

30
2-benzylsulfanylmethyl-6-chloro-8,8a-dihydroindeno[1,2-d]thiazol-3a-ol:
a) 2-benzylsulfanyl-thioacetamide:
35 At room temperature, 1.2 g of benzylsulfanyl-acetonitrile are

dissolved in 10 ml of dry ethanol and mixed with 1.25 ml of diethyl
dithiophosphate, and the mixture is stirred at reflux for 6 h. The
cooled reaction solution is concentrated under reduced pressure and
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2-benzylsulfanylmethyl-6-chloro-8,8a-dihydroindeno[1,2-d]thiazol-
3a-ol:

At room temperature, 0.54 g of 2-benzylsulfanyl-thioacetamide are
dissolved in 10 ml of dry acetone and mixed with 0.67 g of 2-bromo-
5-chlorindan-1-on, and the mixture is stirred at room temperature for
4 h. The resulting precipitate is filtered off with suction, washed with
acetone, taken up in ethyl acetate, mixed with saturated sodium
bicarbonate solution and extracted twice. The organic phase is dried
over magnesium sulfate, filtered and concentrated under reduced
pressure. This gives  2-benzylsulfanylmethyl-6-chloro-8,8a-
dihydroindeno[1,2-d]thiazol-3a-ol of melting point 102-104°C.
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in which
10

Y is a direct bond, -CHg-, -CH2-CHo-;

X is CHz, CH(CH3), CH(C2Hs), CH(C3gH7), CH(CgHs);
15 R1, Rt independently of one another are H, F, Cl, Br, I, CF3, NOo,

CN, COOH, COO(C1-Cg)alkyl, CONHa, CONH(C1-Cg)alkyl,

CON[(C1-Cg)alkyll2, (C1-Ceg)-alkyl, (Co-Cg)-alkenyl, (C2-Cg)-

alkynyl, O-(C1-Cg)-alkyl, it being possible in the alkyl radicals

for one or more, or all hydrogens to be replaced by fluorine, or
20 a hydrogen to be replaced by OH, OC(O)CHz, OC(O)H, O-

CH2-Ph, NHz, NH-CO-CH3 or N(COOCH2Ph)2;

S0O2-NHg, SO2NH(C1-Cg)-alkyl, SO2N[(C1-Cg)-alkyl]o,

S-(C1-Cg)-alkyl, S-(CH2)n-phenyl, SO-(C4-Cg)-alkyl,
SO-(CH2)n-phenyl, SO02-(C1-Cg)-alkyl, SO2-(CH2)n-phenyl,
25 where n can be 0 — 6 and the phenyl radical can be

substituted up to two times by F, Cl, Br, OH, CF3, NO2, CN,
OCF3, O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, NH2; NH2, NH-(C1-Cg)-
alkyl, N((C1-Ce)-alkyl)2, NH(C1-C7)-acyl, phenyl, biphenyl,
O-(CH2)n-phenyl, where n can be 0 — 6, 1- or 2-naphthyl, 2-,
30 3- or 4-pyridyl, 2- or 3-furanyl or 2- or 3-thienyl, where the
phenyl, biphenyl, naphthyl, pyridyl, furanyl or thienyl rings can
each be substituted one to 3 times by F, Cl, Br, |, OH, CFg,
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(CHa2)n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, where n can be
0 - 5 and in which phenyl, thienyl, pyridyl, furyl can each be

20 substituted up to two times by CI, F, CN, CF3, (C1-Cg)-alkyl,
OH or O-(C1-Cg)-alkyl, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl,
C(O)OCH3, C(O)OCH2CHg3, C(O)OH, C(O)NH2, C(O)NHCH3s,
C(O)N(CHg)2, OC(O)CHg;

25 R4 is (Cg-C16)-cycloalkyl, ,it being possible in the alkyl radicals for
one or more hydrogens to be replaced by fluorine or a
hydrogen to be replaced by OH, OC(O)CHsz, OC(O)H,0-CHa-
Ph or O-(C1-Cg4)-alkyl;

(CH2)n-A-R8, where n can be 1-6,

30 except for the group -CH2-O-CHa-phenyl in which phenyl is
unsubstituted;

(CH2)r-B-R9, where r can be 1-6;

A is O, S, SO, SOz;
35
B is NH, N-(C1-Cg)-alkyl, NCHO, N(CO-CHa);
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Br, OH, CF3, NO2, CN, OCF3, O-(C1-Cg)-alkyl, S-(C1-Cg)-

30 alkyl, SO-(C1-Cg)-alkyl, SO2-(C4-Cg)-alkyl, SO2-NH2, SOo-
NH(C1-Cg-alkyl), SO2-N(C1-Cg-alkyl)o, SO2-NH(C3-Cg-
cycloalkyl),  SO2-N(C3-Cg-cycloalkyl)s, (CH2)m-SO2-NHo,
(CH2)m-S0O2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)o,
where m can be 1-6, SO2-N(=CH-N(CHas)2), (C1-Cg)-alkyl, (Ca-

35 Csg)-cycloalkyl, COOH, COO(C1-Cg)alkyl, COO(Cs-
Ce)cycloalkyl, CONHz, CONH(C{-Cg)alkyl,  CON[(C1-
Ceg)alkyl]l2, CONH(C3-Cg)cycloalkyl, NHp, NH(C1-Cg)-alkyl,
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10  and its physiologically acceptable salts.
2. A compound of the formula | as claimed in claim 1, wherein

Y is a direct bond;
156
X is CHo;

R1, R1° independently of one another are H, F, Cl, Br, |, CF3, NOo,
CN, COOH, COO(C1-Cg)alkyl, CONH2, CONH(C1-Cg)alkyl,

20 CON[(C1-Cg)alkyl]2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-
alkynyl, O-(C1-Cg)-alkyl, it being possible in the alkyl radicals
for one or more, or all hydrogens to be replaced by fluorine, or
a hydrogen to be replaced by OH, OC(O)CH3, OC(O)H, O-
CHz-Ph, NHz, NH-CO-CHgz or N(COOCH2Ph)2;

25 SO2-NHo, SO2NH(C1-Cg)-alkyl, SO2N[(C1-Cg)-alkyl]2,
S-(C1-Ceg)-alkyl, S-(CH2)n-phenyl, SO-(C1-Cg)-alkyl,
SO-(CH2)n-phenyl, SO2-(C1-Cg)-alkyl, SO2-(CH2)n-phenyl,
where n can be 0—6 and the phenyl radical can be substituted
up to two times by F, Cl, Br, OH, CF3, NO2, CN, OCF3, O-(C1-

30 Ce)-alkyl, (C1-Cg)-alkyl, NH2; NH2, NH-(C1-Cg)-alkyl, N((C1-
Ce)-alkyl)2, NH(C4-C7)-acyl, phenyl, biphenyl, O-(CH2)n-
phenyl, where n can be 0-6, 1- or 2-naphthyl, 2-, 3- or 4-
pyridyl, 2- or 3-furanyl or 2- or 3-thienyl, where the phenyl,
biphenyl, naphthyl, pyridyl, furanyl or thienyl rings can each be

35 substituted one to 3 times by F, CI, Br, I, OH, CF3, NO», CN,
OCF3, O-(C1-Cg)-alkyl, (C1-Ceg)-alkyl, NHz, NH(C4-Cg)-alkyl,
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1,2,3-triazol-5-yl, where the triazole ring can be substituted in

the 1-, 2- or 3-position by methyl or benzyl;
5 tetrazol-5-yl, where the tetrazole ring can be substituted in the
1- or 2-position by methyl or benzyl;

R2 is H, (C1-Ceg)-alkyl, (C3-Ce)-cycloalkyl, (CH2)n-phenyl, (CH2)n-
thienyl, (CH2)n-pyridyl, (CH2)n-furyl, C(O)-(C1-Cg)-alkyl, C(O)-
10 (C3-Cg)-cycloalkyl, C(O)-(CH2)n-phenyl, C(O)-(CHa2)n-thienyl,
C(O)-(CH2)n-pyridyl, C(O)-(CH2)n-furyl, where n can be 0-5
and in which phenyl, thienyl, pyridyl, furyl can each be
substituted up to two times by Cl, F, CN, CF3, (C1-C3)-alkyl,
OH, O-(C1-Cg)-alkyl;
15
R3 is H, (C1-Cg)-alkyl, F, CN, N3, O-(C1-Cg)-alkyl, (CH2)n-phenyl,
(CH2)n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, where n can be
0-5 and in which phenyl, thienyl, pyridyl, furyl can each be
substituted up to two times by CI, F, CN, CF3, (C4-C3)-alkyl,
20 OH, O-(C1-Cg)-alkyl;
(C2-Cg)-alkynyl, (C2-Cg)-alkenyl, C(O)OCH3, C(O)OCH2CHg,
C(O)OH, C(O)NHz, C(O)NHCH3, C(O)N(CHaz)2, OC(O)CHa;

R4 is (Cg-C1g)-cycloalkyl, ,it being possible in the alkyl radicals for
25 one or more hydrogens to be replaced by fluorine or a
hydrogen to be replaced by OH, OC(O)CH3, OC(O)H,0-CHo-
Ph or O-(C1-C4)-alkyl;
(CH2)n-A-R8, where n can be 1-6,
except for the group -CHz-O-CHa-phenyl in which phenyl is
30 unsubstituted;
(CH2),-B-R9, where r can be 1-6;

A is O, S, SO, SO;

35 B is NH, N-(C1-Cg)-alkyl, NCHO, N(CO-CHz);



7 "10986 & ()- 7"EFGpX<4l "10986 & ()- 7" "10986 & ()- 7 "10986 & ()- 7"
"10996 & ()- 7 "1096 & ()- 7,sW4l "10986 & ()- 7 "10986 & ()- 7" "10986 & ()-
7 10996 & ()- 7" "1098B & ()- 7,-.0jkxX@1" "109%6& ()- 7 "109%6 & ()- 7"
"10986 & ()- 7 "1096 & ()- 7" pX<4l "10986 & ()- 7" "10986 & ()- 7 "10986 & ()-
7" "10986 & ()- 7 "10986 & ()- 7H JsW4132109%6& ()- 7 "1096 & ()- 7"

" ' R () - "10004 &' (A- ~" " ' Q' () - "' 10004 L' (. .
oo e () 1ooed % O AHelE B0 ST L gt e
alkyl radicals for one or more hydrogens to be replaced by
fluorine or a hydrogen to be replaced by OH, OC(O)CHg,
OC(O)H, O-CH2-Ph or O-(C1-C4)-alkyl;
5 (CH2)m-aryl, where m can be 0-6 and aryl can be phenyl,
naphthyl, biphenyl, thienyl or pyridyl
and the aryl moiety can be substituted up to two times by F, Cl,
Br, OH, CF3, NOg2, CN, OCF3, O-(C1-Cg)-alkyl, S-(C1-Cg)-
alkyl, SO-(C1-Cg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NHz, SO»-
10 NH(C1-Cg-alkyl), SO2-N(C1-Cg-alkyl)2, SO2-NH(C3-Cg-
cycloalkyl), S02-N(C3-Cg-cycloalkyl)s, (CH2)m-SO>-NHo,
(CH2)M-SO2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)o,
where m can be 1-6, SO2-N(=CH-N(CH3)2), (C1-Cg)-alkyl, (Cs-
Ceg)-cycloalkyl, COOH, COO(C1-Cg)alkyl, COO(C3-
15 Cg)cycloalkyl, CONHz, CONH(C1-Cg)alkyl, CON[(C1-
Ce)alkyll, CONH(C3-Cg)cycloalkyl, NHz, NH(C1-Cg)-alkyl,
N(C1-Cg-alkyl)2, NH-CO-(C1-Cg)-alky, NH-CO-phenyl, NH-
SO2-(C1-Cg-alkyl), N(C1-Cg-alkyl)-SO2-(C1-Cg-alkyl), NH-SOo-
phenyl, where the phenyl ring can be substituted up to two
20 times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,
COOH, COO(C1-Cg)-alkyl or CONHo;
pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-
methylpiperazin-1-yl, (CHz)p-phenyl, O-(CH2)p-phenyl, S-
(CH2)p-phenyl or SO2-(CH2)p-phenyl, where p can be 0-3;
25
R9 is (CH2)m-aryl, where m can be 0-6 and aryl can be phenyl,
naphthyl, biphenyl, thienyl or pyridyl
and the aryl moiety can be substituted up to two times by F, ClI,
Br, OH, CF3, NO2, CN, OCF3, O-(C1-Ce)-alkyl, S-(C1-Cg)-
30 alkyl, SO-(C1-Cg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NHp, SOo-
NH(C1-Cg-alkyl), S0O2-N(C1-Cg-alkyl)z, SO2-NH(C3-Csg-
cycloalkyl),  SO2-N(C3-Cg-cycloalkyl)e, (CH2)m-SO2-NHo,
(CH2)M-SO2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)2,
where m can be 1-6, SO2-N(=CH-N(CH3)2), (C1-Cg)-alkyl, (C3-
35 Ce)-cycloalkyl, COOH, COO(C1-Cg)alkyi, COO(C3-
Ce)cycloalkyl, CONHz, CONH(C1-Cg)alkyl, CONI[(C1-
Ceg)alkylls, CONH(C3-Cg)cycloalkyl, NHgz, NH(C1-Cg)-alkyl,
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02-(C1-Cg- a|ky| N(C1-Ce atkyl) SOz (C1-Cg-alkyl), SOQ-
phenyl, where the phenyl ring can be substituted up to two
times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CFs3,
COOH, COO(C1-Cg)-alkyl or CONHz;
pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-
methylpiperazin-1-yl, (CHgz)p-phenyl, O-(CHz)p-phenyl, S-
(CH2)p-phenyl or SO2-(CHz)p-phenyl, where p can be 0-3;

and its physiologically acceptable salts.

3. A compound of the formula I, as claimed in claim 1 or 2, wherein

R1, R1

is a direct bond;
is CHo;

independently of one another are H, F, CI, Br, |, CF3, NOo,
CN, COOH, COO(C1-Cg)alkyl, CONHo, CONH(C4-Cg)alkyl,
CONI[(C1-Cg)alkyl]2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-
alkynyl, O-(C1-Cg)-alkyl, it being possible in the alkyl radicals
for one or more, or all hydrogens to be replaced by fluorine, or
a hydrogen to be replaced by OH, OC(O)CH3, OC(O)H, O-
CH2-Ph, NHz, NH-CO-CH3g or N(COOCH2Ph)o;

S0O2-NHo, SO2NH(C1-Cg)-alkyl, SO2N[(C1-Cg)-alkyl]2,
S-(C1-Cg)-alkyl, S-(CH2)n-phenyl, SO-(C1-Cg)-alkyl,
SO-(CH2)n-phenyl, SO2-(C1-Cg)-alkyl, SO2-(CH2)n-phenyl,
where n can be 0—-6 and the phenyl radical can be substituted
up to two times by F, CI, Br, OH, CF3, NO2, CN, OCF3, O-(C4-
Ce)-alkyl, (C1-Cg)-alkyl, NHo;

NH2, NH-(C1-Cg)-alkyl, N((C1-Cg)-alkyl)2, NH(C1-C7)-acyl,
phenyl, biphenyl, O-(CH2)n-phenyl, where n can be 0-6, 1- or
2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-furanyl or 2- or 3-thienyl,
where the phenyl, biphenyl, naphthyl, pyridyl, furanyl or thienyl
rings can each be substituted one to 3 times by F, Cl, Br, |,
OH, CF3, NO2, CN, OCF3, O-(C1-Cg)-alkyl, (C1-Cg)-alkyl,

7" pX<41
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8 " 1,2,3-triazol-5-yl, where the triazole ring can be substituted in
the 1-, 2- or 3-position by methyl or benzyl;
5 tetrazol-5-yl, where the tetrazole ring can be substituted in the

1- or 2-position by methyl or benzyl;

R2 is H, (C1-Ce)-alkyl, (C3-Cg)-cycloalkyl, (CH2)n-phenyl, (CH2)n-
thienyl, (CH2)n-pyridyl, (CH2)n-furyl, C(0)-(C1-Cg)-alkyl, C(O)-
10 (C3-Cg)-cycloalkyl, C(O)-(CH2)n-phenyl, C(O)-(CHz)n-thienyl,
C(O)-(CH2)n-pyridyl, C(O)-(CH2)n-furyl, where n can be 0-5
and in which phenyl, thienyl, pyridyl, furyl can each be
substituted up to two times by Cl, F, CN, CF3, (C1-Cg3)-alkyl,

OH, O-(C1-Cg)-alkyl;

15
R3 is H, F;
R4 (Cg-C16)-cycloalkyl, ,it being possible in the alkyl radicals for
one or more hydrogens to be replaced by fluorine or a
20 hydrogen to be replaced by OH, OC(O)CH3, OC(O)H,0-CHo-
Ph or O-(C1-C4)-alkyl;
(CH2)n-A-R8, where n can be 1-6,
except for the group -CH2-O-CHa-phenyl in which phenyl is
unsubstituted;
25 (CH2),-B-R9, where r can be 1-6;
A isO, S;
B is NH, N-(C1-Cg)-alkyl, NCHO, N(CO-CHz3);
30
R8 is (C5-Co4)-alkyl, (C3-C1p)-cycloalkyl, it being possible in the

alkyl radicals for one or more hydrogens to be replaced by
fluorine or a hydrogen to be replaced by OH, OC(O)CHgs,
OC(O)H,0-CH2-Ph or O-(C1-Cy)-alkyl;

35 (CH2)m-aryl, where m can be 0-6 and aryl can be phenyl,
naphthyl, biphenyl, thienyl or pyridyl
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alkyl, SO-(C1-Cg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NHpo, SOz-
NH(C4-Cg-alkyl), S02-N(C1-Cg-alkyl)z, SO2-NH(C3-Cg-
5 cycloalkyl),  SO2-N(C3-Cg-cycloalkyl)s, (CH2)m-SO2-NHo,
(CH2)M-SO2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)2,
where m can be 1-6, SO2-N(=CH-N(CH3)2), (C1-Cg)-alkyl, (Cs-
Ce)-cycloalkyl, COOH, COO(C1-Cg)alkyl, COO(C3-
Ce)cycloalkyl, CONH2, CONH(Cq-Cg)alkyl, CON[(C1-
10 Ce)alkyll2, CONH(C3-Cg)cycloalkyl, NHz, NH(C1-Cg)-alkyl,
N(C1-Cg-alkyl)2, NH-CO-(C{-Cg)-alky, NH-CO-phenyl, NH-
SO2-(C1-Cg-alkyl), N(C1-Cg-alkyl)-SO2-(C1-Cg-alkyl), NH-SOo-
phenyl, where the phenyl ring can be substituted up to two
times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,
15 COOH, COO(C1-Cg)-alkyl or CONHo;
pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yi, piperazin-1-yl, 4-
methylpiperazin-1-yl, (CHz)p-phenyl, O-(CHgz)p-phenyl, S-
(CH2)p-phenyl or SO2-(CH2)p-phenyl, where p can be 0-3;

20 R9 is (CH2)m-aryl, where m can be 0-6 and aryl can be phenyl,
naphthyl, biphenyl, thienyl or pyridyl
and the aryl moiety can be substituted up to two times by F, ClI,
Br, OH, CF3, NO2, CN, OCF3, O-(C1-Cg)-alkyl, S-(C1-Cg)-
alkyl, SO-(C1-Cg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NH2, SOo-
25 NH(C4-Cg-alkyl), S02-N(C1-Cg-alkyl)z, SO2-NH(C3-Cg-
cycloalkyl),  SO2-N(Cz-Cg-cycloalkyl)s, (CH2)m-SO2-NH2,
(CH2)M-S0O2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)2,
where m can be 1-6, SO2-N(=CH-N(CH3)2), (C1-Cg)-alkyl, (Cz-
Ce)-cycloalkyl, COOH, COO(C1-Cg)alkyl, COO(Cs-
30 Ce)cycloalkyl, CONHz2, CONH(C1-Cg)alkyl, CON[(C1-
Ce)alkyll2, CONH(C3-Cg)cycloalkyl, NH2, NH(C1-Cg)-alkyl,
N(C1-Cg-alkyl)2, NH-CO-(C1-Cg)-alky, NH-CO-phenyl, NH-
SO2-(C1-Cg-alkyl), N(C1-Cg-alkyl)-SO2-(C1-Cg-alkyl), NH-SOo-
phenyl, where the phenyl ring can be substituted up to two
35 times by F, Cl, CN, OH, (C1-Cg)-alkyl, O-(C1-Cg)-alkyl, CF3,
COOH, COO(C1-Cg)-alkyl or CONHo;
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methylpiperazin-1-yl, (CHz)p-phenyl, O-(CHz)p-phenyl, S-
(CHgz)p-pheny! or SO2-(CH2)p-phenyl, where p can be 0-3;

and its physiologically acceptable salts.

4, A compound of the formula |, as claimed in one or more of claims 1

to 3, wherein

Y is a direct bond;

X is CHo;

R1, R1* independently of one another are H, F, ClI, Br, |, (C1-Cg)-alkyl;

R2 is H, (C1-Cg)-alkyl;

R3 isH, F;

R4 is (Cg-C16)-cycloalkyl or (CH2)n-A-R8, where n can be 1-6,
except for the group -CH2-O-CHa-phenyl in which phenyl is
unsubstituted;

A is O, S;

R8 is (Cs-C24)-alkyl, or (CH2)m-aryl, where m can be 0-6 and aryl

can be phenyl

and the aryl moiety can be substituted up to two times by F, Cl,
Br, OH, CF3, NO2, CN, OCF3, O-(C4-Cg)-alkyl, S-(C1-Cg)-
alkyl, SO-(C1-Cg)-alkyl, SO2-(C1-Cg)-alkyl, SO2-NH2, SO2-
NH(C1-Cg-alkyl), SO2-N(C1-Cg-alkyl)2, SO2-NH(C3-Cg-
cycloalkyl), SO2-N(Cz-Cg-cycloalkyl)2, (CH2)m-SO2-NH2,
(CH2)m-S0O2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-N((C1-Cg)-alkyl)2,
where m can be 1-6, SO2-N(=CH-N(CHs)2), (C1-Cg)-alkyl, (C3-
Ce)-cycloalkyl, COOH, COO(C1-Cg)alkyl, COO(Csa-
Cg)cycloalkyl, CONHo,  CONH(C1-Cg)alkyl, CONI[(C1-
Cg)alkylle, CONH(C3-Cg)cycloalkyl, NH2, NH(C{-Cg)-alkyl,
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pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-

methylpiperazin-1-yl, (CHgz)p-phenyl, O-(CHz)p-phenyl, S-

(CHgz)p-phenyl or SO2-(CHz)p-phenyl, where p can be 0-3;

10 and its physiologically acceptable salts.

5. A pharmaceutical comprising one or more of the compounds as
claimed in one or more of claims 1 to 4.

15 6. A pharmaceutical comprising one or more of the compounds as
claimed in one or more of claims 1 to 4 and one or more anorectic
active preparations.

7. A compound as claimed in one or more of claims 1 to 4 for use as a
20 medicament for the prophylaxis or treatment of obesity.
8. A compound as claimed in one or more of claims 1 to 4 for use as a

medicament for the prophylaxis or treatment of type |l diabetes.

25 9. A compound as claimed in one or more of claims 1 to 4 in
combination with at least one further anorectic active compound for
use as a medicament for the prophylaxis or treatment of obesity.

10. A compound as claimed in one or more of claims 1 to 4 in
30 combination with at least one further anorectic active compound for
use as a medicament for the prophylaxis or treatment of type |

diabetes.

11. A process for preparing a pharmaceutical comprising one or more

35 compounds as claimed in one or more of claims 1 to 4, which

comprises mixing the active compound with a pharmaceutically

suitable vehicle and bringing this mixture into a form suitable for
administration.
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14. A process for preparing the compounds as claimed in one or more of

10 claims 1 to 4, which comprises reacting, according to the formula
scheme below,
R4 R4
R2 —O N= H—O0 N =
+
R1 5 xHz _R2-OH (H") R1 3 xHZ
P4 or P {
R1’ R2'0'R2 R1l
I x HZ or vil
R2-Cl
R4 R4
R2—0_. N =< H—o N=
R1 : R1 3
P 4 3 N
R1’ RT’

a compound of the formula VIl in which X, Y, R1, R1’, R3 and R4 are

15 as defined under formula | either with a base to give compound I’ in
which R2 is hydrogen or with one of the compounds R2-OH, R2-O-
R2 or R2-Cl in which R2 is as defined under formula | to give a
compound of the formula | x HZ, which is then reacted further with a
base to give the compound of the formula I.



