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8, 8a- Di hydr oi ndeno[ 1, 2-d] t hi azol e derivatives which carry in the 2-position

a 5 subst,j ing a sul fonam de structure or sulfon cture;
ﬂprocesse@éﬁ%# preparation and their use as nedi cakﬁ%@bﬁ{'ﬁo?mntion
relates to polycyclic dihydrothiazoles1and to their physiologically

acceptabl e salts and physiologically functional derivatives. 10
Thi azol i di ne derivatives having anorectic action have already been

described in the prior art (Austrian Patent No. 365181)H||‘|mmmm|wm|m of the
i nvent i oDesariptiom provi de further conpounds having a 15 Iy

useful anorectic action. Accordingly, the invention rel ates 4{gse0onpounds of
the formula | RL R1' I 20 in which RL, Rll independently of one another are
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The invention relates to polycyclic dihydrothiazoles 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
15 therapeutically useful anorectic action.

Accordingly, the invention relates to compounds of the formula |

N:=<
R2—0

S
R1 R3

R1' |
20 in which

R1, R1' independently of one another are H, F, Cl, Br, |, CF3, NO2, CN,
COOH, COO(C1-Cg)-alkyl, CONH2, CONH(C1-Cg)-alkyl,
CON[(C1-Cg)-alkyl]2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-alkynyl,

25 O-(C1-Cg)-alkyl, where in the alkyl radicals one or more, or all the

hydrogen(s) may be replaced by fluorine, or one hydrogen may be
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Jor N(COOCH2Ph) 2; are S02-NH2, SO02NH(Cl-C6)-al kyl, SO2N (Cl-C6) - al kyl ] 2,
S-(Cl1-Co) -al kyl, S-(CH2)n-phenyl, SO (Cl-C6)-al kyl, SO 5 (CH2)n-phenyl,
S02- (C1- C6) - al kyl, S02-( CH2) n- phenyl , ere n can be 0-6 and the phenyl
"radical can be substituted up to two tfFmes by F, C, Br, OH CF3, N2, ON,
OCF3, O (C1-C6)-al kyl, (C1-C6)-alkyl, NH2; are NH2, NH (Cl-C6)-al kyl,

N (Cl1-C6)-al kyl ]2, NH(C1l-C7)-acyl, 10 phenyl, biphenylyl, O (CH2)n-phenyl,

LS 1, e AR il BB B gl

furanyl or thienyl r|n an in each case be substltuted one to three
times by F, d, BOrN ?lﬁlCHeE@z, NC2, ON, OCF3, O (Cl-Cs)-al kyl,
(C1-CB)-al kyl, NH2, NH(Cl c6) 15 aIkyI N[ (C1- C6) - al kyl ]2, SO02- CH3, COCH,

00O (C, - CB) - al kyl are SO#BHzSONKH(GH-Ce)-alkyl, SOAM[(CiG)ealkyliz | ri azol e ring

can be substltuted in the 1-, 2- or 3-position by nethyl or benzyl; are

t et | -5-yl the 1- 20
2ep(r)§|z'?| on %y met hyF ?)egézy;fg-(’tﬂgf,{ Bﬁeﬁ}?g%@ec%ﬁubﬁz(bﬂdﬁ (%81 rC]:6) gycl oal k;lr

oo et (Tl s BRI Sory fuRaniihom o
be 0.5 andl in whiel Sarg e e e
36 ?é?sé'a ; u; legyrp Oy, BNVOH | OPS, RD-CCN, FOCEY 04E3 -ChfakiBIedgilatkyPH
NH2;
are NHz, NH-(C1-Cg)-alkyl, N[(C1-Cg)-alkyl]lo, NH(C1-C7)-acyl,
10 phenyl, biphenylyl, 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, biphenylyl, naphthyl, pyridyl, furanyl or thienyl rings can in

each case be substituted one to three times by F, Cl, Br, |, OH, CF3,
NO2, CN, OCF3, O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, NH2, NH(C1-Cg)-

15 alkyl, N[(C1-Cg)-alkyl]2, SO2-CH3, COOH, COO-(C+-Cg)-alkyl,
CONHgo;

are 1,2,3-triazol-5-yl, where the triazole ring can be substituted in the

1-, 2- or 3-position by methyl or benzyl;

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

R2 is H, (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, (CH2)n-phenyl, (CH2)n-thienyl,
(CH2)n-pyridyl, (CH2)n-furyl, C(O)-(C+-Cg)-alkyl, C(O)-(C3-Cé)-
cycloalkyl, C(O)-(CH2)n-phenyl, C(O)-(CHz)n-thienyl,

25 C(O)-(CHz)n-pyridyl, C(O)-(CH2)n-furyl, where n can be 0-5 and in

which phenyl, thienyl, pyridyl and furyl can in each case be



“R3 is H (Cl-C6)-alkyl, F, CN, N3, O (Cl-C6)-alkyl, (CH2)n-phenyl, 5
(CH2) n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, where n can be 0-5 and in
whi ch phenyl, thienyl, pyridyl and fury] can in each case be substituted
“up totw times by d, F, CN, CF3, (C1~C3)-alkyl, OH O (Cl-C6)-alkyl; is
oC(O CH3, (C2-C6)-al kynyl, (C2-C6)-al kenyl, COQ(Cl-C6)-alkyl, 10 C(OOCH
C( O NH2, C(O)NHCH3 C(ONCH3)2; R4 is (CH2)n-R5, where n can be 0- 6 RS is

henyl , bi phenyl r ,2-napht hyl = e 32 -pyrjidyl, 2- or

B ehy enyl 2 or spgiiyfied Sp8Rwodimas Byicio: G, CF) (Gita- iyt y1

1- pyrazol yI 3- or 5 I soxazol yI 2- or 3-pyrrolyl, 2- or 3-pyridazi nyI 2-,
4- or 5-pyrimdi n)@ Z'Wr%ﬂéynyl 2-(1,3,5-triazinyl), 2- or

5-benzi m dazol yl, 2-benzot hi azol yI , 1,2,4-triazol-3-yl, 1,2,4-triazol-5-yl,
tetrazol -5-yl, indol 3-yl, indol-5-yl or N-nethylimdazol-2-, -4- or -5-yl;

d ' b S02-(C | NH-SOZh . wh th
20 20 KRl > SUStl Ly 8d o B2 gl B D, "7 (e
(C1-Co) - al kyl, & C6) - al k COQ( C1- C6) - al kyl , CC]\IHZ
( CH2)h- sQe- ( C1- co)(CHl &ry'ffh'emyle{@"a)ncmﬂld)’é nilsry( OHE I reeEn hem-5 and

CH2) m SC2- NH- ( C1- C6) - al k CH2) m SC2- N[ (Cl- C6) -al kyl ]2 or
Engmsoz N( = (c1+Ne i Kemétr@r%wm%anéfw qrzllarmem case bﬁtlonally

O (CL CB)- al Kyl S”bﬁéituéqeua%wb 1SS BL bl GNIGF s, (GicEabalohi Q)
(C3-C6) -cycl oal kyl COQ(Cl1-Co6) -al kyl, COQ(C3-C6)-cycl oal kyl, CONH2,
CONH( C1- CB) - al kyl O- (C1-Cs) alkyl;

is OC(O)CHg, (C2-Cg)-alkynyl, (C2-Ceg)-alkenyl, COO(C1-Cg)-alkyl,

10 C(O)OH, C(O)NH2, C(O)NHCHs, C(O)N(CH3)2;

R4 is (CH2),-R5, where n can be 0-6;

RS is phenyl, biphenylyl, 1- or 2-naphthyl, 2-, 3- or 4-pyridyl, 2- or
15 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-triazol-3-yl, 1,2,4-triazol-5-y!

tetrazol-5-yl, indol-3-yl, indol-5-yl or N-methylimidazol-2-, -4- or -5-yl;
20 and RS is substituted by

NH-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, COOH, COO(C1-Cg)-alkyl, CONH>;
(CH2)n-SO2-(C1-Cg)-alkyl, where n can be 1-86,

25 (CH2)m-S02-NH2 , (CH2)n-SO2-NH-(C1-Cg)-alkyl, (CH2)n-SO2-

N[(C1-Cg)-alkyl]2 or (CH2)m-SO2-N(=CH-N(CH3s)2), where m can be
0-6;



-5 CON[ (C1-C6)-al kyl]2i CONH(C3-C6)-cycl oal kyl, NH2, NH CO (Cl-C6)-al kyl,
NH CO phenyl, pyrrolidin-1-yl, norpholin-1-yl, piperidin-1-yl,

pi perazi n-1-yl, 4-nethyl pi perazin-1-yl, (CH2)n-phenyl, O (CH2)n-phenyl,
"S- (CH2) n- phenyl, S02-(CH2)n-phenyl, whére n can be 0-3; 10 and their
physi ol ogi cal |y acceptabl e salts and physiol ogically functional
derivatives. Preference is given to conpounds of the formula I in which 15

Rl, R1' incg%%endneaﬁt)%a?&@%. ar%eqz abr%&l-tl gﬁ( CI &@&P%N&O@N?;

(Cl C6) al kyl, (C2-C6)-al ken (C2-Co) - IkynyI

O (C1-C6) -al kyl, where in

the al kyl radi cal @CEaehifet é‘ﬁ'%ys'l{)&‘ﬂﬁ radigyl S@d(@mcd'la"@C(O)Cl-B OC( O H,
O CH2- Ph, NH2, NH CO CH3 or N(COOCH2Ph)2; is S02-NH2, SO2NH(Cl- C6)-al kyl,
SC2N ( C1- 6) - al kylQ12Ce)alkgl{CEICs)adyicidalkyl; COSH NCOBIA-CoSakYITL- C8) - al kyl ,
SO (CH2) n- phenyl, S02-(C1-C6)-al kyl, S02- (CHZ)n phenyl where n can be 0-6
and the 25 phenylcog%a@%fm@@k u@gmﬂgt@g Hﬁﬁlk&ll mes by F, d, Br,

OH, CF3, NO2, CN

Cl- C6) - al kyl - (01 NH2; is NH2,

L
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be substltuted one to 3 tines

10

15

20

25

a,
piperidin-1-yl, plpersz -1-yl, 4- me’thylplperazm 1-yI (CH2) phenyl

O-(CHgz)n-phenyl, S-(CH2),-phenyl, SO2-(CH2),-phenyl, where n can
be 0-3;

and their physiologically acceptable salts and physiologically functional
derivatives.

Preference is given to compounds of the formula | in which

R1, R1' independently of one another are H, F, ClI, Br, |, CF3, NOo, CN,
COOH, COO(C1-Ce)-alkyl, CONH2, CONH(C1-Cg)-alkyl,
CON[(C1-Cg)-alkyl]2, (C1-Ce)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-alkynyl,
O-(C1-Cg)-alkyl, where in the alkyl radicals one hydrogen may be
replaced by OH, OC(O)CHs, OC(O)H, O-CH2-Ph, NH2, NH-CO-CH3
or N(COOCH2Ph)z2;
is SO2-NH2, SO2NH(C1-Cg)-alkyl, SO2N[(C1-Cg)-alkyl]2 , S-(C1-Cg)-
alkyl, S-(CHz2)n-phenyl, SO-(C1-Cg)-alkyl, SO-(CH2)n-phenyi,
S02-(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-Cg)-alkyl, (C1-Cg)-alkyl, NHo;

is NH2, NH-(C1-Cg)-alkyl, N[(C1-Cg)-alkyll2, NH(C1-C7)-acyl, phenyl,



‘5 OCF3, O (Cl-Co6)-al kyl, (Ci1-C6)-alkyl, NH2, NH(C1l-Cs6)-alkyl,

N[ (C1-C6) -al kyl ]2, S02-CH3, COOH, COO (Cl-C6)-al kyl, CONH2; are
1,2,3-triazol-5-yl, where the triazole_ring can be substituted in the 1-,
".2- or 3-position by methyl or benzyl; e tetrazol -5-yl, where the
tetrazole ring can be substituted in the 1- 10 or 2-position by nethyl or
benzyl; R2 is H, (Cl-C6)-alkyl, (C3-C6)-cycloal kyl, (CH2)n-phenyl,

(oI R B oD o e ol e .

phoyl « Chienyl |y PV st ik i r#‘araé‘@vw@wersﬁ%%pﬂﬁnwed“ﬂ'pci‘o

two times by O, FblpI@mylﬂFBapNtﬁw BPdidg| farhn I@ﬂthle%y( d8an A &¥dh casb R3 i's
H (Cl-C6)-al kyI F, ON, N3, (C1-Co) - al ky enyl ,

(CH2) n-t hi enyl , (@@Subq@&wted;dne toGnestoyr | Cl, Brek, ©H), (CE@, NQQOCN and in
whi ch phenyl, thlenyl pyrldyl and furyl can in each case be  substituted

up t@g two ti rres bD@Fs mSmleg@a{%z)alylkMC&m C&%é %;I[i )-al kyl ; 25

i's OC(O) CH3, (C2-CB)-al kynyl C(O)O—IR
s phenyl - bl phom I B ooty Lo Q@A&i%r%?&%q o
3-thienyl; and RSgeg 152'§5thgiéliésiglb%e$e hhs ﬁ%oﬁ&ﬁp%&p%ﬂd%sﬂ%é% tr?%\‘nyl

where the phenyl ring can stituted up to
(C1-CB) - al kyl, 1-, 2- or 3-position by methyl or benzyl;

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

R2 is H, (C1-Ceg)-alkyl, (C3-Cg)-cycloalkyl, (CHz)n-phenyl, (CHz)n-thienyl,
(CH2)n-pyridyl, (CH2)n-furyl, C(0)-(C+-Ce)-alkyl, C(0)-(C3-Cg)-
cycloalkyl, C(O)-(CHz)n-phenyl, C(O)-(CHa)n-thienyl,

15 C(O)-(CH2)n-pyridyl, C(O)-(CH2)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, (C1-Ca)-alkyl, OH,

0O-(C1-Cg)-alkyl;

20 R3 is H, (C1-Cg)-alkyl, F, CN, N3, O-(C1-Cg)-alkyl, (CHz)-phenyl,

(CH2)n-thienyl, (CH2)n-pyridyl, (CH2)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-C3)-alkyl, OH,
O-(C4-Cg)-alkyl;

25 is OC(O)CHg, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl, COO(C+-Ce)-alkyl,
C(O)OH, C(O)NH2, C(O)NHCH3, C(O)N(CH3)2;

R4 is (CH2),-R5, where n can be 0-6;



7O (Cl-CB)-al kyl, CF3, COOH, COQ(Cl-(6)-alkyl, CONHZ;

(CH2) n- S2- (C1-C6) -al kyl , where n can be 1-6, (CH2) m SO2- NH2,

(CH2) m SO2- NH (C1- C6) -al kyl, 10 (CH2) m SO2- N[ (C1-C6]-al kyl )2 or
(CH2) m SO2- N(=CH N(CH3) 2), where m ca® be 0- 6; and R5 can optionally
additionally be substituted by F, O, Br, OH CF3, CN, OCF3,

O (Cl1-Co)-al kyl, (C1-Co6)-al kyl, (C3- 06) cycl oal kyl , COCH,

COQ( C1- C6) - al kyl , COQ(C3-C6) -cycl oal kyl, CONH2, 15 CONH(Cl-C6) - al kyl

CON[ (C1-CB)-al kyl ]2, NH2, NH CO (Cl-C6)-al kyl, NH CO phenyl,

(CH2) n- pRényl , OI(SG}H@M rﬂmeyrhylylwmmmhmw 3- 602- ;(;@H&t@r@t@nyl wher e

can be 0-3; and t$? hyS|oIog|caIIy acceptable salts and phyS|oIog|caIIy
functional 20 de Wﬁp es. Particular preference is given to conpounds of

the fornygh@Hs5 ,g@uygt,ﬁjfe@g, R11 i ndependently of one another are H, F, d,
Br. | , 1- a H 1- a
CF3. 2 CboH COQ( C1- C6) - al kyl, CONH2, (Cl1-C8)- lkyl

C2-®& | k I N |
(O(CHZg n?phgﬂzl mﬂg?gﬁ(ﬁnggﬁy%tgw NP!-G@Q ?@é e%})ﬁlﬁreen PIM'@/I R ni n each

case be substit 3 NO2, CN,
OCF3, 7 O (Cl- ca)Lg"?ﬁﬂ]'r}Sd?% ég‘ﬂ&ﬁﬁﬁgtl’y @ CE%Q—E (GgCr Y c1- 08) - al kyl
(C3-C6) - cycl oal kyk, n al k ) - (CH2) n- phenyl ,
where n can be O- Qﬁzﬁa%ﬁ{]ﬁ%%ﬁ@ﬁ) ?&éﬁb@%&l@@&&'&up to two tines
bth,FCNCFB C1C3)a OH O (Cl-C6)-alkyl; R3is H,
(C1- 08) - al kyl , mdé) -ajipdrwherecasandeot-§, and in which phenyl
can be substituted up to tvvo times by d, F, CN, CF3,
(CH2)m-SO2-NH> , (CHz)m-SOQ-NH-(C1-Cs)-alkyl,
10 (CH2),-SO2-N[(C4-Cg]-alkyl)2 or (CH2)m-SO2-N(=CH-N(CH3)2), where
m can be 0-6;
and R5 can optionally additionally be substituted by F, Cl, Br, OH, CF3, CN, OCF3,
O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, COOH,
COO(C1-Ceg)-alkyl, COO(C3-Cg)-cycloalkyl, CONHo,
15 CONH(C1-Cg)-alkyl, CON[(C1-Cg)-alkyl]2, NH2, NH-CO-(C1-Cg)-alkyl,
NH-CO-phenyl, (CHz)r-phenyl, O-(CHgz),-phenyl, S-(CH2),-phenyl,

SO2-(CHa2)n-phenyl, where can be 0-3;

and their physiologically acceptable salts and physiologically functional
20 derivatives.

Particular preference is given to compounds of the formula I in which

R1, R1' independently of one another are H, F, Cl, Br, |, CF3, NOo, CN,
25 COOH, COO(C1-Ce)-alkyl, CONHz, (C1-Cg)-alkyl, (C2-Ce)-alkenyl,

H

(C2-Ceg)-alkynyl, O-(C1-Cg)-alkyl, SO2-NHz2, phenyl, O-(CH2)n-phenyl
where n can be 0-6, where the phenyl rings can in each case be

substituted one to 3 times by F, Cl, Br, I, OH, CF3, NO2, CN, OCF3,



<10 (Cl-C3)-alkyl, OH, O (Cl-Cs)-alkyl; is COC-Cs)-alkyl, C(O OH,
C(CONH2; R4 is (CH2)n-R5, where n can be 0-6; or 15 R5 is phenyl, 1- or
2-naphthyl; and R5 is substituted by WSOZ-(Cl- Co6) - al kyl , NH S02- phenyl ,
“where the phenyl ring can be substitut’ed up to two tinmes by F, d, CN, OH,
(C1-C6)-al kyl, O (C1-C6)-al kyl, CF3, COOH, COQ(Cl-C6)-al kyl, CONH2; 20 is
(CH2) n- SA2- (C1-C6) -al kyl , where n can be 1-6, is (CH2) m SO2- NH2,

(CH2) m SO2- NH- ( C1- LBk~ gh Ky ( Ck2 SR - Cl.(8)-al kyl]2 or (CH2)m

SO2- N( =CH- N( CH) 2)&%2‘#@'%&&5@5‘@%&" "Aﬂhé é@ optional Iy additionally
be substituted by F, d, Br, OH CF3, CN, OCF3, 25 O (Cl-GC6)-alkyl,

(Cl- CB)-al kyl, COOH, COO(Cl-C8)-alkyl, CONH2, NH2, NH CO (Cl-Cs)-al kyl,

NH- CO phewy! , (CH ¥yl 12).n- - ere n
can be Oﬁg; 8 and%% E{é{e??prq%)sallk bﬁgepfgégg&{’éé%)é&%@ﬂ’ ¢K§W¢ltgg& on
rel ates to conpou o) formyla |, in the for f their 5 racenates,
racem c m xtures }ﬂ@l’péféﬁgq]ﬂ%@{ﬁWLw%fﬁ neAn E@{a’géﬁngs'f‘é’Ym%ﬁhgnWand
m'xttges thereof. The al kyl, al kenyl and al kynyl radicals in the

substd tuents R1, R8N bedubsiiuted o twantimes byi ClhEy CN,ICFHC1cBg)-akyly
branched. 10 On account of their higher water solubility, pharmaceutically
accept abl e salts &H, OpifitCglblayky suitable for nedicinal applications
conpared with the starting materials or base conpounds. These salts nust

have a pharnaceutically acceptable anion or cation. Suitable

phar macthi cally acceptable acid addition salts of the
3 is H, (C1-Cg)-alkyl, F, (CH2),-phenyl, where n can be 0-5 and in which

phenyl can be substituted up to two times by ClI, F, CN, CFg,
10 (C1-Cg)-alkyl, OH, O-(C4-Cg)-alkyl;
is COO(C1-Cg)-alkyl, C(O)OH, C(O)NHa;

R4 is (CH2)n-R5, where n can be 0-6; or

15 R5 is phenyl, 1- or 2-naphthyl;
and R5 is substituted by

NH-SO2-(C1-Cg)-alkyl, NH-SO2-phenyl, where the phenyl ring can be
substituted up to two times by F, CI, CN, OH, (C1-Cg)-alkyl,
O-(C1-Cg)-alkyl, CF3, COOH, COO(C1-Cg)-alkyl, CONH2;

20 is (CH2)n-S02-(C1-Cg)-alkyl, where n can be 1-6,
is (CH2)m-SO2-NH2 , (CH2)m-SO2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-
N[(C1-Cg)-alkyl]2 or (CH2)m-SO2-N(=CH-N(CH3s)2), where m can be
0-6;

and R5 can optionally additionally be substituted by F, Cl, Br, OH, CF3, CN, OCFj,

25 O-(C1-Ce)-alkyl, (C1-Cg)-alkyl, COOH, COO(C1-Cg)-alkyl, CONH>,

NHz, NH-CO-(C1-Cg)-alkyl, NH-CO-phenyl, (CH2).-phenyl,

O-(CH2)n-phenyl, SO2-(CH2),-phenyl, where n can be 0-3;



s compounds according to the invention are salts of inorganic acids, such as
15 hydrochloric acid, hydrobrom c acid, phosphoric acid, netaphosphoric
acid, nitric acid, sulfonic acid and sulfuric acid, and of organic acids,
"such as, for exanple, acetic acid, beftzenesul fonic acid, benzoic acid,
citric acid, ethanesulfonic acid, fumaric acid, gluconic acid, glycolic
acid, isethionic acid, lactic acid, |lactobionic acid, maleic acid, nmalic
aci d, nethanesul fonic acid, succinic acid, 20 p-tol uenesul fonic acid,
tartaric acid and trifluoroacetic acid. For medicinal purposes, the

chl or i neardtheir physielogicallyacgeptableesaltsd. Sui t abl e phar maceutical |y
acceptabl e basic salts are ammonium salts, alkali netal salts (such as
sodium salts and potassiumsalts) and al kaline earth netal salts (such as

magnesi ulhe aiientioATdlated ) BMpalinad of #io BN NiHViGofmRitangReeut i cally

unaccept abl e anion are |ikew se included in th scope of t I nvention as
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phar mace ble salts and/or for use in nontherapeutic, for
exanpl e #rﬁld ﬁ@*ﬂtuif%?ﬁfa\egp f:acat ions. 30 The term "physiologically funct i onal

deri vat i Tl auqechnkmyee andlaakyey! tuiedly in Y Sul9dtRGeaR Y, RPCRRL Bl @R vati ve
of a conpou of the fornulla'| according to the invention, for exanple an

ester, I3 ee&heaamishksh@merbreaclaedmmml such 9 as, for exanple, man,
is able (directly or indirectly) to forma corrpound of the formula | or an
active nmetabolite thereof. The physiologically functional derivatives also
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'rrﬁgz ecgr%f 8€|§h§ gﬁ%téﬁl@#@ ih ta?gﬁellnpggg&? ggr?\ﬁggegcqo\gygh the starting materials
or base compounds. These salts must have a pharmaceutically acceptable anion
or cation. Suitable pharmaceutically acceptable acid addition salts of the
compounds according to the invention are salts of inorganic acids, such as

15 hydrochloric acid, hydrobromic acid, phosphoric acid, metaphosphoric acid, nitric
acid, sulfonic acid and sulfuric acid, and of organic acids, such as, for example,
acetic acid, benzenesulfonic acid, benzoic acid, citric acid, ethanesulfonic acid,
fumaric acid, gluconic acid, glycolic acid, isethionic acid, lactic acid, lactobionic
acid, maleic acid, malic acid, methanesulfonic acid, succinic acid,

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

25
Salts having a pharmaceutically unacceptable anion are likewise included in the
scope of the invention as useful intermediates for the production or purification of
pharmaceutically acceptable salts and/or for use in nontherapeutic, for example in-
vitro, applications.

30

The term “physiologically functional derivative” used here relates to any
physiologically acceptable derivative of a compound of the formula | according to
the invention, for example an ester, which, on administration to a mammal, such



“The conpounds according to the invention can also be present in various 10
pol ymor phic forms, for exanple as anorphous and crystalline polynorphic
forms. Al polynorphic fornms of the cq¥pounds according to the invention
“are included in the scope of the invention and are a further aspect of the
i nvention. Hereinbelow, all references to "conpound(s) according to formula
(I)" refer to a 15 conpound/ conpounds of the fornula (I) as described

above, a8, far éXmhplesahan, is ablevaliestipnd iRAKEEW))OD forhl ¥ ESHBOURIF the
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prophyl axis or 10 therapy of the abovenentioned conditions, the conpounds
according to formula (1) can be used thenselves as the conpound, but they
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15 compound/compounds of the formula (I) as described above, and to their salts,

solvates and physiologically functional derivatives as described herein.

The amount of a compound according to formula (I) which is necessary in order to
achieve the desired biological effect is dependent on a number of factors, for

20 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
kilogram of body weight, 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

25 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
example, from 1 mg to 10 g of the active compound. Thus, ampoules for injections
can contain, for example, from 1 mg to 100 mg, and orally administrable individual

30 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
weight of the dihydrothiazolium ion derived from the salt. For the prophylaxis or



smust of course be tolerable, in the sense that it is conpatible with the
other 5 constituents of the conposition and is not harnful to the patient's
heal th. The excipient can be a solid 8@ a liquid or both and is preferably
“fornmulated with the conpound as an indrvidual dose, for exanple as a

tabl et which can contain from 0.05%to 95% by wei ght of the active
conpound. Further pharmaceutically active substances can al so be present,
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suspension in an aqueous or nonaqueous 30 liquid; or as an oil-in-water or
wat er - i ng | readé nent j oned, these ctﬂggo& tions can be

pr epar edpﬁi?rl %&b%w Q@P@gﬂﬁ%%ﬁe QfEinghio theriRventign R1ie those which are

15 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 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

20  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,
hydroxypropylmethylicellulose phthalate and anionic polymers of methacrylic acid
and methyl methacrylate.

25
Suitable pharmaceutical compounds for oral administration can be present in
separate units, such as, for example, capsules, cachets, lozenges or tablets which
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

30  liquid; or as an oil-in-water or water-in-oil emuision. 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
of one or more additional constituents) are brought into contact. In general, the



sincludes a step in which the active conpound and the excipient (which can
consist of one or nore additional constituents) are brought into contact.
In general, the 11 conpositions are pr fared by uni form and hormogeneous
"mxing of the active conpound with a fquid and/or finely divided solid
exci pient, after which the product 1is shaped, if necessary. Thus a tablet,
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15 pastilles which include the compound in an inert base such as gelatin and glycerol
or sucrose and gum arabic.

Suitable pharmaceutical compositions for parenteral administration preferably
include sterile aqueous preparations of a compound according to formula (1),

20  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
intradermally as an injection. These preparations can preferably be prepared by
mixing the compound with water and rendering the obtained solution sterile and

25 isotonic with the blood. Injectable compositions according to the invention in
general contain from 0.1 to 5% by weight of the active compound.

Suitable pharmaceutical compositions for rectal administration are preferably
present as individual dose suppositories. These can be prepared by mixing a

30 compound according to formula (1) with one or more conventional solid excipients,
for example cocoa butter, and shaping the resuiting mixture.



S Sui tabl e pharnmaceutical conpositions for rectal adm nistration are
preferably present as individual dose suppositories. These can be prepared
by m xing a 30 conpound according to fornula (1) with one or nore
“conventional solid excipients, for ex | e cocoa butter, and shaping the
resulting mxture. 12 Suitabl e pharmaceutical conpositions for topical
application to the skin are preferably present as ointnent, cream |otion,
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active c b ered aqueous sol ution, dissolved
and/ or d?g’g@?ﬂgé tﬁ?@n&%ﬁ@ﬁ?ﬁ%‘g‘&@ﬁ@&%d in a polyner. A suitable
active conmpound concentration is fromabout 1% to 35% preferably from
about 3%to 15% As a particular possibility, the active conpound can be
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exanpl e, vention
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forrd a $U|tame tdv longyeins ebsetuoazltaumﬂtl't he esidonnisds té phtient SueH|patéhdsn such
a way t the rocedure is according to the follow ng reaction schene:
R1 Rl R%un e(qc%ve compound in an optionally buffered aqueous solution,

dlssolved 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

3% to 15%. As a particular possibility, the active compound can be released by

15 electrotransport or iontophoresis, as described, for example, in Pharmaceutical

Research, 2(6): 318 (1986).

The invention furthermore relates to a process for preparing the compounds of the
formula I, which comprises obtaining the compounds of the formula | in such a way
20 thatthe procedure is according to the following reaction scheme:
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To this end, compounds of the formula Il,



-Br2 RL R1 To this end, conpounds of the formula Il, 13 Rl R1' fornula Il R3
In which RL and R1' are as defined above, are reacted with bromne to give
a 5 compound of the forrmula Il in mhi h R3 is as defined for fornula I.

" Conpounds of the forrmula Il are then acted with thi oam des of the
formula IV SHN N~R4 | HIV 10 in which R4 is as defined for conpounds
of the fornula | in which R2 is hydrogen, For their part, these conmpounds
can be converted by standard nethods into gconpounds of the formula | in
which R2 is as defined for formula I. he conpounds of the formula | can
al so be present as salts with acids i norgani c acids are, for
exanpl e: hydrohalic acids, sudhl tR3aci d and hydrobrom c acid,
and al so sulfuric acid, phosphori S _ ;
aci ds which may be nentioned are,~for exanple: formc acid, acetic acid,
benzoi ¢ acid, p-toluenesul fonic R4l d, benzenesul fonic acid, succinic acid,
fumaric

formula li

in which R1 and R1’ are as defined above, are reacted with bromine to give a
5 compound of the formula Ill in which R3 is as defined for formula I.

Compounds of the formula lll are then reacted with thioamides of the formula IV

P
H

v

R4

10
in which R4 is as defined for compounds of the formula | in which R2 is hydrogen,
For their part, these compounds can be converted by standard methods into
compounds of the formula | in which R2 is as defined for formula |.

15 The compounds of the formula | can also be present as salts with acids. Suitable
inorganic acids are, for example:
hydrohalic acids, such as hydrochloric acid and hydrobromic acid, and also sulfuric
acid, phosphoric acid and amidosulfonic acid.

20  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-1,2,3-oxathiazin-4(3H)-one 2,2-dioxide.

25
The procedure described above is advantageously carried out such that the
compounds |l are reacted with the thioamides 1V in a molar ratio of from 1:1 to



~acid, maleic acid, lactic acid, tartaric acid, citric acid, L-ascorbic
acid, salicylic acid, isethionic acid, nethanesulfonic acid,
trifluoronethanesul fonic acid, 1,2 bengi,sothi azol - 3(2H) - one, _

" 6-net hyl -1, 2, 3-oxat hi azi n-4(3H)-one 2, 2-'di oxi de. 25 The procedure described
above is advantageously carried out such that the conpounds Il are
reacted wwth the thioamdes IVin a nolar ratio of from1:1 to 14 1:1.5.
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preferably bet ween 30C and OC. Atenperature ran tween and 90C
has gene¢ase §h<midrexpedte@tly@eb@q@antarcex@asw Thavreaaﬂalnts c@0be suspended
or dissolved in the respective reaction medium. In principle, the reactants can also
15 be 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.

20
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 generally
between § minutes and 48 hours.

25

In the course of the reaction, the compounds | frequently form a poorly soluble
deposit in the form of their acid addition salts, expediently a suitable precipitating
agent is additionally subsequently added. Those used are, for example,
hydrocarbons such as benzene, toluene, cyclohexane or heptane or carbon

30 tetrachloride; in particular, alkyl acetates, such as ethyl acetate or n-butyl acetate,
or dialkyl ethers, such as diethyl ether, diisopropyl 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 | can be



“The reaction tine is |largely dependent on the reaction tenperature and is
between 2 mnutes and 3 days at relatively high and relatively | ow
tenperatures, respectively. In the fax$rable tenperature range, the
"reaction time is generally between 5 nfnutes and 48 hours. 25 In the
course of the reaction, the conpounds | frequently forma poorly sol uble
deposit in the formof their acid addition salts, expediently a suitable
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acetate or m xtures of acet at W t h roca ons suc ane.
t he puriisSicaatiedaubin theenammerdastrdnnmbed; an mda@nﬂtlomlprmdudméthmnner | ast
describ e%’rmﬁpa I‘fjlc%ilndbg1 Ccll)% atlhgc? £ O%%C;t)ur%fbase of the formula | thus obtained by
15 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 methyl ether, 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
20 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.

The compounds of the formula | can be recrystallized from an inert suitable solvent
such as, for example, acetone, butan-2-one, acetonitrile or nitromethane.

25 However, particularly advantageous is the precipitation from a solvent such as, for
example, dimethylformamide, dimethylacetamide, nitromethane, acetonitrile,
preferably methanol or ethanol.

The reaction of the compounds of the formula lil with the thioamides of the formula
IV can also be carried out such that an at least equimolar amount of a base, such

30 as, for example, triethylamine, is added to the reaction mixture and the resulting

compounds | are then optionally converted into their acid addition products.

By treatment with bases, the acid addition products | can be converted into the
compounds of the formula | (free base). Suitable bases are, for example, solutions



sformula | can be obtained fromthe pure base of the formula |I thus obtained
by 15 di ssolving or suspending the base in an organic protic solvent, such
~as methanol, ethanol, propanol or iso?éopanol, or in an organic aprotic
_solvent, such as ethyl acetate, diethyt ether, diisopropyl ether,
tert-butyl nethyl ether, dioxane, tetrahydrofuran, acetone or butan-2-one,
and then treating this mxture with an at | east equinolar anmount of an

| nor gani 6f Aegrfit AdRsidds suek a8RkGuTHAIBRIYE sbaiui ngaldtide! oaisigf |0 an
i nert solvent” such”as, for exanple, diethyl efher or hanol ;" “or ~ anot her
of the i hydigxisie calciundwarexide odbariemt hysireridey catbenatdmoerchydrbges onpounds  of
the for | _can be recrystallized froman inert suitable solvent such
as, for ngérgl%lpge,s, SUEh @ﬁescydz‘{m&ﬁ' Bongie ,Orgpga%wmrqqreomtenas@qhgwelamﬁgen 25
However , c@dohafdlbpbhod YRRy adRe ' h i L DR 0 | vent such
as, for C_exarrpl e, gi__fﬁgtgﬁlyl chl)r rramHosfgrﬁ%'?%t ﬁy a?:@thaar?n{ddéem' r?:ét g%%e?ﬁane,

acet éhi t ietkylamjnes diisapropylaminandicyclohexylamine, giperidiaacimoophalinet he

conmpound d J11 with the thioam des of the fornula 1V can
al so be @5?&@'@?)'&%&%%"%& an at |east equinolar anount of a base, such
30 as, for exanple, triethylamne, is added to the reaction m xture and the

resul ti n_(F conpounds | are then optionally converted into their acid
addi t i onTpioaaiides of the formntadharegitherisesyveraialy awildblaidr carobe pbtaineds |

can be c Frf'p%i . formul.g | .(free base). Suitable
bases arfg?\é? ér eXaé}{)%eawggIoﬁﬁ%‘gbswggoog{d'éa§?rgb§%ﬁggmﬁ9m'&w'b°es§, Ofth as
i t HiCum pemtasyifide in pyrdine (Ry (. ¢urdeG. DelasstarTChewd Rey. &8, 468h 96 1)) or
hydr oxi de_.or barium hydroxide, carbonates or hydro en carbonates, such as

sodi um C‘HFBH&’F@SBP'S%?Q@@? ipiPlugnBoRwidNe sherametyirhogehorie tiasoidet e or
ey S PRI o BB B S BHE? st o Bl o e
net hyl di ereferablyx yn aminture T iteteatiydiesfucdn wite ,8+dimethyl 8,4,6¢5-8ittargtro-
conmer ci 2?1(]1|I-}5-p%1¥%'i|ih%%ln% oorr1 ,g?d?mg%y?-gt-iamiigaegdlidinone. Hydroxyl, amino or
15 additional carbonyl functions are in this case expediently protected using a
removable protective function, such as, for example, a benzyl, tert-
butyloxycarbony! or benzyloxycarbonyl radical, or converted into an optionaily
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,
20 John Wiley & Sons, New York.

Thioamides of the formula IV can also be obtained by reacting nitriles of the
formula Vil

o5 N=C—R4

formula VII

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

30 solvent, such as methanol or ethanol, those with thioacetamide in a solvent such
as dimethylformamide with addition of hydrochloric acid, and those with



-for exanple, by reaction of the correspondi ng carboxam de with phosphorus
10 pentasulfide in pyridine (R N Hurd, G Delaneter, Chem Rev. 61, 45
(1961)), or wth Lawesson's reagent ipn toluene, pyridine,

_hexanet hyl phosphoric triami de [Schei bl/%, Pedersen and Lawesson: Bull. Soc.
Chim Belges 87, 229 (1978)], preferably in a mxture of tetrahydrofuran
with 1,3-dinmethyl-3,4,5 6-tetrahydro- 2(1 H)-pyrimdinone or

1, 3- di megyhesl i@ i i : ] Lt I bonyl
Functi ong ey TeiAgonoBRIGRol e ReK ont B4 85 i agBie LiRef apfl

pr ot ect i eg. HOIctommitiorsmiahroam tdmpetaedravittawbening., tert- butyl oxycar bonyl
or benzyl oxycarbonyl radical, or converted into an optionally cyclic

acet al . t hods for .thi re described, for exanple, in Th. W Geene and
5 e i e dsampiet albh hefe sape folstiamiibe ByRrios; ol whisidesticing
1991, 2 " AEVY ; } } .M can
al so be %b?%@ee?%gﬁ ngg?ﬁbrs%r ni trri?ﬁ?%égh%ib?ﬁzﬂrﬁ??)nﬂlggé B/ﬁ é%%@aﬁg formul a
VI &t hateygenayally dependint(drothiecrealingirateX, 762) or t hi oacetamnide (E. C.
Taylor, J. A. Zoltewicz, J. Am Chem Soc. 82, 2656 (1960)) or O, O-diethyl
di t hi ophosphoric acid. The reactions with hydrogen sulfide are preferably
carried out in an organic 30 solvent, such as nethanol or ethanol, those

wi t h t hi DaisletiaExaenples a sol vent such as dinethyl fornmam de with addition of
hydrochl oric acid, and those with 17 0, 0-di et hyl dithiophosphoric acid in a
sol vent such as ethyl acetate under acidic, %4. HCl, conditions at room
tenperature or with warm ng. The exanpl es pgivén bel ow serve to illustrate
the invention, but without restrictRpg0it. e nmeasured nelting or
deconposition points (mp.) were no

R1

R1'

10 formula |



-5 are general ly dependent on the heating rate. Table 1: Exanples R4 Rl RI'

10 formula | 18 ExanpleRl; R1l' RRR3R4Saltmp. [C] 16-C;

HHH( C6H4) - 4- NH- SO2- (C6H4) - 4-Cl - 116 26- % HHH( C6H4) - 4- ( NH SO2- CH3) - 166

".36-C ; HHH( C6H3) - 3- ( SO2- N=CH- N( CH3) 2) 180 4-CI 46-C;

HHH( OBHB) - 3- ( SC2- NH2) - 4- Cl - 148 56- Cl ; HHH( C6H4) - 4- ( SO2- NH2) - 160 6H:

HHH( C6H4) - 4- ( SO2- NH2) HBR250 The corrpounds of the fornula | are

di stingui shed by favorable effects on lipid mnetabolism in particular,

they are_suitahle as anorectics, The conpounds can be 5 enployed on their

own or iEXammﬂ IEHt,inH 32 i BBheer anorecticfdy active corsauurdﬁ_P,p@r
[=)

furt her raroereect: acHvre—corposids—are-neationed,fqr —exgmpl e t he
Rote Lisgte, ng[r' "Bl nde;l'l sl (@BH)Q HNeSOpt (Chy)ahQl gctics.|  THE
conmpounds_are qmtahl fol thelprophylaxis and in partlcul ar flor thﬁ
treatmeq® of oPeGity)| Hhe dbmpoun tse suilt abl e |[f oneghe

it §§6H‘41)g4 wga? type Il |di abeteg. The

prophyl axi s and in 10| par{icul ar f . .
ef fi cacy of the conpohmds was fested as foll ows: B| ol ogifcal test nodell: The

anorectifg acti da-@Rs${ [ a3t €d i pn (@éﬁa)‘-’é-(éf')’;ﬁ\'lfcﬂ'-vﬁtcﬂ;f;ﬁ'—' A TET W gdTaval

of

4-Cl
4 6-CiH| H | H (CeH3)-3-(SO2-NH2)-4-Cl - 148
5 6-CLH| H | H (CeHa)-4-(SO2-NH2) - 160
6 HH | H | H (CeHa)-4-(SOa-NHp) HBR | 250

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

compounds. Such further anorectically active compounds are mentioned, for
example, in the Rote Liste, chapter 01 under slimming preparations/anorectics.
The compounds are suitable for the prophylaxis and in particular for the treatment
of obesity. The compounds are furthermore suitable for the prophylaxis and in

10  particular for the treatment of type |l diabetes.

The efficacy of the compounds was tested as follows:
Biological test model:

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
15  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 3 hours and the



24 hours, the test preparation was adm nistered via a stomach
tube. Kept 15 individually and with free access to drinking water, the
~animals were offered evaporated m |k 3¢ m nutes after the adm nistration of
_the preparation. The consunption of evgporat ed m |k was determ ned

hal f-hourly for 3 hours and the 19 general condition of the animals was
observed. The neasured m |k consunption was conpared with that of

unt r eat egefgrl cohdmdh Biltie ahRAIS wes SBSUr0E4] Thé flddliredRARWoRBuATtioRdUCt | on
of the cunulated mlk consunption of treated animals conpared wth

unt r eat eWagrforaparedasith thal of enttaptesi@ential @pémalst Nunber of Reducti on of
doseanimal s /animals /the cumul ated R4[ ng/ kg] cunul at edcunul at edm | k

N={m | km SUNPtal - 0 | i ani.n Rl f, t t r eat edof
theos of | TRSRLE: ) Ao S4Bk FRARIA R 3PaNIRY bR g, i 1 N
I m Exanpl e 450f egahsimptibe 69treatethamiarisabmparéd Kb/ ihtfeatdx aRmh&s>50mal e
ani mal snal e ani mal s95 5/ 0. 085/ 1. 54 Exanpl e 650nal e ani mal snal e ani mal s76

-feed for

5/ 1. 265/

5C109npound/example Oral Number of Number of | Reduction of
dose animals / animals / the cumulated
R4 | [mg/kg] | cumulated cumulated milk
N:< milk milk consumption
R2—0 S consumption | consumption in
R1 R3 of the treated of the % of the
animals untreated control
. control
R1 N /[ml] animals
formula |
N/[ml]
Example 4 50 female female 69
animals animals
5/0.82 5/2.66
Example 5 50 male animals | male animals 95
57/0.08 5/1.54
Example 6 50 male animals | male animals 76
5/1.26 5/5.10
5

10

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

good anorectic action.

The preparation of some examples is described in detail below; the other

compounds of the formula | were obtained in a similar manner:




-5 1t can be inferred fromthe table that the conpounds of the formula I

exhi bit very good anorectic action. The preparation of sone exanples is

described in detail below, the other é& conpounds of the formula |I were

"obtained in a simlar manner: 20 Exanp 1 (Conpound 1):

4- Chl or o- N-[ 4- ( 6- chl or o- 3a- hydr oxy- 8, 8a- di hydr o- 3aHi ndeno[ 1, 2-d] t hi azol - 2-
yl )- phenyl ] benzenesul fonam de: 5 a) 2-Brono-5-chloroindan-1 -one: 10 g

(0 06 nok), | -1 -one are dissolved with stirring at room

t enper at Ere Iprllel;]ggo?ﬁr% aci al acetic acid. 0.05 nl of a 48%strength

sol ution of HBr |n water and then 3.074 m (0.06 nol) of brom ne, dissolved
10 in 25 ace{aa?%y cid, are added dropw se. The reaction has

ended ﬁ{&nloga- - GSthppq Oy oBBaiprdrer 3atkd- f@)[" 2TAIRNiIgZPld-ydn of t he
crude Pﬁgqf\ﬁ}be'n%en%lﬁlrbr?&lrhlgé' ng, slowy added dropwi se to 300 nl of

| ce-wat e precipitated crude product is filtered off with suction and
washeéd t horoughly with water. The noist residue is removed fromthe filter

using ethyl agetate, .1 and he phases of the filtrate are separated. The
organic ﬁ%aseg'ﬁ%r q'é‘c?%r\’f U0/ sul fate, filtered and concentrat ed

under reduced1@ga@08 Mol)Térs- cﬁl%%nﬁé!&nhsoﬁ’é arPHisedivel vqiﬁpstT' ngat 8bm

n-heptane; the hot solution is Itered through a p I'ter and the
solution is tteémperefuretla1eﬂynt@ﬂglamel met@cacmr@OS(mydtaaAB%zmbngtbduct is

L Sere o Ao e ey B AR 5o, st

10 in 25 ml of glacial acetic acid, are added dropwise. The reaction has ended
after 2 h of stirring at room temperature (TLC). The solution of the crude
product is, with stirring, slowly added dropwise to 300 ml of ice-water. The
precipitated crude product is filtered off with suction and washed thoroughly
with water. The moist residue is removed from the filter using ethyl acetate,

15 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
crystallized product is filtered off with suction and dried under reduced

20 pressure.
M.p.: 94-96°C

b) 4-(4-Chlorobenzenesulfonylamino)thiobenzamide:

0.26 g of 4-chloro-4‘-cyanobenzenesulfonamide are suspended in 10 ml of

25 absolute ethanol and admixed with 0.15 ml of diethyl dithiophosphate, and
the mixture is stirred under reflux for 8 h. Another portion of 0.15 ml of
diethyl dithiophosphate is then added, and the mixture is stirred at reflux
temperature for a further 12 h. The cooled reaction mixture is concentrated
under reduced pressure; the residue is stirred with dichloromethane and the

30 solid residue is filtered off with suction, washed with dichloromethane and
dried under reduced pressure. The resulting 4-(4-chlorobenzenesulfonyl-
amino)thiobenzamide is used for the next step without any further
purification.



-0.26 g of 4-chloro-4'-cyanobenzenesul fonam de are suspended in 10 m of 25
absol ute ethanol and adm xed with 0.15 m of diethyl dithiophosphate, and
~the mixture is stirred under ref | ux fgL 8 h. Another portion of 0.15 m of
_diethyl dithiophosphate is then added,“and the m xture is stirred at refl ux
tenperature for a further 12 h. The cool ed reaction m xture is concentrated
under reduced pressure; the residue is stirred with dichloronethane and the
30 solid residue is filtered off with suction, washed w th dichl oronethane
and dried under reduced pressure. The resultl ng

4- (4-chloy obeﬁ-ﬁﬂe@Nf[ér(ﬁFGhlammmﬂrmdyﬁsamIuly&jrbSBaHs-&mHérwﬁ Phdjthigxdl- st ep

w t hout any f rificati

4-Chl oro-N-[ 4 Eé’b"ﬁﬁ?ﬂﬁ’@@&”ﬁ H'k%&m'geSa di hydr o- 3aHi ndeno[ 1, 2-d] t hi azol -
2-yl ) phenyl ] benzenesul fonam de: 5 At roomtenperature, 0.15 g of the
conpound from Exanple Ib and 0.11 g of the conpound from Exanple 1 a are
di ssél ved in At igonvterapgradieret, Ond gafithe compoird droen Exaripie 15tand @d1ag r oom

tenperature f 6 triethyl am nd the mxture is
stimr)r ed at ro r%héém r@’flo% f@ﬂy 8'ﬁ§?' g"ﬂ)g 'H&’ft ARG are
added, and t henhixtureds tisersSiiré @@t %om%ﬂbeﬂ&umﬁrﬁteﬁ ﬁl JQFleﬁ’PyPérHi‘?\'é

night. The reaction mxture is then concentrated under ced pressure;
the residue iarecddasl, aad the reixive isisbred at rmmvpetaﬁut@ovemight\ater and

th t t
Pt ered ana AngREr 200y MehRaRfndbleRaach il M6 ThonaRASSHHAT R0 T e
by di0ica geltea’rpemamr@mm’fmhelsnlggt THeusaetion etiviife & thenléonbentratid/ es
4-chl or o- W’)‘%{Chl oro- 3a-h drOXéﬁ8 8a- di hydr o- 3aH-i ndeno[ 1, 2-
2-

d] t hi azol - dRJVFeLRRSTRI the fasife '%filSﬁellveﬁn@ effuil acetete - waslecinpl e 2
(6l or o 34195 Wit water and onge with sat, sediym chioride splution, gied OYPf benzene
magnesium sulfate, filtered and concentrated under reduced pressure. The
residue is purified by silica gel chromatography using toluene/acetone 3/1.
15 This gives 4-chloro-N-[4-(6-chloro-3a-hydroxy-8,8a-dihydro-3aH-indeno[1,2-
d]thiazol-2-yl)phenyl]lbenzenesulfonamide of melting point 116°C.

Example 2 (Compound 6):
4-(6-Chloro-3a-hydroxy-8,8a-dihydro-3aH-indeno[ 1,2-d]thiazol-2-yl)benzene-

20  sulfonamide is prepared in a similar manner by reacting 2-bromo-5-chloroindan-
1-one with 4-sulfamoylthiobenzamide. The compound has a melting point of
160°C.



20 sulfonamde is prepared in a simlar manner by reacting
2- br ono- 5- chl or oi ndan- 1-one with 4-sul fanoyl t hi obenzanm de. The conpound

has a 160C. WD 01/ 62747 PCT/ EP01/ 01553 t cl ai ms:

1. A nggﬁg/@ﬁ]e formula | RL5 A' | in which 10 Rl quri/; Rtent |y
of one another are H, F, O, Br, |, CF® N2, CN, COOH, COQ( C1- C6) al kyl ,

CONH2, CONH( C1- C6) - al kyI : CO\I[(Cl- C6) -al kyl 12, (C1-C6)-al kyl,

(C2-Co) - al kenyl, (C2-C6)-al kynyl, O (Cl-C6)-alkyl, where in the al kyl

radi cal spgipt efaifgr e, or all the hydrogen(s) may be replaced by fluorine,

or one hydrogen may be 15 replaced by OH OC(O CH3, OC(OH, O CH2-Ph, NH2,

NH CO- CH3 or N(COOCH2Ph) 2; are S02- NH2, SO2NH( Cl- C8) - al kyl

S2N (Cl1-C6) -al kyl]12, S-(Cl-C6)-al kyl, S-(CH2)n-phenyl, SO (Cl-C6)-alkyl,

SO (CHZ n ph S02- (CH2) n- phenyl, where n can 20 be
0-6 and p’ﬁ%b?m%%ééf% ?%nla@lisubstltut ed up to tw tinmes by F, d,

Br, OH, CFS NO2, CN, OCF3, O (Cl-C6)-al kyl, (Ci1-C6)-alkyl, NH2; are NH2
NH- (C1- C6) - al kyl, N (Cl-C6)-al kyl]2, NH(CL- C7) -acyl, phenyl , bi phenyl yl,
O (CH2) n- phenyl, where n can be 0-6, 1- B4

N:<
R2—0

. S
R1 R3
5 R1'
|
in which
10 R1, R1’ independently of one another are H, F, Cl, Br, |, CF3, NO2, CN,

COOH, COO(C1-Cg)-alkyl, CONHz, CONH(C1-Cg)-alkyl,
CON[(C+-Cg)-alkyl]2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-alkynyl,
O-(C1-Cg)-alkyl, where in the alkyl radicals one or more, or all the

hydrogen(s) may be replaced by fluorine, or one hydrogen may be

15 replaced by OH, OC(O)CH3, OC(O)H, O-CH2-Ph, NHz, NH-CO-CH3
or N(COOCH2Ph)2;
are SO2-NH2, SOoNH(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
20 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;
are NHz, NH-(C1-Cg)-alkyl, N[(C1-Cg)-alkyl]2, NH(C1-C7)-acyl,

phenyl, biphenylyl, O-(CH2)n-phenyl, where n can be 0-6, 1- or



<23 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 be substituted one tg,three tines by F, d, Br, |, OH
_.CF3, N2, CN, OCF3, O (C1-0Co6)-alkyl, ?%1-06)-a| kyl, NH2, NH(Cl1l-C6) 5

al kyl, N (Cl-C6)-al kyl]2, S02-CH3, COOH, COO (C -Co6)-al kyl, CONH2; are
1,2,3-triazol-5-yl, where the triazole ring can be substituted in the 1-,

2- or 3-position ra S WAl B -] Y. t
tetrazole ring ca?‘%ée%stng!étzﬁ ’t%?ﬁ&m Pir,lﬂ?)ﬁ’egl@e%ﬁ@oé?%&p%s?rt?@ﬁé@v’ ﬁ@te Reyl
benzyl ; R2 is H, (wapashylabliphenylyCaraptithydypyrigyl Kuranyl oHehienylrimgglcan in
(CH2)n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, C(O-(Cl-C6)-alkyl,

C(O) - (C3-CB)- cyclegghiepse g eybgtityeyonsHerthree tines-bydriogh Brhl, €4 CF4,5
C(O-(CH2)n-pyridyl, C(O-(CH)n-furyl, where n can be 0-5 and in which

phenyl, thienyl, NO2dIN, OGFF, @4C1-Cx)-dlkyl s@3RCgRratkyhNHsWNH{C{-Tgpd up to
two times by d, F, CN, CF3, (Cl1-C3)-alkyl, OH O (Cl-Co6)-alkyl; 20 R3 is

H, (®Ll-C6)-al kyl, , . .
(CH(2) n-t hi) eﬁyl?/ (8@3’)'@535%@%%%2 ?ﬁyyﬁoghquggqgﬂw@ea%y% and in

whi ch phenyl, thi H?_pyri dyl and furyl can in each case be substituted

up to two tinmes by , °F, CN, CF3, (C1-C3)-alkyl, OH, 0-(Cl-Cg)-alkyl; 25

is OC(O) CH3, (C2-Ghd 13 B\AYbol-5- \Afl-;@rﬁ? @g@& T6E in i) O

C(O NH2, C(O) NHCHS, C(O)N(CI—%)E(Z%R4 'S é((:ﬁl%%le : \%ﬁ;’%g”n@é'g‘ﬁbge'"gg% 24
1-, 2- or 3-position by methyl or benzyl;

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

R2 is H, (C1-Ceg)-alkyl, (C3-Cg)-cycloalkyl, (CH2)n-phenyl, (CH2)n-thienyl,
(CH2)n-pyridyl, (CHz2)n-furyl, C(O)-(C1-Cg)-alkyl, C(O)-(C3-Cg)-
cycloalkyl, C(O)-(CH2)n-phenyl, C(O)-(CHz)n-thienyl,

15 C(O)-(CHz)n-pyridyl, C(O)-(CH2)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, (C1-C3)-alkyl, OH,

0O-(C1-Cg)-alkyl;

20 R3 is H, (C1-Cg)-alkyl, F, CN, N3, O-(C1-Cg)-alkyl, (CH2)n-phenyl,

(CHa)n-thienyl, (CH2)n-pyridyl, (CH2)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, CFs, (C1-C3)-alkyl, OH,
O-(C1-Cg)-alkyl;

25 is OC(O)CHa, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl, COO(C1-Cg)-alkyl,
C(O)OH, C(O)NHz, C(O)NHCH3, C(O)N(CH3)2;

R4 is (CH2),-R5, where n can be 0-6;



*R5 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 pyrrolyl, 2- or 3-pyridazinyl, 2-,
"5 4- or 5-pyrimdinyl, 2-pyrazinyl, % , 5- tr|a2|nyl) 2- or

5- benzi m dazol yl 2-benzothiazo|y|, 1 2, 4 trlazol 3-yl, 1,2,4-triazol-5-yl,
tetrazol -5-yl, indol-3-yl, indol-5-yl or N-nethylinidazol-z-, -4- or -5-yl;
and R5 is substituted by NH S02-(Cl-C6)-al kyl, NH S02-phenyl, where the
phenyl rgng can be 10 substituted up to two tinmes by F, d, CN, OH,

(Cl- 08) Yoighesyiyl, hﬂ@r 20aphthyb@x @iOCG)pyaIIdWIZ OCONH2;

Sain o o el LB .
CH2 SO2- N( =CH- l,
(addl %;:)nal I y( - SN(pﬁ}Fﬁiacﬂy 3 eSQscmazalyl 132% orl?ép?rr@lyl @%r@&frﬁho%_gﬂ ianal |y

bstituted
O (CP- 06) - al kyl , & Scé : e'%eni@/? PE@)’-IOVJJLZdé)C’: értﬂ§ZInyl)(2:10rce) al kyl ,

(C3-CB) - cycl oal kys.heRelhl H2,
CONH( C1- CB) - al kyls oS8 coc\jf%ig"gsl?é@%ﬁ‘%%ll’" M@g L8 O‘?‘EQ"E’MEO\I
NH-COéI Cl- C6) - al ktpltraznl-ﬁaolpdr?lr&yl uprjppl{siayllm‘lNHﬁemyhmMazpl I(?Ql |-1)4- éHha yl; 5
pi peri di z l-y 4- met hyl pi perazin-1-y CHaneny
O (CH2) ngfb‘ﬂiﬁ%)fs &geﬁ% Hyphenyl S02- ( CH2) n- phenyl wher e n can be 0- 3;
25 and its physi al C d sj,ol ogi functi onal
deri vat i vesIo y. O’“Qg%@ad#d @g) 5' )élamfﬁ?apﬁe@g WF‘QY fi'(’)'?ﬁ éwcﬁ,” Réher ei n
25 10 substituted up to two times by F, Cl, CN, OH, (C1-Cg)-alkyl,
O-(C1-Cg)-alkyl, CF3, COOH, COO(C1-Cg)-alkyl, CONHo;
(CH2),-S02-(C1-Cg)-alkyl, where n can be 1-6,
(CH2)m-SO2-NHz2 , (CH2)m-SO2-NH-(C1-Cg)-alkyl, (CH2)m-SO2-

N[(C1-Csg)-alkyl]2 or (CH2)m-SO2-N(=CH-N(CHa3)2), where m can be

15 0-6;

and R5 can optionally additionally be substituted by F, CI, Br, OH, CF3, NOo, CN,

OCF3, O-(C1-Ceg)-alkyl, S-(C1-Cg)-alkyl, SO-(C1-Cg)-alkyl,
(C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, COOH, COO(C1-Cg)-alkyl,
COO(C3-Cg)-cycloalkyl, CONHa, CONH(C1-Cg)-alkyl,

20 CON[(C1-Ce)-alkyl]z, CONH(C3-Cg)-cycloalkyl, NHo,
NH-CO-(C+-Cs)-alkyl, NH-CO-phenyl, pyrrolidin-1-yl, morpholin-1-yl,
piperidin-1-yl, piperazin-1-yl, 4-methylpiperazin-1-yl, (CHz),-phenyl,

O-(CHz)n-phenyl, S-(CHz),-phenyl, SO2-(CHz).-phenyl, where n can
be 0-3;
25

and its physiologically acceptable salts and physiologically functional derivatives.

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



~R1, Rl independently of one another are H F, d, Br, |, CF3, N2, CN,
COOH, COO(C1-C6)-al kyl, CONH2, CONH(Cl-C6)-al kyl, CON[(Cl-C6)-alkyl]2,
(C1-Co6)-al kyl, (C2-0C6)-al kenyl, (CZ-CGb-aI kynyl, 0-(Cl-C6)-al kyl, where in
"the alkyl radicals one hydrogen may be g replaced by OH, OC(O CH3, OC(O H,
O CH2- Ph, NH2, NH CO- CH3 or N(COOCH2Ph)2; is S02-NH2, SO2NH(C1-Ce6)- al kyl
S2N (C1-C6)-al kyl]2, S-(Cl1-C6)- al kyl, S-(CH2)n-phenyl, SO (Cl-C6)-alkyl,

o e P A G LB T M0 e
| k Cl- 6 , NH ,

EI]I:'I: ( Ccl:F?C):,G) I\Iglzkylg\I Q\% @Pﬁgﬂ@%ﬁﬁyll\h@iﬁﬁﬁoﬁéﬁa e.ka&kyl Ib;sphenyl yl,

O (CH2) n- phenyl, where n can be 0-6, 1- or 2-naphthyl, 2-, - or

4-pyridyl, 2- or XOMEyCebalkglle, dC1sGs)lﬂalkwl(Cwﬁh)elkémjl p(l@@n%) alkgnyl,
biphenylyl napht hyl , pyridyl, furanyl or thienyl rings can in each case

be substituted oneyGi&4d é)ratiy, Whefe ifGhe d@kyl rhdicls odRyd 3 rﬁﬁ{{b eOCF3,
O (C1-C6)-al kyl, (Ci1-0C8)-al kyI NH2, NH(Cl-C6)-al kyl, " N al kyI]2

D285, O CobRegBy o HO(GINE ORI, B drg: by N‘%t.on%y By

triazole ring can be substltufed t e 20 1
or benzyl; are tetdy (gdq q\j:,i%;lere t he tetrazol e ring can be substituted
in the 1- or 2p03|t|on 7et or benzyl; R2 is H (Cl-C6)-alkyl,

(C3-C6) -cycl oal kyl. Cl—@;{; begw %n (CHZ)n P dy ,
(CH2)n-furyl, O(Of$ §@E S H(Co(&??%y} %&Gn@%r@lkyll érCe
C(O - (CH2)n- phenyl }'i' )n-thi eg)y (CH2) n- pyri dyl ,
(O - (CH2) n-furyl a"(Mﬂe$‘éC 2hreRheRylnS éﬁlﬁQGWaﬂﬁ’l SO-(CHz)n-phenyl,
S02-(C1-Cg)-alkyl, SO2-(CH2)n-phenyl, where n can be 0-6 and the
10 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, NHa;
is NH2, NH-(C1-Cg)-alkyl, N[(C1-Cg)-alkyl]2, NH(C1-C7)-acyl, phenyl,
biphenylyl, O-(CHz2)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,
15 biphenylyl, naphthyl, pyridyl, furanyl or thienyl rings can in each case
be substituted one to 3 times by F, Cl, Br, I, OH, CF3, NOo, CN,

OCF3, O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, NHo, NH(C1-Cg)-alkyl,
N[(C1-Cg)-alkyl]2, SO2-CH3z, COOH, COO-(C1-Cg)-alkyl, CONHz;

are 1,2,3-triazol-5-yl, where the triazole ring can be substituted in the
20 1-, 2- or 3-position by methyl or benzyl;

are tetrazol-5-yl, where the tetrazole ring can be substituted in the 1-

or 2-position by methyl or benzyl;

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



~whi ch phenyl, thienyl, pyridyl and furyl can in each case be substituted
up to two tinmes by d, F, CN, CF3, (Cl1-C3)-alkyl, OH O (Cl-C6)-alkyl; 5
R3is H (Cl-C6)-alkyl, F, ON, N3, O (L1-C6)-alkyl, (CH2)n-phenyl,
(CH2)n-thienyl, (CH2)n-pyridyl, (CH2)n*furyl, where n can be 0-5 and in
whi ch phenyl, thienyl, pyridyl and furyl can in each case be substituted
up to two tlnes by d, F, CN, CF3, (C1-C3)-alkyl, OH O (Cl-C6)-al kyl; 10

QONE, GO O %%'?ghﬁ?me 455, S b B o RbeBt . (O 1

I s phenyl, biphen - or
3- tﬁl engl ang RSBSP]sbbtsltlj‘tl)es? PPJ?é\gég@él\%ysgg F&CQNC%;:SI& CE¥UssiﬁLygo%ﬁbhenyl ,

where the phenyl substltuted up to two tinmes by F, C, CN, OH,
(C1-Co) - al kyl Q%t% 1ky| CF3, COOH, COQ(Cl-CB)-al kyl, CO\IH2;
(CH2) n- SOZ-(Cl C6) al kyl, where n can be 1-6, (CH2)m SO2- NH2,

(CH2) m SO2- NH- ( C1- Co) - aIkyI (CH2) m SO2- N[ (C1- C6] - al kyl )2 or

gg‘&?mﬁg?l yN( bg+subst I'tut egymwl Ga\lcﬁﬁr @ab-? @&%ﬁ(@@%?ﬂ@nwt onally
0 (L 0)-al ol nabi b 0 ekt ey o
%&; ﬁlpﬁg)nyf” kyl %@gﬁ#@ﬂﬁﬁ%ﬁ@@x%#& fury! Ohh 2784 e be
substituted up to two times by CI, F, CN, CF3, (C1-Cg)-alkyl, OH,
O-(C4-Cg)-alkyl;
10 is OC(O)CHg, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl, COO(C+-Cg)-alkyl,
C(O)OH, C(O)NH2, C(O)NHCHs, C(O)N(CH3)2;

R4 is (CH2),-R5, where n can be 0-6;
15 R5 is phenyl, biphenylyl, 1- or 2-naphthyl, 2-, 3- or 4-pyridy! or 2- or
3-thienyl;

and R5 is substituted by
NH-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,
20 O-(C1-Ceg)-alkyl, CF3, COOH, COO(C1-Cg)-alkyl, CONHo;
(CH2),-SO2-(C1-Cg)-alkyl, where n can be 1-6,
(CH2)m-SO2-NH2 , (CH2)m-SO2-NH-(C1-Cg)-alkyl,
(CH2)m-SO2-N[(C1-Cg]-alkyl)2 or (CH2)m-SO2-N(=CH-N(CHa3)2), where

m can be 0-6;

25 and R5 can optionally additionally be substituted by F, Cl, Br, OH, CF3, CN, OCFj,
O-(C1-Ce)-alkyl, (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, COOH,
COO(C1-Cg)-alkyl, COO(C3-Cg)-cycloalkyl, CONHa,



~S02- (CH2) n- phenyl , where can be 0-3; 5 and its physiologically acceptable
salts and physiologically functional derivatives. 3. A conpound of the
formula | as clained in claim1l or 2, erein RL, Rl independently of one
“another are H, F, d, Br, |, CF3, N2, , 10 COOH, COQ(C1-C6)-alkyl, CON
H2, (Cl-C6)-al kyl, (C2-C6)-al kenyl, (C2-C6)-alkynyl, O (Cl-0C6)-al kyl,
S02-NH2, phenyl, O (CH2)n-phenyl, where n can be 0-6, where the phenyl

00 ea" o BN oo POl M Bl S B Pl o

H, (Cl-C6)-al kyl, £|C3 CG%ecycI oal kyl , (CH2) n- phenyl, (C1- C6)- al kyl,
C( O - ( CH2) n- phenyNH-GR=pReny! cGH2e-phenyh 1 GHz)prhenym&ﬁz}Hz )repinenyd,
substituted up to tw tinmes by d, F, O\, CF3, (Cl-C3)-al kyl, OH,

O (Cl1- C8) - al kyl ; SOQF@H@n-Hhe(\ﬁlmﬁé}e shk e 0-8; (CH2) n-phenyl . where n can
be 0-5 and in which phenyl can be substituted up to two tinmes by O, F,
O\I CF3, (C1-C3)-alkyl, OH O (Cil-Co)-alkyl; is COQ(Cl-C6)-alkyl, C(O OH,

00 02, o gl GG 2ol Sl 579 S siedlchpolind HEmiatnds. °

NH- SO02- phenyl , where the phenyl ring can be substituted up to two tines by
F, d, CN, OH (Cl-C6)-alkyl, O (Cl1l-C6)-alkyl, CF3, COMH,
COQ( C1- GB) - al Aypompommicef the formula | as claimed in claim 1 or 2, wherein

R1, R independently of one another are H, F, Cl, Br, I, CF3, NOo, CN,
10 COOH, COO(C1-Cg)-alkyl, CONHa2, (C1-Cg)-alkyl, (C2-Cg)-alkenyl,
(C2-Cg)-alkynyl, O-(C1-Cg)-alkyl, SO2-NH2, phenyl, O-(CHz2),-phenyl,

where n can be 0-6, where the phenyl rings can in each case be

substituted one to 3 times by F, CI, Br, |, OH, CF3, NO2, CN, OCFj3,
O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, NHa, CONHo;
15
R2 is H, (C1-Cg)-alkyl, (C3-Cg)-cycloalkyl, (CHz),-phenyl, C(O)-(C1-Cg)-
alkyl, C(O)-(CHz)n-phenyl, where n can be 0-5 and in which phenyl
can be substituted up to two times by Cl, F, CN, CF3, (C1-Cg)-alkyl,
OH, O-(C+-Cg)-alkyl;
20
R3 is H, (C1-Ce)-alkyl, F, (CH2),-phenyl, where n can be 0-5 and in which

phenyl can be substituted up to two times by CI, F, CN, CFj,
(C1-Cg)-alkyl, OH, O-(C+-Cg)-alkyl;
is COO(C1-Cg)-alkyl, C(O)OH, C(O)NHy;
25
R4 is (CH2),-R5, where n can be 0-6; or

R5 is phenyl, 1- or 2-naphthyl;



“51is (CH2)"-SD2-(C1-C6)-al kyl, where n can be 1-6, is (CH2) m SO2- NH2,
(CH2) m SQ2- NH- (C1- C6) - al kyl, (CH2) m SQ2- N[ (Cl-C6)-al kyl ]2 or
(CH2) m SO2- N(=CH N(CH3) 2), where mcan,be 0-6; and R5 can optionally
"additionally be substituted by F, d, , OH, CF3, CN, OCF3, 10

O (Cl-C6) -al kyl, (Cl-CB)-al kyl, COOH, COQ(Cl-Cs6)-alkyl, CC]"\IHZ, NH2,

NH CO- (C1- C6) - al kyl, NH CO phenyl, (CH2)n-phenyl, O (CH2)"-phenyl,
S02- ( CH2ard PiciBWubsiigs¢by can be 0-3; and its physiol ogically acceptable
salts. 15 4. A nedicanent, conprising one or nore of the conpounds as

claimed in one oNH®Oe- @‘1-Cb)aallkyl NH-8G5-phenyh, Wﬂéf&ﬂ'l@ﬂﬁenﬂ‘?iﬂ’@rdaﬂﬁ@ one

or nore of the conpounds as claimed in 20 one or nmore of claiis % tF 3 ang
one or nore anor ?%ptﬂH ng. re of clains
to 3 for use as gﬁbrrsgﬁliﬂgg or ﬁgbgrég% gﬁ@sﬂl&@t 821%' Pt ofsgbgglgy
25 7. A conpound nm@ ﬁ!g or u

medi canent rrE‘)or thgs(cﬁogﬁi}?%% g:F(OS'}I' &tcﬁ(éléit &é'f t{siﬁgaﬁ"]c§ e tes. th t
conpundasclalne o] f claine 1 to 3 in co |nat|onW| a
I easg one further's 29%{]2&%@ {(angﬁ)s'@' ¥& whergd ‘é%fh’@ﬂﬂ -®or the prophyl axis or
30 treatnent of obesMK 29 9. A conpound as clainmed in one or nore of

clainms 1 to 3 in igd&bioneSQmNKlz HCHa)mtSQINI(E14Gy)talkyl, (@IdpRE80e-f or use

as a nedi cament for the prophylaxis or treatnment of type 11 diabetes. 5
10. A process forNCelag)ialkyl> oR(@HDHNESO NEDH-BI(CHsP)E whlerd B Ba®bet he

0-6;
and R5 can optionally additionally be substituted by F, Cl, Br, OH, CF3, CN, OCFs3,
10 O-(C1-Cg)-alkyl, (C1-Cg)-alkyl, COOH, COO(C1-Cg)-alkyl, CONHo,
NH2, NH-CO-(C1-Cg)-alkyl, NH-CO-phenyl, (CH2),-phenyl,

O-(CH2)n-phenyl, SO2-(CHa),-phenyl, where n can be 0-3:

and its physiologically acceptable salts.
15
4. A medicament, comprising one or more of the compounds as claimed in

one or more of claims 1 to 3.

5. A medicament, comprising one or more of the compounds as claimed in
20  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
medicament for the prophylaxis or treatment of obesity.

25 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.

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
30 treatment of obesity.



~conpounds as clainmed in one or nore of clains 1 to 3, which conprises

m xi ng the active conpound with a pharnaceutically suitable excipient and
~bringing this mxture into a formsuisgble for adm nistration. 10 11. The
‘use of a conpound as clained in one or nore of clains 1 to 3 for preparing
a nedi canent for the prophylaxis or treatnent of obesity. 12. The use of a
conpound as clainmed in one or nore of clains 1 to 3 for 15 preparing a
medi canment for the propphylaxis or treatnent of type Il diabetes. 13. A
process for preparing a conpound as clained in one or nore of clainms 1 to
3, whi ch9conpfiCOmPoWEKLas Rlgimad i pae f meretofclainns bie Adn combinatiorswitlene, R1

R' 00O 5 %?ﬁ% r dof the.formula Il in
whi ch Rlégﬁgé\?% 5%1@ arrééét?a%fo(?nggr?éﬁnoer%%a?B§wg% B\ﬂ%ﬂl?y thPhe to gi ve
a conpoutigatmeéntiof type Hididtiete®1l' and R3 are as defined for formula I, and

reactd ng the conpound of the formula Il further with thioam des of the
for alVinwich R4 is as defined for fornmula | to give a 25 conpound

of the fognul & grocess for preparing a medicament comprising one or more of the
compounds as claimed in one or more of claims 1 to 3, which comprises mixing
the active compound with a pharmaceutically suitable excipient and bringing this
mixture into a form suitable for administration.
10
11.  The use of a compound as claimed in one or more of claims 1 to 3 for
preparing a medicament for the prophylaxis or treatment of obesity.

12, The use of a compound as claimed in one or more of claims 1 to 3 for
15 preparing a medicament for the propphylaxis or treatment of type |I diabetes.

13. A process for preparing a compound as claimed in one or more of claims 1
to 3, which comprises reacting, according to the following reaction scheme,

0 0
Br
Br X
R1 R3 2—= R1— R3
g4
[}
R1' R1' ]
}az
R4
0 N§|/
R4-C(S)-NH, (IV)
- R1 S
R3
R1l I

20
a compound of the formula Il in which R1 and R1' and R3 are as defined for
formula | with bromine to give a compound Il in which R1, R1! and R3 are as
defined for formula |, and reacting the compound of the formula Il further with
thioamides of the formula IV in which R4 is as defined for formula | to give a
25 compound of the formula |.



