" WO 01/ 62745 PCT/ EPO1/ 01498 Descri ption Substi tuted _ _

8, 8a- di hydro 3aH i ndeno[ 1, 2-d] t hi azol es, processes for their 5 preparation
and t hei di canents The invention relates to su

- 8, 8a-di h?/v ro- 0'ﬁ{{-dl?’ﬁdeno[l 2-d]thiazoles and to their phﬁﬁ@&ﬂ%ﬁ
acceptabl e salts and physiologically functional derivatives.

Thi azol i dine derivatives having anorectic action have al ready been
described in the prior art (Austrian patent No. 365181)emmm !ﬂ’ﬂ of the
i nvention was to provide further conpounds having a usef ul
anor ect i Pes@iptiom. 15 Accor di ngly, the invention relates to s of the

formulal, R4 RL 20 in which RL, RL ° independently of one anot er are H,
F, d, Br, I, CF3, NO2, CN, COOH, COQ(Cl-Cs6)-al kyl, CONH2,

CONH( Cl Sohstilied 8, 8@@%&@ - |r?cferﬁi[kmtd]ﬂma£cﬁés %bc@és}eél for (@r CB) - al kenyl
-al ky %pwém C6) - al ky where in the alkyl, alkenyl, or al kynyI

Eadl (;5al sPigRar th%rrU% fis f‘?ﬁdi@@@éﬁtﬁ may be repl aced by fluorine, or one
hydrogen may be replaced by OH OC(O CH3, OC(OH O CH2-Ph, NH2, NH CO CH3
or N(COOCH2Ph) 2; REPLACEMENT SHEET (RULE 26) 2 are S02- NH2,

SO2NH( C1TIEs )rvehkigh relaaNo( stbstifi)ted|8@4-Hihydfe-Bek-ig8eno[ 1,2-d]thiazoles and
to their physiologically acceptable salts and physiologically functional derivatives.

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

The object of the invention was to provide further compounds having a
therapeutically useful anorectic action.

15
Accordingly, the invention relates to compounds of the formula |,
R2-——0 N§(R4
R1 S
R3
R””  Rs R6
|
20
in which
R1, R1* independently of one another are H, F, Cl, Br, I, CF3, NO,, CN,
COOH, COO(C4-Cg)-alkyl, CONH,, CONH(C4-Cg)-alkyl, CON[(C;-Cg)-
25 alkyl]z (C1-C3)-a|kY|, (Cg-Ce)-alkenyI, (Cz-Cs)-aIkynyI, O-(C1-C5)-alkyl,

where in the alkyl, alkenyl, or alkynyl radicals one or more, or all
hydrogens may be replaced by fluorine, or one hydrogen may be
replaced by OH, OC(O)CHs, OC(O)H, O-CH,-Ph, NH,, NH-CO-CH,
or N(COOCH,Ph)s;
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al kyl, S (CH2)"-phenyl, SO (Cl-C6)-al kyl, SO (CH2)n-phenyl, S02-(C1-
Co6) - al kyl, SQ2- (CH2) n- phenyl, where n can be 0-6 and the phenyl radical
can be substituted up to two times by E, d, Br, OH CF3, NO2, 5 CN, OCF3,
-O- (C1-C6)-al kyl, (Ci1-Co6)-al kyl, NH2; afe NH2, NH (Cl-C6)-al kyl,

N[ (C1-C6) -al kyl ]2, NH(Cl-C4-acyl, phenyl, b| phenyl yl, O (CH2)n-phenyl,
where n can be 0-6, 1- or 2-naphthyl, 2-, - or 4- pyrldyl 2- or 3-furanyl

or 2- or 3-thi enylafew2LﬂHEh§OQNﬁrqu&Qk&g@fwihﬂé M&(lz ¢dt]§) furanyl

or thienyl rings can in each case

a, Br, I, OH CFaJkyNGE(CBx.-pberyl, S@(C@E@&)kﬁl$®L(CH2§;.’Lpﬁﬁr)ylaS@4(C1NH2

NH( C1- C6 | kyl , C%' al kyl ,
CC](\IHZ aieal 2.5 ot 214 ﬁ%o ék/‘aﬂwé‘r’@%’hé"ﬁ‘%’?&‘iﬁ ‘?Pﬁ&%tjﬁs Rardbe ¢t ed
inthe 1-, 2- or ZqBasddd Qé‘s@bfst’l'fﬁfé@’u & S fifds:b y1l5 @f ‘BrtOH@ZFo %

1- 2-post T on Dy

\/\herethetetrazolerln can substltutedlnth

methpl or benzyl; GiN.OC B,Q(@X?ﬁh )satill - (@+1yCs)-alkelnNi; 1, 3 4- oxadl azol -5-yl,

wh th f | kyl,
"0 - (C1- 08)-a ”Wz@%fﬁ?b?e RS Nt CogtRyt, M Aot seeg 1 20
(C1-C6)-al kyl, - de‘Bﬂ qug%r%dyl E\J\/Ké‘ﬂen@énb@(@6 N""cﬁ‘@%aprﬂhyl' 2. being
phenyl, 2-,3- or 4-pyri - ‘or 3-thienyl or 2- or 3-furanyl,

(O - nor phol i n- 43ylOr4 r@(r@yl ra 96 Brgiranyl oy i2- OIG(tO)eqyl éhereithe phenyl,

pﬁé?y'? wher e« he PITRYT REPRBLIR SR (Hicti! b shes el Beille8s 25
,1Br, CN, CF3, aelsms@ff&ted Ehe €5 B- t&héslelFOdICBr ¢6a>+-aldwsl Ndzctm rocehenyl

or O (CH2) n- phenyd vvhere n can be O- H2, NH( Cl- CG%\Ib\lNﬁel

N[ ( C1- 06) - al kyl | 20-6epCoral yl@:(@aCsb@byl NHLAYHEG RGe)-al C1F@s)radkwﬂz,

Egﬁzfﬁ) p;llr :(élyl ( %‘—:122) n- ?u??@ll &yg()%%@ég?mgf CII>NH%( 0)2) ?Cghlcg)nyl:ycl oal kyl ,
C( O - (CH2) n- pheny bre CAB-tidddbryl Where the wia@ple( (A an bpyubdiituted in the
QO -(c2)n-furyl 1-, Br pos@on By met?nyfinpbér?zy\l\,hl ch phenyl,
15 are tetrazol-5-yl, where the tetrazole ring can be substituted in the 1-
or 2-position by methyl or benzyl;
are 1,3,4-oxadiazol-2-yl; 2-amino-1,3,4-oxadiazol-5-yl, where the
amino function can be mono- or disubstituted by (C4-Ce)-alkyl, —C(O)-
(C4-Ce)-alkyl, -C(O)-(cyclo-C3-C;)-alkyl, -C(O)-phenyl, -C(O)-NH-
20 . (C4-Ce)-alkyl, -C(O)-NH-(cyclo-C3-C-)-alkyl, or -C(O)-NH-aryl, aryl
being phenyl, 2-,3- or 4-pyridyl, 2- or 3-thienyl or 2- or 3-furanyl,
-C(O)-morpholin-4-yl, -C(O)-piperidin-1-yl, -C(O)-piperazin-4-yl,
-C(O)-1-methyl-, 1-benzyl-piperazin-4-yl, —-SO,-(C4-Cg¢)-alkyl or —=SO,-
phenyl, where the phenyl ring can be substituted up to two times by
25 F, Cl, Br, CN, CF3, OH, OCF3, (C4-Cg)-alkyl, O-(C4-C¢)-alkyl, (CH2)n-
phenyl or O-(CHz).-phenyl, where n can be 0-6, NH,, NH(C4-Ce)-alkyl,
N[(C;-Ce)-alkyl]z, SO,-CH3, COOH, COO-(C-Cg)-alkyl, CONHy;

R2 is H, (C4-Ce)-alkyl, (Cs-Cs)-cycloalkyl, (CH,),-phenyl, (CHa),-thienyl,
30 (CH2)n-pyridyl, (CHaz)n-furyl, C(O)-(C4-Cg)-alkyl, C(O)-(C3-Cs)-
cycloalkyl, C(O)-(CHz)a-phenyl, C(O)-(CHa),-thienyl, C(O)-(CHyz),-
pyridyl, C(O)-(CHa)a-furyl, where n can be 0-5 and in which phenyl,
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REPLACEMENT SHEET (RULE 26) 3 thienyl, pyridyl and furyl can in each case
be substituted up to two tines by d, F, CN, CF3, (Cl1-C3)-al kyl, OH,

O (Cl-C6)-alkyl; R3 is H, (Cl-CG)-aIkyé, F, d, Br, CN, N3,

O (C1-C6) -al kyl, (CH2)"-phenyl, 5 (CHZ)"-thienyl, (CH2)"-pyridyl,
(CH2)"-furyl, where n can be 0-5 and in which phenyl, thienyl, pyridyl and
furyl can in each case be substituted up to two tines by d, F, CN, CF3,

(o2l Kl el 0GR cabin 80 Gk RISy Bl K
(CH2) n- O O) NHCH3, tirehynCl, &, @M(@Fa)(a -Od)ealeyl NOEIR O-@y-CoBalkié i s

(C1-C8)-al kyl, (C3-C7)-cycloal kyl, (C2-C6)-al kenyl, (C2-C6)-al kynyl,
(C4-C7)-cycl oal kenyl, where in the alkyl radicals one or nore, or all 15

hyd rg3can be iHl NIkl FOOer N(N @' - ced by
lydr ogerRa car G il (oed: Pkl POOLS: @ rf cbu( URAKGRICHE).- BRI
(CH2P" - pyrrol i di n{GHgh- thl@OHZXCHp)nﬁafridd'l jﬁl-fun(lﬂh‘mef‘e noaplel 045-and/in

- 1- - N 4-
E)S:gu pP:c)gre;glzlr]nla"y|é” ?'&ﬁ%)thbﬁﬁyﬁﬁ ﬁ%@ﬁ’ RE G Tineatti odss 8 6 20 is
(CH2)"-aryl, \AherSUHistﬂa!édhﬁ) b fvafitheayl Ci, F, nmer(wg @nga}{dy}"OHl- or

2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3- t hi I eny - or 3-fur 2-, 4- or
5- thiazolyl, 2- 04(01096)53|5X|azolyl 1 pyrazolyl 3- or 5|soxazolyl 2- or

3- |yl 2- z

> (1,35 t1iaz nyls)s(cpyéﬁ AL (Cr G Albel 50%%%2@*&8?9%@ 6% 25

1L o i, Eypomy Ao i
t azo an e ary 0

rag}acaly l:;nn be suéé@?l\t'&'éﬁ&dﬂﬁ%ﬂ%npﬁr%sg by F, CI Br OH, CF3, N2, CN,

OCF3, O (Cl-C6)-alkyl, S (Cl-06)-alkyl, SO (Cl-06)-alkyl, (CH2)n-

SCR- (Cl- 06) - al kyl , (CH2) n- SC2- NH2, ( CH2) n- SC2- N( =CH- N( CH3) 2), 30 where n
can be BR%; (Cl- @iCﬁCk)jalkyK (35-C5)-cyglohligl, kPb-CelcaRdnyl, (Co-Ce)-alkynyl,

(C4-Cy)-cycloalkenyl, where in the alkyl radicals one or more, or all

15 hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHs, OC(O)H, O-CH.-Ph or O-(C1-C4)-alkyl;
is (CHz)n-pyrrolidin-1-yl, (CHz),-piperidin-1-yl, (CH,),-morpholin-4-yl,
(CHz)n-piperazin-1-yl, (CHz)n,-N-4-methylpiperazin-1-yl, (CHz),-N-4-
benzylpiperazin-1-yl, (CHz)n-phthalimidoyl, where n can be 1-6;

20 is (CHz)n-aryl, where n can be 0-6 and aryl is phenyl, biphenylyl, 1- or
2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl, 2- or 3-furyl, 2-, 4- or 5-
thiazolyl, 2-, 4- or 5-oxazolyl, 1-pyrazolyl, 3- or 5-isoxazolyl, 2- or
3-pyrrolyl, 2- or 3-pyridazinyl, 2-, 4- or 5-pyrimidinyl, 2-pyrazinyl,
2-(1,3,5-triazinyl), 2- or 5-benzimidazolyl, 2-benzothiazolyl, 1,2,4-

25 triazol-3-yl, 1,2,4-triazol-5-yl, tetrazol-5-yl, indol-3-yl, indol-5-yl or
N-methylimidazol-2-, -4- or -5-yl and the aryl radical or heteroaryl
radical can be substituted up to two times by F, CI, Br, OH, CF5, NO,
CN, OCF3, O-(C+-Cg)-alkyl, S-(C1-Cg)-alkyl, SO-(C4-Cg)-alkyl, (CHa)n-
SO2-(C1-Ce)-alkyl, (CH2)s-SO2-NH;, (CHz)n-SO2-N(=CH-N(CHs)y),

30 where n can be 0-6; (C1-Cg)-alkyl, (Cs-Cg)-cycloalkyl, COOH,
COO(C4-Ce)-alkyl, COO(C3-Cg)-cycloalkyl, CONH,, CONH(C1-Cg)-
alkyl, CON[(C+-Cg)-alkyl]o, CONH(C5-Cg)-cycloalkyl, NH,, NH-CO-
(C1-Ce)-alkyl, NH-CO-phenyl, NH-SO.-(C-Cg)-alkyl, NH-SO.-phenyl,
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COQ( C1- C6) - al kyl , COQ(C3-C6) -cycl oal kyl, CON H2, CONH(C1-C6)- al kyl,

CON[ (C1-CB) -al kyl ]2, CONH(C3-C6)-cycl oal kyl, NH2, NH CO (Ci1-C6)-alkyl,

NH CO- phenyl , NH S02- (Cl1- C6) - al kyl, NH SO2- phenyl REPLACEMENT SHEET (RULE
-26) 4 where the phenyl ring can be sub$tit ut ed up to two tinmes by F, d,

CN,  OH (C1-C6)-alkyl, O (Cl-C6)-alkyl, CF3, COOH, COJCl-Co)-al kyI or
CONH2; pyrrolidin-1-yl, norpholin-21-yl, piperidin-1-yl, piperazin-

S P Per a2t el el MR e SRR gt 79 %CEQG”Y'
Ais 0, NH, N(Cl@Eﬁ)(C&IOgyblkyN@ifcc W tGHIF3, 8068, GBB(CL+CsfR8lkyBor

(C1-C8) - al kyl, (8 cycloalk | . where in the alkyl radicals one or nore
hydr ogens can be "éaz@df dinr ML|WPBP|'%ﬂey|h9'@96§§h1'UhrP'Fb%raZ'rneb'Ithed by

can ﬁ??ﬁndﬁﬁﬁfhﬁp@@aﬁenm (ehbE G, 7"

moi etdy can be subgshénylt 804GHLR-pheny, iwtesrelyycén bElQ-3; Br OH, CF3, N2, CN,
OCF3, O-(Cl1-CB)-alkyl’, S-(CL-C6)-alkyl, SO (Cl-CB)-al kyl, (CH2)n
-S2- (C1-C6) -al kyl, (CH2)"-SO2-NH2, (CH2)n-S02 N(=CH N( CHB) 2),

(CH2) n- SC2- NH( C1-i68ta) kxlRs, (\@fg,b ng.g;@byhogl C8) - al kyl] 2,
(CH2) n- SO2- NH( C3- C8) - cycl oal'kyl, (CH2)n-S N (C3_C8) 20 cycl oal kyl 2],
where n can be 0-6; (Cl-C6)-al kyI (C3 C6) - cycl oal kyl ,

COQ( C1- Co6) - aI kyl aI kyl ,
CON[ ( C1- CB) - al kyl'fmlﬂc@; é@ 'gf) WMQ w‘% - al kyl |
N (Gb C6) - aI kyl]12, NHCO (Cl- 06) al kyl , NH-CO phenyl , NH- SQ2- phenyl, where
t he phenlé8 ring can be substituted up 25 totw times by F, d, CN, OH,
Ky

( C1- C6) oi§¢@4 i) -altivky(Cs-Gprycloatiph, wlo:epe(ialhe:ajkydara@d:alslone@ﬂHZ
NH S02- (C1- 08) al IJ% e hy'\&rgﬁeg’g)caﬁ t}@' ep?‘%d(by fIL%Br}ne or Xne h?éfrrorg%lnI cda'nnb -yl
replaced by OH, OC(O)CHs, OC(O)H, O-CH,-Ph or O-(C4-Cy)-alkyl;
is (CHz)m-aryl, where m can be 0-6 and aryl can be phenyl, thienyl or

15 pyridyl and the aryl moiety can be substituted up to two times by F, Cl,
Br, OH, CF3, NO2, CN, OCF3, O-(C;-Cg)-alkyl, S-(C1-Cg)-alkyl, SO-
(C4-Ce)-alkyl, (CH2)n -SO2-(C1-Cg)-alkyl, (CH2)n-SO2-NHa, (CH2)n-SO5-
N(=CH-N(CHj)z), (CH2)n-SO2-NH(C4-Csg)-alkyl, (CH2)n-SO2-N[(C1-Ce)-
alkyllz, (CH2)a-SO2-NH(Cs5-Cs)-cycloalkyl, (CH2)n-SO2-N[(Cs.Csg)-

20 cycloalkylz], where n can be 0-6; (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl,
COOH, COO(C1-Cg)-alkyl, COO(C3-Cs)-cycloalkyl, CONHg,
CONH(C+-Ce)-alkyl, CON[(C1-Cg)-alkyl]s, CONH(C3-Cg)-cycloalkyl,
NHz, NH(C1-Ce)-alkyl, N[(C1-Cs)-alkyl], NH-CO-(C,-Cg)-alkyl, NH-CO-
phenyl, NH-SO,-phenyl, where the phenyl ring can be substituted up

25 to two times by F, Cl, CN, OH, (C+-Ce)-alkyl, O-(C4-C¢)-alkyl, CF3,
COOH, COO(C4-Cg)-alkyl or CONH_;

NH-SO.-(C+-Cs)-alkyl, N(C+-Cg)-alkyl-SO,-(C+-Cg)-alkyl, pyrrolidin-1-yl,
morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-methylpiperazin-1-yl,
(CH2)p-phenyl, O-(CHa)p-phenyl, S-(CHy)s-phenyl or SO-(CHp),-
30 phenyl, where p can be 0-3;
R5 is H;
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-rmrphol in-1 -yl, piperidin-1 -yl, piperazin-1-yl, 4-nethylpiperazin-1-yl,
(CH2) p- phenyl, O (CH2)p phenyl, S-(CH2)P phenyl or SQ2-(CH2)p 30 phenyl,
where p can be 0-3; R5 is H REPLACEMENT SHEET (RULE 26) 5 R6 is O, Br,
"OH, O (Cl-C6)-alkyl, O(CH)r,-aryl, ere n can be 0-6 and aryl can be
phenyl, 2-,3- or 4-pyridyl or 2- or 3-thienyl; O C(O-H,
OC(O-(C1-C6)-alkyl, OC(O-(C3-C8)-cycloal kyl, OC(O-aryl, where aryl
can be nyl, pygi i .en-fia < . < ) uronic
el d, SIS (1 ATk QY B AINEDIOH Y ine B b8 Gotiky
S-C( O - (Cl- Co) - al&yl QarsgelpO)enlea-,GBplf dyiridxl ary2-, orB-LfiehylpBe@iD)-HSO-
(C1-Co)-al kyl, S )/~ nyl C be 0-6; - ( Cl- - al kyl,
S2- ( CH2) n- phenylce?%#g%ws?fﬁk%ve&hoé@'Mégﬁﬁ%ﬁk%&g&ék?fﬁ%he@
N ( CG3- C7) - eyl oadrivdan Bb ofenfbbyadiiy ridnyl BPTRRAVE O-Aipfle. opydtal | di n- 1- 1.
-yl, 1 -nmethyl -4-yl,

10 piperidin-1-yl,  piperazin- pi per azi
1- beBzyl pi per azi rglucyrpnicNagighBily 5; (ONHE ki h8r(ZH.) Nrhed(y) wh @b 108 0-6al kyl |

NH- C( O - phenyl orq. ) ~R ther~form= )n / enis
2-6, O (Cl-CB) %#ﬁ?l?(?t%%%ﬁ‘ymﬁ%gﬁéﬁw'%ﬁfl'%W%ﬁbyb C OB ;
=NOH 20 and t hei r(Cpis}amyn g5 0(CH,) 2pReRYIARhers Aldan Bd-edGH-@ ogjycal |y
functional derivatives. 6
alkyl, SO2-(CHz),-phenyl, where n can be 0-6; NH,, NH-(C4-Cg)-alkyl,
NH-(C3-C7)-cycloalkyl, N[(C1-Cg)-alkyl]o, morpholin-4-yl, pyrrolidin-1-yl,
10 piperidin-1-yl, piperazin-1-yl, 1-methylpiperazin-4-yl,
1-benzylpiperazin-4-yl, NH-phenyl, NH-CH,-phenyl, NH-C(Q)~(C4-Cg)-
alkyl, NH-C(O)-phenyl

or
15

R5 and R6 together form =0,

O
| |
(C,-Cy)-alkyl (C,-C,)-alkyl CHo-phenyl CH,-phenyl
oG
o~ "o
HSC CH3 . =NOH

20  and their physiologically acceptable salts and physiologically functional
derivatives.



Preference is given to conpounds of the formula in which Rl, Rl °

| ndependently of one another are H, F, d, Br, | CF3, NO2, COCH,

COQ( C1- C6) - al kyl , CONH2, CONH(C1-Co6) - al6kyl CON[ (C1-CB)- 5 al kyl]2, _
-(C1-C6) - al kyl, (C2 C6) - al kenyl, (C2-C6)-al kynyI O (C1-C6)-al kyl, where in
the al kyl radicals one or nore, or all hydrogens can be replaced by
fluorine, or one hydrogen can be replaced by OH, OC(O CH3, OC(O H,

O CH2- Phprdibidncilis geHd compdirfde&HREM rfauld Gn ricrP02- NH2,
SCRNH( CL- C6) -l kyl , SO2N[ (C1-Cb)-al KyI]2 , S (Cl-08)- al kyl,
S- (CH2) " - phenyl , SO (Cl- C5) - al kyl , SO(CHZ) _phenyl . SO2- (Cl-C6)-al kyl ,

SA2- (CH2 I t.h al an be
subs'gl tu%e’dﬁﬂgn%/o t%beé[n%e'nt@%?ogg %091% e('i'-ﬁ: @B@FN&{: *&P

O (C1-C6) -al kyl, (CICJO%)C@OW CeNatkyl, @NH@ CBNHM%CQ%@ C@M[J(dh-

N ( Cl- C6) - al kyI]2 NH( CL- C7) - acyl phen ; CHZ(): henyI
wher® n can be 0- @kylls, (En-Go)radihs (Gp rCe)zalkemdr Cé) PhymydyD-(Ga c)fallsylfuranyl

- dyl
Curanyl o thi enylhet8T fd dRyPRERAS ond LPREY, ¥t Al AFRGRES a4 65 11 es
by F, d, Br, I, @pla@@byrﬂmnn@%rsone @ycﬂr@@eﬁﬁ)arabé(yéplaéédbgz@Hal kyl, NHZ,

- - - (C1-Co6 | k I
lc\llg(\ch:% CE) 2a|3k%/|r|’ a%@ Q%@EJ ﬁT@WrP'&z‘HH@, 'NHn@OC@HSlS’é subs% i ?ut gd in

the 1-, 2- or 3-preidoen.p rrethyl or benzyl; 25 tetrazol-5-yl, where the
tetrazol e ring caﬁRbe suggtr uted in the 1- or 2- position by nethyl or

benAP ; R2 is H &GLSCh)NHL kSOgNH(BT-C@) ab(yCISIaJ_WX(Q O S V(D PBG(lD){lCe)

(o) thieml, b ahervt SB) 5#& %ﬁdp%mcﬁénwhééﬁw h
&121yl( CHZ% EI e%lr ! @% rclagelﬁayt (c'@?ur y%)wg}ﬁ n eac rhc%gb g_gu%st It Lﬁ ed\wu:oct 0
t Wo radical can be substituted up to two times by F, Cl, Br, OH, CF3, NO,,
CN, OCFj3, O-(C+-Ce)-alkyl, (C1-Cé)-alkyl, NH;
15
are NHz, NH-(C4-Cg)-alkyl, N[(C+-Cs)-alkyl]l2, NH(C+-C;)-acyl, phenyl,
biphenylyl, O-(CHz),-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,
biphenylyl, naphthyl, pyridyl, furanyl or thienyl rings can in each case
20 be substituted one to 3 times by F, Cl, Br, |, OH, CFz, NO,, CN, OCF3,
O-(C+-Ce)-alkyl, (C1-Ce)-alkyl, NHz, NH(C4-Cg)-alkyl, N[(C1-C¢)-alkyl],,
SO,-CHs, COOH, COO-(C4-Cg)-alkyl, CONHy;
1,2,3-triazol-5-yl, where the triazole ring can be substituted in the 1-,
2- or 3-position by methyl or benzyi;
25 tetrazol-5-yl, where the tetrazole ring can be substituted in the 1- or 2-
position by methyl or benzyl;

R2 is H, (C4-Ce)-alkyl, (Cs-Ce)-cycloalkyl, (CHaz)n-phenyl, (CHy),-thienyl,
(CHa)n-pyridyl, (CHy)q-furyl, C(O)-(C+-Ce)-alkyl, C(O)-(C3-Ce)-

30 cycloalkyl, C(O)-(CHz)s-phenyl, C(O)-(CHz)n-thienyl, C(O)-(CHy),-
pyridyl, C(O)-(CHz)n-furyl, where n can be 0-5 and in which phenyl,
thienyl, pyridyl and furyl can in each case be substituted up to two
times by CI, F, CN, CF3, (C4-Cj)-alkyl, OH, O-(C;-Cg)-alkyl;



“times by O, F, CN, CF3, (Cl-C3)-alkyl, OH O (Cl-C8)-alkyl; 7 R3is H,
(G-Ce)-alkyl, F, d, Br, CN, N3, O(Ci1-C6)-al kyl, (CH2)"-phenyl, .
(CH2), -thienyl, (CH2)n-pyridyl, (CHZ),-7furyI , Where n can be 0-5 and in

“whi ch phenyl, thienyl, pyridyl and furyl can in each case be 5 substituted
up to two times by d, F, CN, CF3, (Cl-C3)-alkyl, OH O (C -C6)-alkyl, is
(C2-C6) -al kynyl, (C2-C6)-al kenyl, OC(OCH3, (CH2)n-C(O Q(Cl1-Co6)- alkyl,
(CH2)N-C(O H, (CH2)n-C(O NH2, (CH2)n-C(O NHCH3, (CH2)n- C(O N(CH3)2r where
n can be 0-3; 10 R4 is (C1-C8)-al kyl, (C3-Ctcycloal kyl, (C2-C6)-alkenyl,
(C2- C6) -BBkynyl , ig BH{CHrLepulkyhd, GnBt, CNNKE,0H(C,1C1-atitk ICH Abéhy, one or

fluorine or one hydrogen can be

Topl aced by CH. OEpBpBieRtiolGf b Ry - (Bhabr eyl whetsup canis 0-53nd i
- i di i D)L Ak BF i n-4-yl,
(G2) b peraz - 11901 PREEMEARAII, Pd v cpTRsorTBe B, I\

benzyl pi perazi n- 1sybstitu@dyp iptwdidmesi o, F,\@Nr €F5) (CTHalkhd 6OHi S

CH2)"-aryl, wher can be 0-6 and aryl can be phenyl, 1- or 2-naphthyl,
(2-, é or 4- pyrid@'?c‘g-&ﬁ)dﬁﬁ}(ﬁ'-vthi enyl and the aryl radical or 20 heteroaryl

S5 e, SIS VRS 00, 1. BEcP g, BO1608 )

( CH2) n- SO2- N( =CH- (n{l‘&Hc{pt)z)n-Gk@)%Hn(@dﬁ)n-lﬁdQ)Nﬁz, (CHHEEOIUHCH s, (GHsWt
T o A B P
COO(101- C6) - al kyl or CONH2; (C1-C6)-al kyl, COOH, COQ(Cl-C6)-al kyl or CONHZ;
is (CH2)n-A-R8, where n can be 1-6; Ais O, NH, (Cl-C6)-alkyl, SO2; 30
R4 is (C1-Ce)-alkyl, (Cs-Cr)-cycloalkyl, (C>-Cg)-alkenyl, (C2-Cg)-alkynyl,
(C4-C7)-cycloalkenyl, where in the alkyl radicals one or more, or all
hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHjs, OC(O)H, O-CH,-Ph or O-(C+-C,)-alkyl;
15 is (CHz)n-pyrrolidin-1-yl, (CHz)s-piperidin-1-yl, (CHz),-morpholin-4-yi,
(CHz)n-piperazin-1-yl, (CHz),-N-4-methylpiperazin-1-yl, (CHz),-N-4-
benzylpiperazin-1-yl, (CHy),-phthalimidoyl, where n can be 1-6;
is (CHz)a-aryl, where n can be 0-6 and aryl can be phenyl, 1- or
2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl and the aryl radical or
20 heteroaryl radical can be substituted up to two times by F, CI, Br, OH,
CF3, O-(C4-Ce)-alkyl, (CH2)n-SO2-(C+-Cg)-alkyl, (CH2),-SO2-NH,,
(CH2)n-SO2-N(=CH-N(CHs)2), where n can be 0-8; NH-SO,-(C+-Cé)-
alkyl, NH-SO,-phenyl, where the phenyl ring can be substituted up to
two times by F, Cl, CN, OH, (C;-Cg)-alkyl, O-(C4-Cg)-alkyl, CF3,
25 COOH, COO(C+-Ce)-alkyl or CONHy;
(C1-Ce)-alkyl, COOH, COO(C4-Cg)-alkyl or CONHo;
is (CH2)n-A-R8, where n can be 1-6;

A is O, NH, (C+-Cg)-alkyl, SO;
30
R8 is (C4-Cs)-alkyl, (C3-Cs)-cycloalkyl, where in the alkyl radicals one or
more hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHs, OC(O)H, O-CH,-Ph or O-(C1-Cg)-alkyl;



R8 is (C1-C8)-al kyl, (C3-C8)-cycloalkyl, where in the al kyl radicals one or
nore hydrogens can be replaced by fluorine or one hydrogen can be replaced
by OH OC(OCH3, OC(OH, O CH2-Ph or Of(Cl-C4)-alkyl; 8 5is (CH)maryl,
-where m can be 0-6 and aryl can be phenyl thienyl or pyridyl and the aryl
noi ety can be substituted up to two tinmes by F, O, Br, OH CF3,

O (C1-C6) -al kyl, (CH2)"-SO2-(Cl-0C6)-al kyl, (CHZ)n S NH2,

CH2 S2- N( =CH 2P
(NH- S)Og phenyl( wh%lg e@ﬁ%%%hwlvw%ﬁé%rﬁ]nﬁ%%@ @aﬁd rgi{éltut eg Bﬁ‘?igléﬂv%}é t| nmes by

nyl
F, d, CN, OH (Gwiy)aad Rpe andnaetycsn ba|snpsmuteu3upmwo times by F, Cl,

iRy P%‘HZQF”’GE G T Hb s AN  wher e

0 06,05, 0 NRCHI SO BN Gy s a2 o,

3-thienyl; OCO)- Czsérﬁlc
oOo@-aryl, V\her@Hl%Oa'r(Qh lkyd NoHeS - phppyh ere the phemyl singfaandvey | -

O al pha- or -bet enyI ,
where n can be as"g%lt'gﬁg‘?%@ t%(@%d’g? gﬁl)’/:lsdlg:&ch a@'@fﬁbéﬁb@ k@s
S-C(O -phenyl;  Sfky lpa:F@fSo:o@Hiyd:oci(Q(@ﬁ@mylp@@Mz, WHRE @ darfB8 0@ 0- 6;
S02- ( Cl1- C6) - aIkyI b@ﬁjﬁ,‘ﬁp enyl, where n can be 0-6; NH2,
NH- ( C1- C8) - al kyl ,C a)@guﬂlo%n ®PNHa (C1- CB) - al kyl ] 2,
nmor phol i n-4-yl , pyrrolldln 1-yl, piperidin-1-yl, piperazin-1-yl,
1- net hyl pi perazi n-4-yl, 1- benzyl pi perazin-4-yl, NH phenyl, NH CH2-phenyl,
NH Q@) - RE1- C6) - ialHkyl , NH-C(O) - phenyl 25 or 9 R5 and R6 together form =0,
O-(CH O
R6 is Cl, Br, OH, O-(C-Cg)-alkyl, O-(CHy),-aryl, where n can be 0-6 and
aryl can be phenyl, 2-, 3- or 4-pyridyl or 2- or 3-thienyl; O-C(0)-H,
O-C(0)-(C4-Ce)-alkyl, O-C(0O)-(Cs-Cg)-cycloalkyl, O-C(O)-aryl, where
15 aryl can be phenyl, pyridyl, thienyl or furanyl; O-alpha- or -beta-
glucuronic acid, SH, S-(C4-Cg)-alkyl, S-(CH,),-phenyl, where n can be
0-6; S-C(0)-(C+-Cg)-alkyl, S-C(0)-(C3s-Cg)-cycloalkyl, S-C(O)-phenyt;
SO-(C+-Ce)-alkyl, SO-(CH2)n-phenyl, where n can be 0-6; SO,-(C1-Cg)-
alkyl, SO2-(CHg)s-phenyl, where n can be 0-6; NH,, NH-(C4-Cq)-alkyl,
20 NH-(C3-C7)-cycloalkyl, N[(C4-Cg)-alkyl]2, morpholin-4-yl, pyrrolidin-1-yl,
piperidin-1-yl, piperazin-1-yl, 1-methylpiperazin-4-yl,
1-benzylpiperazin-4-yl, NH-phenyl, NH-CHz-phenyl, NH-C(Q)-(C4-Cs)-
alkyl, NH-C(O)-phenyl

25 or



2, wherenis 2-6, Ol 0 (Ci1-C6)-alkyl CH henl (Cl1-C6)-alkyl 2-py

CH2- phenyl H3C CH3 ; =NOH 5 and their physiologically acceptable salts and
physiol ogically functional derivativeg. 10 Particular preference is given
-to compounds of the formula I in which Rl, RL ° independently of one
another are H F, d, Br, -OH 0-(Cl-C6)-alkyl, (Cl-C6)-alkyl, where in
the al kyl radicals one hydrogen can be replaced by OH 15 R2 is H,
(C1-C6)-alkyl, C(O-(C1-C6)-alkyl; R3is d, Br, (CH2)"-COQ Cl-C6)-alkyl,
(CH2)n-COOH, (CH2)"-CONH2, where—H—-eanr—be0—or 1; 20 R4 is (C1-CA)-al kyl
or (C3-C6)-cycloal kyl, where in thg alkyl r|adicals one hydrogen can be
replaced by OH, (CH2)n-aryl, Wnereoq\can)@ 0-6 and aryl can be phenyl, 1-
or 2-naphth -, 3- Qor 4-pyridyl, ~@HHn 3-thienyl and the aryl radical
or 10 hgﬁg%ﬁrﬁﬁzﬁogﬁﬁ‘@éﬁo%‘&ﬁ%e substﬁu ed upWherewostd-fes by F, d, Br,
H, CR3, O (Cl-C6)-al kyl, S@2-(CLl-C6)-alkyl, (CH2)n-SOQ2-NH2, where n can
be 0-6; (Cl-08) - al-tyH—-80aH— COQ( Cl1- C6) - al kyL_ob. CONH2i 5 (CH2) n- A- RS,

where n can be 1-§; 1S H6~S™2; R8 is (Cil- (C3-C8) -cycl oal kyl ,

where in the al kylf radicals on cb)llo hydr ogeyl can be rep d by OH

(CH2) maryl, V\/ner% 1 be 0-6 and aryl c be phenyl or |t hienyl and
C:nc%?'glk)’F (C1-C6)-alkyl Hz-phenyln

CH_-phenyl

o o

—

HC  CHy . _\on

5 and their physiologically acceptable salts and physiologically functional
derivatives.

10  Particular preference is given to compounds of the formula | in which

R1, R1° independently of one another are H, F, Cl, Br, -OH, O-(C;-C¢)-alky!
(C4-Ce)-alkyl, where in the alkyl radicals one hydrogen can be

replaced by OH;

15
R2 is H, (C4-Cg)-alkyl, C(O)-(C4-Ce)-alkyl;
R3 is Cl, Br, (CH2),-COO(C+-Cg)-alkyl, (CH2),-COOH, (CH2),-CONHg,
where n can be 0 or 1;
20

R4 is (C4-Cs)-alkyl or (C3-Ce)-cycloalkyl, where in the alkyl radicals one
hydrogen can be replaced by OH;
(CHgz)n-aryl, where n can be 0-6 and aryl can be phenyl, 1- or
2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl and the aryl radical or



the aryl noiety can be substituted up to two tinmes by F, d, Br, OH  CF3,
O (Cl1-C6) -al kyl, SO2-(Cl-C6)-al kyl, S02-NH2, COOH, COQ(C1l-C6)-alkyl or
CONH2; 15 R5|sH R6 is OH O (Cil- CG) aIkyI where n can be 0-6;

‘OC(O) (C1-C6)-alkyl, OGC(O-aryl, where aryl can be phenyl or thienyl; 20
O al pha or -beta-glucuronic acid; SO2-(Cl-C6)-al kyl, SO2-(CH2)n-phenyl,
wher e phenyl can be 0-6; NH2, m)rphol in-4-yl, NHC(O-(Cl-Co)-al kyl,
NH- C( O) - phenyl or t can be
2-6, and their p (%eglé{)d%gyl%g|clg$c£a@ggp§t@% {U% quwgwﬁeé%%ﬁ%l ates
to corrpoundz of tGks, fHGwHC)-alkyl, BORCT G@hatkzl , (BBk),- S(D@:M-llmm?relhamm C

m xtures and pure_e t r dia and m xtures

t hereof. The alk 8?1@ ﬁ 3HY¥?2$Q% &Sgﬁptgﬁiaﬁw?f’gg%%ti tuents RI,
R1', R2, R3, R4, R6 5 R8 and A can be either straight-chain or branched.
On account of their higher water solubility, pharmaceutically acceptable
salt® are parti d@He)d-§-B8i wherieen tan beettioei nal appl i cations conpared with
the starting materials or base conpounds. These salts nust have a
pharmaceutically acceptable anion 10 or cation. Suitable pharmaceutically
accept ablg acid ggdd,tgon salts of the conpounds according to the invention
are salts of inorganic acids, such as hydrochloric acid, hydrobromc acid,
phosphoric acid, metaphosphoric acid, nitric acid, sulfonic acid and

Sl ur] et 0. a0 el-car 8| SCRE F2ve PR o 154 AU e BheC, 1 S
fumdbi ¢ aci d, gl upanogeracanbegbplackd®ya®OHg, isethionic acid, lactic acid,

| act obi oni c
(CHz)m-aryl, where m can be 0-6 and aryl can be phenyl or thienyl and

the aryl moiety can be substituted up to two times by F, CI, Br, OH,
CF3, O-(C1-C6)-alkyl, SOg-(C1-C6)-alkyl, SOZ'NHQ, COOH,
COO(C1-Ce)-alkyl or CONH;

15
R5 is H;
R6 is OH, O-(C4-Cg)-alkyl, where n can be 0-6;
O-C(0)-(C4-Ce)-alkyl, O-C(O)-aryl, where aryl can be pheny! or thienyl;
20 O-alpha or -beta-glucuronic acid;
S02-(C1-Ce)-alkyl, SO2-(CHz)n-phenyl, where phenyl can be 0-6;
NHz, morpholin-4-yl, NH-C(O)-(C1-Cg)-alkyl, NH-C(O)-phenyl
or
25

b b
(CH )N

R5 and R6 together form =O or , where n can be 2-6,

and their physiologically acceptable salts.



acid, maleic acid, nmalic acid, nethanesulfonic acid, succinic acid,

p-tol uenesul fonic acid, tartaric acid and trifluoroacetic acid. For
medi ci nal  pur poses, the chlorine salt s particularly preferred. Suitable
-pharmaceutically acceptable basic salts are amonium salts, alkali netal
salts (such as sodium 20 salts and potassiumsalts) and alkallne earth
netal salts (such as nmagnesiumsalts and calciumsalts). Salts having a

phar macemhé ﬁmehﬁoﬁm@l@ﬁs%ofpaéurﬁpmwoﬂhe fbidﬁ@l‘éﬂlsﬁhﬂh@q’bHﬁ‘?ﬁthé]rthe scope of
the invention as useful internediates for the production or purification of

25 phar ne6eNAtesIRgeRIT @ uisscanhpYre enafitiomarsr and o eindisteseaper i ¢, for

exanpl e i cations. The term "physiologically functional
deri vat |éﬁ.a m\lﬂ%tgﬁteh%g&érfel ates to any physiologically acceptable derivative

of a corfriatkyhfalkéry! nd @kymyl raaﬁcalsd‘lﬂ@élibsfﬁ%éﬁl@ RNent R2NR3f pa, peanpl e
an ester. which on admnistration to a manmal, such as, for exanple, nan,

is aBle F(‘@larnéi(ﬁ can be gitner str@ighpchain @bbﬁﬂn@hednpound of the formula | or an
active nmetabolite thereof. 12 The physiologically functional derivatives
al so include prodrugs of the conmpounds according to the invention. Such

pr odr ugsOnaecbenteftthbio |hngm1 watev bulabllity, dhaemeapeutichligereegidile taitd Bfe
i nventi on. @ese ﬁ@abﬂ s can thensel ves be active or 1inactive. 5 The

conpou ndRartigwapys fohmedinipdanphicatienstapraed Witk the Siaﬁtl%maéefs;alz
|
Por e Pl faseSidiRponiils. TFRER Said tn A AR BnaRfacduiRbly aboBRIMOR 1

are1DnclQrdzadlonnSuttablespd’mmaoéunMIylaooeptabjel aembb@dmorasém bhihe aspect of the
i nventi on. .erences ound according to

r'ﬁ" 8 r 5’5 |to ng
for mul a c(qrsupoq S ?CC[O(S ngd%ra% iogare galts of INArganic acKls, guek @shed above,
and to tl't}@récrﬂéhé émdsﬁgd@b‘?émﬁﬁé’cmp By Opﬂd?ﬁ'é‘c‘?"(ll'l%ef‘agﬂ%%bﬁ a8 hi tf‘t’f?t%' ves as

describ herein e anount of nmpound according to orm
whi ch i Adidculienioacia apddgedfurie acid, and of organic acids, such as, for example,

acetic acid, benzenesulfonic acid, benzoic acid, citric acid, ethanesulfonic acid,

156 fumaric acid, gluconic acid, glycolic acid, isethionic acid, lactic acid, lactobionic
acid, maleic acid, malic acid, methanesulfonic acid, succinic acid,
p-toluenesulfonic acid, tartaric acid and trifluoroacetic acid. For medicinal
purposes, the chlorine salt is particularly preferred. Suitable pharmaceutically
acceptable basic salts are ammonium salts, alkali metal salts (such as sodium

20  salts and potassium salts) and alkaline earth metal salts (such as magnesium salts
and calcium salts).

Salts having a pharmaceutically unacceptable anion are likewise included in the
scope of the invention as useful intermediates for the production or purification of

25 pharmaceutically acceptable salts and/or for use in nontherapeutic, for example in-
vitro, applications.

The term “physiologically functional derivative” used here relates to any
physiologically acceptable derivative of a compound of the formula | according to
30 the invention, for example an ester, which on administration to a mammal, such
as, for example, man, is able (directly or indirectly) to form a compound of the

formula | or an active metabolite thereof.



achieve the desired biological effect is dependent on a nunber of factors,
for exanple the specific conpound sel ected, the intended use, the manner
of admnistration and the clinical copdition of the patient. In general,
“the daily dose is in the range fromO0.3 ng to 100 ng (typically from3 ng
to 50 ng) per day per 20 kil ogram of bodywei ght, for exanple 3-10

ng/ kg/ day. An intravenous dose can be, for exanple, in the range fromO0.3

My to 1. Phalphiisiolodaal) fGACtdMaI BikTivaRles alét?gftqmie&é ﬁ{]o];%gggéooﬁfh éﬁﬁ@%@ﬁs{;f 10

ng to 100 ng per Kilogram per mnute. Sui n so r
t hese puagaesdingdarihe imvemtion. Such exedmpps cahrenmetabatiged dn ¥ortg,a t ypi cal |y

froml n 10 er mlliliter. lndividual doses gcan contain, for 25
exanpl e CapBai1d Fiofifingilo mgrihyeriion. dhoge Bufiman e thamselitsdn axivecr

I nj ecti ORacwa contain, for exanple, from1l ng to 100 ng, and orally

adm ni strabl e individual dose fornulations, such as, for exanple, tablets
or c&sules, can contain, for exanple, from1.0 to 1 000 ny, typically from

10 6 | , i cal tapl Its, th
abovenent 1 aemrRuPER 2ER8RIR to PRFRIBAA (T alsh i BRBRAR i vauls™ "
di hydr otgolpmetphioorems, der éxatipler maimbdepisald ancfeﬂysmmwdobélghsdrﬁmbsroﬁﬁs.t hfr apy

of the abovenentioned conditions, the conpounds according to formula (1)
can be udlbBROlyRMArBBICiRENS Sf thfcepRrpUndsl aceridingiieythariaventishearatinglugeddent i n

el pi orirsRe R BTRRBHNLA A FERERIE Bsphbnbring IEiphs, = Pe* - T

cond@tible wwth the other constituents of the conposition and is not

harnful to the patient's health. The excipient can be a solid or a liquid
or both %ﬁ@'qu%elg‘f”e‘r"zF%{Sr‘iﬁcﬁértﬁﬂ%méeuﬂﬁﬂtsp\ acgrdingieplonmylad) " dafariei vi dual

dose, f QiorRY¥AIRI(8) 8Fthd fbﬁfﬁbl%g(.l)"% 88%&%&%\@ anirtgg?lurﬁ{/ Q%@%%oﬁ\%tg %?g{]y

wei ght of the active conpoun urt her pharmaceuti Ive Su ances
can al saphysiqglogiseliy functichaldiariyatives hedesoripedihdseimccording to fornmula (1).
The pharnmaceutical conpositions according to the invention can be prepared
by one of the known pharmaceutical nethods, which essentially consist in

m xiBg THeasRORt bf 488 wnum&@?diﬁgqgk&%mé!({)xvrﬁ&%%ééaé%a f dPr'uEF'bS
and/ or auxiliaries. 10 Pharmaceutical conpositions according to the
i nvent i A¢higve thegdasirghikielogical effect is dependent on a number of factors, for

example the specific compound selected, the intended use, the manner 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

20  kilogram of bodyweight, for example 3-10 mg/kg/day. An intravenous dose can be,
for example, in the range from 0.3 mg to 1.0 mg/kg, which can be suitably
administered as an infusion of 10 ng to 100 ng per kilogram per minute. Suitable
infusion solutions for these purposes can contain, for example, from 0.1 ng to
10 mg, typically from 1 ng to 10 mg per milliliter. Individual doses can contain, for

25 example, from 1 mg to 10 g of the active compound. Thus, ampoules for injection
can contain, for example, from 1 mg to 100 mg, and orally administrable individual
dose formulations, such as, for example, tablets or capsules, can contain, for
example, from 1.0 to 1 000 mg, typically from 10 to 600 mg. In the case of
pharmaceutically acceptable salts, the abovementioned weight details relate to the

30  weight of the dihydrothiazolium ion derived from the salt. For the prophylaxis or
therapy of the abovementioned conditions, the compounds according to formula (1)
can be used themselves as the compound, but they are preferably present in the

form of a pharmaceutical composition with a tolerable excipient. The excipient



"suitable for oral, rectal, topical, peroral (e.g. sublingual) and
parenteral (e.g. subcutaneous, intranmuscular, intradermal or intravenous)
adm ni stration, although the nost suitgaple manner of administration in each
‘individual case is dependent on 15 the nature and severity of the
condition to be treated and on the nature of the conpound according to
formula (1) used in each case. Sugar-coated fornul ations and sugar-coated

del ayed meiseaseodree e oldrapie, Al feddrael that lt'i’seéomﬁaﬁtﬁ@vﬁ &her t he
i nvention. Acid-resistant and enteric fornul ati ohs are pre erred Sui t abl e

ent eri c SQlityuRYs ohtheieempesition asd ianet aamrfmmmeapanemsr heslthy Thecet at e

ht hal at Y. |,cell Ios e and nlon ol ynmers
br ot neZiEal 4ah LR e M Rah 37, € Prelgrdtiy ISRk R o
corrpound@orﬁpbumu ak ardntlividiial dbbeNfof aRahp|dbS 2SBblet Wh@e@é’fﬁ ébﬁta‘rﬁ‘frbﬁw such
as, for exagp capsul es, cachets, |ozenges or tablets which 25 in each

case Scon®-8° Q%o R We!';Q’f’é@ﬁihQ)ﬂCW@eCQ!Bﬁﬁ@%dzlﬁmﬁirmam@laceumﬂlw(}mveI ): as
poucer s 81535 &5 B8 EOhSLAT i AHBTEREHP S BRuE UEgHA D fhanaR oS

l'iquid; or asan -1 n-wat er ~or

nent i oned). 'I'ﬂieqm':armawpbealtcowmstwné)@dvrdﬂn@rt@dh@}’n@rr\ﬁ’oﬁ Wiahadd Brepared
phar maceuti cal EH'[Ee od which includes a step in which the active conpound
0,

and the R%EN®i DR ﬁheaﬁae%sqaéfnesbo@sr high essamiially agaisist dmmixing
consti t ugBtsohshfuRniy %5%a‘rrﬂ%@o cce;gla%f??%&bren J]gndlﬁpgﬁgﬁéh%s? ns are

prepared by uniform an hormgene | Ve with a
i gdi0d and/or finely divided soli d exci p| ent, after whi ch the product, if

b d by 14
or os: g bR R SomRNRINcns Aotring BB invaciiradhate WICTR#e op i at e

Wi th onesyibldr @rald e dtalotsHicA ﬁév‘drél”(%\’;é %ubfﬁ@?n ?gndﬁlé'r&ﬁté gje prepar ed

by tableting the conpound in free-fl suc anple, a
powder diubgtianeoss, lﬂtlfamléﬁ]rﬂuia)‘pmtlaldermakedlmnaubnauz*.)ladlnrn;strrambnr ablnrnbugh nert

St o RIS RS BRRLHS St AT BRL S e T o °
pul M6r ulthstnateeRmasevary 6 me@brwrﬁcrh bé hehted HA¢ oA thdinaufBlof the a

sui tabl e machi ne. Pharmaceutical conpositions which are suitable for
per or al quﬁb@@drdmg 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 cellulose acetate phthalate, polyvinyl acetate phthalate,

20  hydroxypropylmethylcellulose phthalate and anionic polymers of methacrylic acid
and methyl methacrylate.

Suitable pharmaceutical compounds for oral administration can be present in
separate units, such as, for example, capsules, cachets, lozenges or tablets which
25  in each case contain a certain amount of the compound according to formula (1);
as powders or granules; as solution or suspension in an aqueous or nonaqueous
liquid; or as an oil-in-water or water-in-oil emulsion. As already mentioned, these
compositions can be prepared by any suitable pharmaceutical method which
includes a step in which the active compound and the excipient (which can consist
30  of one or more additional constituents) are brought into contact. In general, the
compositions are prepared by uniform and homogeneous mixing of the active
compound with a liquid and/or finely divided solid excipient, after which the
product, if necessary, is shaped. Thus a tablet, for example, can be prepared by



10 adm ni stration include | ozenges which contain a conpound according to
formula (1) with a flavoring, customarily sucrose and gum arabic or
tragacanth, and pastilles which inclu%e the conpound in an inert base such
"as gelatin and glycerol or sucrose and gumarabic. 15 Suitable
pharmaceutical conpositions for parenteral adm nistration preferably
I ncl ude sterile agueous preparations of a conpound according to formul a

f.
et pi e yRd oy SBPRIEY ROnER oF Bty Bt BB 1t Ak engc

al t houglortrhere adiditionaltacsistituentsarPrabsed taikezts;ﬂa@dm p:dpaneabgzaalslbung the

' | ar | 20 t ction. These preparatlons can
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obt ai nedhggnbpiiatemixeaitieadiber ROVIEBAC indrt Bilddif al?'{d%’rdoné r‘hBQl'

f
conposi tions according to the invention in general contaln rom g)l to 5%
by wei grﬁur@peta@lva&wwsmrﬁgﬂmm asu&?ableabaehlpdaaShapedltabiaﬂs (Iamlm)m tions

f t res a divid dose
supposi 1ePAEY B Shafhl e BB EEA By gl S s ARinG dBHE ng ¢ o
formul a d.m)gnw"ﬁh SUdbY maehmeconventi onal solid excipients, for exanple
cocoa butter, and shaping the resulting m xture. 30 Suitable pharmaceuti cal

conposi tions for topical application to the skin are preferably present as

i Ex ts which
oan bo AERSLICA!ipodti Swn AR < AEBRSRY pBlorBLIsoBRSEHs *™ 21 conol s
and 10ontzdministrasionfindlude tzemgee wHich Beatirs HRDhastiLaR acﬁﬁdﬂ?ﬂb‘f@rrﬁ@acowpound

is in ge resent in a concentration of fromO0.1 to 15% by wei ght of
t he co%ﬁBé’Y'ﬁT 633"96'?9 SUTPMBIIFSUCIesR ang gum Q%b'qpéﬁégé%fﬁh &@ﬁn ni stration

Is al so I f;af;, rt r mal
adm ni stF}rag? F%%b\@g:ﬁ Hgmgrgggg%?ﬁ{s |%3 aqﬁ] ﬁ pat %@gﬁgelat'ﬂ%ndgﬁégfe for
| ong- t erafsticese awhgact anabich t he epidermis of the patient. Such patches

suitably contain the active conpound in an optionally buffered aqueous
solution, dissolved and/or dispersed in an adhesive or dispersed in a

pol yger .Suftasld pﬁ@rlneace@%ab/@orﬁaamawf&%@ﬁfe?é\tdo?ﬁinis?rafubﬂfaré#%%*&y1 %to

35% preferably from about
include sterile aqueous preparations of a compound according to formula (1),
which are preferably isotonic with the blood of the intended recipient. These
preparations are preferably administered intravenously, although the
administration can also take place subcutaneously, intramuscularly or

20 intradermally as an injection. These preparations can preferably be prepared by

mixing the compound with water and rendering the obtained solution sterile and
isotonic with the blood. Injectable compositions according to the invention in

general contain from 0.1 to 5% by weight of the active compound.

25  Suitable pharmaceutical compositions for rectal administration are preferably
present as individual dose suppositories. These can be prepared by mixing a
compound according to formula (l) with one or more conventional solid excipients

for example cocoa butter, and shaping the resulting mixture.

30  Suitable pharmaceutical compositions for topical application to the skin are
preferably present as ointment, cream, lotion, paste, spray, aerosol or oil.
Excipients which can be used are petroleum jelly, lanolin, polyethylene glycols,
alcohols and combinations of two or more of these substances. The active




10 3% to 15% As a particular possibility, the active conpound can be
rel eased by electrotransport or iontophoresis, as described, for exanple,

i n Pharmaceutical Research, 2(6): 318 (1986). The invention furthernore
‘relates to a process for the preparation of the 15 conpounds of the formula
I, which conprises obtaining the conpounds of the formula | in such a way

that the procedure is according to the followng reaction schene: RlL R3

NBS OH '?gﬂrl‘/%&?ﬂ isth g&hetdpresBmih d Lortentraidn 2P 13 !4 to%%\{)yl\ﬁ&igﬁflbp( S) - NH

RI'" RL
the composition, for example of from 0.5 to 2%.

Transdermal administration is also possible. Suitable pharmaceutical compositions
5 for transdermal administration can be present as individual patches which are

suitable for long-term close contact with the epidermis of the patient. Such patches
suitably contain the active compound in an optionally buffered aqueous solution,
dissolved and/or dispersed in an adhesive or dispersed in a polymer. A suitable
active compound concentration is from about 1% to 35%, preferably from about

10 3% to 15%. As a particular possibility, the active compound can be released by
electrotransport or iontophoresis, as described, for example, in Pharmaceutical
Research, 2(6): 318 (1986).

The invention furthermore relates to a process for the preparation of the
15 compounds of the formula |, which comprises obtaining the compounds of the

formula | in such a way that the procedure is according to the following reaction

scheme:
o 0 o
NB AN
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R1 OH R1 R5
v Vi

proo
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R4-C(S)-NH s

R1 Br — 3  Ri
R6 R3
RY’ R5 R1’ Rs A6

Vil |

20
To this end, compounds of the formula II,



IV To this end, conpounds of the formula Il, 16 RL Rl' Formula Il R3 5 in
which R1, Rl' and R3'" are as defined above, are converted into a conpound
of the fornmula Il using N -bronosuccifim de. The conpounds of the fornula
“I'l'l are reacted further with netal salts of organic acids (Moacyl), such
as, for exanple, silver acetate, into conpounds of the forrmula IV. 10 It
is also possible to convert conpounds of the formula Il by nucl eophilic
exchange with 0-, S- or N-nucleophiles into the corresponding 0-, S or N
substituted conpounds of the fornmula VI in_which the radicals Rl, Rl', R3,
R5 and R6 are as defined above. Cbnpoundsobf the formula IV can be
converted into conpounds of the forpha 15 for exanple by acid

hydrol ysis. Under standard Corﬁojll ti @ ﬁunds of the fornulae V and
VI can be converted by reacti by [ to the correspondi ng
al pha- br onoket ones of the formula ™", in which, for exanple, AS can be
hydr ogen and R6 can be OH  Reactg Pn of the thioam des of the formula
R4-C(S)-NH2, in which R4 is as defined 20 above, wi th conpounds of the
formula VII gives conpounds of the Feommmaal | in which R2 is hydrogen.
Usi ng standard net hods, these conpounds can be converted into conpounds of

the formula | in which R2 is as described further above. 25 Suitable
i nor gani jp \aGEAR T H1 such
as hydr olchl oric aci d%\?ﬁ(ﬁ%%({@‘%rgérﬁr?og%tlﬁ aaﬁéé@ g%%%ﬂﬁé%%ngé?%% gfs

phosphorthe fagnhadla IHm&r@Ndbsmm{)smclmandet
The compounds of the formula IIl are reacted further with metal salts of organic
acids (MOacyl), such as, for example, silver acetate, into compounds of the
formula IV.

10  ltis also possible to convert compounds of the formula Il by nucleophilic
exchange with O-, S- or N-nucleophiles into the corresponding O-, S- or N-
substituted compounds of the formula VI in which the radicals R1, R1’, R3, R5 and
R6 are as defined above.

Compounds of the formula IV can be converted into compounds of the formula V,

15  for example by acid hydrolysis.

Under standard conditions, the compounds of the formulae V and VI can be
converted by reaction with bromine into the corresponding alpha-bromoketones of
the formula VII, in which, for example, R5 can be hydrogen and R6 can be OH.
Reaction of the thioamides of the formula R4-C(S)-NH,, in which R4 is as defined

20  above, with compounds of the formula VII gives compounds of the formula | in
which R2 is hydrogen. Using standard methods, these compounds can be
converted into compounds of the formula | in which R2 is as described further

above.

25
Suitable inorganic acids for salt formation are, for example: hydrohalic acids, such
as hydrochloric acid and hydrobromic acid, and also sulfuric acid, phosphoric acid

and amidosulfonic acid.



17 Organic acids which are suitable for salt formation are, for exanple:
formc acid, acetic acid, benzoic acid, p-toluenesulfonic acid, .
benzenesul fonic acid, succinic acid, ﬁunaric acid, maleic acid, lactic
-acid, tartaric acid, citric acid, L-ascorbic acid, salicylic acid,

I sethionic acid, methanesulfonic acid, 5 trifluoromethanesul fonic acid,
1, 2- benzi sot hi azol - 3(2H) - one, 6-nethyl -1, 2, 3- oxat hi azi n-4(3H)-one

2, 2-di 0@@%n,CTdiQWﬁ&¢gF@?Qﬁtﬁé or rru']afgﬁ%% ?ﬁ a?@WBPEQ‘%ﬁQI‘éS' y carried out

such that 't he conpounds o are€ rea Wi th the
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t ta o car.r,i ed, aut rt sqlvent, for exanple in
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N- et hyl|- §sd$b’rbr00é¢|60§hﬂbcyﬁb ﬁ@iﬁhbébtrﬁelhlf:%l ef#ﬂaﬁé%@l?onlﬂhﬁfdr ahydr of uran,
acetonitrile, nitromethane or diethylene glyco ét her.

Par t 5cu|taﬂlﬂqloalﬁlaﬂlﬂ%@éf@n§ &@d,\/b,ﬁt-benmﬁntbmol -3(2i)eone, @o‘m@thyHb@ 3net hyl
acet ateojx%t Qﬁ'inotf@ﬂ) 02%% gpcﬁ%ah.ort chai n al _cohol s, such as net hanol , Cor

et hanol , pan and | ower dial kyl ketones, such as,
exanpl e, acetone butan-2- one or hexan-2-one. Mxtures of the reaction
nmedi a nentioned can al so be used; and m xtures of the solvents nentioned
with sol NERrOCRAY Endesciibed ahaveds adypatagesyslysnariiethbut suatthaddhe f or

| e, n anaol. uene,
ot nanoicoGESrthe FmARCYY Ho PoctiRs S In€ RRARIOH B SURTST wi o
car hon trmblaamloooﬁfd@n Tated AMES W hé rédutivnal icvantigeBLISK URRGERBAt B ars 2-
di chl or get hane, 3n al so be used, where the nore polaf solvent in each case

shoul d dN&ItaPWep} Jorexanelg inpokal’ QiQé€§§°'Vﬁfés,r%&@t%ﬁl@lwﬁhwfwmamlﬁﬁendefl or
e reactants
0 0 Sy RSBl SRR Ao 8004 Y ald

can al s ence a so ven Cular if the
r espect itetsahydroturaunicadedsnitrile, nmtrt)rrregmarm ot distttiydéne glyasl dimvethy ginesi bl e. The

out bet RARIETEREgkEEgagRs SolpaiabplevBt fiaeproted inhe 090y sealaifper at ur o
][ :Cgeagle@weaény@l@t@@dsﬁ&@chaﬁw ABORSIZ! SUCHEE MdtRENS!, Ehah®l, RRbpasstl arly
isopropanol, and lower dialkyl ketones, such as, for example, acetone, butan-2-
one or hexan-2-one. Mixtures of the reaction media mentioned can also be used:
and mixtures of the solvents mentioned with solvents which, taken per se, are less
suitable, such as, for example, mixtures of methanol with benzene, ethanol with
20  toluene, methanol with diethyl ether or with tert-butyl methyi ether, ethanol with
carbon tetrachloride, acetone with chloroform, dichloromethane or 1,2-
dichloroethane, can also be used, where the more polar solvent in each case
should expediently be used in an excess. The reactants can be suspended or
dissolved in the respective reaction medium. In principle, the reactants can also be
25 reacted in the absence of a solvent, in particular if the respective thioamide has a
melting point which is as low as possible. The reaction proceeds in an only slightly
exothermic manner and can be carried out between ~10°C and 150°C, preferably
between 30°C and 100°C. A temperature range between 50°C and 90°C has
generally been found to be particularly favorable.
30
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,



The reaction tine is |argely dependent on the reaction tenperature and is
between 2 mnutes and 3 days at relatively high and relatively | ow
tenperatures, 18 respectively. In the favorable tenperature range, the
‘reaction tine is generally between 5 M nutes and 48 hours. In the course
of the reaction, the conpounds | frequently forma poorly soluble 5 deposit
in the formof their acid addition salts, expediently a suitable

e e . o | q |
Por exanfiopeeiichlwliaddebld R ool aaioe! b dadbrilioe S aRERTST hopt ane
or car bobetwestr Biatihoteiscaid 48 hpard.i cul ar, al kyl acetates, such as et hyl

acetate or n-butyl acetate, or dialkyl ethers, such as diethyl ether,
di i sopropyl ether, di-n-butyl ether or tert 10 butyl nethyl ether prove

parti cul | : 3k it ' i 0, Lon after
t he end @ﬂh}éhc?arrééggt ﬁqc?n%efatcﬂéﬁ’s@ﬁs ﬁ%r@ﬁgo@cﬁlﬁg@bﬁﬁgﬁ%@ 4%@@%. pitated
usi ng ondepdsit inehprfern jof thair agd aglklitioh seist expediently aapitabler pratpitafingr
concentration o Furthernore, the solution of the
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reaction mxture can also be carried out such that the reaction mxture is
r ender edtediachlarile; bypadicular oalkylafcedatesy gpanhi as bt acstatdonp;butyiracexatspl e,
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concentration. Suitabl'e eluents for prove e, for exanp _
m xt ur ess@ptien aiter heeerd of thet ieaghemaheisaltsiok the eempbdudils htam beet hane with

met hanol ' of tol L t.h. et hanol, or ethyl, gcetate.aqr m xtures of
et hyl a%@%ﬁé%ﬂeﬁﬁmhf&%o@gﬂggwg&g G%Wgagg?@ﬁtraﬁ%t.'oﬁlqd’f t?é’%ﬂ‘?ri'qc}? ron. of

t he cr udeonepthatibn of $he Aeddtion salition) FuReMABRSE thé 8slutiBAws théRshcetidh aci d
addi tion product of the 25 fornula | can be obtained fromthe pure base of

the conpdiieresfan algoms adyantagequrly fiserediinkdthesantionophengothesuspendi ng
o e ARG S8 RERlbed Ui S ™WUK OB, SPHE oAb P PRI sy P2
di et hyl aisbde,caliied opt opcth thettiiee redation-rixtyre ise¢mgdred alkaline by addition
of an organic base, such as, for example, triethylamine or diisobutylamine or
ammonia or morpholine or piperidine or 1,8-diazabicyclo[5.4.0Jundec-7-ene, and
the crude reaction product is purified chromatographically, for example on a silica
20  gel column, after concentration. Suitable eluents for this prove to be, for example,
mixtures of ethyl acetate with methanol, mixtures of dichloromethane with
methanol, mixtures of toluene with methanol or ethyl acetate or mixtures of ethyl
acetate with hydrocarbons such as heptane. If the purification of the crude product
is carried out in the manner last described, an acid addition product of the
25 formula | can be obtained from the pure base of the compound of the formula |
thus obtained by dissolving or suspending the base in an organic protic solvent,
such as methanol, ethanol, propanol or isopropanol, or in an organic aprotic
solvent, such as ethyl acetate, diethyl ether, diisopropyl ether, tert-butyl methy!
ether, dioxane, tetrahydrofuran, acetone or butan-2-one, and then treating this
30 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 inorganic or organic acids mentioned

further above.



et her, di oxane, tetrahydrofuran, acetone or butan-2-one, and then treating
this 30 mxture wwth an at | east equi nolar anount of an inorganic acid such
as, for exanple, hydrochloric acid, djgssolved in an inert solvent such as,
for exanple, diethyl ether or ethanol, or another of the inorganic or
organi c acids nentioned further above. 19 The conpounds of the fornula I
can be recrystallized froman inert suitable solvent such as, for exanple,
acet one, butan-2-one, acetonitrile or nitronethane. However, particularly
advant ageous is reprecipitation froma solvent such as, for 5 exanple,

di net hyl Fle gamipedndsiohthenforencda hearibe ractystatizedanemn arcieedrsuitableesolvent

ref erab I e ol ., The reaction of .the c ounds of the

1I‘D ormul a {%hr%qﬁp%ﬁaéﬂ@ﬁr %g%{&@gsbk{,{}_ré-gn_eNﬁﬁetogngea?rsrBﬁg&e N8ed out such
that an Hbwbeas paetitiilam) advatagedusdis rapRassitatondforis soliérit SIcha for
triethylanmne, is added to the reaction mxture and the resulting free 10
base$ ofexatepipodimetaylformamidee dirogthylacatanyideoniiwmethanas acatpeitileaci d
addltlorhrepérgg&gﬁ@maﬂagapgg%ng dition products of the conpounds of the

formul a 1" "can ea 've the free bases of the forrmula | by

t r eat merThevddttionss she Soiripdihes RIS frrrila Vilakite rMPlicamizies R4-01S)-NH,
I norgani ¢ hydroxi des, such as |ithium hydroxide, sodium 15 hydroxi de,

pot assi UFATYEP L criried ué sugh Halamaldeadireyamolan aipeuaf debase Husb st es or

hydr oge S; Ség{g f | ar hanat e,

sodi um Hgﬁ?ggﬁﬁﬁgﬁ%ﬁ%@ng’r ISpo aesldg}a Etﬁné%%?@eﬁ&ég%b%ﬁt@esg ?gr 2 and

am nés, Isasds afithe forauizl ane treen dpticraily goyveneddntodhely acithadditiom ne,

pi peri di ne,, norpholine, methyldicyclohexylam ne. 20 Thi oam des of the

formul a BRYEFS) "N are either commercially available or can be obtai ned,

for exanple, by reaction of the corresponding carboxam de with phosphorus

pent asul fhdlgcidnadditidriprRiuct oMthe lddhthourdsi St tRE%d Phula PeaM b R4ctdiiio 40

(1961)), or with Lawesson's reagent in toluene, pyridine,

hexanet Igivg Husfrrebiases of thentadmulzst e ieptmePedith bares.rBuitaoie bases akyl | . Soc.

v(\:Ah![ hm 183%33:3%@?1@%,_%éﬁﬂi%gs%)}?n708rblmicqwry%fr&iggé,ysdcrﬁ &5 f&hﬁ}n‘% 'iﬁd%cxiée?tsro%llqt}/rrqr of uran
15 hydroxide, potassium hydroxide, calcium hydroxide or barium hydroxide,

carbonates or hydrogen carbonates, such as sodium carbonate or potassium
carbonate, sodium hydrogen carbonate or potassium hydrogen carbonate,
ammonia and amines, such as triethylamine, diisopropylamine, dicyclohexylamine,
piperidine, morpholine, methyldicyclohexylamine.

20 Thioamides of the formula R4-C(S)-NH, are either commercially available or can
be obtained, for example, by reaction of the corresponding carboxamide with
phosphorus pentasulfide in pyridine (R. N. Hurd, G. Delameter, Chem. Rev. 61, 45
(1961)), or with Lawesson'’s reagent in toluene, pyridine, hexamethylphosphoric
triamide [Scheibye, Pedersen and Lawesson: Bull. Soc. Chim. Belges 87, 229

25  (1978)], preferably in a mixture of tetrahydrofuran with 1,3-dimethyl-3,4,5,6-
tetrahydro-2(1H)-pyrimidinone or 1,3-dimethyl-2-imidazolidinone. Hydroxyl, amino
or additional carbonyl functions are in this case expediently protected using a
removable protective function, such as, for example, a benzyl, tert-
butyloxycarbonyl or benzyloxycarbonyl radical, or converted into an optionally

30 cyclic acetal. Methods for this are described, for example, in Th. W. Greene and
P. G. M. Wuts, Protective Groups in Organic Synthesis, Second Edition, 1991,
John Wiley & Sons, New York.



tetrahydro-2(1 H)-pyrimdinone or 1,3-dinethyl-2-imdazolidinone. Hydroxyl,
am no or additional carbonyl functions are in this case expediently
protected using a renovable protectivg, function, such as, for exanple, a
benzyl, tert- butyl oxycarbonyl or benzyl oxycarbonyl radical, or converted
into an optionally 30 cyclic acetal. Methods for this are described, for
exanple, in Th. W Geene and P. G M Wits, Protective Goups in Oganic
Synt hesi t
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were not2@dicr 8@ &iflagenditiprs geram terppa@tieiedarwitb warmintheat i ng rate. Tabl e
1: Exanples R4 R1 15 Formula | Exanpl eRl; Rl' RRR3RARSR6Saltm p. C 16-Cl;

HHHphenytROBkdmp e givehibR Kb e totiitdiratd thé! 7@Mtion, but without restricting

10 it. The measured melting or decomposition points (m.p.) were not corrected and
are generally dependent on the heating rate.

Table 1: Examples

R1 S
R3
R1”  Rs5 Re
15 Formula |
Example|R1; R1’ | R2 R3 R4 R5 | R6 |Salt| m.p.[°C]
1 6-Cl; H H H phenyl H OH - 152
2 H; H H H phenyl-2-OH H OH - 110

(decomp.)

The compounds of the formula | are distinguished by favorable effects on lipid

metabolism; in particular, they are suitable as anorectics. The compounds can be



The conpounds of the formula | are distinguished by favorable effects on
lipid nmetabolism in particular, they are suitable as anorectics. The
conpounds can be 21 enployed on their gwn or in conbination with other
ranorectically active conmpounds. Such further anorectically active
conpounds are nentioned, for exanple, in the Rote Liste, chapter 01 under
slimm ng preparations/anorectics. The conpounds are suitable for the
prophyl axi | I r : . : it % The conpounds
B e i npigRed drnBR bt B ogrbirkl G M B ot BB For T he

t r eat merdongpoungse Suchduebet asorethiealyf dctivacpnybourtts arenpentictsed)der t est ed as

foll . Bi ol ogj cal t .nmodel : Th I c .acti t ested . f I
Rt Cr 8 b B 1B ki LR 1 SR Sl i T Ba R e
was adnmiThestEmpeutis afe §&a@5@é%ﬁmegar8§§ﬂhxig%cﬂmh ic‘:t)‘lgﬁf%?lﬂ‘ii\é grgafrﬁgﬁ’t access

to drinking water, the animls wer ere evapor at e m nut es

af t eb t hof clidsityi Ehe aompouoéls ahe fyrtherancee isaitablEHer theomophplaxisnand inevapor at ed
m |k was_ deternn hal f-hourly for .1. 5 hours and the general condition of
the ani rﬂﬁ'ﬁc%g}%gg@r\?@ neriof t&r@%i‘u‘?'éaeﬁ?ﬁl k consunption 15 was conpar ed

with that of untreated control aninmals. Table 2: Anorectic action, neasured

as reducthesffiehcy BetHUBMPOGTHWRE teSiBBHsNBIOWS: Of treated ani mal s conpared
to untreated ani mal s. Conpound/ Exanpl eOral doseNunmber of Nunber of Reducti on

of animals /animals /the cunul ated R2_0 NR4[ ng/ kg] cunul at edcumul at ed
mi | kni | BRI tRSIPed”)n of consunption in R Sconsunptiont he untreat ed% of
the control R3of the treatedcontrol animals R1 ' R5 R6ani mal s

The anorectic action was tested on female NMRI mice. After withdrawal of feed for
10 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 the administration of the preparation. The
consumption of evaporated milk was determined half-hourly for 1.5 hours and the
generat condition of the animals was observed. The measured milk consumption

15  was compared with that of untreated control animals.

Table 2: Anorectic action, measured as reduction of the cumulated milk

consumption of treated animals compared to untreated animals.

Compound/Example | Oral dose | Number of Number of Reduction of
animals / animals / the cumulated
R2—0_ Ne P4 | [Mo/kgl | cumulated | cumulated milk milk
\r milk consumption of | consumption in
R1 S consumption | the untreated | % of the control
R3 of the treated | control animals
, animals
R1" s Re6 N/ [mi]
N /[ml]
Formula
Example 1 30 5/1.06 5/1.54 31%

It can be inferred from the table that the compounds of the formula | exhibit very

20 good anorectic action.




N/ [mM] N/ [m] Formula Exanple 1305/ 1.065 / 1.5431% 1t can be
inferred fromthe table that the conpounds of the fornula I exhibit very
20 good anorectic action. 22 The prepagation of some exanples is described
‘in detail below, the other conpounds of the formula | were obtained in a
simlar manner: Exanple 1 (Conpound 1):

6- Chl or o- 2- phenyl - 8, 8a- di hydr oi ndeno[ 1, 2-d] t hi azol e-3a, 8-diol: 5 a)

3- Brono-$he bi’éﬁa?iapdﬂgf %o%eéxagnﬁés% gé&:rrﬂ&i ih déftaiﬁb&gw,ﬂtﬁé Bfffp- 1 -one and

8.9 g (50 mol) o ronmosucci ni m de were suspended in 175 nl of carbon
t et r achl @@mpeundsighinedermutan werg estaineszioyd sipulaosmatmesnd, with stirring,
heat ed under reflux 10 for 3 h. The cooled reaction solution was filtered,

extract | f water, dried over magnesiumsulfate, filtered
and conggﬁ%%gweg?%%%?%ge uced pressure. The residue was dissolved in 120

m of a hot 1:1 mxture of n-heptane and cycl ohexane, boiled with

act i vat e@-Glivoroe2-phedylF8 Baetibydroiraienof h2-d]iHidzcé-Say@gictoncent rat ed under
reduced pressure. This gave 15 3-bronp-5-chl oroindan-1 -one of nelting

poi nt. 96- 970%)8 3- Ac tﬁféy-,S-chl oroi ndan-1 -one: 4.91 g (20 mml ) of

3- br Gno-B- chl SPEPRECDIO5ABIaRH -8N84 [ acuna] (20 mmol) of silver acetate
were suspended in 100 m of acetic acid and, with stirring, heated under
reflux for 5 h. The cool ed reaction solution was 20 concentrated under
reduced presstiB8 qitd mhwly efsh-dhioroiadapii-one edd &0 goBatmaralipdii cal | y on

silica gel usr{l-r?)go}n%lsﬂgé}ﬁ{n%gtv?gr% slu%/p%hd-erg iins 19§ \(r?l o?f_carbon tetrachloride,

admixed with 1 g of benzoyl peroxide and, with stirring, heated under reflux

10 for 3 h. The cooled reaction solution was filtered, extracted 2x with 100 mi
of water, dried over magnesium sulfate, filtered and concentrated under
reduced pressure. The residue was dissolved in 120 ml of a hot 1:1 mixture
of n-heptane and cyclohexane, boiled with activated carbon and filtered,
and the filtrate was concentrated under reduced pressure. This gave

15 3-bromo-5-chloroindan-1-one of melting point 96-97°C

b) 3-Acetoxy-5-chloroindan-1-one:

4.91 g (20 mmol) of 3-bromo-5-chloroindan-1-one and 3.34 [lacuna] (20
mmol) of silver acetate were suspended in 100 ml of acetic acid and, with
stirring, heated under reflux for 5 h. The cooled reaction solution was

20 concentrated under reduced pressure and the residue was purified
chromatographically on silica gel using toluene/acetone 10/1. This gave 3-
acetoxy-5-chloroindan-1-one of melting point 65-67°C.

c) 5-Chloro-3-hydroxyindan-1-one:

With addition of 50 ml of 3N HCI, 1.98 g (8.8 mmol) of 3-acetoxy-5-

25 chloroindan-1-one were dissolved in 10 ml of acetonitrile. The reaction
mixture was stirred at room temperature for 48 h. The solvent acetonitrile
was then distilled off under reduced pressure and the precipitated crude
product was filtered off and purified chromatographically on silica gel using



acet oxy-5-chl oroi ndan-1 -one of nelting point 65-67C. c)

5- Chl or o- 3- hydroxyi ndan-1 -one: Wth addition of 50 M of 3N HCl, 1.98 g
(8.8 mml) of 3-acetoxy-5 25 chloroindap-1 -one were dissolved in 10 nm of
racetonitrile. The reaction mxture was stirred at roomtenperature for 48
h. The sol vent acetonitrile was then distilled off under reduced pressure
and the precipitated crude product was filtered off and purified

h : hi b5 R . - |
chr omat ogr aphiohgdre/acstonb !5/ $.aT e brotkich % ﬁﬁlo?@bqwéﬂﬁﬁ@mﬁ cHel Pa?li;%_ 128C.

product, 5-chl oro-3-hydrox indagl-l -one, had a relting point O
d) 2- Br ono- 5- BOHIHOPIhYU S RBdan- 1- one: 0.69 g (3.78 mml ) of
5-chl or o- 3- hydr oxyi ndan-1-one was dissolved in 5 100 m of diethyl ether.

Wth stigyings. 0B_ oM dded,. and the mxture was stirred
unti | thEejy coI%rB]rﬁg{é)ogicggoﬂgeé;ﬁk@%éx%@a&dﬂ?ﬂ?e was then cooled to -5C, and
0.194 m (3.78 mmol) of bromne in 2 m of dichloronethane were added

dr opwi se over0.89me(3.88 noioB®f B-chlo&s-B+hyidnexyivecan-1 foeve wastlissor@dfiar 30 min,

50 m_. of wate re.ad d e organi ¢ 10 phase was separated off, dried
over Jragnesi u @ﬁ?'@é%@qgﬂfé{g?q-t\’gﬂ%ét'%mﬁe1 CfrPPt%]f remingswa addadrandeunder
reduced pressyh i | e Thi s
Gave o by onp. AR WAL SBrLAIAhEofhad disapPeRad THUGRRaReTag B o)

6- Chl or o- 2- pheesléd 8 88°Q;j aydiDdi94dmh(F. 78 Pamibt) lif brammesia, Bmdlobl : 15 0.6 g
(2.3 mmol ) of ;2: bronn; 5- chl or o- 3- hydr oxyi ndan- 1-one .and 0.473 g. (3.45
mol ) of thi o%@ﬂ'?&%‘i“&ﬂ‘%&r‘@% %‘i‘éﬁ%a@mﬁs%ow %Per'%&? SPdAB: %f'gnflgmam
(3.45 Mol ) ohehrdopti i ! . Stirred
at room tenper gt ur@&l?%&é%ﬂﬁ) m ﬁﬁgg’a@yl Wy‘g%té%%ggl?@? YI@eS%Fd?fPE]be cool ed
read@ on nmi xtRhasenyas sepaeaied affedriech over magnesitinpselatarandditttredeThe0

nhept aner ot Hirale s EBRGTRAR el Pocioel s BT ine s ifheuiat gBed
6- chl or o- 2- phengdr-rédticediprasdund. e ghvé 22bBid b ambre-RAySroyPldanl1-6Rkt | Ng
of melting point 118-119°C.

e) 6-Chloro-2-phenyl-8,8a-dihydroindeno[1,2-d]thiazole-3a,8-diol:

15 0.6 g (2.3 mmol) of 2-bromo-5-chloro-3-hydroxyindan-1-one and 0.473 g
(3.45 mmol) of thiobenzamide were dissolved in 5 ml of isopropanol.
0.478 ml (3.45 mmol) of triethylamine was added, and the mixture was then
stirred at room temperature for 12 h and subsequently at 50°C for 8 h. The
cooled reaction mixture was concentrated under reduced pressure and the

20 residue was purified chromatographically on silica gel using initially
n-heptane/ethyl acetate 3/1 and then toluene/acetone 5/1. This gave
6-chloro-2-phenyl-8,8a-dihydroindeno[1,2-d]thiazole-3a,8-diol of melting
point 151-153°C (with decomposition).



"point 151-153C (with deconposition). WD 01 /62745 24 Patent clains: 1. A
conpound of the formulal, RA RL 51 in Wnich PCT/EPOl /01498 R1, R1 °

i ndepen ne another are H F, Br, I, 0 %CBIH
‘COQCl-%Q?{{g%?ﬁ%CO\IHZ CONH( C1- C8) - al %é‘yl CO\I[(Cl CG) N%TJ%HP},}OM
(C1-C6) - al kyl, (C2-Co6)-al kenyl, (C2-C6)-al kynyI O (C1-C6)-al kyl, where in
the al kyl, alkenyl, or alkynyl radicals one or nore, or all hydrogens nmay
be replaced by fluorine, or one hydrogen may be replaced by OH OC(O CH3,
OC(O H, paen2cRimsNH2, NH-CO CH3 15 or N(COOCH2Ph) 2; are SO2- NH2,
S02NH( C1- C6) - al kyl , SO02N[ (C1-C6)-al kyl]2, S-(Cl-C6)- alkyl,
S-(CH2) n-phenyl , SO (C1-C6)-al kyl, SO (CH2)n-phenyl, S02-(Cl- C6)-alkyl,
S2- (CH2) " - phenyl , where n can be 0-6 and the phenyl radical can be
substituted u , Br, OH, CF3, NO2, 20 CN, OCF3,
O (Cl- csi aleFBRF%ﬁmEéyqﬁé r¥“‘FRHZ are NH2, NH (Cl-C5)-al kyl
N (Cl1-C6)-al kyl ]2, NH(Cl-C7)-acyl, phenyl, bi phenyl yl, O (CH2) n- phenyl
where n can be 0-6, 1- or 2-napht hyI, 2-, 3- or 4-pyridyl, 2- or 3-furanyl
o NpheR#, naphthyl, pyridyl, furanyl
5 hg/suffstituted one to 3 tinmes by F,
)-al kyl, (Cl-C6)-al kyl, NH2,
, COON, COO (C1-CB)-alkyl,

or 2- or 3-thienyl, where the phg
or thienyl rings can in each casg
a, Br, I, OH CF3, N2, CN, Og
NH( C1- C6) - al kyl , N[ ( Cl- C5) - Rilkyf
CONH2; 25

R1
5 R5 R6
I
in which
R1, R1* independently of one another are H, F, Cl, Br, I, CF3, NO,, CN,
10 COOH, COO(C4-Cg)-alkyl, CONH,, CONH(C;-Cg)-alkyl, CON[(C+-Cg)-

alkyllz, (C4-Ce)-alkyl, (C2-Cs)-alkenyl, (C,-Cg)-alkynyl, O-(C4-Cq)-alkyl,
where in the alkyl, alkenyl, or alkynyl radicals one or more, or all
hydrogens may be replaced by fluorine, or one hydrogen may be
replaced by OH, OC(O)CH3, OC(O)H, O-CH2-Ph, NHz2, NH-CO-CHs,
15 or N(COOCH2Ph);
are SO2-NHz, SO;NH(C,-Cg)-alkyl, SO-N[(C+-Cg)-alkyl]2, S-(C+-Cq)-
alkyl, S-(CHgz)n-phenyl, SO-(C4-Ce)-alkyl, SO-(CHa)s-phenyl, SO,-(C;-
Ce)-alkyl, SO2-(CHg),-phenyl, where n can be 0-6 and the pheny!
radical can be substituted up to two times by F, Cl, Br, OH, CF3, NO,,
20 CN, OCF3, O-(C4-Cg)-alkyl, (C1-Cg)-alkyl, NHy;
are NHp, NH-(C4-Cg)-alkyl, N[(C1-Cg)-alkyl]2, NH(C4-C)-acyl, phenyl,
biphenylyl, O-(CHz)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 in each case
25 be substituted one to 3 times by F, Ci, Br, |, OH, CF3, NO,, CN, OCFj,
O-(C4-Cg)-alkyl, (C4-Ceg)-alkyl, NHz, NH(C4-Ce)-alkyl, N[(C1-Cg)-alkyl]o,
S02-CH3, COOH, COO-(C4-Cg)-alkyl, CONHj;



are 1,2,3-triazol-5-yl, where the triazole ring can be substituted in the
1-, 2- or 3-position by nethyl or benzyl; are tetrazol-5-yl, where the
tetrazole ring can be substituted in t 1- or 2-position by nethyl or
-benzyl; 5 are 1, 3, 4-oxadi azol -2-yl; 2-@m no-1, 3, 4- oxadi azol -5-yl, where the
am no function can be nono- or disubstituted by (G -C6)-alkyl, -C(O)-
(C1-Co)-alkyl, -C(O-(cyclo-C3-C,)-alkyl, -C(O-phenyl, -C(O-NH

G -C6 | kyl , bei
|(ohenyl ) g % or C%%;%g £d|05 gs@&%?i&nﬂazo%rr_\&g&?@%@{s}‘ Lit?alri%{he ei ng
~C(O) - mor phol i n- 4-1yI2 orc¥- O))Slpopéxyl rdeﬁwleybenz;ﬂ:( O - pi perazin-4-yl, -C(O-1

-methyl-, 1 -b |,
V\hngreyt he phensanﬁ %SEtEa}:??ée\ﬂsWBéfq Vl?ﬁ@ﬁ gqetrﬁ‘ ngﬁé‘gsﬁwté&m '%Fﬁnér CN,
P3O OCF3, ( Clr @losidhy by rithlor B3 kyl (CH2)n- phenyl or

O (CH2) n- phenyl, where n can -6, NH2; NH( Cl C6) - al kyl, 15

N[ ( CP- CB) - al kyl ] 2ars038, aqaad@@mz xl:ciaa(mmoc@ 480>X@dlazcﬂaﬂw4|2whézﬂa the H,

(G2) mepyrdyi | (IR ITR Y b i R el ey Criea el 5 Dsal iyt
(O - (CH2) n- phenylc1 GeP)ark(yCH@)(oLwycwdy%ﬁ(a@yl(@@)rpr%ypyo(@%NH-
AO-(C2)n-furyl, where can

pyridyl and furyl (afel-alkyhch(@xddl-fryckarEstG)wlled, Qrp-Q( {NH-al'Ylt ﬁaé by O,

O O (S e o Bl SRR By R <

( CHapn- pyrl dyl ( R Arrionphydlin-tMyer-€( ?] pijerin-a=yi, TO)igpendirch- yﬂ)henyl
thi enyl, pyri dyI agéjqif uryl can in each case be substltut ed up to two tines
by O, F, CN, CF3’ thyl-kbengy-piperazin-4od) =aPryF; Qsi—a(lwtocsﬁoaf kynyl ,

C2-C6 | k I CH,
gCHZ) n2 C?O) ﬁl% (%&'C@%&{%ﬁ%ﬁ%ﬁe éﬁb& é%%%%ﬁ@@?w%er en can bZa 0- 3;
R4 is (Cl-C8)-al k¥l Cl(E3-G¥)Cy DdaO0Hs, (G 2s)8lkylalO«60yCe)-41R2H Hat kynyl

phenyl or O-(CHz)n-phenyl, where n can be 0-6, NH,, NH(C4-Cg)-alkyl,
15 N[(C1-Ce)-alkyl]2, SOQ'CH3, COOH, COO-(C1-Ce)-aIkyI, CONHQ;

R2 is H, (C-Ce)-alkyl, (C3-Ce)-cycloalkyl, (CHz),-phenyl, (CHa).-thienyl,
(CHa)n-pyridyl, (CHz)a-furyl, C(O)-(C4-Ce)-alkyl, C(O)-(C3-Ce)-
cycloalkyl, C(O)-(CHz)s-phenyl, C(O)-(CHy)n-thienyl, C(O)-(CH2)n-

20 pyridyl, C(O)-(CHz)n-furyl, where n can be 0-5 and in which phenyl,
thienyl, pyridyl and furyl can in each case be substituted up to two
times by Cl, F, CN, CF3, (C4-Cj)-alkyl, OH, O-(C4-Cg)-alkyl;

R3 is H, (C4-Ce)-alkyl, F, Cl, Br, CN, N3, O-(C4-Cg)-alkyl, (CHz),-phenyl,
25 (CHa)n-thienyl, (CHo)n-pyridyl, (CHg)a-furyl, where n can be 0-5 and in
which phenyl, thienyl, pyridyl and furyl can in each case be
substituted up to two times by Cl, F, CN, CF3, (C4-Cs)-alkyl, OH,
O-(C+-Cg)-alkyl,
is (C2-Ce)-alkynyl, (C2-Ce)-alkenyl, OC(O)CHjs, (CH2),-C(O)O(C4-Cg)-
30 alkyl, (CH2)»-C(O)OH, (CH2),-C(O)NH>, (CH2),-C(O)NHCH3, (CHz),-
C(O)N(CHg)2, where n can be 0-3;

R4 is (C1-Cg)-alkyl, (C3-C7)-cycloalkyl, (C»-Ce)-alkenyl, (C2-Ceg)-alkynyl,



26 (CA4-C7)-cycl oal kenyl, where in the alkyl radicals one or nore, or all
hydr ogens can be replaced by fluorine or one hydrogen can be replaced by
OH O(QCH3, OC(OH O CH2-Ph or O(CsC4)-alkyl; is
(CH2)n-pyrrolidin-1-yl, (CH2)n-piperidin-1-yl, (CH2)"-norpholin-4-yl, 5
(CH2) n- pi perazin-1-yl, (CH2)"-N- 4-nethyl pi perazin-1-yl, (CH2)"-N-4-

benzyl pi perazin-1-yl, (CH2)n-phthal i m doyl, Wnere n can be 1-6; is

(CH2) n-aryl, vvher riv| , or
> naphthyl . 20, ?4294)?}/&%”%@] %%rlﬁ tr_n!ta%il éal§t68r@|@r'}¥ﬁla¥éylor }l s or

5- thiazolyl, 2-,hyrogenscaxbeoskplaced bydy:camlquqn@hydmgémaaomm yl, 2- or

03O 2B OO ol SRR by Bl ™
triazol-3-yl, 1, as‘%CHg)nWPol%#H*ylt@Hf} alpe'ﬁdlﬂ i- yl W@MQ) n')ﬂrphblij{)ﬂS yl or

I\I—rrethyllmdazol- -, -4- I cal “or heteroa
radi &al can be sd&l‘!z)rt-mp@mmlp-ﬁﬁ f@\ldz)h1Nfé§nbV\prlpe]eLZ|rBﬁ-ylC(EBHZO;FBI 4-N02 15

SCe- (1 05) - 1 ky D pRlEereal WP p i o B 9P - Bner o n can
be 0-6; (Cl-C6) - abk@H,) (&5t Ghere Yctaab& V-6 eﬂa%fyl is ggﬁ hem}Wh or

C3- 06) - cycl oal kyl , CONK2, CONH(Cl- C6) - al kyl, ylT2, CON
ﬁo(o(cs %))cgé/fogﬁ%yy bt 2- J\Ii#@cﬂ@t(wl@yiﬁce; Séhllewl 2N - or 5-

Chibst 10t ed up. + ool CEFppSebeon @ﬁw%ab!"v%%%&%%&ﬁ”ope

O(@r? IC_6) zil klyl $E$rro§}0©4fr@16¥r€3ﬂaz€ﬁi)| -2, Ky br 5prrﬁ€iﬂlrl§'L 2}9;9} yralriydli n- i y:
-1- | per azi n-

(GBy e phenyl . o4 EoBtrwi) 2- &t PEwyimsszib & hencbiaeoll heghony!

e Co5 oo 1 RERE R e MBS Pighod b aft,
(C3-C8) -cycl oaI kW methylirnidazot-Be -4t &Ky15- ylaahd:ﬁdesarghmcmal or heteroaryl
radical can be substituted up to two times by F, Ci, Br, OH, CF3, NO»,
15 CN, OCF3, O-(C1-Cg)-alkyl, S-(C1-Cs)-alkyl, SO-(C1-Cg)-alkyl, (CHz)n-
S02-(C4-Ce)-alkyl, (CH2)n-SO2-NHz, (CH2)n-SO2-N(=CH-N(CHs),),
where n can be 0-6; (C1-Cg)-alkyl, (Cs-Cg)-cycloalkyl, COOH,
COO(C+-Ce)-alkyl, COO(Cs-Cg)-cycloalkyl, CONH,, CONH(C;-Cg)-
alkyl, CON[(C-Cg)-alkyl]o, CONH(C3-Cg)-cycloalkyl, NHz, NH-CO-
20 (C1-Ce)-alkyl, NH-CO-phenyl, NH-SO,-(C1-Cs)-alkyl, NH-SO,-phenyl,
where the phenyl ring can be substituted up to two times by F, CI, CN
OH, (C+-Ce)-alkyl, O-(C+-Cs)-alkyl, CF3, COOH, COO(C;-Cg)-alkyl or
CONHg; pyrrolidin-1-yl, morpholin-1-yl, piperidin-1-yl, piperazin-1-yl,
4-methylpiperazin-1-yl, (CHz)s-phenyl, O-(CHa),-phenyl, S-(CHa),-
25 phenyl, SO»-(CH,),-phenyl, where n can be 0-3;

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

A is O, NH, N-(C4-Cg)-alkyl, NCHO, N(CO-CHj3), S, SO, SOq;
30
R8 is (C4-Cg)-alkyl, (C3-Cs)-cycloalkyl, where in the alkyl radicals one or
more hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHg, OC(O)H, O-CHz-Ph or O-(C4-Cy)-alkyl;



nore hydrogens can be replaced by fluorine or one hydrogen can be replaced
by OH OC(OCH3, OC(OH OCH2-Ph or O(Cl-C4)-alkyl; 27 is (CH2) R, -aryl,
where mcan be 0-6 and aryl can be phepyl, thienyl or pyridyl and the aryl
‘noi ety can be substituted up to two tines by F, d, Br, OH CF3, NO2, CN,
OCF3, O (Cl-C6)-alkyl, S (C -C6)-alkyl, SO (Cl-C6)-al kyl, (CH2)n

-S2- (C1-C6) -al kyl , (CH2)n-S2-NH2, (CH2)n-S2- 5 N(=CH N(CH3) 2),

CH2) n- SC2- NH( C1-; K Sy
Ecmgg SCe- NHECB %Q\’f%{/’"ci&tyél‘ﬁw@'?mz) né\lg(oegéRl %’;ﬁe céﬁ?%yaﬁpﬂyﬁr where n

can be 0-6; (Ci- c:a)rtcbyl apd the agd a)ietyyadrobe lsyb$tltu’©@mﬂb toa0REY hesdyy-Rl Ry |

SN 3 o) —yel i B O KR CRPCFacb G Wa'kx\% ks %
NH- CO- ( CL1- C6) - al k(ﬂwCé)lféI@D m@pmogwmﬁamgﬁﬂ %wm%gcpﬁfﬂsbzﬂ ng
can be substituted u to two tines

O ( CP- 08) - al kyl , N{GHH4)2) dﬁtb(lﬁals&z)f-\lhn Ry-CaprikgoNDbtz),- SOz-N[ C1 Ce) |
NH- S02- ( C1- C8) - all 1-yl,
15 nor pgol I n- )1 : %Nylkig(: zlﬁ%?‘s C;%g&g%'l&?)fc%fyég E?ﬁ %b ngr a2|yn- 1
-yl,  (CH2)p- phert}ycloaﬁky(l]gﬂhéraoﬁeaWbe @6( Da) alwnxd:sma) Ssiaoéﬂyl?) p-

h | wh (C1-C6 | kyl ,
0 (G2} nearyl, wePOH CaR(Ge o) elighdS RN Br-Carkydlealib GONFe, 3. of -

4-pyridyl or 2-

0O -(C3-C8)- cyc?g\n-f Ky Jcﬁ'@)&bﬁ@dﬁ Copaiy 2 &Y H@%ng%%%%'& pyridyl |

t hl( éciiylce;)r }‘Er i’in)NHg CNId(CDh@B a)lkyl- b&(Ca—Cegj-lalLlc,Albr m—c%@gc&bﬂkyz cl:\llH C())- Ryl

S al ky en renis - - al ky

S (O - (C3-C8)- cﬁ]eéﬁ @{1 30‘52 E'%@j‘y'pwgﬁgﬁ *hes@eftytﬂn%)anan%wbstltuted up

SO (CH2) n- phenyl I 6

S2- (CH2) n- phenyItO\M\)/w\/nS(;[rﬁrt]aé"’s'n[‘5 gnml; @l(\)l gkﬁ%@(&%ﬂmloggqéq allfyl CFs,

NH- ( C3- C7) - cycl oTRQOH, COOUT,-Ca)-attykpt CONMHzr phol i n- 4-yl pyrrol i din-1-yl,
NH-SO2-(C1-Cg)-alkyl, N(C+-Cg)-alkyl-SO,-(C1-Cg)-alkyl, pyrrolidin-1-yl,

15 morpholin-1-yl, piperidin-1-yl, piperazin-1-yl, 4-methylpiperazin-1-yl,

(CHz)p-phenyl, O-(CHz)p-phenyl, S-(CHz),-phenyl or SO2-(CHy)p-
phenyl, where p can be 0-3;

R5 is H;

20 R6 is Cl, Br, OH, O-(C+-Cg)-alkyl, O-(CHz)q-aryl, where n can be 0-6 and
aryl can be phenyl, 2-,3- or 4-pyridyl or 2- or 3-thienyl; O-C(O)-H
0O-C(0)-(C4-Cg)-alkyl, O-C(O)-(C3-Cg)-cycloalkyl, O-C(O)-aryl, where
aryl can be phenyl, pyridyl, thienyl or furanyl; O-alpha- or -beta-
glucuronic acid, SH, S-(C4-Cg)-alkyl, S-(CHz),-phenyl, where n is 0-6;

25 S-C(0)-(C4-Ce)-alkyl, S-C(O)-(C3s-Cs)-cycloalkyl, S-C(O)-phenyl; SO-
(C4-Ce)-alkyl, SO-(CHz)n-phenyl, where n can be 0-6; SO,-(C1-Cg)-
alkyl, SO2-(CHa)n-phenyl, where n can be 0-6; NH,, NH-(C+-Ce)-alkyl,
NH-(Cs-C)-cycloalkyl, N[(C,-Cg)-alkyl]2, morpholin-4-yl, pyrrolidin-1-yl,
piperidin-1-yl, piperazin-1-yl, 1-methylpiperazin-4-yl,

30 1-benzylpiperazin-4-yl, NH-phenyl, NH-CHx-phenyl, NH-C(O)-(C-Cg)-
alkyl, NH-C(O)-pheny!

or



pi peridin-1-yl, piperazin-1-yl, 1-nethyl piperazin-4-yl, 30

1- benzyl pi perazi n-4-yl, NH phenyl, NH CH2-phenyl, NHC(O-(Cl-Co6)- alkyl,
NH- C( O - phenyl or 28 R5 and R6 toget he§8form:0, O-(CH2) O, where nis
2-6, O A (C -Co)-alkyl (C1-C6)-al kyf® CH2-phenyl CH2-phenyl 0'0 ~4 H3C
CH3 ; =NOH 5 10 15 and its physiologically acceptable salts and

physi ol ogi cally functional derivatives. 2. A conpound of the fornula | as
claimed in claiml1l, wherein RL, Rl ° independently of one another are H F,
a, Br, I CF3, NO2, CN, COOH, COQCl-C6)-alkyl, CONH2, CONH(C1-C6)-alkyl,
CON[ (Cl1-C6) -al kyl ]2, (Cl-C6)-alkyl,, (C2-C6)-alkenyl, (C2-C6)-alkynyl,
0-(Cl-C6)-al kyl, where in the W‘S one or nore, or all hydrogens
can be replaced by fluorine, or ode hydr ogen can be replaced by OH,

OC(O CH3, OC(OH, O CH2-Ph, NH2, NE}C‘%ESB— r N(COOCHZPh)Z are SO2- NH2,
S02NH( C1 y/ Cl- ) al ky nS—( 2 Ky

S- (CH2) nRgﬁﬁéWGﬁg loge ?E‘II}I&’)‘ Q:ﬁ SO (CH2) " ?9 %éb (Cl- C6) - al kyl ,

SQ2- (CH2) " - phenyl, where ,n can be 0 6 and the phen,yl radi cal can be
substituted up to y Br, CN, OCF3,
O (Cl1-C6) - al kyl , NH2

(C -Co)-alkyl (C -Co)-alkyl CHz phenyl CH -phenyl

7

o o

H,C CH, . NOH

and its physiologically acceptable salts and physiologically functional derivatives.

2. A compound of the formula | as claimed in claim 1, wherein
10
R1, R1° independently of one another are H F, CI, Br, | CF3, NO,, CN, COOH,
COO(C1-Cg)-alkyl, CONH,, CONH(C1-Cg)-alkyl, CON[(C1-Cg)-alkyl]>,
(C+-Cs)-alkyl, (Co-Ce)-alkenyl, (Co-Ce)-alkynyl, O-(C4-Ceg)-alkyl, where
in the alkyl radicals one or more, or all hydrogens can be replaced by
15 fluorine, or one hydrogen can be replaced by OH, OC(O)CHjs,
OC(O)H, O-CH2-Ph, NH,, NH-CO-CHj3 or N(COOCH,Ph);
are SO,-NH,, SO.NH(C-Cg)-alkyl, SO,N[(C4-Cg)-alkyl]z , S-(C4-Cs)-
alkyl, S-(CHz),-phenyl, SO-(C4-Cg)-alkyl, SO-(CHz)n-phenyl, SO,-
(C1-Ce)-alkyl, SO,-(CH2)a-phenyl, where n can be 0-6 and the phenyl
20 radical can be substituted up to two times by F, Cl, Br, OH, CF3, NO,,
CN, OCF3, O-(C+-Cg)-alkyl, (C4-Ce)-alkyl, NHy;

are NHz, NH-(C4-Cg)-alkyl, N[(C4-Cs)-alkyl]2, NH(C4-C7)-acyl, phenyl,
biphenylyl, O-(CH>),-phenyl, where n can be 0-6, 1- or 2-naphthyl, 2-,



are NH2, NH (Cl-C6)-al kyl, N (Cl-C6)-alkyl]2, NHC -C,)-acyl, phenyl,
O (CH2)"-phenyl, where n can be 0-6, 1- or 2-naphthyl, 2-,

bi phe

nyl yl,

10 R2 15 R3 20 25 R4 30 3- or 4-pyridyf, 2- or 3-furanyl or 2- or
where the phenyl, biphenylyl, naphthyl, pyridyl, furanyl

3-thienyl,

t hi enyl

rings can in each case

|, OH, CF3, NO2, CN, OCF3, O (Cl-C8)-alkyl, (Cl-CB)-alkyl, NH2,

NH( C1- C6) - al kyl ,
CONHz,;

the 1

tetrazole ring ca
l; is H (Cl-
(CH2) n-t hi enyl

benzy

phenyl , thlenyl
t wo tines by d
(C1- C6) - al kyl,
(CH2) n-t hi enyI
whi ch phenyl
10
R2
15
R3
20
25
R4
30

1,2, 3-tri azol
L2  or 3-PB envg'rh aphiey hpyrid, fbé&MD”h'@ﬂY'&thQS -anyin eaghegaset he

BeajioStitiFd blbdd aunbs By & Gl P 1 BES KGR o sy £ Ok

O%Q%Gepwkyt;iyc, deFlaI&),/nNHg NH @4@) "‘{;E}l' Q@Qc 3¢é‘)¥élkyl]2,
O) -( C3- 0B) - | oal k O - (CH2
QOB GRyn pyri Izl O AOHE y e el @%N&

where the triazole ring’can be su

hi enyl,

Bf oEh= @i’dyﬁ@kdr]szfyurarﬁﬁ%'r QH%r 3GRidnyI, mr@%egﬁé ?i kyl,

uted in

or

be substituted one to 3 tinmes by F, d,

29 5

Br,

n be 0-5 and in which

TS oot WAV e B AR SRR ARG TP

F, 26br 3positidy bWﬁ’\etI@I(cﬁ’lbeﬁﬁ)/P al kyl, (CH2) n-phenyl

position by methyl or benzyl;

is H, (C4-Ce)-alkyl, (C3-Ce)-cycloalkyl, (CHz)r-phenyl, (CHp),-thienyl,
(CHz)n-pyridyl, (CHz)q-furyl, C(O)-(C+-Ce)-alkyl, C(O)-(Cs-Ce)-
cycloalkyl, C(O)-(CHz)n-phenyl, C(O)-(CHa)x-thienyl, C(O)-(CHy),-
pyridyl, C(O)-(CHz)n-furyl, where n can be 0-5 and in which phenyl,
thienyl, pyridyl and furyl can in each case be substituted up to two
times by Cl, F, CN, CF3, (C1-Cg)-alkyl, OH, O-(C4-Cg)-alkyl;

is H, (C4-Ce)-alkyl, F, Cl, Br, CN, N3, O-(C+-Cg)-alkyl, (CHz),-phenyl,
(CHa)n-thienyl, (CHg)n-pyridyl, (CHz)q-furyl, where n can be 0-5 and in
which phenyl, thienyl, pyridyl and furyl can in each case be
substituted up to two times by CI, F, CN, CF3, (C1-Ca)-alkyl, OH,
O-(C4-Cg)-alkyl,

is (C2-Ce)-alkynyl, (C2-Ce)-alkenyl, OC(O)CHg, (CHz),-C(O)O(C1-Cs)-
alkyl, (CH2)a-C(O)OH, (CH2)n-C(O)NH2, (CH2)n-C(O)NHCHS3, (CHa),-
C(O)N(CHs)2, where n can be 0-3;

is (C4-Cg)-alkyl, (Cs-Cy)-cycloalkyl, (C2-Cg)-alkenyl, (C2-Ce)-alkynyl,
(C4-Cy)-cycloalkenyl, where in the alkyl radicals one or more, or all
hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHa, OC(O)H, O-CH.-Ph or O-(C;-Cy)-alkyl;
is (CHz)n-pyrrolidin-1-yl, (CHz)n-piperidin-1-yl, (CHz)n-morpholin-4-yl,
(CHz)q-piperazin-1-yl, (CHz),-N-4-methylpiperazin-1-yl, (CHz)n,-N-4-
benzylpiperazin-1-yl, (CH,),-phthalimidoyl, where n can be 1-6;

%1 yrid l{nfur , Wnerencan be05and|n
t hi SIE?ZO"SW“W prethe telingpledid ¢an baenbetitstedsia the 1- or 2-



"substituted up to two times by d, F, CN, CF3, (Cl-C3)-alkyl, OH,

O (Cl-Co)-alkyl, is (C2-C6)-al kynyl, (C2-C6)-al kenyl, OC(O CHS,

(CH2) n- (O (C1-C6) - al kyl, (CH2)n-C(QCH, (CH2)n-C(O) NH2,

(CH2) n- (O NHCH3, (CH2)n- C(O)N(CH3) 2," where n can be 0-3; is

(CH2) n-pyrrolidin-1-yl, (CH2)n-piperidin-1-yl, (CH2)n-norpholin-4-yl,

(CH2) n- pi per azi n-1-yl, (CHZ)n N- 4- et hyl pi perazi n-1-yl, (CHZ)n N-4-

DenzyLp!per 321 S CHohE MRS RO B kg o BEDHERY 00y =,

gcg C7) - cycl oélbkeaayaphl\mafg $-Ec|>rt4reyadj$dy2 oa@tlﬁlagyl Mtrmrawbg_e;lcabrolral I .
ydrogens can be Y.of Lyopine op, one oggn can he rgep ed by
oH, O CH3 B Bstslieigd up rasy ,, where
" Gan be 0-6 agg(@fﬁav'o @@Pdaﬁamwwelsotgfgz%s?%zm% NCH,)280, ="NH?r

4-pyridyl, 2- or 3- t hi enyl and heteroaryl radi cal can

be sbbstituted udCHa)it-902N(EEHDCH:) %Whﬂe n Ckh bed8; NB-BOL-(Ca)Cat kyI

CH2) n- SC2- ( C1- SR- N
\(Nher)enn can(be 0%kﬁ1\|hl—¥|§692%g%%%b) %Zeé?llﬂﬁ pﬁﬁﬁg—ﬁ_‘lﬁ@‘fﬂ{gﬁ?l {Jb%@%’%i pheny!
8??:10?:2) beI iulettwatIrﬁ@'s BP R T, @wowcg)@ﬁ dﬁ(yl%égibtl_?g%k l(@ﬂ-‘ 0621 ?lwkyl
a
COOH, COQ( C1- >ée) feloln{/} Q@O@N@z alkyborQQNIH&)n A- R8, where n can be 1-6; A

0, NH, (Cl-C6 I C8) - cycl oal kyl ,
:Miere I n téle al k) %allﬁ??@cﬁzéd@lﬁ "ﬁh@/? Iﬂggcan be repl aced by
f1 udoi ne or one hquag)gmmm@reem@m@lmsﬁ O-| OC(O)CH3 OC(O H, O CH2-Ph

or O(Cl-4)-alkyl; is (CH)maryl, where mcan be 0-6 and aryl can be
phenyl, thienyl or pyridyl and the aryl noiety can be substituted up to

t ti by F, (R GE -C6) - al kyl, (CH2) n-SQ2- (Cl-CB) - al kyl,
(G2)n sy @ 0, N, (CHRE Gy Bl )

R8 is (C4-Cs)-alkyl, (Cs-Cg)-cycloalkyl, where in the alkyl radicals one or

15 more hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHs, OC(O)H, O-CH,-Ph or O-(C4-C,)-alkyl;
is (CHz)m-aryl, where m can be 0-6 and aryl can be phenyl, thienyl or
pyridyl and the aryl moiety can be substituted up to two times by F, CI,
Br, OH, CF3, O-(C4-Cg)-alkyl, (CH2)n-SO,-(C1-Cg)-alkyl, (CH2)n-SO,-

20 NHz, (CH2)n-SO2-N(=CH-N(CHj3).), where n can be 0-6;
NH-S0,-(C1-Ce)-alkyl, NH-SO,-phenyl, where the phenyl ring can be
substituted up to two times by F, CI, CN, OH, (C;-Cg)-alkyl, O-(C+-Cs)-
alkyl, CF3, COOH, COO(C+-Cs)-alkyl, CONH,, where n can be 0-6;
COOH, COO(C+-Cg)-alkyl, or CONHy;

25
R5 is H;
R6 is Cl, Br, OH, O-(C4-Cg)-alkyl, O-(CHy),-aryl, where n can be 0-6 and
aryl can be phenyl, 2-, 3- or 4-pyridyl or 2- or 3-thienyl; O-C(O)-H
30 0O-C(0)-(C4-Cg)-alkyl, O-C(O)-(C5-Cs)-cycloalkyl, O-C(O)-aryl, where

aryl can be phenyl, pyridyl, thienyl or furanyl; O-alpha- or -beta-
glucuronic acid, SH, S-(C4-Cg)-alkyl, S-(CHz),-phenyl, where n can be
0-6; S-C(0)-(C1-Ce)-alkyl, S-C(0O)-(C3-Cg)-cycloalkyl, S-C(O)-pheny!;




20 NH2, (CH2)n-SQO2-N(=CH N(CH3)2), where n can be 0-6;

NH SQ2- ( C1- C6) - al kyl , NH SO02- phenyl, where the phenyl ring can be
substituted up to two tinmes by F, d, &N, OH, (Cl-C6)-al kyl, O (Cl-C6)-
-al kyl, CF3, COOH, COQ(Cl-(6)-al kyl, CONH2, where n can be 0-6; COCH,
CO(Cl-Co)-al kyl, or CONH2; 25 RS is HL R6 is C, Br, OH O (Cl-C6)-alkyl,
O (CH2)n-aryl, where n can be 0-6 and aryl can be phenyl, 2-, 3- or
4-pyridyl or 2- o0BO3(QiHTgralkyl, BOCHz)kphaayIOWBE® n(dah 58 D-6319@4-(C-Ce)-

000, (6 ) IR Dl e an by BT o

S- (C1l-C6) - al kyl, € : I s 4 TR

S (O - (Cl- C6) - al %ﬂ @?&%%%'&Sﬁeé& SM’%OW&Q ¥h, Dxfrplidigs1-yl

SO ( Cl1- C6) - al kyl , piBeyidiotyh piperazgin; 1-yhdrmethydpipetazirt46), SO2- ( C1- C6) - al kyl
S2- CH2) n- phenyl re.n.can b =6, NH2, C1-C6) - al k

NH ( C3- C7) - cycl oa] 'P%?V'ﬁﬁp@a%'@fé)‘ﬁa&k&ﬁ@?ﬁnB'PE%\ziH#‘-GAMﬂH-@ﬂ)d%&a%: 1-yl,
pi peridin-1-yl, FEIW[NH-G(@?{)bhenQJ- nmet hyl pi perazin-4-yl, 1 -benzyl pipe razi
n-4-yl, NH phenyl, NH CH2-phenyl, NH C(O-(Cl-C6)- al kyl, NH C(O) -phenyl or
O 10 R5 and R6 together form=0, O-(CH2)n where nis 2-6, 1010

(C1-Co) &J kyl (Cl-C6)-al kyl CH2-phenyl CH2-phenyl H3C CH3 ; =NOH 15 and its
physi ol ogi cal |y acceptabl e salts and physiol ogically functional

derivatives. 3. A conmpound of the forrmula 1 as clainmed in claim1l or 2,
wherein

| |
O /O
~(CH,)n

10 R5 and R6 together form =0, , where n is 2-6,

’

o)
A | I
(C;-Cg)-alkyl (C,-Co-alkyl CH,-phenyl CH,-phenyl
0" Yo
H,C CHy . _\oH

and its physiologically acceptable salts and physiologically functional derivatives.

15

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

R1, R1" independently of one another are H, F, Cl, Br, -OH, O-(C;-Cg)-alkyl,
20 (C4-Ce)-alkyl, where in the alkyl radicals one hydrogen can be

replaced by OH;

R2 is H, (C4-Ce)-alkyl, C(O)-(C4-Cg)-alkyl;



R1, Rl ° independently of one another are H,L F, O, Br, -OH,

O (Cl-Co)-alkyl, 20 (Ci-C6)-alkyl, where in the alkyl radicals one
hydrogen can be replaced by OH; R is H, (Cl-C6)-al kyl,

(O -(Cl-CB)-alkyl: 32 5 R3is O, Br,32(CH2)n-CO Cl- ce) al kyl ,

( CH2) n- COOH, (CHZ)n-CO\IHZ, where n can be 0 or 1; R4 is (Cil- C4)-a| kyl or
(C3-C6) -cycl oal kyl, where in the al kyl radicals one hydrogen can be

(e scodapy, O (Rl S NCSPAE Crf a‘E@Pe'LLﬁHﬁbC?W“?Qé! cal

or heteroaryl radihes ncam tb@osumstl tuted up to two tinmes by F, , Br, OH,
CF3, O (C1l-06)-al kyl, S02-(Cl1-C6)-al kyl, (CH2)n-SO2-NH2, where n can 10 be
0- 6; (Cl Co6) - al kyl , COC]—I COQ( C1- C6) - al kyI or CONH2; (CHZ) n- A-R8, where n

can be ; A S - I - - ) I wher e
in the aI rlaagé? @%%aﬁh&%%%% é:ﬁla%%ﬂ‘r }_:‘acetcjiﬁ E%;ﬁ;&?l&g&)&mﬁar yl,
Wnerg m cgn be O-hydaovgkracamh beaeplateedibglr:@HGor th| enyI and the aryl npiety
can be substitute to t i :

O (CL- C6) - al kyl , %ﬁﬂﬁ( c!%)e@m&@ngsézw apyhepl be M-b@f al kyl or CON
H2; R5 is H 25 kyl

OC(O)-I(Cl- Co) - al y?ﬁhw zoéq“f:gg/vﬂgr% %rrméﬁ%|r%&ﬁﬂh P or tlr?lrenyl

0- al pha or -betal'gﬂtamryirradlcabcah bscsnbsﬁme@smpm ko nrrmzm( EHZ), BrpBdhyl |

Moo 2 CE, 6-00,-Clf B TG -Bay ey, (CHa)RSd- N, WReré 'S4

10 be 0-6; (C1-Ceg)-alkyl, COOH, COO(C1-Ce¢)-alkyl or CONHp;
(CH2)n-A-R8, where n can be 1-6;

A is O, SOy;
15
R8 is (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, where in the alkyl radicals one

hydrogen can be replaced by OH;
(CHz)m-aryl, where m can be 0-6 and aryl can be phenyl or thienyl and
the aryl moiety can be substituted up to two times by F, CI, Br, OH,

20 CF3, O-(C4-Ce)-alkyl, SO,-(C1-Cg)-alkyl, SO,-NH,, COOH,
COO(C+-Cg)-alkyl or CONHy;

R5 is H;

25 R6 is OH, O-(C+-Cg)-alkyl, where n can be 0-6;
O-C(0)-(C1-Cg)-alkyl, O-C(O)-aryl, where aryl can be phenyl or thienyl;
O-alpha or -beta-glucuronic acid,;
SO,-(C1-Ce)-alkyl, SO,-(CHy),-phenyl, where phenyl can be 0-6;
NH,, morpholin-4-yl, NH-C(O)-(C,-Cg)-alkyl, NH-C(O)-phenyl
30
or



30 or 33 R5 and R6 together form=0 or O (CH2)n where n can be 2-6, and its
physi ol ogi cally acceptable salts. 5 4. A nedi canent, conprising one or nore
conmpounds as clainmed in one or nore ofzclains 1 to 3. 10 5. A nedi canent,
-conpri sing one or nore conpounds as clainmed in one or nore of clains 1 to
3 and one or nore anorectics. 6. A conpound as clainmed in one or nore of
clainms 1 to 3 for use as a 15 nedicanent for the prophylaxis or treatnent
of obesity. 7. A conmpound as clainmed in one or nore of claims 1 to 3 for
use as a nedicament for the prophytaxisor—trTeatnent of type || diabetes.
20 8. A conpound as clainmed in one qQr nore df clains 1 to 3 in conbination
with at |east one further anorectiCLi&%igséDas a nedi canent for the
prophyl axi t f Sity. N A conpound as, cl.aimed in one or
nor e ofaéngﬁgRq %@ggﬁﬁﬁaggﬁéfﬁgtion with at nggrgd%ﬁgqﬁ?@ﬁ%r anorectic
for use as a nedicanent for the prophylaxis or treatnent of type |

di abet es. 34 10, A process for preparing a nedi canent conprising one or
nmore of @W@RS@BWBIH%‘?R%(@C@PHM%SW]S-O% or more of clains 1 to 3, which
conprises mxing the active conmpound with a pharnmaceutically suitable
excipient and bringing this 5 mxture into a formsuitable for
adm @i stration. 11. The use of the conpounds as clainmed in one or nore of
claims 1, to 3,for . .

4. A medicament, comprising one or more compounds as claimed in one or

more of claims 1 to 3.

10 5. A medicament, comprising one or more compounds as claimed in one or

more of claims 1 to 3 and one or more anorectics.

6. A compound as claimed in one or more of claims 1 to 3 for use as a

15  medicament for the prophylaxis or treatment of obesity.

7. A compound as claimed in one or more of claims 1 to 3 for use as a
medicament for the prophylaxis or treatment of type Il diabetes.

20
8. A compound as claimed in one or more of claims 1 to 3 in combination with
at least one further anorectic for use as a medicament for the prophylaxis or
treatment of obesity.

25

9. A compound as claimed in one or more of claims 1 to 3 in combination with
at least one further anorectic for use as a medicament for the prophylaxis or
treatment of type Il diabetes.

30



'prepari ng a nmedicanent for the prophylaxis or treatment of obesity. 10 12.
The use of the conpounds as clained in one or nore of clains 1 to 3 for
preparing a nedicanent for the prophyl axis or treatnment of type II

-di abetes. 15 13. A process for preparing conpounds as clained in one or
nore of claims 1 to 3, which conprises reacting, according to the equation
below, RL R1' VI RS R4-C(S)-NH2 RL R1' | a conpound of the formula VII in
which the radicals are as defined for formula 20 with a thioam de of the
formul a gff 5 NH2, in which R4 is as defined for formula I to give
conpound IRECGRSSHEI RraParingmmasicament earapegjaa casdr mpre apiheopr i at e,

deri vat ' | Caﬁ)ﬁﬁ%ﬁs Even lf'lnﬁl?)nétgrtr%rre gftcléﬁ”f‘sr %Bov% c!hogor%HFQest Pn%néhe

ot her ormul’a™1" are
the active compound with a pharmaceutically suitable excipient and bringing this

5 mixture into a form suitable for administration.

11.  The use of the compounds as claimed in one or more of claims 1 to 3 for
preparing a medicament for the prophylaxis or treatment of obesity.
10

12.  The use of the compounds as claimed in one or more of claims 1 to 3 for

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

15
13. A process for preparing compounds as claimed in one or more of claims 1
to 3, which comprises reacting, according to the equation below,

2
0 d Nﬁ/m
i R4-C(S)-NH, $
R1 Br > R1
R6 R3
RY’ R5 R1’ R5 A6
Vil |

a compound of the formula VIl in which the radicals are as defined for formula |
20  with a thioamide of the formula R4-C(S)-NH,, in which R4 is as defined for

formula | to give compounds of the formula | in which R2 is hydrogen and, if

appropriate, derivatizing these compounds further at the R2 position such that the

other radicals R2 given to formula | are formed.



