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(57) Abstract: The invention relates to polycyclic dihydrothiazoles,

4 the physiologically acceptable salts thereof and the physiologically

functional derivatives thereof. Compounds of formula (I), where

N=—= the substituents have the piven meanings, the physiologically

R2—0 . (l) acceptable salts and methods for production thereof are disclosed. The
compounds are suitable as, for example, anorectics.

R1 R3

(57) Zusammenfassung: Dic Erfindung betrifft polycyclische Dihy-
drothiazole sowie deren physiclogisch veririigliche Salze und physi-
ologisch fenktionelle Derivate, Es werden Verbindungen der Formel
R1 (D), worin die Reste die angegebenen Bedeutungen haben, sowie deren

physiologisch vertriglichen Salze und Verfahren zu deren Herstellung
beschrieben. Die Verbindungen eignen sich z.B. als Anorektika.
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(57) Abstract: The invention relates to polycyclic dihydrothiazoles, the
phy.si ol'ogi cal | y acceptabl e salts thereof and the physi ol 0diécAVG 2004
functional derivatives thereof. Conpounds of formula (1), where the
substituents have the given neani ngs, the physiologically acceptable salts

and nmet hodlgd Dafearqyducti on thereof are disclosed. The co
suitabl e as, for exanple, anorectics. 2 6 AUG 2004 WO 0%&%1%16553

PCT/ EPO1/ 01553 1 Description 8,8a-Di hy1droi ndeno[ 1, 2-d] t hi azol e deri vati ves
which carry in the 2-position a substituent having a sul fonam de )
structure, or sulfone structure; processes for. their preparation and
their usq%gs di canents, may be provided. One enbodi nent nay relate to

pol ycycli BP0t hi azol es and their physi ol ogically acceptable salts and
physi ol ogi cally functional derivatives. 10 Thi azolidi ne derivatives having
anorectic action have al ready been described in the prior art (Austrian’
Pat ent N&.8aé8hgirpindenobinddiibiazeledetivatives vihich arry &9 FoRgsisitivaAng a

t her apeutj cal. ef.ul anorecti.c action may be provided. Accordingly, a
fir ng as%?@?**#nfﬁ%was@s%ﬂ "PHU‘.@%F%‘FFU& gUulene: siwelural processes for theinl a |
RlRl | piparativhiafll their use as medicaments, may be provided. . '

_ One embodiment may relate to polycyclic dihydrothiazoles and  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).

In another embodiment, further compounds having a therapeutically useful anorectic action may
be provided.

Accordingly, a first aspect of the present invention provides compounds of the
formula 1 '

- R1* - I
20  inwhich

" R1,R1? independen_tl_y of one another are H, F, Cl, Br, |, CF3, NO3, CN, . L
COOH, COO(C1-Ce)-alkyl, CONHz, CONH(C1-Co)-alkyl,
CONJ(C1-Co)-alkyllz, (C1-Ce)-alkyl, (C2-Ce)-alkenyl, (Co-Co)-alkynyl,

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

hydrogén(é) may be replaced by fluorine, or one h'ydrdgen may be




R1, R t independently of one another are | , F, &, Br, %:g':;ﬂ @@F
COO\I COO(d -C6)-al kyl, CONH2, CONH(Ci -C6) - al kyl , CO\I[(Cf gl 12,
(C1-Co6)-al kyl, (C2-C6)-al kenyl (C2-Co6)-al kenyl, 25 O (G - CG) al kyl ,
wherein the aI kyl radicals one or nore, or all the hydrogen(s) may be
repl aced by fluorine, or one hydrogen nﬁy be 2 6 AUG 2004 2 repl-aced by OH,
OC(O CH3, OC(OH, OCH2-Ph, N.H2,. NHHCOCH3 or N(COOCH2Ph)2; are S02- NH2,

- SO2NH( C1- C6) - al kyI SOZN[(Cl C6) - al kyl]12, S-(Cl-C6)-al kyI

S-(CH2) f I -phenyl, SO 5 (CH2) hen 802 (C1- C6) - al kyl,
S02- ( CH2) n- phenyl , é?%d Hs(f:a'ﬁu Oﬁiolﬁlda.a(a@%@)fé, @réﬂgﬂ;/h diiHp NHGO-GhI3
substituted uptotwotlrres Br, OH CF3, NO2, CN, OCF3,

0- (C1- C6) - al kyl , (@N(@pmmagh)z,NHz are NH2, o
NH- ( C1- O6) - al kyl , . N[ (Cl- C8) - al kyl ] 2, NH(CL-C7)-acyl, 10 phenyl

bi phenyl‘yl O(CI-lZ;aI‘eﬁ@WHz,ﬁfBQNH -Caralkd, SOBN .hmqg 2- napht hyl ,
2-, 3- or 4-pyridyl, 2- or 3- furany(lCli @ -bgr g&t rg(%1nyI6) B t he phenyl-

DL PhenyL YL DoP Pk St@*@%)*‘e*@&y‘ O COREESD " 0N, "ok
050 Ak o R oA B B G b AL L2,
E?thern'zif‘)' ©, 111 680 B Saa R bk ciFpe bypsind o 18R e by P
inthe 1 - or 2-pogj tBr,OOHE’BCFH‘;‘Ndé, O, 8B, b-(C1-Ce)-alkyl, (C1-Cg)-alkyl,
| NHz; ' | |
are NHp, NH-(C1-Cg)-alkyl, N[(C1 —CG)-aIkyl_]a,‘ NH{C1-C7)-acyl,
10 ' 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, biphenylyl, naphthyl, pyridyl, furanyl or thienyl rings can in
each case be substituted ornie to three times by F, CI; Br, I, OH, CF3,
NOg, CN, OCFs3, O;(C1 -Ce)-alkyl, (C1-Cg)-alkyl, NHaz, NH(C1-CG)-
15 - alkyl, N[(C1-Cs)-al_kyI]2,A SO2-CHg, COO_H,' COO-(C4-Cg)-alkyl,
| - GONHo; .

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 substttuted in the 1-
20 _ or 2-position by methyl or benzyl

 R2 is H, (C1-Cg)-alkyl, _(c3-06)-cyc|oa|ky|,-(CHg)n-phényl, (CHa)n-thienyl,
(CHa)n-pyridyl, (CHz)n-furyl, C(O) (C1-Ce)-alkyl, C(O)- (Cs Ce)-
cycloalkyl, C(O)- (CHg)n—phenyl C(O) (CHg)n-thlenyI

25 C(O)-(CH2)n-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



R2 is H (C-C6)-al kyl, (C3-C6)-cycloal kyl, (CH2)n-phenyl, (CH2)n-thienyl,
fCH2) n-pyridyl, (CH2)n-furyl, C(O-(Cl-C6)-al kyl, C(O)- (C?BCGDIG 2004c! oal kyI
C(O-(CH2)n-phenyl, C(O-(CH2)n-thienyl, 25 C(O-(CH2)n-pyridyl,
C(O-(CH2)n-fury!, where n can be 0-5 and in. which phenyl, thi enyl

pyridyl and furyf can in each case be 236 AUG 2004 3 substi t ut ed up to two
times by d, F, CN, CF3, (Cl-C3)-alkyl, OH O (Cl-C6)-alkyl; R3 is H
(C1-C6)-al kyl, F, CN, N3 O (C1-C6)-al kyl, (CH2) n-phenyl, 5 (CH2)n-thienyf,
(CH2) n- pyri dyl, CHZ% urcP/I where n can_be 0-5.and in which phenyl :

t hi enyl, pyridyl afH ‘F‘lﬂ"‘kﬁ U fe twp times Wa@leFm@N obst{CeCaHaligpl, OHt wo times
byCI,F CN, CF3, I'kyl, OH, 0-(Cl-C6)-alkyl; is OC(O CH3,

(C2- C6) - al kynyl , (@(%peiraﬂ@hyl COO( C1- C6) -al kyl, 10 C(O)OH, C(O) NH2, ..
C( O NHCH3, C(O)N(CHB)Z "R4. is (CHZ).,-RS, where n can be 0-6;. RS is
phenyl, biphenylyl 1- or 2 naphthyl 2-, 3- or 4- pyrldyl 2- or 15
3-thienyl - or 3f &X or 5 th 2-, 4- or 5-oxazolyl,

1- pyrazolpﬁ - orisdl; Qﬁbﬁ%" FRCNyNg (B}(Cﬂtﬂ;sl)kalkﬂ (@HzBrWnydl,aE nyl, 2-,
4- or 5pyr|md|ny %razml 2-(1,3,5-triaziny!), 2- or

5-ben®i m dazol yI, hl@nzt temyh £GHe)n-pridyl AGHsJazfaryi Bwbibre 1 canbel 05357 - 5- ¥ |
tetrazol - 5- yl, |ndoI I ndol -5-yl or N-nethylindazol-2-, -4- or -5-y1,
20 and R5. is subsmlwfﬂﬁé@hWWNm!&Mrpﬁid}d:&hdefuwbanmhiesmcabelmyél where the
phenyl ring can be su,bstltuted up,to two times by F, C., CN, -OH,

(Cl-CB)-al kyl, Oubsting ?apktwtwocumsm&@x Cfﬁc@rﬂ:jhdlkylcmtlz

(CH2) n- SO2- (Cl CB) ~al kyl , where n can be 1-6, 25 (CH2) m SO2- NH2,

( CH2) m S02- NH- ( C1- @dpwﬂiwyalkyl( CH2) m SC2

Y |
e is OC(O)CH3, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl, COO(C1-CG) a!kyt
10 C(O)OH CONHz, C(O)NHCHg, C(O)N(CHg)z;
‘R4. is (CH2),{-R5, wheren can be 0-6;.
R5 . 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

-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-yi, 1,2 A4-triazol-5-yl
) tetrazol-5-yi, indol- -3-yl, indok-5-y! or N~methyl|m|dazol-2- -4- or -5-yl
20 and RS is substituted by

1

NH-SO2-~(C1-Cg)-alkyt, NH-SO» phenyl, where the phenyl ring can be
substituted up to two times by F, Ci, CN, OH {C1-Cg)-alkyl
0-(C1-Ce)-alkyl, CF3, COOH, COO(C1-Cg)-alkyl, CONHo; -
(CH2)a-S02-(C1-Cg)-alkyl, where n can be 1-6

25 S (CHg)m—SOQ NHz , (CH2)m-802-NH-(C1-Cg)-alkyl, (CH2)-SO2-

NI(C+-Ce)-alkyllp or (CHg)m-SO;g-N(—CH N(CHa)2), where m can be
0-6;



N[ (Cl-C6)-alkyl]2 or (CH2) m SO2- N(=CH- N(CH3)2), where mcan be 0-6; 2 6
AUG 21E4 4 and RS can optionally additionally be substi t‘f@ﬁlj@yﬂuﬁ’ d, Br,
OH, CFg, NO2, CN, OCF3, O (Cl-C6)-al kyl,,S (Cl-C6)-al kyl",

SO (Cl-C6)-al kyl, (Cl-C6)-al kyl, (C3-C6)-cycloal kyl, COOH, -

COQ( C1-C6) - al kyl , COQ(C3-C6)-cycl oal kyl4 CONH2, .CONH(Ci -C6) -al kyl, 5

€O\ (Ci - C6) - al kyl ]2, - CONH( C3-C6) -cycl oal kyl, NH2, NH-CO (C -C6)-al kyl,
NH- CO phenyl, pyrrolidin-1-yl, norpholin-1-yl, piperidin-1-yl,

pi perazin-1-yl, 4-nethyl pi perazin-1-yt, (CH2),,-phenyl, O (Cl2) f phenyl,

S- ( CH2) n-gniteR8 lcanYghio ; ' 03; t hej
ph§/§i ol) ggi cal ?;ag(:cep'g] %ﬁ%@?@wﬁ%ﬂgﬁgﬁ?iﬁ%@f@aﬁ? t 93&&@%31?82, Eﬁ,r
hioh 15 R, R CAmGEIPE Sl ot S Ceddaia T B 1) o,
NO2 CN, COOH; Ci< C6)- al Kyl H2, CONH( Cl- C6) - al Kyl , ’

- CON[ ( C1- C6) - al kyl Garod) CirGo) Sy eate s OO A0 Bobalnl kynyl ,

O (C1-C6)-al kyl, where-in the al kyl radicals one hydrogen may be 20

repl aced by OH, CBQ9EBCelcycpalkyloCOMHPHCONHKNCNE 3 or -
N( COOCH2Ph) 2 ey be SQ2- NH2, SOR2NH(C, - C5) - al kyl . SCRN[ (G - CB) - al kyl ] 2,

S (C506)- alkyl ,CQN[(GW)@;)MICONBI(@%@@&&&MQ; ( CH2) n- phenyl ,
S02- (C1- C6}-al kyl ; S02-(CH2) n-phenyl, where n can be 0.5 and the .25 phenyl

radi cal .can be sufN$tCOM hl o - OH, . ..CE3, NO2,
C\, OCF3, 04011 - Cb)-al ﬁf%?%@m@ﬁ?ﬁ*‘?"%&?‘m@m £, midlpholin 1,
: piperidin-1-yl, piperazin-1-yl, 4-methylpiperazin-1-yl, (CHp)y-phenyl,

f} :0-(CH2)n-pheny I, S-(CHo)n-phenyl, .30.2-(CH2-)n-phenyl, where n can
be 0-3; ’
10

and their physiologically acceptable salts and physiologicélly functional
derivatives. , : ' |

_ E’reference may be given to compounds of the formula | in which
15 |

" R1, A1 independently of one another may be H, F, CI, Br, I, CF3;, NO; CN,
- COOH, COO(C1-CB)—alkyl, CONHp, CONH(C1-CG)—alkyl,_
{3 o - CON[(C1-Cg)-alkylj2, (C1-05Mlkyl, (Cz-Cs)-alkenyl, (Cg-Ca)~alkyn3.(l,
| O-(C1-Cg)-alkyl, where in the alkyl radicals one hydrogen may be
?0 | _ replaced by OH, OC(O)CHj, OC(O)H, 0-CH2—I5h, NHQ; NH-CO-CHj3
or NCOOCHaPR)p: | |

may be SO,NH,, SO,NH(C;-Cq)-alkyl, SO:N[(C4-Ce)-alkyl],, S-(C;-Ce)-
alkyl, S-(CHz)n-phenyl, 'so-(q-ce)-a:kyl, SO-(CHz)n-phenyl, |

| S02-(C1-Cg)-alkyl, 502-(CH2)n~phenyi, where n can be O‘-S“and the
- - o5 phenyl radical can be substituted up fo two times by :F, Cl,-Br; OH ‘
| - CF3, NO2, CN, OCF3, b—(c1-cg)~a|ky|, (C;h'-Cs)-alky_l', NHo;

may be NH,, NH-(C-Cq)-alkyl, N[(C1-Co)-alkyl]o, NH(C+-C7)-acyl, phenyl,




may be NH2, NH (C -C6)-al kyl, N (C, -C6)-al kyl]2, NH(Cl-C?)-%lgylU %fnyl,
2.6+ AUG 2004 5 bi phenyl yI O (CH2) n- phenyl, where n can be 6“ Ii
2-naphthyl, 2-, 3- or pyridyl, 2- or 3-furanyl or 2- or 3-thienyl where
t he phenyl, biphenylyl, naphthyl, pyridyl, furanyl or thienyl rings can in
-each case be substituted one to 3 tinmes by F, G, Br, 1, O4 CF3, NO2, CN,
5 OCF3, O (Cl-C6)-alkyl, (C-C6)-alkyl, NH2. NH(C| 06) al kyl, N (C
j-C6)-alky!]2, S02-CH3, COOH, COO (Cl-C6)-alkyl, CONH2; may be123
triazol-5-yl, where the triazole ring can be substituted in the -, 2-.or

3-posi tion by met hbiphenylyt Q4CHo)rph t I e r oIe
ri Ircl)g l:aln be gubstlgut egytyﬁdtﬂ%ﬂg f- or@?pﬁ?ﬁﬁaﬁyﬁr&?m 6'62}%841&9’? 2ai5 R2 .
may be H (C, C6) t RYA-py(idd; B6or SFalangl duyd- or(EHdRy! ﬂhﬁ;? é@%@" -thienyl,
CH2) n ridyl al kyl

| ((:ycl Z)al Eil 3&0) %b?ﬁy%éﬁ?h%gpﬁgﬂ giﬁythfthWganS(@n nGdineasy i dy!
o9 (o fury ea&’ﬁﬁéﬁg@e@%n%@u@vm@& T B L i e P
CF3, £CI-C3)-alk Cl- C6) - al 20 R3 may beH C, -C6)-al kyl,
F,- ON N3, )O(C,y éi 9yﬁC1 W wdé) a(ﬂmﬂzl)lﬂexNH@che Jagnﬁ)n i)yrldzl
('CH2) n- furyl where n can-be 0-5 and in which phenyl, th| enyl; pyridyl and

furyl “can in each NkGeGs)- alkyugusagrmugﬁeomtg%%%w: ég)&% CN, CF3,

. (Cl-&3)-alkyl, OH, O (d-Co)-alkyl 25-may b -al kynyl,
(C2: C6) - al kenyl GJ@Y(IIB 1,2@)triatdt-Bly], where the triazole fing can be substituted in the

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

R2 may be H, (C+-Ce)-alkyl, (C3-Cs)-cycloalkyl, (CHz)n-phenyI (CHy),-thienyt,
(CHa)n-pyiidyl, (CHo)n-furyi, C(OH(C1-Ce)-alkyl, C(0)- (Ca-Cs)-
cycloalkyl, C(0)- (CHg)n—phenyl C(O) ~(CHo)-thienyl,

15 - ' 0(0) (CHz)g-pyridyl, C(O)-(CHg)n-furyl, where n can be 0-5 and in
Wthh phenyl, thienyl, pyrldyl and furyl can in each case be
substituted up to two times by CI, F, CN, CF3, (01-03)-alkyl OH,

o (Cf-Cg)-alkyl

2
20 R3 may be H, (Ci-Ce)-alkyl, F, CN, N, o-(c1-cej-a|kyl (CHo), phenyl
- (CHg)n—ihtenyl (CH2)n-pyridyl, (CHz)n-furyl where n can be 0-5 and
. in which phenyt, thiényl, yndyl and furyl can in each case be.
substituted up to iwo times by Cl F CN CFa, (C1-C3)-alkyl OH
O-(C+-Cg)-alkyl;
25

may be OC(C)CHj, {C-Ce)-alkynyl {C2-Ce)-alkenyl, COO(C, Cq)-alkyl
C(O)OH, G(O)NH2, C(O)NHCH3, C(O)N(CHa)z;

R4 - may be (CH,),-R5, where n can be 0-6



C(OOH C(ONH2, C(ONHCH3, C(ONCH3)2;, . R4 may be (CH2) » BSayagnvb@se n can
be 0-6; 2 6 AUG 2004 6 .R5 may be phenyl, biphenylyl, 1- -or 2-naphthyl, 2-,
3- or. 4-pyridyl or 2- or 3-thienyl; and R5 may be substituted by 5

NH- SQ2- (Ci - C6) - al kyl, NH SO2- phenyl where the phenyl ring can be
substituted up to two'tines by F, CI CNy OH (G -Cg)-al kyl,

0-(Cl-C6)-al kyl, CF3, COCH, CCD(O Cs) al kyl, CONH2; -

(CH2) n-SOZ-(Gl-CG) al kyl, where n can be 1-6, (CHZ)mSOZ NH2,
(CHZ)mS,02-NI—I-(CI-CG)-a1kyI, E 10 (CH2) m SQ2- N[ (G - C6] - al kyI)2 or (CH2)m
S2- N(=CH N(CH3) 2) , where m can-be 0-86, and R5 can optionally additionally
‘be substi ed by O (C-Cg)-al kyl,

(Cl - CB) - aﬁf‘*w ﬁ'@é’geﬁ‘éf‘ﬂa%?"y%dcﬂf ?-"@Ei@bﬂ 23y or4-Ryridyl or 2- or

COQ( C3- Co6) - cycl oaI BythiengfNH2, 15 CONH(C-C)-al kl, CON [(C-O) - al kylT NH,

NH CO (C Q) -alk NH- CO- henyl, (CH2) n- phenyl O(CHZ)a phenyl,

S- ( CH2) n- pRBAIS maBDQSPl@tIB)f@d Bhenyl , where can be 0-3: and their. .
physi gk ogically ac salts and ph ologically functional 20 o
deri vg“l"f ives. Parti @ﬁf‘éﬁ’bap&étr géb—ghewl wheredhpqivetyi dfg A tj‘g)r mul a
I in which -Rl, R11 |ndependently of one anot her may be H F, C? ,

CF3, .N®2, CN, .25 tutedzqmomumewwmﬂ OH)1& @E?\l“-"ﬂk%}’l
(CZ-CG)-aI kenyl, (C2-Co)-al kynyl, O (Cl-0Cp)-al kyI 36 H2,” phenyl ,

&ggqg)en- phenyl, @A€eCp)-aliyi, W@@OW@(R)(@]%EP&W? CONpg; can in each
' (CH2),-S02-(C+-Cg)-alkyl, where n can be 1 -6,
& _' (CH2)SO2-NHs , (CHz)u- SOz NH-(C1-Cg)-alkyl.
10 ' (CH2)..,-SO;;—N[(C1—CG]-aIkyl)g or (CHz)m-Soz-N(—CH -N(CHz)y), where
m can be 0-6; :
and R5 can opllonally addmonally be substituted by F, Cl, Br, OH, CF3, CN, OCF3,
0-(C1-Cg)-alkyi, (C1-Cs)-alkyl,_ (C3-Cs)—cyc!oalkyl, COOH,
COO(C1-Ce)-alkyl, COO(G3-Ce)-cycloaliyl, CONHs,
15 - ' | CONH(C1-CB)-alkyI, CON[(C1-CS)—alkyI]2,' NHo, NH—CO—(C1-CB)-aIkyl; B
. NH—CO-phenyl (CH2)a-phenyi, O-~(CHo)-phenyl, S-(CHz)n-pheny! |
802 (CHz)n—phenyl where can be 0-3;

z

and their phys:ologlcally acceptable salts and phys:ologlcally functlonal
20 denvatwes

Particular preference may be given to corﬁpounds of the formula { in wﬁich

R1, R1! 'lndependently of one another may be H, F, Cl, Br, |, CFS NO,, CN
25 ‘ COOH, COO(C1-Cs)—alkyI CONHpo, (C1-Cs)~alkyl (Cz—Cs)-alkenyl
({Co-Cg)-alkynyl, O (C1-Ce)-alkyl SO2-NHp, phenyl O-(CHg)s-phenyl
where n can be 0-6, where the phenyl rings can |n each case be

substltuted one toSt:mes byF Cl, Br, l OH CF3, NO», CN OCF3



substituted one to 3 times by F, O, Br, |, OH OCF3, NO2, Chg A@]ﬁ@]} 2 6
AUG 2004 7 O-(Cl-CB)-al kyl, (Cl-CB)-alkyl, NH2, CONH2; | R2 may be H,

'(C Co6) - al kyl, (C3-0C6)- cycloal kyi, (CH2)"phenyl, C(O-(C -C6)- alkyl,
C(O-(CH2), phenyl ,, Where n can be 0-5 and in which phenyl 5 can be
Substituted up to two-tines by d, F, @GN, CF3, (Cl -C3)-alkyl, OH, :
.O(C-Co)-alkyl; R3 may be H (C -C6)-alkyl, F, (CH2)n-phenyl, where n can
be 0-5 and in which phenyl can be substituted up to two times by C, F,
CN, CF3, 10 (G -C3)-alkyl, OH O (G -C6)-alkyl;. may be COQ(C, - C6)-al kyl ,

C(O OH, C(O NHz; %_(t@‘ a.((ﬁl—{' e 0-6; or 15 R5 maybe
phenyl, 1- or 2-naphthyl; ?(F%-C%Z-al quﬂ%;%tutgd by

NH SQ2- (-C1- C6) - al kyl , NH- SOn®- phenyl, where the phenyl ring can be 20 _may
be (CH2) m S02- NH2, (CHZ)mSOZ NH- (G - C8) - al kyl, (CH2)m S02-

N[ (C. 1- CBJ2 al kyi | 2mey b¢ Btmmﬁ@ﬂcymé%)wy@tﬂéﬂ@) (Cﬂgggﬁr%n?ik@?@) L&-cd: 6

substituted up to two tines by F,-

Ot B " ey B, SR or “fé‘ﬁ%“%aﬂﬁﬁf* w&q*wrzmvy
s Sgonsl 1) be o b o onfly &EF GRUFs: ol b,

NH- - CO: - (C1- C6) - al enyl, (CH2)a-phenyl O (CH2) " - phenyl ,
SOZ-(CH2)(a phe)nyl 6Mvﬂe&?ﬁ%¢§k¥'bg -(; 2)6 KUG 5004 ( _) P y

R3 '7 may be H, (C1-CS)-alkyl, F. (CHz)n—pher-lyl-, Where n can be 0-5 and in whicﬁ

H phenyl can be substituted up to two times by CI, F, CN, CF3, |

it

10 (C1-C3)-alkyl, OH, O-(C+-Cg)-alkyl;.

‘may be COO(C4-Cs)-alkyl, C(O)OH, C(O)NH;:

R4 may be (CH,),-R5, where n can be 0-6; or

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

- NH-502+(C4 -Ce,)—alky! NH-SO2-phenyl, where the pheny! ring can be
3y R subsiituted up to tio times by F-Cl, CN, OH, (C1-Co)-alkyl,
O-(C1-Cg)-alkyl, CF3, COOH, COO(C1-CG)-aIkyI, CONHp;
20 _ ~ may be (CH.)n-SO,(C1-Cs)-alkyl, {.'é!here n can be 1-6, |

may be (CHz)n-SO2-NHz, (CH2)a-SO2-NH-(C1-C)-alkyl, (CH.,)-SO,-

N[(Cy -Cs)—alkyl_]g or (CHo)u-S02-N(=CH-N(CH3)»), where m can be
06; | |

arid R5 can optionally additionally be substituted by F, Cl, Br, OH, CF3, CN, OCF3,
25 O{C1-Co)-alkqyl, (C1-Ce)-alkyl, COOH, COO(C+-C)-alkl, CONH,
NHz, NH-CO-(C1-Ce)-alkyl, NH-CO-pheny, (CH)-phenyl, |

- O- (Cszn-phenyl SOo- (CHg)n—phenyl where n can be 0-3;




8 and their physiologically acceptable salts. A second aspect of the
present invention provides a nedi canent, conprising one or 2 e g0t t he
conpounds of the formula 1. A third aspect of the present |nvent|on

provi des a nedi canent, conprising one or nore of the conpounds of the
formula I and one or nore anorectics. A fourth aspect of the present

I nvention provides a conpound of the formula I for use as a nedicanment for
t he prophylaxis or treatnent of obesity. A fifth aspect of the present

i nvention provides a conpound of the fornula |I for use as a nedicanment for
t he prophylaxis or treatnent of type 11 diabetes. A sixth aspect of the
present invention provides, a conpound of the fornula | in conbination
with at breb#eirphgsidlogicdigracesae bales. f or use as a nedi canment for the
prophylaxis or treatnment of obesity. A seventh aspect of the present

I nvention provides a conpound of fornmula 1 in conbination with at | east

one further aAceemid aSpbctrof tepresentinvedicaprovitled @ medi@nhe ayHpaKing ofé or

treat man;n pf ttpége 11 12 ? Arl'l |e| ght h aspect of the present invention
provi des"§ g g%m?%qn %’8 PAY"3 nedi canent  conpri sing one or .nore of

t he conpounds of fornul a 1 whi ch conprises mxing the active conmpound with

a pharmaceuti gal.ly suit exci.pirent and .brin m xture into a form
Sl table for Aaaaeeried mstprese RyeRtoriitydens hefbainial shimbrind ap shmore

pr ovi desoftthe compowridsaf therfproutal]l arfd dray srurhere anbcticgor epar i ng a nmedi canent for
t he prophylaxis or treatnent of obesity. A tenth aspect of the present

i nvention provides the use of a conmpound of forrmula | for preparing a
medi canment f oA faurth aspectivf thexiresent imemWrmu\tldeﬁa totppeound of thefopingR. | far BeAldG

2004 An n of. the formula I, in the form of
their r%ggﬁa%?%n{ﬁog@érﬁ"gphﬁaﬁs %fs e&*ﬁﬁ&%esg}‘rant | oners, and to their
di astereoners and m xtures thereof. The al kyl, al kenyl and al kynyl

radicals in tR‘ﬁﬂﬁ HQ{?&C& E)Hﬁgb%sgixt’in\%nltbn B?dvidlgsg aacrc])(rjnplg%nd of the formula | for use as a

medicament for the prophylaxis or treatment of type 1l diabetes.

A sixth aspect of the present invention provides, a compound of the formulza | in
combination with at least one further anorectic for use as a medicament for the prophylaxis or
treatment of obesity.

A seventh aspect of the present invention provides a compound of formula | in
combination with at least one further anorectic for use as a medicament for the prophylaxis or
treatment of type il diabetes.

An eighth aspect of the present invention provides a process for preparing a medicament
comprising one or more of the compounds of formula 1 which comprises mixing the active
compound with a pharmaceutically suitable excipient and bringing thié mixture into a form
suitable for administration. ‘

A ninth aspect of the present invention provides the use of a compound of formula | for
preparing a medicament for the prophylaxis or treatment of obesity.

A tenth aspect of the present invention provides the use of a compound of formula 1 for
preparing a medicament for the prophylaxis or treatment of type |l diabetes.



can be either straight-chain or branched. _ 10 On account of their higher
wat er solubility, pharmaceutically acceptable: salts nmay bg 6§ g t2bBul arly
sui'tabl e for medicinal applications conpared with the starting materials
or base conpounds: These salts nust have a pharmaceutically acceptable
anion or cation. Suitable pharmaceutically acceptable acid addition salts
of the conpounds according to the |nvn9t|on are salts of. inorganic acids;
such as 15 hydrochl oric acid, hydrobronf® acid, phosphoric acid,
met aphosphoric acid, nitric acid, sulfonic aC|d and sul furic aC|d and of
organi ¢ acids, such as, for exanple acetic acid, benzenesul fonic acid,
benzoic acid, citric acid, ethanesulfonic acid, funaric acid, gluconic
acid, glycolic acid, isethionic acid, lactic acid, |actobionic. acid,
nmal eic acid, malic acid, nethanesul fonic acid, succinic acid, 20
p-tolueneﬁylfonic acid, tartaric acid and trifluoroacetic acid. For .
medi ci nal tﬂﬁ%’@%"‘t mdyselats iorqompoynds ofithg fdveulady ini tbel faam of tissief er r ed. ;
tabl e basic salts may be ammonium salts,.

Sui ta ceuticall acce .
al kal i rre'%gi%"@f’% s’a?%‘&%a@“@é(ﬂpf'&'rﬁur%ﬂa@ﬂamr%cmﬁlstgutbmrwasten)eoamrsal kal i ne
earth nmetahd ffiktufed fhiefdbfas nagnesi um salts’ and calciumsalts). 25 Salts _
havi ng a pharmaceuti cal unacceptable anion may |ikew se be included in the .

.scope of M alkyhadrenybandisliypyifratiicalstiarthe substitachierR1, Frefp[:@?m hRA R’
purificat utica eptable salts and/or for use In
nont herap%ﬂb%gimﬁpggé%%'qﬂ i’(f%ﬁ“ﬁﬁa applications., 30 The term
"physi oI ogically functional derivative" used here may relate to any
physi ggcal |y acce tabl e derivative of a conpound of the fornula I

accorfli ndon gccoupt Qfﬁ inbighar watar sekmmvﬂplwmweancalmmptame agulistha et i on
e Lo PR BN R Altons APt kit Sidngrime | o
t her eof . or base compounds. These salts must have a pharmaceutically acceptable anion
or catlon Suitable pharmaceutically acceptable acid addition saits of the
compounds according to the invention are salts of i morgamc acids, such as
15 hydrochlonc acid, hydrobromlc dcid, phosphonc acid, metaphosphoric acid, nitric
acid, sulfomc 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 a0|d malic acid, methanesulfonic acrd succinic acid,
20 p-toluenesulfomc acid, tartaric acid and trifluoroacetic acid. For medicinal
purposes the chlorine salt may be particularly preferred. Suitable pharmaceutically
acceptable basic salts may be ammonium salts, alkali metal salts (such as sodiumn)
salts and potassium salts) and alkaline eaﬂh mefal salts (such as magnesium salts
_ and calcium salts)
25°

Salts having a phérmaoeutica! unéccepfable anion may likewise be included in tﬁe
scope of the invention as useful intermediates for the pmduciion or purification. of
phannaceutlcally acceptable salts and/or for use in nontherapeutic, for example in-- |
Vitro, applications.:

30 . '

The term “physiologically functiohal deﬁvative" ijsed here may relate to any
physiologically acceptable derivative of a compound of the formula | according.to

the invention, for example an ester, which, on administration o a mammal, such



The physiol ogically functional derivatives may al so includgép @ﬁﬁ@ﬂs of the

conpounds. 5 Such prodrugs can be- netabolized in.vivo to

according to the invention. These -prodrugs can thensel ves be active or

i nactive. The conpounds can al so be present in various 10 -pol ynorphic

forms, for exanple as anorphous and crygtalline .pol ynorphic fornms. - All

pol ynorphic fornms of the conpounds may be included in the scope of the
invention and may be a further enbodi nent. Hereinbelow, all references to
"conpound(s) according to formula (1)" may refer to a -"15

conpound/ @gmbuagample, tran, isr able Adiregtyaer mwlg)?tb by a- oaﬁg;déﬁdtgle o
erivatives a escri

ﬁglrtei&n SO%@@%%E%"%H IOl%ﬂ’ﬁ ui"t’@ﬁl?g;[ Ingn?l) formula (1) whi ch may be

necessary in order to achieve the desired biological effect can be"
dependent -on a nunber of factors, for-20 exanple the specific conmpound

sel ect ed, Thaghysiclegicaiy flurmonal Herivatineemagp tiso nﬁf&ide'(]ir&&ﬁu@& bpme%ﬁpbhﬁdé?' i ni cal
condi t‘d_;on of the patient. ge&ile gqlq t he dai | %SEz in the range
from0.3 ng to 100 ng(typi cal %c?'b dﬁﬁ‘)ﬂ R eQiHyV'M@ﬁO aki.t ogr am of

body wei gbb ndaceonling & for
exa?/rpl e, g1 n‘ﬁpﬁg range f"?%m &Oﬁéﬁ?ﬁdt?gdﬁueséﬁrdd?ﬁgﬁhﬁléﬂﬂﬁ%gg gss‘b%%d&%? 25

adni ni st eM@§¥& an infusion of 10 ng to 100 ng per kilogram per mnute.
Sui tabl e ‘infusion solutions for -these purposes can contain, for exanple,
from0.1 ng to .10 ng, typically froml1l ng to 10 ng per mlliliter.

| ndi vi duaﬂ'hd@sﬁ@omdéﬂ%ls%lﬂépréﬁntlr@a?ﬁﬁée from 1 ng to 10 g of-the
acti vy con&ound .Thus 30 ouI es-for injections can contain, for exarrpl e,
from ﬁBNna;n Bt eaérﬁmwhﬁaﬁ Bédlmt@lllneajolyrﬁmpmﬁ:mns

formul at i anpolymisfthic®ms Wth@é&ﬂ?&&dsﬁé})tﬁﬁ fbed@PsSul es, can contain,. for -
exanpl e, frgml Sﬂhto 000 I cal | frgmloto 600rrg In the case of

phar mceufheﬁpP?OB'BEéHPﬁtEﬂr@@é{W%bef’ﬁé’"’&b@ﬁ@ﬁé‘ﬁﬁnbned wei ght details may
relate. to the weight of the dihydrothiazoliumion derived fromthe salt.
For the prophylaxis or 2 6 AUG 2004 10

Hereinbelow, all references to “compound(s) according to formula ()" mayrefertoa
15 compound/oompounds of the formula (I) as descnbed above, and to their salts,

solvates and physiologically functional denvatlves as described hereln.

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

‘ 20 'e'xample the specific compound selected, the intended use -the mahner of
_ administration and the cllmcal condition of the patient. In general, the daily dose may be
I\f) in the range from 0. 3 mg to 100 mg (typically from 3 mg to 50 mg) per day per
kilogram of body we:ght for example 3-10 mg/kg/day An intravenous dose can
~ be, for example, m the range from 0.3 mg 1o 1 0 mg/kg, which can be suitably
. 25  administered as an infusion of 10 ng fo 1 00 ng per kllogram per mlnute Suitable
infusion solutions for these purposes can contain, for example, from 0.1 ngto
10 mg, typically from 1 ng to 10 mg per milliliter. Indwldual doses can contain, for
example, from 1 mg tp 10 g of the active oompound.- 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 may r elate to the

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



t herapy of the abovenenti oned conditions, the conpounds accordin ko
formula’ (1) can be used thenselves as the conpound, - but - o

5 ferably be present in the formof a pharnaceutical conposition with a
IorIe erbI"eyexci IOi ent. The excipient mnust of course be tolerable, in the
s erath toit Ironat be conpatible with thgother 5 constituents of the .
2ormo it?on and %/ny not be harnful .to the patient's health. The excipient
ggr@gz a solid or a liquid or both and may be preferably formulated with

t he corrpﬂund as E%i ndi vi du_alnﬂédosge’_,_ formgx&rrg! e as a tabldett6\é\éhl ché;(;m
e oL b p?b "’_EQPV@ ooy al so _be present, ingl udi ng further
- Compounds. A Be UsehtRelel 33 1A SR i i etierbibecunenst Fthens
accor di ngfanm ofreephameacsiticalcmpssigorewith ectoldtablSxcilioht! §hi fb%éﬁ)ient

har maceut cal . net hods, ' ich may essentjally consi'st Tn mXing the_
(F:)onst it ue'k‘é‘é?,?ﬂﬁ WrﬁﬁgPﬁﬁ@%@i #nihepensipt ibbiag-bexcompitiié wita @tr“rarre "t may be
Fhose ahion ard s SRAEUpLOGPIRORa) otk ARG B poliel TRl (theg.
Subl | ngUAPACR i efiEmay ’ ' mal or ..
htr gC%ﬁiﬁ%"f%}@‘;Hfi‘T 2??%?'[5?;9'1‘?’%%‘;?%“&"@2%%Bﬁ%ﬁf‘fﬁ@:ﬁﬂmﬂi o
adni ni st rat on Thee 4B HHEg amplg asa tahietwioh can fm;mu_
Compound aoaer G ey Yaghd  ing ot EbRibaBRY. lrhalulidct il

C cording to . . .

? 8?‘53?’& i&?&%ﬂ%‘@sgﬂg@smmpmeﬁm ingladingsfueheecompauhas keEGrdiYtodbaRule

[ i | L d-. resistgnt and enteric formil ations may be
ot 107 (0 TR PLERRACIER! coBbialit eierdina ot iowmtion e bexpieparad

684 hal at dy qre awmeWnomqit@ml' abbéiit?iil ﬁﬁ?ﬂg@g&rﬁ@@%ﬁ&gﬁéﬂy@%ﬁﬂ HR%Rg

ht hal at e and api oni c-_ pol ynmers of net/ Cl I o o
ﬁet hacr y?‘?ff gonsgifuents wilhy Rhasacalogically asceplablmexcipichts .'l;umllaf gagllﬁrziss_t r at ion
can be present in separate units, such as,, for exanple, cap ,

[ ' -ai ‘tain-
hets, |ozenges or tablets which in each case may cont ain a cer _
gﬁxc)uﬁt oPh?’ﬁ@CgB?ﬁ?bﬁm'ﬂP%t%$ areayding t¢ onereshbodiingnt rasy be thage Whichlard ERRIbIERT

as sol ut p@an r@é;ﬂﬂ@ﬂﬁn%gpaﬂ(‘]gl_g%ryu%%ﬁ% ar‘%}]?ée]z%ueous 30 liquid; or-as a.n

. Oil-in-water or water in-oil “emu As a yg'rrentl(_)ned; t hese _
subcutaneous, intramuscular, intradermal or intravenous) administration, although -

- the most suitable manner of administration in each individual case may be debendent on
the nature and severity of the condition to.be treated and on the nature of the
compound according to formula (1) used in each case. Sugar-coated formulations

and sugar-coated delayed release formulations may also be included in one embodiment. Acid-

resistant and enteric formulations may be preferred. Suitable enteric coatings may include cellulose
acetate phthalate, polyvinyl acetate phthalate, '

hydroxypropylmethyicellulose "phthalate ;‘:Iﬂd anionic polymers of methacrylic acid
and methyl methacrylate. '

25 | | |
Suitable pharmaceutical compounds for oral adrriinistratipn can be present in
_separéie units, such as, for example, capsules, cachets, lozenges or tablets which o
in each case may contain a certain amount of lt'he-compound according td formu.la ()

| as powders or. granﬁles; as solution or suspension i an aquedus or nonaqueqﬁs
30 . liquid; or as an oil-in-water or water-in-oil emuision. As already rriéntioned', these
c'c')mpositioﬁs.cal_l be prepared by any suitable pharmaceutical method which may
- includes a step in Which the active compound and the excipient (which can coﬁéist
- of one or more additional constituents) are brought into contact. In general, the



conpositions can be prepared by any suitabl e pharmaceuti cal 6raitghems whi ch
may - includes 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 2 6 AUG 2004 11 conpositions may be prepared by
uni form and honobgeneous m xing of the agtive conpound with a |iquid and/or
finely divided solid excipient, after which the product my be shaped, if
- necessary. Thus a.tablet, for exanple, can be prepared by pressing or
shapi ng a_powder or granul es of the conpound, if appropriate with.one or
nore 5- CQEWP?‘B’P%‘T"aEBﬁ§Eqpﬁtﬁé’rf%¥sl!"'fpffﬁ§§€B0mﬂem0yscmiﬁng@f teaptived by

t abl et i._n Lo free-flow.ng for such as, for example, in a
powder o%&éﬁﬁ%‘ﬂ@g’ﬂﬂﬁ%%ﬁ%@r Fﬁ?&%’ﬂ@g it xgipigntdafter whichitha prodidter t
di | uent amay be d( i nBsEEE,. : ' i ' nifs) in a
sui tabl e rrgy hi ?\?&S%aged ta I.gédss aﬁﬁ%?%"?@g’ﬁ%“ﬁ’%%ﬁﬁ%@ ﬁeé;g'{"a_

pul ver ul SR RaWdenPeganuleswf theempamd, if appropAReditt8AL or I(,r,b,? '
sui taiyl e | tical ositions which may be suitable tor
per o?gl. (suE| |"%§ﬁ%%m{"5a%§neﬁﬁﬁe§??ﬁﬁlgﬁpﬁw bﬁﬂ%?ﬂ ladingttheh may contain
a conpouesmpoumddnfiee-fowiag faing such) agi VA i ustonarily sucrose
and gEm arabic,or tra a(_:aln?h_, ansd pa%%?ﬁ?%@éﬁ%@%ﬁcﬁg?’ﬂgéaqtﬂ%&d npound
“in an in8PPr §ifxed with acbinder, lubricagt ioert dliluent asdior oae (amdinthep Ry abi c..
Sui .t abl e ' e BN arenteral adm nistration my )
pref-erablsgha!?éh?f’umﬂe % or ;@ Q%#J%%SQ%})‘{"‘g{?gr%m%&?@%ﬁf@%gﬁébmmberdi ng to
f ornul a preparedbysiaping the puhefralcab bympdohaNirfoisi f_the

i nt ed ci.pi ent.. These Pr,epar ati ongﬁﬁay' g?é%%lﬁg%wﬁb%l @%ﬁi'ﬁ‘%‘i ered
intra engﬁf%'i}’,maﬁ?w&%gﬂ"l%"eadm ni stration can al so take place:

subcut aneously, intranuscularly or.- iihtradermally as an injection. These -

preparatjons can preferably be__mg_repar ed. by mxing the conpound wth water
and r endBPATRCEWiCabeAapasitions whishiraay b suilable fanpkbrafl (ssofimfia Wi th the' bl ood.
| nj ect abh@nmRMEAST bQ PeIAs Melely di ment _in eneral may contain
fromO0.1 to 5% by we?ght o@t&ﬂ% ac%%%ﬁ%ﬁ‘nﬁ@mmmd actording to formula

(1) with a flavoring, customarily sucrose and gum arabic or tragacanth, and

pastilies which may include the compound in an inert base such as gelatin and glycero'!. '

or sucrose and gum arabic.

Suitable pharmaceutical compositions for parenteral administration may preferably
inc!ude sterile aqueous preparations of a compbund accordir_ag to formula (I)';
which may be preferably isotonic with the blood of the intended recipient. These
preparations may preferably be administered intravenously, although the
~ administration ban also take _pf_ace subcutaneouély, intramuscdlarly or

ihtradgimally as an injection. These preparations can p:referably be prepafed by
"mixing the compound with water and rendering the obtained soluﬁoﬁ sterile and

- 25 “isotonic with the blood. Injectable compositions éccording to one embodiment in

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

. Suitable pharmaceulical composition's for rectal administration may be prefefably

| - present as individual dose suppositofies. These can be prepared by mixihg a

g '30 - compound according to formula (1) with one or more éon\}entional solid excipients,
for example cocoa butter, and shaping the resulting mixture. |



Sui t abl e pharmaceutical conpositions for' rectal adninist2§t$WhZWﬁy be
preferably present.as individual dose suppositories. .These can be prepared
by mixing a 30 compound according to fornula (1) with one or nor e :
conventional solid excipients, for exanple cocoa butter, and shaping the:-
resulting mxture. 2 f; AUG 2004 12 Suijable pharnaceutical conposi tions
.for topical application to the skin may be preferably present as ointnent,
_.cream |lotion, paste spray, aerosol or oil. Excipients which can be used
are petrol eu elly, lanotin, polyethylene glycols, alcohols and -

conbi nat i 8!4!#&'0*9 phasmacentical ComRGsdmssfobmmat eppliddidn a6 tHeVekin ,?lgfgg und may

“be.in gen ntrati of fromO0.1 to 15% exanpl e -
-of from 0ﬁ éﬁ%ra%@&g %%bn\,é? éﬁﬁ"‘&f‘ tcﬁ%ar@oﬁ)ﬁBQi PagiR.. sprayReresokor eitini ni st rat i on
may al so. Bxci mhh&:h@nb@bké fo ansder mal
adm ni strati gn can be present g?@ﬁﬁ%ﬁ% at cﬁm%ﬁ#‘%ﬁﬁﬂ E)’ %@

“sui t abl e #gPholsand ipatiens ebiwaert mare pf tﬂmeaﬂbdmntr% e hbm/epat i ent .

Such pat ntai n. the active ound in_an optionally

buf f er edCdgqueous é’g Stu?géryerglg)r%ssegp%%‘;%?t@t'oﬂ ng’g%%tq ho%nfosgramaploe or

di sper sedfifrom 0Bty ge5, byAveight éfthe capigosfticipmpound concentration may be
fromabout 1 %to 35% preferably fromabout 3%to 15% As a particular

possibility, the active compound can. be released by 15 electrotransport

or i ont Ofrhnsdasinal adasinidestiohinkgthlsd B pesI®| Sitab lsalogfesearch,
2(6): 318 (1986). An el eventh aspecf of the%r%sﬂﬁgﬁ@%\%/@%w%'p?ﬂ Rer mor e

pr ovi de optr@nmmﬂdpnmphtaﬁmgcambe p?@ﬁmﬂlﬁaﬂﬁdﬁfddah ti:ﬂéﬁ"-\bﬁ‘icﬁ ma‘ﬁyfl'ihat the

conp unds of  the fornul a suc a way. 't
pr oc %Uﬁgﬁl%(:fg[)[})g\gn% ‘?'HW'dW"hﬁ‘Q epiderris Qf (ﬂh@pﬂheﬂﬂl Buch P8tchies may
R4) O( 5} Niditathty \ConkiiR the actlve compound in an optionally buffered aqueous solution,
dissolved and/or dispersed in an adhesive or dispersed in a polymer. A suitable

active compound concentration may be from about 1% to 35%, preferably from about
3% to 15%. As a parhcular possrbllnty the active compound can be released by

15 electrotransport or iontophoresis, as descnbed for example, in Pharmaceutical .
Research, 2(6): 318 (1986).

An eleventh aspect of the present invention furthermore provide a pré;cess for preparing the
compounds of the formula I, which comprises obfaining the compounds of the formula | in such
a way that the procedure is according to the following reaction scheme:

'Brz N
R' ‘ |
oo
R4-C(S)-NH, (V) - \l/ :
— R1 S
R3
R1* !

~To'this end, cbmpbur_ads of.the formula I,




RI R R4 -To this end, conpounds of-the formula Il, 2 6 A"Z'CE 398%d3 R1 RL
formula 11 R3 in which RL and R1l' are as defined above are reacted with
brom ne to give a conpound of the fornmula IIl in which R3 is as defined
for forrmula 1. Conpounds of the fornul3 Il are then reacted with
thiomdes of the formula IVH .IV 10 in which R4 is as defined for
conpounds of the formula | in which R2 is hydrogen, For their part, these
_‘compounds can be converted by standard methods into conpounds of the .
formula I in which R2 is as defined for foghula 1. 15 The conpounds of the
formula | can also be present as sal acids. Suitable inorganic
‘acids are, for exanple:. hy h as hydrochloric acid and
hydr obrom ¢ acid, and al so sul furid horic acid and -

am dosul fonic acid.' 20, Organic ae which may be mentioned are, for
exanple: formc acid, acetic acigp.- benzoi c acid,. p-toluenesul fonic acid,
benzenesul fonic acid, succinic acld, fumaric acid, maleic acid, lactic .
acid, tartaric acid, citric acid,'LT 5L 40 acid, salicylic acid,

i set hi oni c acid, nethanesul fonic aci rifluoromethanesul 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 oxi de.
2 ' ‘

in which Rt and R1" are as defined above, are reacted with bromine to give a

~compound of the formula Ill in which R3 is as defined for formula 1. Compounds of the
-+ formula 1l are then reacted with thiomides of the formula IV '

10
in which R4 is as defined for compounds of the formula lin which R2 is hydrogen
For their pan, these compounds can be converted by standard methods into
.compounds of the formula 1 in which R2 is as defined for formula I.

. 15 The compounds of the formula | can also be present as salts with acids. Suitable
) inorganic acids are, for example: | |
hydrohallc acids, such as hydrochloric acid and hydrobromlc acid, and also sulfunc
- acid, phosphoric acid and.amldosulfomc acid.”

‘2(_)‘ - Orgamc acids which may be mentioned are, for example: formic acad acetlc acid, -
benzoic acid, p-toluenesulfonlc acid, benzenesulfomc acid, succinic acid, fumaric
-acid, maleic acud lactic acid, tartaric acid, citric acid, L-ascorbic acid, sallcyllc acid,
isethionic aCId methanesulfonlc acid, trifluoromethanesulfonic acid, 1 2-
‘benasothlazol—8(2H)-one, 6—methy|—1,2,3—oxathaazm—4(3l-{)-one 2,2-dioxide.
25 | S |
The procedure described above may be advantageéusly carried out such that the compounds Il
may react with the thioamides 1V in a molar ratio of from 1:1 to



The procedure described above nmay be advantageously carried out such t hat
t-he conpounds Il nay react- with the thioanmides IVin a rfof UG @t o0 of
from1l:1 to 2 6 AUG 200 14 1:1.5.. The reaction may be advantageously =
carried out in an inert soIvent,'for exanple in polar organic solvents,
such as di nethyl fom am de, dinmethyl acettd de, N-nethyl- 2-pyrrolidorie,
di oxane, tetrahydrofuran, acetonitrile, nitromethane or diethylene glycol
di et hyl ether Particularly advantageous sol vents, however, may have |

proved 5 ge acet ate and eth acet ate, short chai n al cohol s, such
as net han et a Bsrsivantag brp‘afr@ri OUbrﬂanrlftﬂﬁeaolvenarqr;ekamaeanes

such as, ure of the
Feaction %&%’?*%%%t?g'rgﬁﬁetgﬁtg gty oRfiamile, Wit Bifaditainids, N-tigibun: <

nent i oned2vpyrrolidonectdioxand, |te,trahydrefmm1 metmtnl@&)itrbﬁlétﬁéﬁe SHifefRlishe SUCh
th 10 benzene, ethanol th

as, for e

_t ol Uene, ﬁ%ﬁﬁ!}?ewtezﬁ%ﬁ g?m'?f’ %B’rﬂéﬁ’a&m%‘tW %\fftntsuhywe\mmaw have phayed

et hand Wd be I | or.onet hane
oS Do PRIkt eyl UeottE IR e BIEShAS L i eifddinr ™ n"
each caseﬁ@m@ L ipgopansidsepropandlcand memalkybke:eaes gicth 4§96 8xarhplan be

suspended tion medium In pr| nci pl e,
the react an gaqaghgﬁéahé&%g Mt ©eachien media mentioned
particul agan alsbftfe nﬁkaﬂﬂlmrﬁturéémplﬁedtﬁ)l@@rm?ﬁe( iared ith | 'sﬁgreﬂg% ‘Pﬁ'ﬁf\'h' ch may
be as |ow as possibl-e. The reaction nmay proceed 1n an on

- exot her nitgkemnense, mapbe leas bletabtﬂ deoh awtfortmqawem nwat()@sa:ﬁdteilmt witior ef er abl y
bet en,-50C and 90C may . have .
¢ \Qf'ar I ﬁen féﬁg&q @"Fﬁg‘“@ icu gﬁﬁ(}qﬁg@tﬁ@ e&hngr t%:ttsttylmeﬂwhe may

BE1 ar gel athee wthatel it carban tetactilovide] @6PIONBIVALE CRIBTOIORY, BRNRELHES
'ow! tenpera res

Teg Btegts i VI andbg*f chigrog 9%@2%%@%&%@%@@&%&% r%/rdar selventdn edcte may ‘be
general | )basb%tmwefpéﬁlé]ﬂ&% G iﬂ%rh@kﬁe%s The reactants can be suspended
) or dissolved in the respective. reaction meduum In principle, the reactants can also
15 ‘be reacted in the absence of a solvent, in particular if the respectlve thiomide may have
‘a meltmg point which may be as low as possible. The reaction may proceed in an only
_sllght!y exothermic manner and can be carried out between —10°C and 1 50°C;
preferably between 30°C and 100°C. A temperature range between 50°C and i

90°C may have generally been found to be particularly favorable.

120
~ The reaction tilt_te may be largely dependent on the reaction temperature and may be between
&9 2 minutes and 3 days at relativelgr high and relatively low temperatures, |
respectwely In the favorable temperature range the reaction time may be generally
| between 5 minutes and 48 hours. '
25

In the course of the reaction, the compounds | may frequentty form a poorly soluble
deposit in the form of their acid addition salts, expediently a suitable precrpltatmg
agent may be additionally subsequently added. Those used are, for example,

| hydrocarbons such as benzene, toluene, cyclohexane or heptane or carbon ,

30 tetrachloride; in paricular, alkyl acetates, such as ethyl acetate or n-butyl acetate, |
or dialkyl ethers, such as diethy! ether, diisopropyl ether, di-n-butyl ether or tert-
butyl methyl ether may prove particularly suitable. If the reaction mixture remains in

solution after the end of the reaction, the salts of the compounds | can be



In the course of the reaction, the conpounds |I may frequen%ég forma poorly
solubl e’ deposit in the formof their acid addition salts, 6%@i4§hﬂ y a.
suitable precipitating agent may be additionally subsequently added. Those:
used are, for exanple, hydrocarbons such as benzene, toluene, cyclohexane

or heptane or carbon 30 tetrachloride; 48 particular, alkyl acetates, such
as ethyl acetate or n-butyl acetate, or -dialkyl ethers, such as diethyl

et her, diisopropyl ether, di-n-butyl ether or tert- butyl methyl ether may
prove particylarly suitable. If the reaction nmixture remains in solution

"after thePEgiPtated msingone oldhe precipiatingsagsints mentionpdyif dppropritie afte? 6 AUG
2004 15 p behtkAidrthrihd he | pitaLing agents nmentigned, if

. appropri ag}g a tﬁér coﬂr@%%ég@ﬁg%iuﬁoﬁt ﬁ@ﬁﬁéﬁé@oh‘%%?'uﬁ?fbﬁf%m@mme, t he
sol uti on ofixitihe cae alsd emadvinthgecushefilierbd it ha SuRMbALT e of thix! tered into

_the sol uti-'on'.o.[ one of the precipitating agents nenti-oned, Wi stirring.
Wr k-up oPreGitatng agents mentioned, with stimiag.cWodeup f the reantiongubdurehadn t he
reactigpn Rlept [ ine by addition o . organj.c base;
Ctch oo, ot SariBY oot shlich e RdcBoh Rk ey biierst akelsg e
nor phol i nef am ogganic bdseyssuch ak, &r@x&nﬁﬂé,@d@hﬂaﬁaiﬁeﬁ@ﬁgéﬁu@gﬁﬁ?e Ghd the
crude reagtion .%produc#I gn‘%}/ be purified chromat og‘ra hicall'y, for exanple on
a silica gaMUYR Qhfnorghel Q!&!E%Fé‘?%@(éwgﬁa@'%@[ Hlunded-drenehiamdpr ove
to be, fothecage! iohCn 3 : .t h pethanol . m xtures
of <di chi oronet ﬂgﬁgacﬁoﬁgpr%%ghﬁgpé BIr‘rqﬁ)‘(et8 EE%’L" agc_%?%pﬁcgwéor\ﬁx?rﬂmmﬁaﬁqﬁ? or
et hyl" acegeleolumnyafiercopcentratior Buitableaslatnts o thisyrbveaa ) iér SkHihpRs

hept : ' rd fication.of . the cryde prodyct may be car_ried_out’ in -
the ﬁa%ﬁne'b‘wé@g cﬁ%&‘?‘l &t_e yﬁﬁﬁ?'h_?aahm'ﬁer&p?fdﬂ%mmu Weerwithul a | can be
obfjai ned ietariolmirtiires BREAutie Wille nidihdnt) dr kitlyl 48t & Ptﬁ?tl}i’é’ o?%ﬁ% .
di ssol vi ng. or suspendi ng the base in an organi'c protic So ven?, as .
met hanol , acelatemidh hydosahens such ias deptaren diithe purification of thendradeprodiset
sol vent .ethyl . acetate; diethyl ether, diisopropyl-ether, ‘
tel | - but y'ﬁ%? ﬁ@rpe&e?%g}tpe gEBoE, ,tge‘“’tcﬂ{’]‘%/cjaﬂg}ﬂ?'a?ﬂ?‘ﬁﬁ‘ﬂ Prg ‘éctthV1 €or but an- 2- one,
and t hen formaaka Iraanttie ebiainct from thé purybade of 8 ISmAAHI TRUSBLEIFEHYOf an
[ norqgm’ cd.aci d such as, for.exanple, hydrochloric :
issolving-or suspénding the base in'an organic profic solvent, such as methanol,

ethanol, propanol or isopropanol, or in an organic aprotic solvent, such as ethyl

acelate, diethyl ether, diisopropyl-ether, tert-butyl methyl ether, dioxahe,

tetrahydrofuran, acetone or bixtan~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_ethér or éthanol, or

another of the inorganic or organic acids mentioned further above.

The compounds of the formula | can be reciystallized from an inert suitable solvent

such as, for exajmple,' acetone, butan-2-one, acetonitrile or liitrbmetﬁarie. . |

However, particularly advantageous may be the precip.itatio'n from a solvent such as, for

éxample, dimethylformamide, dimethylacetamide, nitromethane, acetoniiﬁle;

 preferably methanol or ethaniol. o

The reaction of the compounds of the formula fil with the thicamides 6f the formula

IV can-also be carried-out such that an at least equimolar amount of a base, such -
_ _' 30 as, for example, ;(riethyiamine,' may be'a-ldded to the réaétidn mixture and the resulting

compounds | may then be optiorially converted into their acid addition producfs.

By treatment with bases, the acid addition products | can be converted intothe

compounds of the formula [ (free base). Suitable bases .art_e, for example, solutions

. v B ' - .



20 acid, dissolved in an inert solvent such as, for exanple, diethyl ether
or ethanol, or another of the inorganic or organic acids A@ndU®r280d furt her
above. The conpounds of the formula | can be recrystallized froman inert
sui tabl e solvent such as, for exanple, acetone, butan 2-one, acetonitrile
er nitronethane. . However, particul arlt$ advant ageous may be the '
‘precipitation froma solvent such as, for exanple, dinethylfornarnide,

di met hyl acet am de, nitronethane, acetonitrile; preferably nethanol or.

et hanol

t hi oam de¥ BPIAaNC

. The react;ﬁﬁi} of ‘the conpounds of the formula f11 with the: -
fredes; sughaglithiuge hydroxide, iseditn hydioxide, ipotassiuai. | east

i mol . or. 6 triethyl anine, b
e 1o Tronae, Ry oI DA MR, SRt AGRRIOBED ' hen be

opti ona

|-l carbonates; sutti as sodibri carbohateastdidtassiupy stb6hste '%dﬁjﬁ?ﬁwfﬁigten"“ th
[ e ‘conpounds of

bases, the i d addi tion products | can be converted into th
the-forrr&qsﬁna(ﬂ?rcgémmﬂ'ﬁ hsarqsm@ arale, ammonigrandiamisies, such asi ons 2 6
AUG 2804 \rhiRer j ' i Lhium hydroxi de;  sodi um
hydr oxi deﬁ%&@?gf gﬁ“@ﬂ%&?ﬁéﬁ%@#u a@ﬁé’&'pﬁé&h?’ 'E'é’lrﬁ’xhﬁ"r?yr oxi de,

car bonat dBetbyldisyelahpagilaminebonat es, such as sodi um carbonate or potassi um

car bona
ammoni a
. di ¢ydoh
Thi om d
obt ai ne

te,' sodium hydraogen carbonate or potassium hydrogen carbonate,
and am nes, such-as 5 triethylanne, diisopropylam ne, _

Shidnddese thefomeild Wi M&y eitieF i \@Imméicially availdBid Hydadlibeybtateaxy| ani ne.

es of the fornula IV may either be comrercially availabie or can be

d forearaplanby eeadiipniof the comesponding carhoxaidelwith pHusphwas de

gt @ po pen gtk tn ;RRAATH, N. 4ol Hidsragforc Chermy e %KE&%@T or

chem " Re

pyfi din

e wilhdbamzsshyl s ieagphtintoluons 0y ne, (S ARAUAPNBERS RO flg-2resson

preferably 1/ a m of

Bull . So I m*Bej ges 87, 229 41 )
t et rahyd ﬂ%'h%:ﬁq%ra_%&@d h@Wﬁ%OTB,BﬂJ'!é,S@Ct GhimhBeiges 87( 2280)(19py8)jr di none

or 1, 3-
functio

25

30

ol o Wl o oA bR s S0, <>
“2(1H)-pyrimidinone or 1_,3—dimethyl-2_-imidazoﬁdinone. Hydroxyl, amino or. |
édditiona! carbonyl functions may be in this éase expediently prdtected usinga -
removable pretecti(re function, such as, for example, a benzyl, tert- |
butquxycarbonyl or benzyloxyéarbonyl radical, or converted into an optionaily
cyclic acetal. M_ethods for this are described, for example, in Th. W. Greene and
P. G- M. Wuts, Protective Groups in Organic Synthesis, Second Editiori, 1991, |
John Wiley & Sons, New York. | -

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

N=—=C—R4

fdn*nul_a vil

with hydrogen sulfide (Houben—WeyI- IX, 762) or thioacetamide (E. C. Tayfor, JA.
_Zoltéwigz, J. Am. Chem. Soc. 82, 2656 (1 960)) or O,0-diethy! dit_hiophosphon‘c
g'cid. The reécti{')ns with hydrogen : sulfide may preferably be carried out in an organic -
goWent, such.as methanol or ethanol, those with thioacetamide in a solvent such
as dimethylformamide with addition of hydrochloric acici, and those’ witﬁ ' |



renmovabl e protective function, such as, for exanple, a bené)él t ent
butyl oxycar bonyl or benzyl oxycarbonyl radi cal, or convertefl®

“optionally cyclic acetal. Methods for this are described, for exanple, in
Th.- W Geene and P. G M Wits, Protective Goups in Organic Synt hesi s,
Second Edition, 1991, '..20. John Wl gy & Sons, New York. Thioam des of
-the fornmula IV can al so be obtained by reacting nitrites of the -formula
VI 25 N- =CR4 formula VII with hydrogen sul fide (Houben-Wyl 1X 762)
or thioacetamde (E. C. Taylor, J. A Zoltewicz, J. Am Chem Soc. 82, 2656

(1960)) 6Ondiethyl difigphatsptiriciaoid imasbiventsich aEFahw%féta@%d@r Ldiy dr ogen
sul fide pref(ﬁ{iab} be cgrl ed. out in an organic 30 . sol vent, ’such.

as -net h&ih MPLRIYIGI QWY WAIaNng.n a ' sol vent such as:
di met hyl formami de with addltlon of hydrochloric acid, and those with . 2 1

AUG 200417 i i d h hyl
- fcet otk xinBel bk bhal ) SRERE A PRl et o '™
wi t h- Y\@r%'ﬁlj—‘ mﬂaéuaedampltmt@r d?onmmr?_ﬁmnsse(mg; X geré F?Bé@@é(ﬁeﬂ BRd
Irnventl ri.c € neasurea nelting or
A lpeué n‘é@aﬁ!{)agp&e&d%l%)op t%ﬁe@giﬁ%{at% g

deconposi t’ion®poi nts ‘orrected and nmay be generally
dependent on the heating rate. Table 1: Exanples RL Rl° . 10, fornmula | 2 6

AUG 2004 18 ExanpleRl; R R2R3R4Saltmp [
Table 1: Examples

Rt

10 formula |



16- 0 ; HHH(C6H4)-4- NH SC2- (C6H4) - 4-Cl -116 26-C; ’ A
HHH( C6H4) - 4- ( NH SO2- CH3) - 166 36- Cl ; HHH( C6H3) - 3- ( SO2- N:CI—I-I\R(ﬁgIg)Z?S]- -.180
4-C 46-C; HHH(C6H3) - 3- ( SO2- NH2) - 4-Cl -. 148 56- a;

HHH( C- 6H4) - 4- ('S02- NH2) - 160 6H; HHH(CGHA)&4 ( SO2: NH2) HBR250 The conpounds  of
_the formula | are distinguished by favorable effects on lipid netabolism
.in particular, they are suitable as anorectics. The conpounds can be 5

enpl oyed on their own or in conmbination with other anorectically. active
conpounds. Such further anorectically active conpounds are nentioned, for

exanpl e, |Example RQ{B‘HIRQG, Rpapter 01 und sTimmng o
prepar at 4&%err i ds .Lrhe iﬁm:)ounds ar ngSm table for]t ae!t r:r"dﬁ"uglcg)i S
and in pdrticul $6-Qld |t kk. tHea1tO 5¥H4)-BINI e LGSH%)IJ@ onpounds are

further re suifable flor tjhe prjophyl axr s and th cul ar} for. the'
“treatne of typeCLIH]I gpbdt eg. [The h mpounds was stgd as
fol | ows: Bi ol ogfcal tést del : éé 16f§m"@§§<%¢h'§f t est gd d?\sgmal e or
femal e mce. Aftér vvlthdravval of feed for 24 hours, t he |t est
pr epar at oM was ) ed-vHa—a—stomrach—tube—kept—i5—-ndibvi-dyal 1y and
with frelg acces glp& ldr i hﬁr n \AEI(@BH3I'BE(S§)2-NBCH Né@Ha)zﬂ-f ered ¢vap8Pat ¢d
mlk 30 |mnutesfafter|the Jadm rfi stration of the preparat|ion. The
consunptfi on of pvapor &ted i | k {was deterni4éd hal f-hourlly for |3 hours and-
the 2 6 JAUG 200§ 19 ge¢nerdl cordition of the ani mals wag obsefved. The¢
nmeasur e mlk cbnsunption _was c_orrpared wth that of untjreated.contro
ani mal s.|4Tabl e' [62CLAh )rHcrl Haqt i %amﬁ@téég-r\ﬂ-?g)fﬁ'ﬂ“’t ijon_of [t heggumyl ated

m-4 k
: 'F':)

174

15 6-CbH| H| H (CsHa)-4-(SO2-NHy) - 160

6 HH L H T H | (CoHa)4-(SO2-NH) HBR | 250

The compounds of the formula | are d'istinguished by favorable effects on lipid
| metabolism; in particular, they are suitable as anorectics. The compounds can be '
5 employed on their own or in co_rnbina_tion with other anerectically. active
'eompounds. Such further anorectica[ly active compounds are mentioned, for
example, in the Rote Liste, chapier 01 under slimming preparationslanerecties.
) The compounds are suitable for the prophylaxis and in partiéular for the t‘reatment
of obesrty The compounds are furthermore suitable for the prophylax:s and in
10 partrcular for the treatment of type Il diabetes. '

The eﬁicacy of the compounds was tested as follows:
jBiological test model:

The anorectic action was tested on male or female _NMR-I 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 preparatron The
consumption of evaporated milk was determined ha!f—hourly for3 hours and the



consunption of treated aninmals conmpared with untreated anipals. W
Conmpound/ exanpl e. . Oral Nunber of Number of Reducti on of doseaﬁl fre <00 ani mal s
| the cunul ated R4[ngfkg]cunul ated cumul atedmi | k N=(.milk nilk-consunption .
R2- O Sconsunption -consunptionin Rl RSol9the treated of the% of the animals
untreatedcontrol control RO.N/ [m] animals fornmula I Nm Exanple _
450f emal e fenal e69 animals ' aninmals -5/0.82 5/2.66 Exanpl e 554nml e ani nal s

oL Wl o R o

formul a | washioniparedwith e 6f anvésteticontel Afialdne preparation of sone

exanpl es is described in detail |
e obtained in a simlar

formul a 1

bel ow,

manner :

t he ot her

10 conpounds of the
2 6 AUG 2004 20 Example 1

( OorrpoundT\i,aL\S 6 2:4- cnfABPERACAELioR. BIRASHESCRS feguction of the cumulated mitk
roxy- 8, 8a- di-hydro- 3@%&&@@%{&%&5&*&%8{51%%&@ with untreated animals,

phenyl j benzenesuf f on" am

Compound/example . Oral Number of Number of | Reduction of
) dose | ~ animals/ animals/ | the cumulated
[mg/kgl | cumulated cumulated milk
mitk milk consumption
_consumption | ‘consumption in
- of the treated of the % of the
= animals untreated control
v J ) . control
R1 _ N7 [mi] animals
formula |
L N/ fmi]
Example 4 50 female female 69
animals’ animals
570.82 5/2.66
Example 5 50 male animals | male animals 95
5/70.08 5/154
Example 6 50 | male animals | male animals 76
\ 5/1.26 5/5.10
5 o
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
10 compounds of the formula | were pbtained in a similar manner:



5 a) "2-Brono- 5-chl oroi ndan-1-one: 10 g (0.06 nol) of 5-chl oroi ndan-1-one
are -dissolved with stirring at room tenperature in 120 rf 6 guGglekci al
acetic acid. 0.05 m of a 48%strength solution of HBr in water and then
3.074 mM (0.06 nol) -of brom ne, dissolwam 10 in-25 m of glacial acetic
acid, are added dropw se. The reaction has ended- -after 2 h of stirring at
roomtenperature (TLC). The solution of the crude product is, wth

stirri-ng, _slo % ded dropwi se to 300 ml of ice-water. The precipitated
1ompa

crude probRf@Mm ddt with suction and washed thoroughly with
wat er.. The noist residue is renoved fromthe filter using ethyl -acetate, 15
and the phases of the filtrate are separated. The organic phase is dried .

over sodmﬁmemnque(s-dhld:meaaeuymd;émm po-8AH-indehof1clupffhzpl-oSaur €. The

residue is, dissolved in 120 . m of hot n- hggt ane; the hl:)t sol utio%%,?);l _

filtered PREp Hzﬁnﬁla@f‘éﬂ"@‘?:l ter and the solution is then left to

crystglize at 0OC. The crystallized product is filtered off with suction

and dried- under reduced 20 pressure. MP.: 94-96C b) .

4- ( 4- Chl oapben2-BreswtS-chipraindam)itdricobenzani de: 0.26 g of

4-chl oro-4" - cygno enesul f.onam de are suspended in 10 m_ of 25 absolute

et hanol and adﬁ?ggﬁ% ?‘HB@T %E&\?ﬂmwaﬂr@lﬂ?Iarﬁid!i’rﬁobfﬁ%&ﬂhatl@,ngeﬂtdoonhe ’

m xture is stitehfiferdfein {80 B0 hgr, ' of m of

di ethyl dithi Opﬂ?sbphate s tkgéfgﬁgggﬁeﬁth‘ﬁgﬁhéﬁﬁﬁﬂzr’fe‘ggg asitenaly at ref

| ux “tenper at walulan ofHBuin water aad theTBH7danl (0J06 exul) ofrominé WdiSsdived -
due is stirred with

G 19y omet harld 270 PFUAGRF eI Sra aded SFopwloe dngreachamhas.eodei,
osUl L1 ng*4- (4 ohor obaneng e horf PRI (LR IRE SRR the iRle, e
next step wit ¥QdHuetis, with stireng, slpwlyi addest dropwise & 30Gn140&e-water. The
precipitated crude product is filtered off with suction and washed thoroughty
_ ~ 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 ovef
sodium sulfate, filtered and concentrated under reduced pl-'essure. The
residue is dissolved in 120 ml of hot n-héptane; the hot solution is filtered
through a pleated filter and the solution is then left to crystallize at 0°C. Thé -
crystaliized product is filtered off with suction and dried under reduced
20 pressure.' o |

M.p.: 94-96°C

b)-  4-(4-Chlorobenzenesulfonylamino)thiobenzamide:
' 0.26 g of 4—chloro-4‘~cyanobenzenesulfonamide are éusperidéd in 10 ml of
25 ‘ | ‘absolute ethanol and admixed with 0.15 fnl of diethyl dithiophosphate, and
' the mixture is stirred under reflux for 8 h. Another portion 6f 0.15 ml of
diethyl difhiophosphate is then added, and tﬁe mixture is stirred at reflux
temperature for a further 12 h. The cooled réaction mixture is concentrated
- under reduced -pres_suré; the _residué is stirred with dichlorométhar'}e and the
30 solid residue is filtered off with shction, waéhed with dichloromethane and
dried under reduced pressure. The rea_sulting'4—(4—ch!orobenzenes'ulfonyl-
amino)thiobenzamide is used fof the next step without any further
purification. ' -



21" 4-Chloro- N-[ 4-(6-chl oro-3a-hyd roxy-8, 8a-dihydro-3aH-i ridendt 004

1, 2- d] t hi azol - 2-yl)phenyl] benzenesul fonam de: 5 At roomtenperature, 0.15
g of the compound from Exanple 1 b and 0.11 g of the conpound from '
Exanpl e-1a are dissolved in 5 nl of dryfacetone, and the mxture is then
Stirred at roomtenperature for 4 h..65 /A of triethylamne are added, and
the mxture is stirred at roomtenperature overni ght: Another 20 N of .~
triethylam ne are added, and the- mxture is stirred at room 10 tenperature
for another night; The reaction m xture is then concentrated. under reduced

h
hator andoncer o RO I EhtRo-dehidtof).8ila-BFSUR-SarBRe 500 2 HibRedl-um
sul fate, flltﬁ'ﬁﬂpb@l@ﬂbenzmmmﬂfbadnudeier reduced pressure. The resi due i's

purified by silica gel chromatography using toluene/acetone 311. 15 This
gi ves 4-chl aro- N-[ 4- (6-chl or o- 3a- hydr oxy- 8, 8a- di hydr o- 3aH i ndenoj 1, 2-

d] t hi gzol - 2-yI Atrenvichisrarie o5 §'@rheeoflpdtRld o Bt Sha 5FG' © 2

(.Conpound 6):
4- (-6- Chl or o- 3alfrthompoana&om Exdmple dstare dissolvbdind ninbaaqﬂaé’erwhébﬁwene

2-br omo- 5. chi oPSTEFE Biign stigheit ?Oleﬁﬁeﬁ}'i{éﬁ%m lasch o aof iotrdaminaung
: ggs Pgt renrallt t L lng |a@rr€ laﬂtlied;\ar?:% tr%gﬁ%u%f@ tsﬁrer @ﬂ t%%%@fgéﬁem: IﬁTl EPGI1 01553
Another 20 4 of tiiethylamine are added and the mixture is stirred at room '
10 temperature for another night. The reaction mixture is then concentrated
e under reduced pressure; the residue is dissolved in ethyl acetate, washed |
twice with water and once with saf. sodium chloride solution, dried over
magnesium sulfate, filtered and concentrated under reduced pressure. The
| residue is punfled by silica gel chromatography using toluenelacetone 3N,
5 ~ This gives 4—chIoro—N—[4—(6-chloro-3a—hydroxy-8 8a-dihydro-3aH- mdeno[1 2-
d]thlazol-2-yl)phenyl]benzenesuIfonamlde of melting point 116°C.

Example 2 (Compound 6): -
4- (6-Chloro-3a -hydroxy-8,8a-dihydro-3aH-indeno[ 1 2-d]th|azol-2-yl)benzene-
20  sulfonamide is prepared in a similar manner by reacting 2- bromo-5—chloromdan-

_ . T-one with 4-sulfamoylth:obenzamlde The compound has a melting pomt of .
£} 160°C.



in which 10 Rl, R1' independently of one another'are H F BqUG %1’ 1, - CF3,
NO2,» CN, COOH, COQ(Ci-(C6)-al kyl, CONH2, CO\IH(Ci-CG)-aIky:F, 0
CON[ (C1- WO od¥eang72, (Cl-C6)-al kyl, (C2-C6)-al kenyl, (C2 _
© (Cl1-C6)-al kyl, where in the al kyl radicals one or. rmr'e?ggqmglblﬂqﬁegs
hydrogen(s) may be replaced by fluorine, or one hydrogen nmay be 15 repl aced
"by OH, CC(OCH3, OC(OH O CH2-Ph, NH2, NH-CO CH3 or N(COOCH2Ph)2; are
S02- NH2, SO2NH( C1- C6) - al kyl, SN (C1-C6)-al kyl]2-, S-(C1-C6)-alkyl,
S- ( cH2) n-Bateny claimss ( c1- C6) - al kyl, SO (CH2) n- phenyl, SOP - (Ct-Cs)-al kyl ,
S02- (€H2) n- phenyl, where n can 20 be 0-6 and the phenyl. radi.cal can be
substituted up to two tines by F,. d, Br, OH CF3, NO2, CN, OCF3; '
O (Cl-C6)-al kyl, (Ci-0C6)-alkyl, NH2; are NH2, NH (G -C6)-al kyl,
‘N[ (C1-.C6)t.al kyA E@mpsindiof @ie faxmdla | phenyl, bi phenylyl, O (CH2) n-phenyl,
where n can be 0-6, 1- or 2 6 AUG 2004 23 2-naphthyl, Z-, '3- or 4-pyridyl,
2- or 3-furanyl or 2- or 3-thienyl, where the phenyl, biphenylyl, o
napht hyl , pyridyl, furanyl or thienyl ri ri%f can in each case be
substituted one to three tines by F, O, , I, OH CF3, NO2, CN, OCF3,
0-(Cl-06)-al kyl, (C1-C6)-alkyl . NH, Cl-C6)- al kyl, N[ (Cl-C6)-al kyl 12,
S02- CH3, . COOH, COO- (C, -C6) - al -0 fo , . are 1,2,3-triazol-5-yl, where
rted Ny the 1-, 2--.or 3-position by -
ey the tetrazole ring can be -
bof by nethyl or benzyl; R2 is H,
kyl, (CH2)n-phenyl, (CH2)n-thienyl;

the triazole ring can be subs
met hyl or benzyl; are teBfazs
substituted in"the 1 10 or 2-A
(C1-C6)-al kyl, (C3-C6)-cycl oz
G s " R1’

[
in which

10  R1, R1' independent_l_y of one another'afe H, F, Cl, Br, l,'CF3; NOo, CN,
~ COOH, COO(C1-Ce)-alkyl, CON_Hé, CONH(C1 Co)-alkyl,
CONI[(C1-Ce)-alkyll, (C1-Ce)-alkyl, (C2-Ce)-alkenyl, (Co-Ce)-alkynyl,
- 0-(C1-Cg)-alkyl, where in the alkyl radicals one or_mor‘e,'or all the
hydrogen(s) may be replaced by fluorine, or one hydrogeh may be
15 replaced by OH, OC(O)CH3-; OC(O)H, O-CHy-Ph, NHz, NH-CO-CH3
or N(COOCHaPh)y: R
are SO2-NHo, SOQNH(C1 -Cs)-alkyl., SOgN[(C1—C6)-aIkyI]2 ,
S-(Q1-Ce)—alkyl, S-(_CHg)ﬁ-phenyl, S0-(C1-Cg)-alkyl, SO-
(CHa)n-phenyl, S02-(C1-Cg)-alkyl, SO2-(CHz)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, 0-(C1¥05)-aikyl, (C1-Cg)-alkyl,
NHg; _ | :
are NHg, NH-(C1-Cg)-alkyl, N(C1-Cg)-alkyllz, NH(C1-C7)-acyl,

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




{CH2) n-pyridyl; (CH2)n-furyl, C(O-(Cl-C6)-alkyl, C(O)- ((? C@%H &]yGI oal kyI
C(Oy- (CH2) n- phenyl, C(O-(CH2)n-thienyl, 15 C(O-(CH2)n-p |§
C(O-(CH2)n-furyl, where n can be 0-5 aégj in which phenyl, thi enyI

pyridyl and furyl can in each case be 'Substituted up to-two tines by a,
F, CN, CF3, (Cl-C3)-alkyl, OH O (Cl-C6)-alkyl; 20 R3 is H, (ClL-C6) - al kyl,
F,- CN, N3, O(Cl-C6)-al kyl, (CH2)n- phehyl (CH2) n-t hienyl, (CH2)n-pyridyl,
(CH2) n-furyl, V\herenaptﬂll‘iylba* 3007 4apticyl rg\mlszfurg,lﬂqr@,ylg,og-hqﬁ@f}g Mrédyl
and furyl can in e ch case be substituted up-to two tines

CF3, (Cl-C3)- al kyl thegphenyh biphenylyl, saphthyi, :ps/ni:lyl @@@uylcmmeménm can I(ynyl

C2- Co6 | k | 000 Cl-C6 ) OH, O).NH2 NHCH3
o o) o 96 eéwﬁeke u%@%&ne&a ﬂﬂfg(edl)r@eSbszC‘)é Bru b OO, | s

phenyl, biphenylyl - or 2-naphthyl, 2- - or 4-pyridyl, 2- or
3-thienyl, 2- or SNQE'Q ,QCFSAO‘ 136)'ﬁ'|@kdcy+06)ialky|4NHQr N&H{GY Qg yI , . 1
-pyrazonI 3- or 5- |soxazolyl - or 3-pyrrolyl, 2- or 3-pyridazinyl, 2-,

5. 4-5or 5-pyrim dakyl, N[(Bp@rs?eaikwb, S@p¢GH3, GO0 a@omctarcg -afikiyl,
5-benzi m dazol yl , 2-benzot hi azolyl, . 1,2, 4-triazol-3-yl, ri azol - 5-yl,
tetrazol -5-yl, |ndgbm=|é/-|, I ndol - 5- yI or N-nethylim dazol - 2- -4- or -5-y|;
and RS is substltut ed by NH SQ2- ( C1- C6) - al kyl ; NH SO02- phenyl, where.the-

-phenyl ring can beafkM 2@&1&2"0!15% Nﬁelfé)thb"tﬂaiélé‘?ﬁagkbdh Igas@étﬂﬂeg ifrthek I 15

Y 1-, 2- or 3-position by methy! 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-Cg)-alkyl, (C3-Cg)-cycloalkyl, (CHg)n—phenyl, (CHz)n-thienyi,
(CH2)n-pyridyl; (CHz)n-furyl, C(O)-(C1 *Cs)-_alkyl, C(0)-(C3-Ce)-
‘cycloalkyl, C(O)-(CHg)nﬁphényl, C(O)-(CHo)p-thienyl,
15 ' C(O)-(CHg)ﬁ-pyridyl, C(O)-(CHo)n-furyl, where n can be 0-5 and in
wh'ich phenyl, thienyl, pyridyl and furyl can in each case be
substituted up te-two times by Cl, F, CN, CF3, (C1-Cg)-alkyl, OH,

O- (C1 -Cs) alkyl;

20 ‘R3 is H, (G1-Ceg)-alkyl, F, CN, N3, O-(C1-Cg)-alkyl, (CH2)n-phenyl
(CHz)n-thienyl, (CHg)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
0-(C1-Cg)-alkyl

25 ~ is OC(0)CHg, (C2-Ce)-alkynyl, (Co-Ce)-alkenyl, COO(C1-Cg)-alkyl;
C(O)OH, C(O)NHg2, C(O)NHCHa3, C(O)N(CH3)2;

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



, Y 1- 6)-a O (CIl-C6)-al kyl, CF3, COCH, COO G -Cb6)- alk%fmw
(CH2) n- SA2- (C1-C6) - al kyl , where n can 1-6, (CH2)mS

(CH2) m SO2- NH- (C1-C6) -al kyl, (CH2)m S N[(Cl CG) al kyI]2 or

(CH2) m SO2- N(--CH N(CH3) 2) ; where mcan be 0-6; and R5 can optlonally
additionally be substituted by F, d, "Br, OH-CF3, NO2, CN, OCF3;

O (Cl1-Cg)-al kyl, S-(C1l-C6)-al kyl, SO (Cl-C6)-al kyl, (Cl .C6) - al kyl

C3- Cb | oal kyl COQ( C1- C6) - al ky! C3- Cb | oal kyl, CONH2,
g:O\IH(O) § g?ky?/' ngor\lidaHEnykwb)1- &r%qumth%@e@r@%p;ré;cgm{yl NH2,

g:t)g?l ((:“Cﬁ (1:63/I i Eﬁper%ﬁ MF‘M’ %{rﬁ%%@% b‘%"'gqgwi; phenyl |

0- (CH2) n: phenyl , S-pyie2plyl, rﬁqmﬂuso% IR0 B szrr idyi, Be O- 3; .
.25 apd its phyS|o |calu% tabl e)(salts and. physm%g ' y’f Uhct i onal
deri vati ves. (ﬂ%ﬁ(ﬂl‘{ PY@ZW 2-(1,35-iazinyhd2i or cl ai m 1, V\,herel n

G, Eo’zmc.ioo‘lcé”&b&"wt%%%df e A R

8"(“5( AT ]‘e"?‘“’:ﬂﬂfﬁé’“{;?i“&i'“‘?ﬁ’% For eIt S o
o&"@)%s% e‘ﬁd CH2- Ph, NH2, NH CO- CH3 ~or N(COOCH2Ph)2: is .
Sz v S PR PR oot g b
G i0 substituted up to two times by F, CI, CN, OH, (C1-Cg)-akkyl,
" 0-(C1-Cg)-alkyl, CF3, COOH, COO(C1-Cg)-alkyl, CONHp: | S
(CH2)a-SO2-(C1-Cg)-alkyl, where n can be 1-8, |
(CH2)n-SO2-NHz , (CHg)m-SO2-NH-(C1-Cg)-alkyl, (CHg)m-SO2-
| N[(C1-Cg)-alkyll2 or (CH2)im-SO2-N(=CH-N(CHs)z), where m can be
15 - 0-6;
and R5 can optiona'lly additionatly be substituted by F, Ci, Br, OH,-CF3,-N102, CN, o
OCF3; O-(C1-Cg)-alkyl, S-(C1-Cé)-alkyl, SO-(C1-Cg)-alkyl,
(C1-Cg)-alkyl, (03-06)-cybsoa:kyl, COOH, COO(C1-Cg)-alkyl,
(o o COO(C3-Co)-cycloalkyl, CONHa, CONH(C1-Cg)-alkyl,
20 CON[(C1-CG)-éikyI]?, CONH(C3-Cg)-cycloalkyl, NHz,
NH-CO-(C1-Cg)-alkyl, NH-CO-phenyl, pyrrolifiin;1-yl, mqrpholi.n-1-y|,
piperidin-1-yl, piperazin-1-yl, 4-methyipiperazin-1-yl, tCHg)n-bhenyI,

Q—(CHg),?—phenyl, S~(CHg)y-phenyt, S02-(CHz)s-phenyl, where n can
be 0-3; '
- 25

and its physiologica!ly acceptable salts and physiologically functidhal derivatives.

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



S02- (C1-C6) - al kyl, S02-(CH2) n-phenyl, where n can be 0 6 gﬁ%@%ﬁ@o phenyl
radi‘cal can be substituted up to two t:\ggs by F,-C,

GCF3, 0-(C-c6)-al kyl, (Cl1-0C6)-alkyl, ; 1s NH2, NH-(Cl C6) - al kyl ,

N[ (C1-C6) -al kyl], NH(Cl-C7)-acyl, phenyl, bi phenyl yl, O (CH2)n- phenyl
where n can be 0-6, 1- or. 2-naphthyl, 2-, - or pyrldyl 2- or.

3-furanyl. gir, F- or |ﬁdéﬁéﬁdﬁﬂtlx"3?%h§ %%%ﬁﬁ@éﬁ Bﬁghé &Q@Eﬁ@t %le,to. 3

pyrid, furanyl or thlenyl gs can In eac

times by-F, C, 1- C6) - al kyl, .

(Cl- 06) - al kyl, NH2 Cﬁﬁ@%ﬁéaﬁ?ﬂkv%@&%owﬁ% Cp)-alloh- CH3, COOH,
COO- ( C1- C6) - aIkyI 3-triazol - where the triazole ring
can be substituted m (z‘@)-a'knl]a, (@1 -Cen)- Mdﬂzt—@g)aalhgnylp((bybs@{almpyl

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

2-position by net h)@ (Go-Geyratiyl, wiRerei in the all@lrdidalbliy ' dtderaybes! oal kyl
('CH2) n- phenyl, (CH2)n-thienyl, 25 (CH2)n~pyridyl, (CHZ)vn furyl

O - ©C1- C6 | kyl d
g((og 55842) n) t ﬁl e%yl’relﬂg(é%) bﬁgﬁlg:sogcégﬁg?}%b@g’ C?g'—ﬂé% whe(?ec'ﬂ%an be

0-5 and in 26AUSZU02§4 @/@@@Hgg th| enyI pyridyl and furyI can in each

case be substituted up to't F CN CF3 (CI-C3) al kyl ,
Co6) - al kyl ,

O (C1-C6)-al kyl; 5; 15
Sot b el
gu{?sc t |th)[:|ta ngrp to BURY" “&i{léz)n;pf@ny .50 J'ﬁﬁ'kﬂﬁgwﬁ%ﬂmm@"
S02-(C1-Cg)-alkyl, SO2-(CHa)n-phenyl, where n can be 0-6 and the
10 7 phenyl radical can be substituted up to two times by F,-Cl, Br, OH,
CF3, NO2, CN, OCF3, O-(C3-Cg)-alkyl, (C1-Cg)-alkyl, NHz:
is NHp, NH-(C1-Cé)-alkyl, N[(C1-Cg)-alkyllz, NH(C1-Cr)-acy, phenyl,
biphenylyl, O-(CHo)x-phenyl, where n can be 0-6, 1- or 2~naphthyl 2-, |

3- or 4—pyndyl 2- or. 3-furanyl or 2- or 3-thienyl where the phenyl,
- 15 | blphenylyl naphthyl, pyridyl, furany! or thienyl rings can in each case

| be subsututed one to 3 times by F, Cl Br, l, OH, CF3, NO», CN,
& | OCF3, O-(C1-Ce)-alkyl, (C1-Cg)-alkyl, NHa, NH(C1-Cg)-alkyl,
N[(C1-Cg)-alkyl]z, SO2-CH3, COOH, COO0-(Cq -Cs)-alkyl CONHp;
_ | Care 1,2 ,3-triazol-5-yl, where the triazole ring can be substltuted inthe
- 20 1+, 2- or 3-position by methyl or benzyl
_ are tetrazol-5-yl, where the tetrazole nng can be substltuted in the 1-
or 2-position by methyl or benzyl;

| R2 is H, (Cq ;Cs)-alkyl, (C3-Cg)-cycloalkyt, (CH2)n-phenyl, (CH)n-thienyt,
25 . (CHzwpyridyl, (CH)furyl, G(O)-(C1-Ce)-alkyl, C(O)-(Cy-Ce)-
Cycl'oal_kyl,-C(Q)-(CHg)n-phenyl, C(0)~(CHg)p-thienyl,

C(O)‘(CHE)nTPWidY', C(o)-(CHz)n—fu'r_yl, where n can be 0-5 and in




10 is OC(O CH3, (C2-C6)-al kynyi, (C2-C6)-al kenyl, COO(OZ%ELM :
C(OH, C(ONH2, C(ONHCH3, C(ONCH3)2; R4 is (CH2)n-R5, can be
d-6; 15 R5 is phenyl, biphenylyl, 1- or2e- napht hyl , 2-, 3- or 4-pyridyl or
2- or 3-thienyl; and R5 is substituted by NH S02- (G -C6) -:al kyl , '

NH- SO2- phenyl , where the phenyl ring can be substituted up to two tinmes by

GO0 C1- G6) - al ky . e PhERYL gt /iRty 8Rg Ruloan I dasrcieom be 1.6,
(O B i T 5 Sl 7
optional Iy additio _k%_cb htf_stitut ed by F, O, Br. OH CF3, CN, OCF3,
O (C1-C6}-al kyl, (?- )-sj'lqu’, (C3-C6) -cycl oal kyl , "COOH,

COQ(Ci -C6) -al kyl, COQ(C3-C6) -cycl oal kyl ,-CONH2, 2.6 AUG 2004 27 -
CONH( C1- CB) - al kyl , CON[ (C1-Co6)-al kyl]2, NH2, NH GO (Cl-C6)-al kyl,

ggl_Z C?gag )qﬁg Ip he E] sfﬁ 2 H\Aﬂg{(gp?%'aﬁ%!" ?j ? N]’Bﬁglﬁ(g)(bf' éé@%ﬁz){%%gﬂﬁn%c ceptabl e
T T A Ao ARSI e
e M e
rings can in each%:"fats,e tgd%ttﬁgﬁﬁgg 'fc’geg' ﬁFOﬁBECU&E‘?ﬁ@L,OHL |, OH;

£3,- NO, CN, OCF3, :cp)-al kyl, (Cl-C6)-al kyl, NH2, CONH2;
3. N0 N O3, RGN ) -

10 is OC(O)CHg, (C2-Cg)-alkynyl, (Ca-Ce)-alkenyl, COO(C;-Cq)-alkyl,
C(O)OH, C(O)NHz, C(O)NHCH3, C(O)N(CH3)2;

R4 is'(CHz),,-HS, 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; S -

'and RS is substituted by
NH-S02-(C1-Cg)-alkyl, NH-SO2-phenyl, where the phenyl ting can be
substituted up to two times by F, Cl; CN, OH, (61 -Cg)-alkyl, .
20 0-(C1-Cg)-alkyl, cﬁa, COOH, COO(C1-CG)-alkyl, CONHg;
(CH2)n-SO2-(C1-Cg)-alkyl, where n éan be 1-6, |
(CH2)m-S02-NHz , (CH)w-SO2-NH-(C1-Cg)-alkyl,

(CHg)m-SOQ-N[(Q1-Cs]falkyl)g or (CHz)m-SO_Q-N(-=CH-N(CH3)2),-where
‘m can be 0-6; . '

- 25 and R5 can optionally additionally be substituted by F Cl, Br, OH, CF3, CN, OCF3, - |
O-(C1-Cé)-alky!, (C1-Ce)-alkyl, (C3-Cg)-cycloalkyl, COOH,
COO(C4 -Cs)-alkyl', COO(C3-Cg)-cycloalkyl, CONHo,



is H (Cl-C6}-al kyl, (C3-C6)-cycloalkyl, (CH2)n-phenyl, CEO Cl C6) -
al kyl, C(O-(CH2)n-phenyl, where n can be 0-5 and in sz: can be
dubstituted up to two tinmes by d, F, GR¥ CF3, ('Cl1-C3)-alkyl, C]—I
O(Cr-C6)-alkyl; 20 R3 .25 is H, (Cl-C6)-al kyl, F, (CH2)n- phenyl where n
can be 0-5 and in which phenyl can be substltuted up to two tinmes by d,
F, CN, CF3, (C1- - al 0-(Cl-06)-alk COQ( C1- C6) - al kyl ,
C(O) OH, C(O) NH2; b 1@@;@\ CQONKEq- Gs)c@l%yilmNH;ﬁ Nidfceqc1-¢§) @n@pw

1- or 2-naphthyl; 6 AUG 2004 .and R5 is substituted by
“NH- S02- (Cl - CB) - al kNH CQH;W HGHp)h-phehyi; ©- t¢H2 I'S-Emﬁ)%-fpﬂé‘ﬁyl
substituted up to two times by F, O, ON, OH

O (C1-C6) -al kyl, CGEOo~(CHML- m;qa,hg@c I .CC]\IHZ 5is

(CH2) " - S2- (C1- CG) al k(yl w‘r)1ere n can b?ﬂ%o’ﬁls (CHZ) mM=SO2- NH2,-
(CH2) m SO2- NH- ( C1- C6) - al kyI (CHZ)mSOZ- . N[(Cl-C6)-al kyl]2 or
(CH) re mcan be 0-6; and R5 can optionally
addi t i on%‘?@ﬂ%&gﬂé@ﬂ({aﬁz’ @gc%g,taple glts and physiologiwallgiynatioral dedatives.
O (C1-C6) -al kyl, (C1-C6)-al kyl, COOH COOP-C6)-al kyl, CONH2,” NH2, *
NH- CO- ( Cl1- C6) - aI kyl , NH-COphenyI (CH2) n- phenyl O(CHZ) -phenyl
SO|2 (045%31 phehgompatiad ef theckonmista Da§claméd|m&|anhyﬁbp20\9hé%|ﬁy accept abl e-
salts

‘Ri1, Fi1 lndependently of one another are H F Cl, Br, 1, CF3, NO», CN,
10 - COOH, 000(01 ~Ce)-alkyl, CONHp, (C1-C)-alkyl, (C2-Ce)-alkeny,

(C2-Cg)-alkynyl, O-(C1-Cg)-alkyl, SO2-NHj; phenyl, O-(CHz),,-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, NO5, CN, OCFj3, |
0-(C1-Ce)-alkyl, (C1-Cg)-alkyl, NHo, CONHp;

15 .
| R2 - isH, (C1-Ce)-alkyl, (C3-Cg)-cycloalkyl, (CHg)n-phenyl, C(0O)-(C1-Cg)-
’ | alkyl, C(0)-(CHg)s-phenyl, where n can be 0-5 and in lwhich phenyl‘
6 | can be substituted up to two tlmes by Ci, F, CN, CF3, (C1-C3) alkyl,
OH, O-(C1-Ce)-alkyl
20 -

BS is H, (C1-Ce)-alkyl, F, (CH2)a-phenyl, wheré n can be 0-5 and in which:
phenyl can be substituted up to two times by Cl, F, CN, CFs, |
(C1-Cg)-alkyl, OH, O-(C4-Cg)-alkyl

is COO(C1-Cg)-alkyl, C(O)OH, C(O)NHo;
25
R4 is (CH2),-R5, where n can be 0-6: or

R5 . is phenyl, 1- or 2-naphthyl



4. -. "A nedi canent, conprising one or nore of the conpounds as clained. in
one or nore of clains 1 to 3. 5. A nedicanent, conprising one or nore of
the. conpounds as claimed in 20 one or npge of clainms 1 tQ@ B A#Rd20®ne or
nor-e anorectics. 6. A conpound as .clainmed in one or nore of clains 1 to 3
for use as a nedicanent for the prophylaxis or treatment of obesity. 25 7.
A conpound as  clajned in one or nore of clains 1 to 3 for use as a -

medi canent -PBH B8 sybsliiaddy s or treatment of type Il diabetes. 8. A
conmpound as cl ai rrednl'gple%ﬂe 8r more of clains 1 to 3 in conbination with at
| east one further antriee¥RdCidme) Ryl NHS0eahenytamieredhe phenpiringsanebe s or
30 treatnent of obesity. 26AUG004 29 9. A conpound as clainmed in one or
more of clains 1 to SBstitdetrbpiatwotimestly F,41, CNa®©H,dGs-Ga)+dikygr anor ecti c
for use as a nedi canent for the prophylaxis or treatnent of.type Ili

di abetes. 10. A proc@ﬁ(§1f@g)-aik;d;ﬁFQ,r@O@Hr@tD@?mg%)-gmypU@Nﬂg; one or nore
C

of the conpounds as clained in one or nore o laims 1 to 3, which

conprisds mxing . tibgCHg).-SO4OHTY) Hikyl Witerd rpé@{@@qﬁt ically suitable
' ' ta

excipient and bringing this mxture into a form sul le for

adm ni stration. 10 .jg%¢ e ~ NS Clah ! i e'aor nore of
claims 1 to 3 for plr g%grz%ng%mngéi' gﬂ@ﬁg?@?‘"ﬁ%f@%@%@ﬁ@@ﬁ%‘reat ment
of type Il diabetes.nNiR,.cTRs 0APQUNRA iyred in one or nore of
clains 1 to 3 for 1‘%[%%3 gg%"ﬁ’ggé)??rgﬁgghr%@ﬁt%@gﬁ Nﬁéﬁéﬁp‘ﬁ'}?rgﬁ§a&b‘9

treatment of type |lp-gi abetes. 13. A process for preparing a conpound as
clainmed in one or nore of clains i to 3, which conprises reacting,

accordi ng tand Ré dal dptisinatly additibhally tﬁé:ﬁlﬂ_f&ituted by ¥, B, Br, OH, CF3, CN, OCF3,
| 10 | 0-(C4-Ce)-alkyl, (C1-C)-alkyl, COOH, COO(C1-Cg)-alkyl, CONHs,
~ NHg, NH-CO-(C4-Cg)-alkyl, NH-CO-phenyl, (CHg)x-phenyl,

G-(CHg)n-phenyl, SO2-(CHz).-phenyl, where n can be 0-3:

and its physiologically acceptabie 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 1to 3foruse as a
medicament for the prophylaxis or treatment of obesity. .

25 7.. Acompound as claimed in one or more of claims 1 to 3 for use as a
medicament for the prophylaxis or treatment of type |l 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. '



R' Il RBRA-C{S}NH2 (IV) 13r2 Rl .20 a conpound of the fornplgaahd 2008 whi ch
RI' and Rl' and R3 are as defined. for forrmula |l with bromne to give a

conpound 11l in which R, H 1 and R3 are as defined for fornula |, and
Teacting the conpound of the fornula Il further wth -thioanm des of the
formula IVin which R4 is as defined for formula | to give a 25 conpound

of the fornula I. . - 29

-

9. A compound as claimed in one or more of claims 1to 3 in combination with
- atleast one further anorectic for use as a medicament for the prophytaxis or’
~ treatment of type 1l diabetes. l'

5
10. A process for preparing a medicament compnsmg one or more of the
-compounds as claimed in one or more of claims 1 to 3, which compnses mixing
. :the active compound with a pharmaceutically suitable exc:ptent and brlnglng thas
_ mixture mto a form suitable for admlnlstrataon
10 .
£33, - .11, The use ofa oompound as clalmed in one or more of claims 1 to 3 for

prepanng a medicament for thei prophylax|s or treatment of type Il dlabetes

12. The use of a compound as claimed in one or more of claims 1 to 3 for '
15 preparinga medlcament for the prophylaxis or treatment of type I! diabetes.

13. A process for prepaiing a compound as claimed in one or more of clalms 1

to 3, which comprises reactmg, accordlng to the followmg reaction scheme,
0 "0

" Br, :
R @. R} — R1 R3
SV I - ' ‘
- {3 ' '~ RU . pre M

. RA-C(S)-&HZ W/ m- Nﬁ/
. ‘ . ' 33

. Rt ¥
o0 -
a cornpound of the formula II in which R1 and R1" and R3 are as defined for
formmuila | W|th bromme togive a compound Ilf in which R1, R1! and R3 are as
defined for formula I, and reacting the compound of the formula Il further with
thioamides of the formula IV in which FM is as def’ ned for formula 1 to give a
25 compound of the formuta 1.



