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" Substituted 8,8a-dihydro-3aH-indeno[1,2-d]thiazoles, processes for their
preparation and their use as medicaments

The invention relates to substituted 8,8a-dihydro-3aH-indeno[1,2-d]thiazoles and' -
to their physiologically acceptable salts and physiologically functional derivative_s.

‘Thiazolidine derivatives having .ario'rectie action have already been described in.
the prior art (Austriari patent No. 365181). o

The object of the invention was to provide further compounds having a -

therapeutically useful anorectic action.

. Accordingly, a first aspect of the present invention provides compounds of the formuia |,

in which

R1,R1*  independently of one another are H, F, Cl, Br, I, GFs, NOp, CN,
' COOQOH, GOO(C1706)-aikyl, CONH,, CONH(C4-Ce)-alkyl, CON[(C%-Cg¢)- |
allyll, (C+-Ce)-alkyl, (C2-Ce)-alkenyl, (Gz-Co)-alkynyl, O-(C1-Co)-aliy,
where in the al_kﬁ;l, -elkeny!, or alkynyl radicals one or more, or all
hydrogens may be replaced by ﬂueriﬂe or one hydrogen may be |
replaced by OH, OC(O)CHa, OC(O)H O-CH,-Ph, NHj, NH~CO-CH3
or N(COOCHaPh)z, .




2 3 AUG 2004 PCT/EPO1/01498 Substituted

8, 8a- dij hydr o- 3aH-i ndeno[ 1, 2-dj t hi azol es, processes-for their preparati on
and their use as nedi caments The invention relates to subspigt s bogs

8, 8a-di hydro- 3aHi ndeno[ 1, 2-d] thi azol eszand’ = to their physiologically
acceptabl e salts and physiologically functional derivatives. Thiazolidine
derivatives having anorectic action have already been described in the
_prior art (Austrian patent No. 365181 The object of the invention was to
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Q? - or 3-thi enylo (@tlﬂs)“-alld?? (eheny blkyl NH,, NH(C,-CS)-alkyI NI(C1-Ce)-alkyl]. :
- S50.-CHs, COOH, COO-(C,—CS)-alky!, CONH_;
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;
15 7 are tetrazdl—s-yl, where the tetrazole ring can be substituted in the 1-
or 2-poéilion by methyl or benzyl;
are 1,3,4-oxadiazol-2-yl; 2-amino-1,3,4-oxadiazol-5-yl, where the- |
amirio function can be mono- or disubstituted by (C;-Cs)-alkyl, —C(0)-
| ‘ (C1-Ce)-alkyl, -C(0)-~(cyclo-C3-Cr)-alkyl, -C(O)-phenyl, -C(O)-NH-
20 ~ . (Cr-Co)-alkyl, -C{O)-NH-(cyclo-Cs-Cy)-alkyl, or -C(O)-NH-aryl, aryl
' _ being phenyl, 2-,3- or 4-pyridyl, 2- or 3-thienyl or 2- or 3-furanyl,
@ | -0(0)-mdrpho|in-_4-y!, -C(O)-piperidin-1-yl, -C(O)-piperazin-4-yl,
| ‘ -C(0)-1-methyl-, 1-benzyl-piperazin-4-yl, ~502-(C1-Ce)-alkyl or —~SO,- -
7 . phényl,_ where the phenyl ring can be substituted up fo two times by.
2 - F, Cl, Br,-CN, CF;, OH, OCFs, (C+-Ce)-alkyl, O-(C4-Ce)-alkyl, (CHo),-
. phenyl or O-(CHg)a-phenyl, where n can be 0-6, NH,, NH(C;-C)-alkyl,
N[(C+-Cg)-alkyllo, SO,-CHs, COOH, COO—(C1-CG)¥alky!,' CONH,; '

R2 - is H, {C4-Ce)-alkyl, (C;_:,—Cs)-cycloalkyl, (CHé)n-phenyI, (CHg)p-thienyl,.
30 - B " -(CHz),,'-pyridyI (CHé)n-furyl- C(0)- (C1—Cs)-élkyl C(Oj -(C3-Co)-
; ' cycloalkyl C(O)-(CHgz)q-phenyl, C(O)-(CHz)n-thlenyl C(O)-(CHz)~
pyndyl C(O) (CHg),,-furyl where n can be 0-5 and in which phenyl




bi phenyl ; naphthyl, pyridyl, furanyl or thienylrings: can in each case. 10
be..substituted one to 3 tinmes by F, d, Br, I, OH CF3, N2, ON, OCF3,

O (Cl1-C6)-al kyl, (Cl-C8)-alkyl, NH2, NH( Cl- C6) - al kyl, N[ ( C1- 28) A6 kgds] 2,

'8S02- CH3, COOH, COO- (C1-Co)-al kyl, CO\IHZ3 are 1, 2; 3- triazol-5-y|, where the
triazole ring can be substituted in .the 1-, 2. or 3-position by nmethyl or
benzyl ;- 15 are tetrazol -5-vi where the tetrazola An can be s b fit t d" h
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thienyl, pyridyl
| CHs)s, where n can be 0-3;

R4 is (C1-Cs)-alkyl, (Cs-C7)-cycloalkyl, (Cz-Ce)-alkenyl, (Co-Ce)-alkynyl,
(C4-Gy)-cycloalkenyl, where in the alkyl radicals one or more, or all
15 hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHs;, OC(O)H, O-CH,-Ph or 0-(Cy-Cy)-alkyl;
is (CHg),-pyrrolidin-1-yl, (CHz),-piperidin-1-yl, (CHz)x-morpholin-4-yl,
(CHz)o-piperazin-1-yi, (CHz).,—N-4-methylprperaz:n- -yl (CHz)-N-4-
o benzylipiperazin-1-yl, (CHa),-phthalimidoyl, where n can be 1-6;
20 - . Is (CHp)q-aryl, where n can be 0-6 and aryl is phenyl, b:phenylyl 1-or
2—naphthyi 2-,3-or 4~pyndyl 2-or 3-th|enyl 2- or 3-furyl, 2-, 4- or 5-
(} ' .thlazolyl 2-, 4- or 5-oxazolyl, 1-pyrazolyl, 3- or S-isoxazolyl, 2- or
’ 3-pyriolyl, 2- or 3-pynidazinyl, 2-, 4- or 5-pyrirmidinyl, 2-pyrazin'yl'
| . 2-(1,3,5-triazinyl), 2- or 5-ben21m|dazolyl 2-benzothlazofyl 1,2 4-
25 B tnazol—3—yl 1,2,4-triazol-5-yl, tetrazol-S-yl indol-3-yl, :ndoi-5~yl or
N- methyhmtdazol-z- -4- or -5-yl and the aryl radical or heteroaryl
radical can be substltuted up to two tlmes by F, Cl, Br, OH, CF;, NOg;
CN, OCF;, 0-(C;-Cg)-alkyl, S-(C,—(_:s) alkyl, SO-(C;-Cg)-alkyl, (CHg),.-
| | S02-(C1-Go)-alkyl, (CH2)a-SO2-NH, (CHo)o-SO-N(=CH-N(CH),),
| 30 . wbere n can be 0-6; (C4-Cg)-alkyl, (Cs-Ce)-cycloalkyl, COOH,- |
COO(C4-Cq)-alkyl, COO(Ca-Ce)-byclbalkyl CONH,, CONH(C,-Cs)-
alkyl, CON[(C-Cq¢)-alkyl],, CONH(Cs—Ce)-cycloalkyl NHz, NH-CO-
(C4-Ce)-alkyl, NH—CO—phenyl NH-SOg-(CrCa)-alkyl NH- SOz—phenyl




times by d, F, CN, CF3 , (Cl-C3)-alkyl, OH O (Cl-C6)-alkyl; R3 is H,
(Ci1-C8)-alkyl, F, d,.Br, CN, N3, O(Ci1-C6)-al kyl, (CH2).-phenyl, 5
(CH2)"-thienyl, (CH2)n-pyridyl, (CH2)"-furyl, where n can @g Robopd in
-whi ch. phenyl, thienyl, pyridyl and fumyl can in. each casée be substituted
.up to two times by d, F; CN CF3, (Cl-C3)-alkyl, OH O (C-C8)-alkyl, is
- (C2-Co) -al kynyl, (C2- 06) al kenyl, OC(O CH3, (CH2)n- C(O)O(Cl C6) - 10 al kyl,
- (CH2), C(O)C]—J (CHZ) -C(ON H2, (CHZ)n C(O) NHCH3; (CH2), C(O N(CH3) 2,
“Vihere. n can be: 0- Whera the phenyl csip-candye sulistibited updpdivodinigs by F, Cl, CN,
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CH2 N- 4- benz ht haI where.n can be 1-6;
: j(20 i )SS(CHZ) aryl yb\/\ﬁﬁﬁ 962 MW@W@M&W nb nyI bi phenyl yl, . 1- or

- 2-naphthyl, 2-, 3- or 4- pyrldyf 2- or 3-thienyl, 2- or 3-furyl, 2-, 4- or
‘5- thiazofyl, 2- oxazol yl yrazolyl,.3- or 5- i soxazol yl, 2- or’
3-pyrrolyl, 2- or'%(‘-‘dﬁ g erezncam edr65- pyri m dinyl, 2-pyrazinyl

2-(1,3,5-triazinyl), 2= or 5 benzi m dazol yl , 2-benzot hi azqul ,1,2,4- 25
triazof- 3-yl, 1,2,4-triazol-5yl,. tetrazol 5-yi, indol-3-yl, ,indol-5yl

or N-met hfl i nmi dazislO2NH, NA(CeCq)-dlkyl) NG:HDtm?@-t(}H%rsdsgaS%F het er oaryl
I’adlﬁj'i can be substituted up to two tines CF3,- NO2, CN,
O (C1-C6)-al kyl, S-(C, =C6)-al kyl, SO(O C6) - al kyl , (CH2) S

£ 0w ol o) O ity N e e
COO( C3- CB) - cycl o@bks hydrogensizan @@mptatemy fluskikg lor ofieydeigerbeanbley! 1 2
O ) ol o Ot M, BBl D S e,
_ is (CHz)m-aryl, where m can be 0-6 and aryl can be phenyl, thienyl or
15 . pyridyl and the aryl moiety can be substituted up to two times by F, Cl,
| Br, OH, CFs, NOy, CN, OCF3, O-(C1-Cs)-alkyl, S-(C1-Ce)-alkyl, SO-
(C+-Ce)-alkyl, (CHz) -SO»-(C1-Ce)-aliyl, (CHz)a-SO2-NHy, (CH2),-SO,-
N(=CH-N(CH)2), (CH)s-SO2-NH(C1-Ca)-alkyl, (CH2)n-SO2-N[(C4-Cg)-
- alkyllz, (CHz)a-SO2-NH(Cs-Cs)-cycloalkyl, (CHz)a-SO--N[(C3.C)-
20 cycloalkyl,], where n can be 0-6; (C1-C)-alkyl, (C3-Cs)-cycloalkyl,
| . COOH, COO(C4-Ce)-alkyl, COO(C5-Ce)-cycloalkyl, CONHp,
NE . coNH(C{-cs)-alkyl, CONI(C1-Ce)-alkyllo, CONH(C5-Cg)-cycloalkyi,
‘ "NHz, NH(C4-Cg)-alkyl, N[(C1-Ce)-élkyl]2, NH-CO-(C+-Ce)-alkyl, NH-CO-.
| : phenyl, NH-50,-phenyl, where the phenyl ring can be substituted up
' 25 ~t_o two times by F, Cl, CN, OH, (C-Ce)-alkyl, 0—(01—05)-alkyl, CFs,
| _COOH, COO(C4-Ce)-alkyl or CONH;
NH-.SOa_—(:Cng)-alky!, N(C,-Cs)—élkyl-soz-(Q-Cg)-a!kyl,' pyrrolidin-1-yl,
morpholin-1 -yl- piperidin-1-yl, piperazin-1-yl, 4- methylpiperazin-1-yl,
(CHz)p—phenyl O-(CHo),-phenyi, S- (CHp_)p-phenyl or SO;_.-(CHZ),,
30 phenyl where p can be 0-3;
R5 - isH;




where the phenyl ring can be substituted up to two tines by F, A, CN, OH
(C1-C6)-al kyl, O (Cl-C6)-alkyl, CF3, COOH, COQ(Cl -GCs)-al kyl or CONHZ;
pyrrolidin-1-yl, nmorpholin-1 -yl, piperidin-1 yl, pi peraélron g yéue
4-n'ethyl'pi perazin-1-yl, (CH2)phenyl, 05(CHZ) phenyl . Ch? phenyl
S2- (CH2) " - phenyl.,, where n can be 0-3; is (CH2)n-A- R8 V\/nere n can be 1-6;
A is-Q NHN-C|06)aIkyI NCHO N(CO-CH3), S, SO SO2; 10 R8 is
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0-(C, - C8)-al kyl, ﬁé} Q@Fphenyfhere n can be 0: 6 and
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_F§5 and R6 together form =0,
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20 and their physiologicaily acceptable salts and physiologically functional
derivatives



n be phenyl, 2-,37 or 4-pyridyl or 2- or 3-thienyl; O C(O-H,
?}r%l(OSS?(CI-Cg)-a?/kyI, O C(O-(C3-Ca)-cycloalkyl, OGC(O-aryl,- where aryl
can be phenyl, pyridyl, thienyl or furanyl; o al pha- or -bqt@@sgiuhlﬁcurom c
acid, SH, S-(C-C6)-alkyl, S-(CH2)"-phegyl, where n is 0-6
S-C(O-(G-.C6)-alkyl, S-C(O-(C3-C6)-cycloal kyl, S-C(O) - phenyl SO- ™
(G -C6)-al kyl, SO (CH2) phenyl, where e-n can be..0-6; S02-(G - 06)- a y
S2- (CH2) hen |, where n can be 0-6; NHZ2, NH-(O Co6) - al kyl , - . I
NH- ( C3- C7 e ?ﬂ%&?%ﬂe g'wp@tqwmyrln@ﬂqu?ﬂmrmmhmu nn44yly | pyrrolidinl -yl,

i peridin-1-yl i perazin-1-y met hyl pi per azi .
iobgngyl pi peraz?/n BSI NH phenyl , NH CH2- phenyl, NH-C(O) (CI-CG)- aI kyI

NH- C( O) - pRenRH* or Wegdaaemm@faﬁeamhaybéwmer 8r. 1 0, N,
' wherC(enl)sg GPBO 0 C H2-phenyl G -.Cd-al kyl 0 CHz- phenyl (,?\C'S ~4 H3C .

'CH3 =NOH . 20 and t MPPHpRROEH 6)@W’Wmﬂﬂﬂmw(€?4§ez-gﬁggﬁlg?ﬁgl t'ﬂl cally -
functigonal - der | vabjyfe (cO o) S, (S Bkels, 1Lty vl O-(C+-Co)-alkyl,
: where in the alkyl radicals one or more, or all hydrogens canbe -
. replaced by fluorine, or one hydrogen can be replaced by OH,
OC(O)CHs;, OC(O)H, O-CHz-Ph NH2, NH-CO-CH; or -
. N(COOCHgPh)z, | . .
10 are SOz-NH;, SO,NH(C4-Cg)-alkyl, SO:N[(C4-Ce)-alkylls , S-(Cy-Cg)- 'A
| alkyl, S-(CHo)-phenyl, SO-(C;-Cq)-alky!, SO-(CHg),-phenyl, SO,-
(Cr-Co)-alkyl, SO2~(CHz)-phenyl, where n can be 0-6 and the phenyl
radical can be substituted up to two times by F, C, Br, OH, CF;3, NO,,
CN, OCF3, O-{C-Cg)-alkyl, (C1-Ce)-alkyl, NH;;
15
' may be NH, NH-(C4-Cq)-alky!, N[(C1-C6)-alkyl]2 NH(C+-C7)-acyl, phenyi,
biphenylyl, O-(CHgz)s-phenyt, 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, -
blphenylyl naphthyl, pyridyl, furanyl or thienyl rings can in each case
20 . - , be substituted one to 3 times by F, ClI, Br I, OH, CF3, NO,, CN, OCF3,
O-(C;-Cq)-alkyl, (C+-Ce)-alkyl, NH,, NH(CrCe)-alkyi N[(C; Cs)-alkyl]z,
SOz-CHa, COOH, COO~(C4-Cg)-alkyl, CONH,;
1,2,3-triazol-5-yl, ‘where the tnazole ring can be substltuted inthe 1-,
_ 2-or 3-position by methyl or benzyl '
25 - tetrazol-5-yl, where the tetrazole ring can be substltuted inthe 1-or2-
| _ position by methyl orbenzyl; ' '

R2 . may be H, (Cy-Cs)-alkyl, (C5-Ce)-cycloalkyl, (CHz),-phenyl, (GH,),-thieny,
| (CHa)pyridyl, (CHa)wfuryl, C(O)-(C1-Co)-alkyl, C(OHCa-Co)-
| 30 ' cycloalkyl, C(O)-(CHy),-phenyl, C(0)- (CHg)n—thtenyl C(0)- (CH2)n
- ~ pyridyl, C(O)-(CHz)-furyl, where n can be 0-5 and in which phenyl
thienyl, pyridyl and furyl can in each case be substituted up to wo’ Lo
times by C1, F, ON, CFs, (G1-Co)-alkyl, OH, O~(Gy-Co)-alky:




10 15 20 25 30 -R1, RI' . R2 2 3 AUG 2004 i ndependently of one another may
be H F, d, Br, I CF3 NO2 CN, COQON, .0 Ci -C6)-al kyl , CO\II—%a

CONH(CL' - CB)-al 4l : CON[ (G =C8)  al kyIJa (G -C6)-al kyl, (C2-€4)AUG RBhy|
(C2-CB)-al kynyi, O(C, -Cg)-alkyl, ?e in the alkyl radicals one or nore,
or all hydrogens can be replaced by fluorine, or one hydrogen-can be
replaced by OH, OC(OCH3, OC(OH,.O CH2-Ph, NH2, NH-CO-CH3 or .

N( 0OOCH2Ph) 2; are S02- NH2, SC2NH(J -C6) -al kyl, SN[ (G -C6)-al kyl)2 ;-
S-(C:@6)-- al kyl,. S-(CH2)"-phenyl, SO (Ci-C6)-al kyl, SO (CH2).phenyl, 502-
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- where n can be 0- @hich plesny2-thiveiyl Pand fudyi - or 3- furanyl
or 2= or 3-thienyl, where the henmyhdy uﬁ]é%&'ﬁe,%ﬁggﬁ‘%ﬁ’yl pyridyl,

furafyl or th| enyF ibstiwied upiq ‘H\’%@!Bﬁsbﬁﬁl Fb@NsGlFsI(Ofk(té)ehllqﬂeO}p 3 times by
F. O, Br, Oc{c,a o 00, O-(C-09)-alkyl "(G-CH) “al kyl . N2,
NH(O Ca) - aI kyI NE(C?.@@% 1 kyl]2, SO2-CH3, COON, COO-(C j-Ca)-alkyl,
"CONH2; 1, 2 3-t i5 Jalk d i
LSt o sl OSOLE CEOIEH5,(

t he. 1-, - 3- b
tete r azol e ri (r)u; caﬁ&ﬁe éﬁgg{adi&éh (pﬁg)rnt(ﬁ&n)ﬂ“lza(cﬁz)n-c(ﬁbﬁmm (OH et hyl
or - benzyl . may. @@’N(CQ.Q)& %erélnkéﬂn bé@306) cycl oaf kyl , (CHZ)r fphehyl ,

(G 1102) t h| enyl ,

R4 o may be (C4-Cs)-alkyl, (Cs-Cr)-cycloalkyl, (C?-Cs)-aikenyl, (C2-Ce)-alkynyl,
(Ca-Cy)-cycloalkenyl, where in the alkyl radicals one or more, orall
hydrogens can be replaced by fluorine or one hydrogen can be- )
replaced by OH, OC(O)CHs, OC(O)H, O-CHx-Ph or O-(C;-Cy)-alkyt; .

15 C is_(CHg)n-pyrrolidin-1 Y, (CHa),-piperidin-1-yi, (CHz)s-morpholin-4-yi,
' ' - (CHa)o-piperazin-1-yi, (CHy)-N-4-methylpiperazin-1-yl, (CHo)-N-4-
benzylpiperazin-1-yi, (CHZ)o-phthalimidoyl, where n can be 1-6;
is (CHa)q-aryl, where n can be 0-6 and aryl can be phenyi, 1- or
-2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl and the aryl radical or
20 . - heteroaryl radical can be substituted up to two times by F, CI, Br, OH,
CFa, O-(C+-Cg)-alkyl, (CHz)n'SOQ-(Cj'Cs)‘a'kYI (CHg)n-Soa-NHz
(CHz)n-Soa—N(=CH -N(CHz),); where n can be 0—6 NH-SO,-(Cy-Cg)-
alkyl, NH—SOz-phenyl where the phenyl ring can be subsntuted upto -
two times by F, CI CN, OH, (C,-Ce)-alkyl O- (Cl-Cs)-alkyl CF3,
25 COOH, COO(C1-CG) alkyl or CONH;_»,
(Cs-Ce)-alkyl, COOH, COO(Cf-Cs)walkyl or CONH2,
is (CH2)«-A-R8, where n can be 1-6:

T8

30 may be O, NH, (C;-Ce)-alkyl, SO,

RS may be (C4-Cg)-alkyl, (C3-Cs) cycloalkyl, where in the alkyl radicals one or

more hydrogens can be replaced by fluorine or one hydrogen can be
replaced by OH, OC(O)CHs, OC(O)H, O-CHy-Ph or O-(C/-Cy)-alkyl



(CH2)n-pyridyl, (CH2)n :fury!, C(O-(g-Co)-al kyl, C(O)-(CS C6) -

cycloal kyl, C(O-(CH2)r, phenyl, C(O-(CH)"-thienyl, C(O) - PA} f)yrldyl
C(O-(CH2)"-furyl, where n can be 0-5 and in which phenyl, 2"-"t

pyridyl and. furyl can in each case be gubstituted up to two tines by O,
F, CN, CF3, (g-C3)-alkyl, OH 0O-(C-C6)-alkyl; 2 3 AUG 2004 7 R3 may be. H,
(g-C6)-alkyl, F, C, Br, CN N3, O (Cl-C6)-alkyl, (CH2)R phenyl, (CH)"
t hi enyl , (CHZ)n pyr|dyl (CH2)r furyi, where n can be 0-5 and in -which
phenyl, -t hienyl, -2 Wherg m camberti)-ﬁantiarmrhﬁe ﬁéhﬁttméﬁﬁ@rup to

e
ot ti by d | kyl,
(\Acg Icsrr)ﬁsm kynyl | BY@&'} Sﬁ@rﬂﬁ(’ &fﬁ?%%ﬁyp ?'EF%UD @ilmaescmol-' I@lskw
CH2 O OH, ( BriADhE ‘M: N 2,
'\(Nher)e n (?gn) be O(m éqlg? may ﬁ%ﬂ%@?ﬁ@ﬁc,@a ’y@f@‘l‘% 2') ,
(G2 0 ol kenyl Lo Sk 'g“WfH(m o, A Septagils o N e
th/(cj:(r:%%zelgl C?E Ibe Sﬁggtg t?a(élﬂg:%y %{ﬁéﬁﬁ%% qcﬁggﬁ—ﬁ" dpRgsanbe
a stitu r

( CH2) o- rmrpho?ll n (8—! twé)l per%zyrﬂ:— '))?tN RCHC-2M0).B-&; )66)' '
(CH2) “N- 4- et hyl p?'ﬁyr LFan 9@’1’ akalkyl, {eQNH-p where nicanibe 0-6;

(‘CH2), - pht hal i m dopo (CHZ)a aryl, where n can be
0-6 and aryl can be p*ﬁ\g%eltﬁon-ésg%'% ‘?‘RP'?:% 2-, 3- or 4-pyridyl, -2- or.

3- th| enyI and the aryI radi cal or 20 heteroary| rad| cal can be substitut ed

up tinmes b Br, OH CF3, O(C -06)-al kyl,

Q’ %ﬁ CQ%YQPW (CH2) " - SO2- NH2,  ( CH2) " SOR- N( =CH- N( CH3) 2) : where_. -
n can be O- 6 N S2-(C,-06)- al kyl,.NH S2-phenyl, where the phenyl ring:
can be substituted up to tvvotlrresb F, d, CN, O—l (C, -Co)-al kyl,
O (G - cdpbal kyl , mavbs CloBy, @@r(cfﬂ)(a@yl C5(CHa)aptl, witereDbl2be 0-6 and

aryl can be phenyl, 2-, 3- or 4—pyndyl or 2- or 3-thienyl; O-C(O)-H,
| O-C(O)-(C,-Cs)-alkyl, O-C(O)—(Ca-ng—cycloalkyl, O-C(O)-aryl, where
15 aryl can be phenyl; pyridyl, thienyl or furanyl; O-alpha- or -beta-
) glucuronic acid, SH, S~(C4-Cg)-alkyl, S-(CHg)n-phenyl, where ncanbe -
0-6; S-C(0)~(Cy-Cs)-alkyl, S-C(O)-(Ca-Cg)_-cycloalkyl'. S-C(O)-phenyi; .
SQ—(C1-CS)-aIkyI, SO-(CHy)q-phenyl, where n can be 0-6; S0:-(C4-Cg)-
. | alkyl, SO2-(CHp)a-phenyl, where n can be 0-6; NH, NH-(C,-Ce)-alkyl,
20 B | NH- (Ca-Cy)-cycloalkyl N[(C+-C¢)-alkyl]z, morpholin-4-yl, pyrrolidin- 1-yl _
piperidin-1-yl, piperazin-1-yl, 1-methylp|perazm-4-yl
-benzylpnperazm-4—yl NH-phenyl, NH-CHg-phenyI NH-C(O)-(C;- Cs)
alkyl, NH—C(O)-phenyl

25 or



(C =C6)-al kyl, COOH, COQ(C, -C6)-al kyl or CONH2; is (CH2)a--A-R8, where n
can be 1-6; 30 R8 may be 0, NH, (Cl-C6)-al kyl, SO2; may be Cl1-C8)-al kyl,
(C3-C8)-cycl oal kyi, where in the alkyl radicals one or Mied2®gens can
be replaced by fluorine. or one hydrogen can be repl aced by OR OC(O CH3r
OC(OH OCH2-Ph or O(C -C4)-alkyl; 2 3 AUG 200% s is (CH)m -aryl, wher e
m can be 0-6 and aryl can be phenyl, thienyl or -pyridyl and the aryI

noi ety can be substituted uptotvvotimas by F, d, Br, OH CF3, -

O (C1-C6)-al kyl, (CH2)0; SQ2-(CH#-C& -al kyl,. (CH2)n; S2-- NH2, (CH2)n o
SO2- N( =CH- N( CHS) 2), where n can—b'e—'O-‘B—NgrSOZ (C1-C6) - al kyI o
NH SQO2- phenyl , where the phenyl ri r{g can substituted up to two times
by F, d, CN, OH, (Cl1-0C6)-alkyl; OQClCG—}' al kyl, CF3, COOH;

- COO( C1- Of5 ahids ¢ n can: &Ll,_()nes ceg+ co%(c_l CG)‘aI kyI
CONM2; 10 RS nay. 6@%"%}“&6 be O, Br, BOeEe a8 PG kyl ,
) O(CHZ) “aryl, where n can be 0 6 and aryI can be phenyI 2-- 3- or

4-pyridyl or 2- or~ gnytT O C(O) -H, ) - al kyl, '
OC(O) (C3-C9) - cyqj) al kyl, O aryl, - can be phenyl
pyridyl, thienyl o fur anyI pha- or -b ta gl ucur oni 0a0| d, SH, -

S 40 C?)aa'qk)y' al ky|@%“3?“’§‘ e?&(%gvﬁsc%ﬂ Bl 20y _ ttspenyi

SO (C1-C6) -al kyl , SO (CH2) n-phenyl, where’n can be 0-6; S2-(Cl- CG-) al kyl ,
S2- ( CH2) n- phenyl where” n can' be 0- 6, NH2, NH (C1- C6) -al kyl; O :
NH ( C3- C7) - cycl oaI kyI/W (C1-Co) - al kyl ] 2i m)rphol in-4-yl, pyrr-ol idin-1-yl,
.pi peridin-1-yl, pipegazi@-1-yl, 1-nethylpiperazin-4 yl, ‘ .
1--benzyl pi per azi n- 4- NH- phenyl , NH CH2- - phenyl NH-C(O) (Cl CG)
Al kyl , NI—i-_C(-.C))-phﬁ 25&[I - -

3

| 5  and their physiologically acceptable salts and physiologically functional
derivatives. S

10 . An empodiment may pr_ovide compounds of the formula | in which

R1, R1® independently of one another may be H, F, Ci, Br, -OH, O-C4-Cg)-alkyl, -
(Cy- Ce)-alky! where in the alkyl radicals one hydrogen can be

replaced by OH;
15
R2 - may be H, (C4-Cg)-alkyl C{O)(C-Cs)-alkyi
R3" may be Cl, Br, (CHp_)n-COO(CrCB)—alkyI (CHp_),. COOH, (CH,),-CONH,
where n can be 0 ort; =
20
R4 ‘may be (C1-C4)-alkyl or (Cs-Cg)-cycloalkyl, where inthe a{kyl radicals one

hydrogen can be replaced by OH; .
(CHQ),,—_aryl where n can be 0-6 and aryt can be phenyl, 1- or
2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3 thienyl and the aryl radical or



2 .3 AUG 2004 9 AS and R6 together form =0, may be H, (Cl-C6)-alkyl,

C(O) (C1-C6)-alkyl; ©OO0. Cwhere nis 2--6, H2 PhenYl (G - Cdalky[ 5 and
t hei r physi ol ogi cal | y acceptabl e salts and physi ol ogi cal | yzf%ﬁﬂﬁl?ﬁﬂal .
derivatives. 10 . An enbodi mnent may prgyi de compounds of the fornula | in-
which R, R " "independently of one another may be H F, d, Br, -OH,

O (Cl-C6)-al kyl, (G -C6)-alkyl, where in the alkyl radl cal s one hydrogen
can be repl aced by OH, 15 R2 R3 20 R4 may be CI Br (CH2) ~

| CO0(CL- 08) - al kyl, he@ianyl Eoit4l cafiie) subeRied me%a?ybgg B ol
CH2 phenyl IAma lpe a&%ﬁ) alk%g or &a}: - 40 Kyl érelnthe
al kyl .radi cal s ong‘: 3h9 Gapfaka SIGE—WZ, whgte nwbare n

“can be’ 0"6.- ag? gb%{ﬁfﬂﬁ 2%73,*! raﬁ’%‘éhﬁpﬂ?w%’ é\%‘*g@m 10

‘ 4pyr|dyl

5 o (CHg)n7A4Fl8, where n can be 1-6;
A . may be O, SO,
._88. -+ may be (C4-Cg)-alkyl, (Ca-Cs)-cycloalky!, where in the alkyl radicals one

10 : hydrogen can be replaced by OH; .
' (CHo)n-aryl; where m can be 0-6 and aryl can be phenyl or thlenyl and
the aryl moiety can be substituted up to two times by F,-Cl, Br, OH,
CF3, O-(C+-Ce)-alkyl, SO2-(C4-Ce)-alkyl, SO,-NHs, COOH
COO(C+-Ce)-alkyl or CONHz,

15
" R5 may be H;
R6 - may be OH, O-(C+-Ce)-alkyl, where n can be 0-6;
_ O-C(O) (Ci-Ce)-alkyl, O-C(O)-aryl, where-aryl can be phenyl or thleny!;
20 O-alpha or -beta-glucuronic acid; |
* SO0{C1-C)-alkyl, SO-~(CH,),-phenyl, where phenyl can be 0-6;
NH,, morpholm~4~yl NH-C(O}- (C,-Ce)—alkyl NH-C(O)-phenyl” -
or

25

I
o_ - —0 ®

- N : ' N ’ \ . - ‘
- R5and R6 togetherfom=Oor (CHn - » where'n can be 2-6,°

“and "t_heir physiologically aqcéptablg_salts.



5 A - :R8 10 15" heteroaryl radical can be substituted up to tw tinmes by
F, d, Br, OH CF3, O(Cl-C6)-al kyl, S02-(C, -Ce)-al kyl, (CH2)n-SO2-NH2,
where n can be 0-6; (G -C6)-alkyl, COOH, COQC, C6)-al k¥l s H2i
(CH2) n- A-R8, where n can be 1-6; nmay be 0,S02; may be (Ci1- 88@" I"Kyl ,
(C3-C3)-cycloal kyl, where in the alkyl radicals one hydrogen can be
replaced by OH, (CH2)maryl, where mcan be 0-6 and aryl can be phenyl or
thienyl and’" the aryl noiety can be gbstituted up to two tines by F,- O,
Br, OH; CF3|, ii\(éle(:&ﬁd-és}ﬁ}zctgf ihy,IpresS@Zlil)\(eﬁtli_lorﬁﬁR&é\ri@és@%edi%ilﬁéﬂgc(&gf o nelcl><r I

a - - or. CONH2: 'R5 may be H; may be OH, - -al kyl,
\?/r?ge n Oﬁgﬁoerx‘&ug?sﬁ(alﬁﬁq? v?'C%)-aI kyl, O C(O-aryl, where-aryl can be
phenyl or thienyl; 20 O al pha or -beta-glucuronic acid;, S2-(C, -C6)-al kyl,

S2-(CH2) r. - ; . . r - 4- vl
N+ 0O - ( CL. OB sep Bt fefpBM infelorhoadia pbblEamtecbiipruiadider, 1 o o
1 (CF)n e eomposipgs aredefingd abgve antheng orgigre podreglicgal |y acceptable  salts. 2
3 AUG 2004 10a A second aspect of the present invention provides a

medi canment, c ri sing one or
%qgurth aspgct of t?le present invention provides a compound defined above for use

as a medicament for the prophylaxis or treatment of obesity.

A fifth aspect of the present invention provides a compound as defined above for use
as a medicament for the prophylaxis or treatment of type Il diabetes.

A sixth aspect of the present invention provides a compound as defined above 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 as defined above 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 as defined above, which comprises
mixing the active compound with a pharmaceutically suitable excipient and bringing this
mixture into a form suitable for administration.

A ninth aspect of the present invention provides the use of the compounds as
- defined above for preparing a medicament for the prophylaxis or treatment of obesity.

A tenth aspect of the present invention provides the use of the compounds as
defined above for preparing a medicament for the prophylaxis or treatment of type II
“diabetes.

An eleventh aspect of the present invention provides a process for preparing
compounds as defined above, which comprises reacting, according to the equation below,



nore conpounds as defined above. A third aspect of the present invention
provi des a nedi canent, conprising one or nore conpounds as defined above
and one or nore anorectics. A fourth aspect of the prese@? 4myﬁﬁhion
provi des a conpound defined above for use as a nedi canen e *
prophyl-axis or treatnment of obesity. A fifth aspect of the present
i nvention provides a conpound as defined above for use as a nedicanent for
t he prophylaxis or treatnent of type Ik giabetes, A sixth aspect of the
present invention provides a conpound ag defined above in conbination with
. at least one further anorectic for use as a nedi canent for the prophyl axis
or. treatnment of obesity. A seventh aspect of the present invRation provides
a conpound. as defingy above in conbination with at |east qge
anorectic for ; g?dicanent for the prophylaxis C;
S

1 diabetes. ; pect of tIRA-C(SBNHL, i nventio

for preBdry 7 Bent conpristng-ome—o®noRd-e :
~def i ned abovd{-mhie prises mxing the active conpg ' -
Qbharnaceuti al 'y sui ‘e excipient and bringing thi m xt uleggnt o a form

-suitabl e fdadni ni stFation. A ninth aspect of the pPRdsent iR@ention

provi des the us f the conpounds as defined above for preparing a )
medi canment for the prophylaxis or treatnment of obesity.: A tenth aspect of
the present invention provides the use of the conpounds as - defined above

for pr i i A i [ _oftype |1 °

di abet :Eg%'hﬁgléﬁ%ggmeﬁgﬁg%c?l?m&Bﬁgqbgggélﬁgélaie%?t‘#%ﬁ'%%‘;%{afodﬁyaaypr ocess

f ogOpr et & MigoaridwottheFornuld d4-018)-NbhY i whilth Py Boag defimsd faract i ng, .

according to the_equation below, 2 3 AUG 2004 Ib R2.R4 Ri- VI| R4-C(S)-NH2

R1 formula [ 1o give compounds of the formula 1 in which R21is hydrogen and, if L
apb(qpriate, derivatizing these compounds further at the R2 position such 'that:'th'e

" other radicals R2 given to formula 1 are formed.



| a conpound of the formula VII in which the radicals are as defined for
formula 1. 20 with a thioam de of the formula ROC(S)-N. H2, in which R4 is .
as defined for' fornula | to give conpounds of. the fornul2ad IAUGN20Gi ch R2
is hydrogen and, if appropriate, derimatizing.these conpounds further at

. the R2 position such that the other radicals R2 given to formula | are
formed. 2 3 AUG 2004 1 1 Enbodi nents provide conpounds of the fornula I, in

the for ' enmat es,- -rgcenj ¢ m xtures-and pure-enantioners, and to
“their d{%@%Oéﬁrﬂ%{%?éag%ﬁ%"%uwﬁé@%ﬁwl%bf“ thaéormygtfieir al kenyl and al kynyl

radi cal s_J S ttuents 111, 111', R2, R3, R4, R6, 5 R8 and A can be
ei t her s{drdaéf']gig%??’c'ﬁgé @kcoﬁ'?@frgﬁmur@?%@Bmﬁfsoﬁnq Ietheindigstereamersr

- sol ubi | i fyd miklaremitewdfcal | y acceptabl e salts maybe particularly suitable
- for mediginal applications conpared with the starting materials or base
-conmpound he pliyt @lkanvl angraliynylaradicalspndhastibstifueatd RipRIEMAME Rpigy 10

or catio i [ tical.ly. .-acceptable acid addition salt's of °
t he gcoﬁr)lggl?r?gsl&%b%gy@g%&ﬁb{fﬁﬂpﬁﬁrﬁnéﬁ%s, such as hydrochloric acid,
hydr obrom ¢ aci d, phosphoric acid, netaphosphoric acid, nitric acid,

sul. foni c,acid and sul furic acid, and of organic acids, such as, for -
exanpl e, OnZcepunt ofdheir highap water solubility, phannadsatizally aceeptabledialisi fagth d,

et hanes ' j f i ciacid .ol uconic acid,. glycolic acid, R
~i sethi olrﬁécrﬁ?c'?'yg'i’%’ct%’%é%’éﬂug@&’“?’!a@?%’g’?&'ﬁb °°5!Ha&?5 P_Pﬁﬁhe‘ﬂe siaing radenalsaci d, .
et hanesanbiaseiconiundss Thesosaltsraust havs b phaRasLLAQIN aBbllnid ahial | ¢ acl d
an»dht_,ri fl uoi.oacgl"t’i' acjd. For nedicinal purposes, the chlorine salt may be

par {1 cul G Y B ® BhamRceicalivaesaptalieracid rdditionsalipéitiiee . basi c-sal ts . -
nay -be apyRiiung: ﬁgi,Bég?lgg)}(%@aﬁgg%@h&%g%%%(such' as sodium 20 salts and - -

pot assi um sal ts) and I N€ ear salts (such as magnesiumsalts
and cal éydrachioriosycid, dyidvebrivmic agidaphbspharieadi onltapHodpREAERAR, RitA@ On MaY

be |ikeyj LG eful .internediates for-the production or
purifi c\fag%’% ﬁpg‘?'&'gg‘%g%%ﬁ&'@@ﬁﬁa&ﬁsﬁﬂ%&gﬂﬂﬁam acidy | sushasd farexapmplese in
nont her apeli¢ acid, benzerica0¥drfic bbid, behisic a%RE'ditFi@ta'pﬂﬂ Bthanesulfonic acid,
© .15  fumaric acid, gluconic acid, glycalic acid, isethionic acid, lactic acid, lactobionic
. acid, maleic acid, malic acid, methanesulfonic acid, suecinic ac'id;
p-totuenesulfonic acid, tartaric acid and trifluoroacetic acid. For medicinal
- purposes, the chlorine salt may be particularly preferred. Suitable pharmaceutically

gcceptabfe basic salts may be ammonium saits, alkali metal salts (such'as sodium)

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

Salts having a pharmaceutically unacceptable anion may be likewise included
| as useful intermediates for the production or purification of

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

The term' “physiologically functional derivative™ ysed here may-relate to any
physiologically acceptable derivative of a compound of the formula | .

30 - | for example an ester, which on administration to a mammal; such
as, for example, man, may be able (direcfiy or indirectlyj to form a compound of the -

“formula | or an active metabolite thereof.



The, term "physiologically functional derivative" used here may relate to
any physiologically acceptable derivative of a conpound of the fornula f
.30 for exanple an ester, which on adm nistration to a mamalagusi, as, f.or
exanple, man, may be able (directly orgndirectly) to forma conpound of
the formula‘l or an active netabolite thereof. 2 3 AUG 2004 12 The . - -
physi ol ogi cal.ly functional derivatives may al so include prodrugs of the
conmpounds. Such. prodrugs can.be netabolized in vivo to a conpound according
to formihe phys.ar h@saug nfnﬁtﬂj’nugﬁanvﬁtﬁés tnhemsetnweae b@d@@& olfie eémbélﬁqf% ive Thel
compoun | so ent .in.v rlous or exanpl e as
* anor phodelARdR et B ReRESRon L e ESFarte SRR AR h et odt < no
conpound@nﬂmywbhe@b@HMﬂedrmthelnbeIomL all references to "compound(s)
according to fornmula (1)J" refer_to.. conpound(s) of the fornula (1) as .
descri bed above, and to their salts, solvates and physiologically.
functional derivatives as described herein. The ampbunt of a conpound
according to formula (1) which nay be necessary in order to achieve the

desired b er of factors
~ exanpl e tggJ3 S&ggﬂnfj %%‘gﬂ%ooun %g‘lt @?teeﬂg%ﬁg%p%%e@\%% U §EAMpIR S F?‘H‘ﬁFP@P“%’f‘"d
admi ni st r%?%ﬁ"%?@ym@fﬁec fnnsiApolyoratictorors o thetdompparidsamdy. bel gprog@der al , t he
daily dose may be in the range fromO0.3 ng to 100 ng (typically from 3 ngy
to 50 ng) per day per kil ogram of bodywei ght, for exanple 3-10 ng/kg/day.
An intravenous dose can be, for exanple, in the range from0.3.ng to 1.0
ng/ kg, which can be suitably adm nistered as an infusion of 10 ng to 100
" ng per kil ogram per mnute. Suitable inf usi on solutions for these purposes

ngnpg(r)nt Llter (S R BET }r];ilreg?rptér gm aonéotc .
e B AT g8 Sl g Wb et o
10 g of Qdmpamd(s)aotmerfounda (mmmes@ﬁa@ubssvé% t@ﬂtﬁéfr'sﬁgs S e§8ﬁ{.]a' .

for exa fro 00 ng, oral ly admnistra Vi

dose for ?QHQIY%?%HO% ofiyat ‘@W%ﬁcmédlf@r@nor capsul es can contain,

for exarrple from1.0 to 1 " 000 ng, typically from10 to 6. 00 ng. In

" the- casel_ phar maceutical ly acceptable salts, the abovenenti oned wei ght'
detail s ﬁﬁfﬂ}%{‘%& @ cPBPpYNs acoqrding it fomtula Alawiréthyaly e hicessiry innrdenito algidveed

.f 1 om t hehes@dsired bidlogicAfMBERIYedbpandaht anme.mmér eiffa§t9r‘§ @povenenti oned
condltlons t he conpounds according to fornul

example the specific compound selected the Intended use, the manner of
administration and the clinical condition of the patient. In general, the daily dose may be
in the range from 0.3 mg to 100 mg (typically from 3 mg to 50 mg) per day per -
kilogram of bodyweight, for example 3-10 mg/kg/day. An mtravenous dose can be
for examp1e in the range from 0.3.mgto 1.0 mg/kg, which can be suitably
admlnlstered as an infusion of 10ngto 100 ng per kilogram per minute. Smtable
infusion solutions for these purposes can corttain, for'example, from 0.1 ngto

10 mg, typically from 1 ng to 10 mg per milliliter. Indnwdual doses can contain, for
example from 1 mg to 10 g of the active compound. “Thus, ampoules for injection
can contain, for example from 1 mg to 100 mg, and orally admlnlstrable mdeual
dose formulations, such as for example tablets or. capsules, can contaln for
example from 1.0 to 1 000 mg, typlcally from 10 to 600 mg. In the Case of
phammaceutically acceptable salts, the abovementloned welght details may relate to the
weight of the dlhydrothlazollum ion derived from the salt. For the prophylaxns or-
therapy of the abovementioned condmons the compounds according to formuta (l)
can be used ihemselves as the oompound but they may be preferably present in the
formof a pharmaceutlca! composmon with a tolerable excuplent The excipient



can be used thensel ves as the conpound, but they may be preferably present
in the formof a pharnaceutical conposition.with a tolerablge,gxopRi ent.
The excipient 2 3 AUG 2004 13 nust of course be tolerable, in the sense
that it may be conpatible with the othe&x constituents of the conposition
and. may not be harnful to the patient's -health. The excipient can be a
solid or a-liquid or both and may be preferably fornulatéd with the
“conpound. as an individual dose, for exanple as a tablet which. can contain
. from 0. 085t coB9e be/tolasdblhin thé serise thet itimay be compatitte wikuthe loter

phar mace ugdriaftibits BFth senposﬁupaﬁ@?rafﬁot%maﬁheﬂo% RliEA Heanh Ak NG TUI'T her

conpounds_according to fornul a- ar naceut 1 cal_conposi tions can be
pr epar ed W'pdﬁ?éc?ﬂ bet %eoi*ﬁﬁomq%arrmmrnedre Wfﬁiefﬁ%’sfowuﬁt@%wé%ﬁ@nt ially

‘consi st- in_m xi a% Ihe constituents with pharnmacol ogical1ly acceptabl e
- exci pi enFRMRRYNE asandndividuab doseyfar axaeple asa tamemrsrch icancomtainfebnig- t 0 one

enbodi e rectal, topical, .
per or al ??5@?}(0 gg(l%uaqm e;%‘ﬁ%’%ﬁé’?&%"ﬁd g"r““E 'H??éi%'é‘ 'i'Yr@‘l?&‘iﬁJscul ar,
“intrader amstamceswamalsodlwpreadm irichiding ftﬁther%bh%ﬁﬁhsh %w’sﬂrﬁﬁg
manrier of aﬂ% S rat on in ﬁach I ndi vi dua}:}[ case I s depen

nature and Gi/é]ral”f' Caﬂ?%"‘i?é B71% FOPeRC°H5E*% r eat ed and on  the nature of
the conpgy e ar - coat ed

for mul at | oﬁge%gﬁgi &%‘g’r‘ b@%@‘?‘{‘e{r&“&ﬁf‘%‘gmr eais}’e] %?Hﬁ%@t?‘ﬂmsqd‘éﬁmﬁpgo be.

‘i ncl udedth Bmﬁhtl@otqmtbphahnacologlnaﬂpaccepfabldexeipie‘iﬁ@ﬁﬁd@i*ﬁuﬁﬂhﬁf: s
formul ati ons may be preferred. Suitable enteric coatings may .1 nclud e

cel lul ose acetate phthal ate, polyvinyl acetate phthal ate,

hydr o | me | cel |l ul ose t hal ate. and ani oni ¢ pol ymer o-f mathacr lic
o AN aIEb oot s oS bl o pleceraeavARL Y Po ook bGD SreRsith ot ol

adm ni stqfaixnedal tpivab perprabean bubilinguaiepa patefterdl (4.4 Sub&lisitods inthaius&igp! e,

capsul SSuBBRRR bonhRENIEI bR S NhE Rogy 4o e fibasasd hissaings |
- gr anul e&achigdiyigualcasmis dependemondicomatim aad sagUiyat mearonoimaﬁuﬁméﬁtedahﬂ ldh d; or
as an Oihe Adlarddf @k c@r’hp(\ﬂ'ﬁﬁh%ﬁcdr&g&{ol foleili ¢ 1 ag? r{%%ﬁﬁlcé eady ment | ﬁg rWH@ hese. -

corrp05| ns can % ared by any su ar nac 80T Care M ch
8!‘{?18‘&:935'08%*8?)"?' %ﬂﬁ?'&@?etfwa'ue@tmwascoﬁmmmduemunttrreesoepe ophemver(mm ch

a Can Conﬂucﬁltresrstﬁntmnd eﬁl@n@i@aﬁﬁul&dﬁb tia@Ba pres@hst Sﬁlié%lete'?l}erﬁ%}ﬂ ol NLO
contact. In general, the 'conpositions may be prepare %y un| ormand

honogenéﬁ'ﬂ%osﬁraﬁ?tHE Rithalatee pelginy acetaterpbibaldte, iy piopyiniethyicalilidsdWhhalagd/ or
finely dhybaieslc potmers@Xmbih&Pic ac 4rd é@ﬁvl &Iethtagr%iate
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Sujieole phannaceutical compounds for oral administration can be pre‘serjt in
 separate units, such as, for example, capsules; cachets, lozenges or tablets which
in each case may contain a certain amount of the compound according to formula (i)

as powders or granules;’ ‘as solution or suspensron |n an aqueous or nonaqueous
-liquid; or as an oik-in-water or water-in-oil emulsion. As already mentloned these.
composztlons canbe prepared by any suitable pharmaoeutrcal method which may
include a step in which the act:ve compound and the excipient (whlch can consist
of one or more addttronal constrtuents) may be brought into contact. In general, the
ccomposrtlons may be prepared by uniform and homogeneous mixing of the active compound

compound wrth a liquid and/or finely divided solid excipient, after which the

A,product if necessary may be shaped. Thus a tablet, for example, can be prepared by



.Product, if necessary, may be shaped. Thus a tablet, for exanple, can be
prepared by 2 3 AUG 200% 14 pressing or shaping a powder or granules of the
conmpound, if appropriate with one or nore additional comst iAﬂﬁeZWs. Pressed
tabl ets can be prepared by tableting tfy¢ conmpound in free-flowng form
-such as, for exanple, a powdér or granules, if .appropriate mxed with a
bi nder, lubricant, inert diluent and/or one (a nunber of)

surface-active/di spersing agents in a suitable machine. Shaped tablets can

‘h 'Pi6q u Pgepﬁrﬁslﬁ? % _agﬁging ﬁ-ﬂ?ﬂllo’ g(r:?\l?lﬁm oF Phar mac eltljrzﬁi'2 Lﬁ?ﬂf:}g%ﬁ%g ‘Piltlg %Q LC"\r/]\,ﬁ |r E: h
may be s &H{i%%eaqd&‘orﬁé F8?5ﬁ”?'§ﬁ'g? rleﬁﬁ‘%fgf%b]%fﬁ (FRRibga Pranased buytabletiog thiz '
. | 0zenges coltipundEib frReMcWiRg forh SREN RS, BF %Ré@iﬂf:@ g ,9?\&%;;@% ﬁr[aﬁ'u]eg‘f,“gt h a

-flavoring, customarily sucrose and gum ara pastilles
“whi ch mayPPARAriake mixed wikedinder, lubricant, inert dihest andtdr g @ehdnber 8f)d

. glycerol I ar.abic.- I,tabl e pharaceuti cal conpositions

for par en Fef?gél %gg\?ﬁ?%%@% e'ﬁﬁiﬂ %?E‘?@'ﬁﬂﬁdﬁ%l §§Qp%ﬁ tablets caachecous
prepar at prpared bQ'SMGFmt}lhd pﬁﬁ,@ﬁrﬂéhﬂg)rﬁ d ; il referably
isotonic wth the blood of the intended %(%?tgﬁt&wm;é@%%ﬁﬂﬁgﬂons may-
pref erabfﬁk}n-'%v Bheuitale maghing: r avenousl y, al though the adninistration can..
al so take place subcutaneously, intranuscularly or intradermally as an
i'njection.. These preparations can preferably be prepared by m xing the
ConMpoundpirtcARER CoRBshitiohSHER BPbt BStaBIRta RESASAIMEER Sk ehd L and
i sotonic with the ol o_od.llol nj ect ab?e comggﬁ#gﬁasligdcbg{é#@ﬁgmw%r ‘Pemay
i nvent i oRciHde Iggsngpavhishpay 6eNaIR A cPMBRHNG agcarding b fagmule (I pwth aflavotieg, act i ve

conpoundeusiidiftButropbaid Queeatabic 8t traABRAS idhtl PASIIEPWIER i@ incRAT Y ShipaliP"
may preferably be greﬁsent! E‘i di vi dual dose suppositories. ese can be
pr epar ed"ﬁg"?ﬁ‘maﬁﬁ FE5HH8 @%%F%Phﬁ’%e%?mmarqbﬁ with one or nore
conventional solid excipients, for exanple cocoa butter, and shaping the
resulting mi'xture. Suitable pharmaceutical conpositi-ons for topical
application to the skin may preferably be present as ointnent, cream

| oti on, §L‘i)“aste, spray, aerosol or:oil. Excipients which can.be used are

pet r ol editeglephamacasiienl pempastipReiongaremeratpdpgiisteation may Ipcdferablp thcluderbteritlet | ons
of two or nore of these substances. The active 2 3 AUG 2104 15 conpound
may in GAYRAUS Praparalpnsl arcompound aseriding fofermsiia G which may plefergbly Badnic withithét
of the

blood of the intended recipient. These preparations may preferably be administered intravenousty,
' 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 isotonic with the blood. Injectable compositions according

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

Suitable pharmaceutical compositions for rectal administration may preferably be present as
individual dose suppositories. These can be prepared by mixing a cornpodnd according to formula (l)
with one or more conventional solid excipients, for example cocoa butter, and shaping the resuiting

. =
mixture.

Suitable pharmaceutical compositions for topical application to the skin may preferabiy be present as
ointment, cream, lotion, paste, spray,‘ aerosot or oil. Excipients which can be used are petroleum

jelly, lanolin, polyethylene glycols, alcohols and combinations of two or more of these substances.

The active



conposition, for exanple of fromO0.5 to 2% Transdernmal adm nistration may
al so be possible. Suitable pharnmaceutical conpositions for transder mal

adni ni stration can be present as individual patches whi cp 3apds 00kt abl e -f or
lLong-term close contact with the epidgsm s of the patient. Such patches
may suitably contain the active conpound in an optionally buffered aqueous
sol ution, dissolved and/or dispersed in an adhesive or dispersed in a :
pol ymer . CAMERHC ARV gRners) Be PrsaeH ima consableation at fram Oddy 18% byweighaefdhe 1% t o
-35% preferahly from apo 3%t0 _15% As a particular possibility, the
active cWB?fﬁﬁxtf%e’ﬁ@pEe#hﬁ@@oétol%/"'el ectrotransport or iontophoresis, as
.described, for exanple, in Pharnmaceutical Research, 2(6): 318 (1986).

- Anot her enbodi rent may furthernore-provide a process for the preparation of

L e COMPaviRaedial ddifinistRbAHal ako plBb &I AT RIA2S BRI O N d e compounds
of the formula | in sucaﬁ a \?gﬁst R3 %Ebé p'rt%bgé;@’ a °‘%§°'§B‘%¥5‘I"HPH§ to the
f ol | oW NgrahRRAERAI ABMMEREHIER: caRRbe Blese .schrf_é' dl@peﬁ% Rhi 18 Bor 180, vl, - 20
RLVII R3 NBS R Noacyl K3 ___Blle Rl% i\}l % ; eslvﬂl)lcﬁ%reswtableforIong—term

close contact with the epidermis of the patient. Such patches may suitably contain the active

compound in an optionally buffered aqueous solution, dissolved and/or dispersed in an adhesive or

dispersed in a polymer. A suita_b[e active compound concentration may be from about 1% to 35%,

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

by electrotransport or iontophoresis, as described, for example, in Pharmaceutical Research, 2(6):

318 (1986).

Another embodiment may furthermore provide a process for the preparation of the compounds of the
formuia |, which may comprise obtaining the compounds of the formula { in such a way that the

procedure may be according to the following reaction scheme:
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To this end, compounds of the formula II,




To this end, ,conmpounds of the fornmula 11, 16 R3 R' .Fornula If 2 3 AUG
2004 in which Rl, RV and R3' nay ‘be defined above, may be converted into a
compound of the formula |11 using N-bronpsuccinimde. The ok ot4s of the
formula Il .may react further with net4$ salts of organic acids (Moacyl), :
such as, for exanple, silver acetate, into conpounds of the formula IV. It
may al so be possible to convert conpounds of the formula I]l by
nucl eophilic R6 may be defined above. - Conpounds of the formula'lV can be -
converted into-conpounds of the formula V, 15 for exanple by acid
hydrol ysis. Under standard conditions, thegconpounds of the'fornulae V
and"Vl can' be converted by reaction w thfbromne into the correspondi ng
al pha- br onoket ones of the fornuLa 7 lla?whlch for exanple " R5 can be
na-40

hydrogen and R6 can be OH_ = R&ik ¢®»ani des of .the fornula

'R4-C(S)-NI-12, in which R4 naybe as above: with compounds of the

. formula VI Wmch may gi ve conpounds of the formula | in which R2- may be
hydr ogen. Using standard mnet hods F”these conpounds can be converted i'nto "
conpounds of the fornmula | in Whl a as described further above. .25
Suitabl e inorganic acids for salt f n may be, for exanple: hydrohal ic

aci ds, such as hydrochl oric acid and hydrobromc acid, and also sulfuric

acid, p and am dosul fonin. acid. 17 2 3 AUG 2004 Organic
aci ds mﬂ?%ﬁﬂm 'Bg aﬂ?’a'ﬂ%b? dsiined, phove Jravbe ennvarsd ihle,a dootposndoitheforfigs i C

acid, a 7. acid, p-toluenesul fonic- acid, benzenesulfonic
aci d, sﬁ@%%"(r? ﬁ?r%g?sgn‘é@?u%ﬁ%“ c aci d mal efi c aci d, lactic acid, tartaric

acid, cifheics alic acid, isethionic acid,
met hanesul fcoﬂ?@nqggfth ﬂ%ﬁ'ﬁ B ﬁ'u ? Frgf'i'é‘:ﬁé‘%rﬁ SaltsLfopganig-acids (MOacyl), such
2- benzi $8}fbi S@Ripte3§ikbD akdife, ifto E&B[mﬁkdslof%he formuta IV.

it may also be possible to convert compounds of the formula Il by nucleophilic

R6 may be defined above.

.Compounds of the formula IV can be converted into’ compounds of the formula Vv,
15 for example by acid hydrolysis.

Under standard conditions, the compounds of the formulae V and VI can be
-converted by reaction with bromine into the corresponding alpha—brorhoketones 'of '
the formula VI, in which, for example, R5 can be hydrogen and R6 can be OH..
| Reaction of the thioamides of the formula R4-C(S)- NHz, in which R4 may be as defned

above, with compounds of the formula Vit which may give compounds of the formula { in whlch R2

may be hydrogen. .Usmg standard methods,.these compounds can be converted into campounds of

the formula ! in which R2 is as described further above.

=

.25

Suitable inorganic acids for salt formation may be, for example: hydrohalic acids, such

as hydrochlonc a0|d and hydrobromzc acid, and also sulfunc a0|d phosphonc acid-
and amldosulfomc acid.



oxat hi azi n-4(3H)-one 2, 2-di oxi de. The procedure described above may
advant ageously be carried out such that the conpounds of the fornula VII
may react with the thioamdes RA&-C(S)-NH2 in a nmolar rati @ pfaybrage 1:1 to
1:1.5. The reaction may be advantageousty carried out in an inert soI vent,
for exanple in polar organic solvents, such as dinethylformam _de,

di met hyl acet anmi de, N-net hyl - 2- pyrrol i done di met hyl sul f oxi de, -di oxane,

t et rahyd i tril th di et hyl | ycol

e oyt ORleicRras e Bty s Banad ol o g@a?fé‘ﬁg%&@e'ﬁ&exén%ﬁvgrycﬁay have been
d. t te 15.and. et e, short-ch | cohol

P on s fomficHad deelE bR Bodtid A b Wlushisiflort ackh benseuesuoniey

ket ones, 38"1;Bueelnlo‘@a‘idemm’b%clcﬁ‘h%l@i&%cﬂLlaétﬂ%md‘)@ztagé é{}%%ﬂﬁgaﬁ Cures of

Mxtures of the reqfﬁtlon medi a menti oned ‘can al So
the sol vERSCHRIGH @a"whpracgb|ls@hlp9twmld,wnettwrmuummcm.d may be |ess

suitabl e anol wi th benzene, ethanol
w th S0 THAGmRarANGHE IR 1 FhENE SBidkor SRHIRR, € eingich3is-met hy!

et her, evkathidzinid(3H)-ops REndibgideachl ori de, acetone with chlorof orm

“di chl oronet hane or 1, 2- dichl oroethane, can al so be used, where the nore
pol ar solvent in each case should expediently be used in an excess. The

react antheoEWeUeresiesqm)adedoxermay(ﬁdsaaégmdsty Bech@ied O61R6A theBthkeact i on medi um -
In prin can al sobe 25 reacted in the absence of a

t
sol vent A“?“rt")}t%t‘?t‘ﬁétﬁ 8'1"“1 V'?H@yfﬁb‘@‘&tf‘%g‘“ﬁﬁ"'wﬁt@mﬂ\}“ﬂaae a melting
Do1 1t el AR oM 28y b %9bﬁavay%%wéﬁg%?b&ﬁe%gﬂtﬁ%dahg 500 7

slightly “exothérm c rmannet

B0 oy R SRR ok ani® SRS Ttk AT BRRGR T
reacti o?‘lﬂ'm%@’ ﬁﬁ?‘aﬁéd%dﬂ@&ibykﬂepwmdMﬁneomme&wt aﬂtdxlidkn di®emR, at ure and nay
be bet days at, rel ati v and rel atively | ow

t enper %ﬂesg @%ﬁt&%ﬁgﬁﬁ %8@8 ne,ef Qeﬁr%ft%lw:em;mm)éet gr ature

range tHadiculady bdvantage s SARENtE Sholle e @by Mavel}f‘ée\“{%%b tf.'-'! @B@ME@PI %48 hour s.
requen fm a poorly

sol 1B o HEELY f9%{2%éﬁgﬁ%'rn%aéé‘r?a&?sﬁé‘é’éwénanauemamsprmmu ently a.
| sui t abl gs¢pBphaRbE ahH @N&Qﬁglkylr@toﬁé@ sLR23! for el?(%mple acetone, butan-2-
one or hexan-2-one. Mixtures of the reaction media mentioned can also be used:
-and mixtures of the solvents mentioned with solvents which, taken per se, may be less
suitable, such as, foi example, mixtures of methanol with benzene, ethanol with
20 toluene, methanol with diethyl ether or with tert-butyl methyl ether, ethanol with
carbon tetrachlonde acetone with chloroform, drchloromethane or 1,2-
dtchloroethane can also be used, where the more polar solvent in each case
should expediently be used in an excess. The reactants can be suspended or
dlssolved in the respective reaction medlum In pnncnple the reactants can also be
_25 reacted ln the absenoe ofa solvent in particular if the respective thicamide may have a
‘ meltlng point which may be as low as possible. The reactlon ‘may proceed in an only slightly
- exothermic manner and ¢an be carried out between -10°C and 150°C, preferably
between 30°C and 100°C. . A temperature range between 50°C and 90°% may have
generally been found to be particularly favorable
30

The reaction time may be largely dependent on the reaction temperature and may be between

2 minutes and 3 days at relahvety high and relatively low. temperatures



subsequent |y added. Those used may be, for exanple, hydrocarbons such as
benzene, toluene, cycl ohexane or heptane or carbon tetrachloride; in
particul ar, al kyl acetates, such as ethyl acetate or n-B tyﬁia@ tate, - or
diral kyl ethers, such as diethyl ether, gdiisopropyl ether, di-n-butyl ether
or tert 10 butyl nethyl ether prove particularly suitable. If the reaction
m xture remains in solution after the end of the reaction, 'the salts of.
the conpounds | can be preci pi tated using one of the precipitating agent s

ment i one®@sPedively b WBF@@E@‘%F'PB?“W@&%&%{BB@W@fnetrhny treq@aedalyn sol ution.

Fur t her t|o the reaction mxture can also be

advant agg’rc??‘é?éfb?ﬂ ‘H% RS-0l ution of one of the 15 precipitating
agents nenti oned, W|th stirring. Work- up, of the reaction m xture can also

be carr i ﬁ‘ﬂlPQ %ur§é18fhhé Q@% 0§1 htﬂe cgrﬁﬁéungs i 9 X%r%qr%% rrrll3 g Ip?)@'{r;;dﬁfqlrug% q%:lgtl)(%lrili'l ?h?e oy

addi tion of an organi c base, sucC

di i sob di
1,8 di 322“8?‘%@‘?25?%"’?13%‘% 1 R ol il @%@eﬁ&%ﬁbﬂdmaw may be

puri fi edsutzequBntPSadRaNTRAk Wed he) bEXGFMREMApEN @ silica 20 "gel colum, after
concent ration- Suitable el.uents for this prove to be, for exanple,

m xt ur es NgdrosprRanNssuchaasbopzenantelvana. cyc heu(ane@rhbptimeltbrwamm hane with
nmet hanOI n han or,.eth acetate-or m xtures of
byt aletfchIGHAES iR palSWE A A TR IR APt ddetalar A Rectton of

- the cruderdmﬂquethera;esudhms:dlbthyeétmtd‘ig&P | BREICHi-N-H s I, an acid
addlﬁ) Bﬁ&gduct of the 25 fornula canpb(gﬁ’obt ai neI ﬁ lgtﬁﬁgdﬁgér"g base of -

t Re methyletherRyong Paﬂ!cularlw@ut@b!%uifrtba reqctiafi Mm reghainis Fuspendi ng
t he base net ha t hanol ,
S eslltGN aftb P &Td 6f l‘?lte: Sacfior) 3 salts QFI’&& o({npcgm({%g rﬁane[&

propanol or 1 sopropano n an drganic ch as ethyl

acet at e, pigcipitajed esmgrqnecbfltheprexppllatugtdmamsh&a’riti!ohéﬂ ma% PYopriafd Asr
di oxane, but an- 2- one, en treating this.

-30" i xt%é'gée\hwang Fu rqaé: §$tsgﬁ’§'epnﬁv%emantheosol@m efdhgaeadioanci d such
as, for maons’rt@llia?} albl Becsdvaptagetsh il %&ﬁﬁb‘iﬁéjsbﬁnéﬂq Bﬁ{:] I?rﬁl vent such as,

for exan& -di et hyl ether or et’hano or another o organlc or
or gdmi ¢ GPMaH%ﬁgen@dnentmﬁd, wéth stising. WoriGupOBHRORMCESN Tilietup@ameuUNds of

the for taII .zed. froman inert suitable sol vent
%lo%e caftidil oBt Such fhat he reaction mixture may be rendered alkaline by addition

of an organic base, such as, for example, triethylamine or diisobutylamine or -
ammonia or merpholine or piperidine or 1,8-diazabicyclof5.4.0lundec-7-ene, and
the crude reaction product may be purified chromatographically, for example on a silica
20 ‘gel column, after concentration. Surtable eluents for this prove to be, for example,
mixtures of ethyl acetate with methanol mlxtures of dichloromethane with ,
methanol, mixtures of toluene with methanol or ethyl acetate or mixtures of ethyl
acetate with hydrocarbons such as heptane. If the purification of the crude product
may be carried out in the manner last described, an acid addition proauct of the h
25 formula | can be obtained from the pure base of the compound of the formula ! -
thus obtamed by dlssolwng or suspendmg the base i inan orgamc protic soIvent
such as methanol ethanol propanol or isopropanol orinan organic aprotic
solvent, such as ethyl acetate dlethyl ether, diisopropyl ether, tert~'ﬁutyl methyl
ether, dioxane, tetrahydrofuran acetone or butan-2-one, and then treating this.
30  mixture withran at least equimolar amount of an inorganic acid such as, for
example hydrochlonc acid, dissolved in an inert solvent such : as, for example

-dlethyl ether or ethanol, or another of the i inorganic or organlc acids mentioned
further above.



such~ as, for exanple, acetone, butan-2-one, acetonitriie or nitromethane.
However, particularly advantageous nmay be reprecipitation from a-sol vent
such as, for 5 exanple, dimethylforman de, di nethyl acet2adriAde, 2004

" ni tronet hane, acetonitrife, pr ef er abl yrigret hanol - or et hanol. The reaction of
t he conpounds of the fornmula VII with the thi oam des R4- C(S) NH2 can al so
be carried out such that an at |east equinofar anount of a base, such as,-
for exanple, triethylam ne, nay be added to the reaction m xture and the
"resulting free bases of the fornula I' may then be optionatly converted

i nto theiThaeh t tion roduc of the
" compounds. of t'ﬂlga g ﬂ‘rj%nkj) @leﬁﬁgﬂﬁﬁg}a eaécfeecﬁat%“'z%ffb B‘g?e%o'wmt he..
formul a |su§>yn as, doit evample adetbas dutaPR-bid) e lrfifife d%ﬁraﬁ.et i{r@r exanpl e,
sol ution I norgani ¢ hydr oxi des, -such as |ithium hydroxi sodi um 15
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di cycl oh di h | t hyl di cycl ohexyl 20
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car boxam de with phosphorus peéntasul pyri

Del anet effor e%ﬂﬁle teHylafike, rﬂgy be e(djd%mc)t}le ré%%t.dM thi all'ea%}%ﬁ Q) 1%8§lgrqgeta ent in

tol uene, pyridine, hexanet hyl phosphoric triam dersen and

Lawes s on basisl df theSoknula GhaytheB6d §Bndif comeRed %ﬁ) tﬁ&l?%é%l}ddutfo?gr ; aﬁ{%?’b' 2i( |n a

m.xture of tetrahydrofuran with -1, 3-di nethyl -
H) pyrlmdl none or 1, 3-di nethyl - 2- |mdazof|d| none. Hydroxyl, am no -
unctjons may in this case expedlently protected

- ior.addit onaL caﬁ ¥)&4
usi nga ﬁﬁ?ﬂ)? difleR prequcisot hecomppunssof the formala bsambe ecactethémzy| ,

ter[- wbqnweeh%ésdimé)w Vefted into an

optlonal Py 30 cyclic aceta QEM%%Pgﬁéﬂthl 'S g%% ug?éi BaES Y b«?xarrpl e,

in Th. \jorexammpe, aﬁmlltrqns anlnorganhﬂwd{]@n@ea%chas@tmmydﬁoﬁhg e

Syn Si n 199 o n, Wley & Sons, New Yor 2 3 AUG 2004

%oa cgfégfa%f Bf’ﬁg rgx ﬁza Pﬁdré’é%’eef?'s'@%@'ﬁmfﬁﬂﬁ@d by reacting

n| t ri | escarbonates or hydrogen carbonates, such as sodium carbonate or potassium ‘
carbonate sodium hydrogen carbonate or potassium hydrogen carbonate,
ammonia and amines, such-as tnethylamme dusopropylamlne dlcyc!ohexylamrne
plpendlne morpholine, methyldrcyclohexylamme

20 " Thioamides of the formula R4-C(S)—NH2 may be either commercially availabte or can

be obtained; for example, by reaction of the correspondihg Icarboxarhide with
phosphorus pentasuif dein pyndlne (R. N. Hurd, G. Delameter, Chem. Rev 61,45

. (1961)), or with Lawesson’s reagent in toluene, pyndlne hexamethylphosphonc '
triamide [Scheibye, Pedersen and Lawesson: Bull. Soc -Chim. Belges 87,229.

25 ' (1978)] preferably ‘in a mlxture of tetrahydrofuran w:th 1 3-d|methyl—3 4 5, 6-

tetrahydro—2(1H)—pynmrdmone or1 3—d:methyl-z-lmldazondmone ‘Hydroxyl, ammo -
for additional carbonyl functions may in this case expediently protected using a

".removable protechve functlon such as, for example a benzyl tert-
butyloxycarbonyi or benzyloxycarbonyl radical, or converted into an optlonally

.30 ‘cyclic acetal. Methods for this are descnbed for example, in Th. W. Greene and

P.G. M. Wats, Protective Groups in Organrc Synthesis, Second Edition, 1991
Johin Wlley & Sons, New York.




the formula R4-CN with hydrogen sul fide (Houben-Wyl |X, 762) or

t hi oacetamde (E. C Taylor, J. A Zaltewicz, J. Am'Chem Soc. 82, 2656

2 (19f0)) or O O-diethvl dithiophosphoric acid.” The reacti2ch#UGi 208k hydr ogen
-sulfide may be preferably carried 5 oujgin an organic solvent, such as :
met hanol or ethanol, those with thioacetamde in a solvent such. as

di met hyl formam de with addition of hydrochloric acid, and those Wth
.0.0-diethyl dithiophosphoric acid in a solvent such as ethyl acetate under
aci di ¢, - dhipamides of tneifdrmules RALC(S)Ih; €DK 1Y Sbidincd ty yetfiflh Afbites i
exanpl es ‘yo%?eh?‘%ﬁlwe ;tggr illustrate the invention,” but out .
restricting o dura iyt Thydrooen spifidei(Hguben-Wéey 1 0E6:2) anthivaicetamide p. ).
wer e not (Eorr -J. A R0 ) - e he heating rate- .
Tabre 1 BTG Y. PZolEhcard. ARLERIN, obrBE 2648 (BRI At "y ¢ 1

le -2 H 9iBonNesnhRdnSdid. The Fedctions wih hydioGanlaRidOniky Be Sably cdiiggconmpounds  of
t he f§rnyhﬁnlad%f %’Hst itngui shed' ﬁ%pflavorabl e effects’on Irpid -
met abol i M "N G 2RIVt S¥iLas mg onethanob theseywith dkivacetaniite in
conpounda sobenbeudi ag dim rapaelr . i Qr_in _conpi nation
with other n_nr e,gt igal_ I yé‘?cfta‘?@én con@%ﬁﬁ%@&n Qﬂ@%&"f’ﬁﬁ@ﬁgrﬂ"é{ﬁ&’@g‘.&% |y
active cWﬁBéhng)dgleM dithiopbasphorisdacid bt a selvanipduch étslell’sl?ﬁaaﬁhﬁ; hndst €.
T

chapter 9%k i A ratj.ons/ anorectics. e conpounds may be
sui t abl e&g'g,r&ggé F@%%@Q&%ﬁﬁ@&ﬂ *?"W%‘PE%P&W"P(W&“’(W{ r eat nent '

| Thg examples given below.‘_se‘vé to illustrate the"%nvention, but ﬁithout restricting
g 10 : it. The measured melling or decomposition points (m.p.) were not corrected and a
. may be generally dependent on the heating rate. o '

Table 1: Examples

15

Formula |
Example|R1; R1’ | R2 R3 |- R4 hs' R6 _| Salt| -m.p. [°C] 18
1 ‘ 6-Cl; H H H phenyl H | OH - | 152
2 HiH - H T H | phenyl2OH | H | OH | - | 110
- . ' ' . (decomp.) |

«.‘@

. The compounds of the formula | may be distinguished: by favorable effects on lipid metabolism: in

¢ particular, they may be suitable as anorectics. The compounds can be



5 of obesity. The conpounds may be furthernore suitable for the prophylaxis
particular for the treatnent of type 11 di abetes.

and in
t he.

action was tested on fenale NWVRI
the test preparation was adm nistered via a stomach t ube. _
the animal s were

hour s,

~individually and with -free access to drinking water,
evaporated mlk 30 mnutes after the adm ni stration of the

. pr epar at iemployed onctheis owptérdn c@fntmvam\ﬁtwdtﬁerlahomcﬁw 8efigred hal f - nour | y
condition of the anim

ef angeecticalipaciive oampeundmmaypbe memlcmati dor cont r ol

iR iR R ateE

- Conpound/The@mpheurds adaydesmwbmﬁmm@probwmarﬂﬁﬂpdﬂ@ﬂarm tlmé trédimesd S |
B fiaidin bR

- of fered

for 1.5 hours an
measur ed 9 IW@TQ%S%&%F

ani mal s. glaph e, in tﬁ?@fo‘f@[sfe Wkl @}’01

trea ed an rraI‘s

mlk - consunption O

1t he urrul a

constnp®®

t SbRsitf e

ener al

I at ed cunul

CERMPRUNS Mgy

conpounds was tested as follows: Biological
m ce. pAfter wthdrawal

f e oo

test node

Cont rol Bapficuiieror URAEAnfRR b QpedlliBBkfesRl’ F15 Rsanimals

The efficacy of the compounds was tested as follows:

Biological test model:

itk mlk i
"a’f’%ﬁ“b/ﬁ‘of t he

The efficacy-

f‘%‘gdfm

Kept

S" was observed. The

f t he- cumJI at ed

Qﬂf SHPS-

nm

- The anorect:c actton was tested on female NMRI mice. After wuthdrawal of feed for -

10

24 hours, the test preparation was administered via a stomach 1ube. Kept

individually and with-free access to drinking water, the ammals were offered

evaporated miilk 30 minutes after the administration of the preparation. The -

~ consumption of evaporated milk was determined half-houry for 1.5 hours and the '

general condition of the animals was observed. The measured milk consumptlon

15

Table 2;

was compared with that of untreated control animals.

. consumption of treated animals compared to untreated animals.

Anorecti'_c action, measured as reduction of fhe cumulated milk

Compound/Example.

Formula

Oral dose

fmg/kg}

Number of
animals /
cumulated
mitk
consumption-
of the treated’
animals

N /[ml]

Number of
animals /
cumulated milk

:consumption of

the unfreated
control animals

N/ [mi]

Reduction of
the cumulated
milk
consumption in
% of the control

Example 1

30

5/1.06

5/1.54

31%

lt can be inferred from the table that the compounds of the formula 1 exhibit very

20 good anorectic action.

norectic
10 24

ani mal-s




N[m] N/ [mM] Fornula Exanple 1 - -305/ 1:06 5/1.5431% it can be
inferred fromthe table that the conpounds of-the fornula,1 exhibit very
20°. good anorectic action. 22 2 3 AUG 2004 The prepar at i o 20

exarrpl es i s described in detail below, %he ot her conpounds of the for mul a
| were obtained in a simlar manner: Exanple 1 (Conpound 1):

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

B9 g (50! blgPrReof SERE exdmbledi RAGPRY In Sxial bePhiRe R of car bon
tet rachl OIFOI'GBOUHM thedomnalh | Waye abtdined @y h shfitaPthaingnd, Wi th stirring,

" heated under reflux 10 for 3 h. The cool ed reaction solution was filtered, -
' filtered

.extrate t water, dried over magnesi'um sul fate,
“and conce%%ﬁgdpﬁ Ponggirced pressure. The residue was dissolved in 120
m-of a hot-1:1 mixture of n-heptane and cycl ohexane, boiled. with o

act i vat edB-Chidrore- pndn)ﬂrg 8 rolﬂﬂgné[l‘?Qﬁ]tI'ufﬁ@E%a‘d@ﬁr oncentrated urrderAl

reduced pressure Thi's gave 15 3-bromno: or oi ndan-1" -one of nelting

poi nt 63’ 3- Acetox -5-chl or oi ndan-1-one: 4.91 g (20 mmol ) of ‘

3-broﬁn ?chl Bromard-¢h 0@*@%&%1934 [lacuna] (20 mmol) of silver acetate

were suspended in 100 nl ~of acetic acid and, with stirring, heated under

reflux for 5 h. The cool ed reaction sol ution was 20 concentrat‘ed under

reduced pr essam g1{50 nireol) &f EciitorofifianT-ohk efd £9'gY5D oQFBT' cally on
aceto

silica gel M t ol uenel acetone 10/1. This gave =
-one of - nelt 8 e@wndegswasmwmamnm:mhtorme; h

dd f
ghl Io;r (I())?Edgn— 5 Qd{ﬂ(;);%j ‘\’Av/eaﬁjgﬁl gg%nz\?gl 99’%‘%%*’5%‘!{‘6 c?eqttg "‘i’ﬁérﬁﬂé’é‘ctlr on

for 3 h. The cooled reaction solution was fi ltered extractedx with 100 ml

of water, dried over magnesium sulfate, fittered and concentrated under
reduced pressure. The residue was dissolved in 120 ml-of a hot 1:1 mixture -
qf n-heptane and cyclohexane, boiled with activated carbon and filtered,

, and the filtrate was concentrated under reduced pressure, ‘This gave |

15 Q—bromo-s-chloroindan—‘l -one of melting point 96-97°C

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

491 g (20 mrrlol) of 3-bromo-5-chloroindan-1-one and 3.34 [lacuna] (20
~ mmol) of silver acetate were suspended in 100 ml of acetic acid and, with
stirring, heated under reflux for 5 h. The cooled reactron solution was
20 | 'concentrated under reduced pressure and the residue was purified
chromatographrcally on silica gel using toluene/acetone 10/1 This gave 3-
acetoxy-5-chloroindan-1-one of-melting point 65-67°C.

¢ 5-Chloro~3~hydroxyindan-1-one:

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

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

5- chIororndan 1.



m xture was stirred at roomtenperature for 48 h. The solvent acetonitrile
was then distilled off under reduced pressure and the precipitated crude
product was filtered off and purified chromatographical I‘230ﬂu§i2hdéca gel
“using 23 3 AUG 2004 tol uenel acetone 5/ 123 The product; - i
5-¢chl oro- 3- hydroxyi ndan-1 -one, had a nelting point of 125-128C. 2-B
~ ronp-5-chl or o- 3- hydr oxyi ndan-i.-one: 0.69 g (3.78 mmol) of

5-chl or o- 3- hyd@ﬁéi ndan- 1 ﬂﬂeﬂgas di ssol ved, in 100 m of diethyl ether.
W th stirring, ' TUGRFRCENE B The Reedust deehlownd-hyHoxyindant-enedsadai r r ed
~until the col om gombBpPess-§9gedhe mxture was then cooled to -5C and
20.194 M (3.78 mmol )" of bromne_ in 2 m of dichioronethane were added

- dropwi se gver a period of 30 min. Stirfing was then continued for 30" mn,
50 m . of .ﬂ)ﬂterz‘g&@l‘_ Mo-giNaiodhhydroryiodanriang0 phase was separated off, -
~dried-over nmagnesiumsul fate and filtered. The filtrate was concentrated .

under - r ed d RERSS i © i due, v dri.ed d d d e.
Thi's gave 2br oieo 1,78 Miloh oF BT N0 BrE NI UEaR 3 T Wes psBbiasing 15- 110C,
" e) 6- @l or o- 2- POGmllof iyl ditherdWiTStRARG, 1 drdf ?ﬁﬁ@ﬁ%&wgégﬁg%}%ﬁd g@g 0.6 g

(2.3 mmol) of 2-RQrono-5-¢hl oro-3- hydr oxyi nda --one an - 45
mmol ) of thio Uig was fhred yntilktbe wetprihadsdisappsiaréd. chheomixiare. was thih

3.45 mol ) of sddib, ' ' nd. . mxture was_then stirred
'gt room t e)rrper%qcﬂdrﬂg@%?%lpzé}ﬁj @ﬁ??‘@@%&@m‘b‘gﬁ{’%\mmn@% The cool ed
reaction nixt LdiwlﬂmsmeﬂnaneMGTetaﬁdedrtﬁ@pwrsé%?ﬁ_ﬂHrﬁﬁ%fr39-xﬁiﬁ@'s&;ﬁ?flq %QF S

it1al Ty

resi due was pygified.chr tographically on silica gel using Init
n- hept ane/ et h%éﬁ&g{\g{lng\e@ '39?@% RErMk efiwaieewereadded and theTbiganigave 6

=chl 400- 2- phéBHasR vias Seurdic ‘H?ﬁ‘éﬁ '“ii iazol e-3a, 8-diol of melting
poi nt 151-153C (Wit h decorrpggréf:gon . é’fe r%ﬁ?"gﬁﬁ'ﬁa Bﬁ"&'ﬂl“\e&?@iw 1. A
conpound of . t Hiltraterwas eorcenkated dhder-reduced pressuré and the residue was dried
under reduced pressure. This gave 2—bromo-5—chioro-3-hydroxyihdan-1_.-one
of melting point 118-119°C. |

€)  6-Chloro-2-phenyl-8,8a-dihydroindeno[1,2-djthiazole-3a8-diol:

15 _ 0.6 g (2.3 mmol) of 2-bromo—5-chl0ro—3-hyﬂ}oxyindan-1 -one and 0.473 g
(3.45 mmol) of thiobenzamide were dissolved in 5 {hl of isopropanol. |
0.478 mi (3.45 mmol) of triethylamine was added, and the mixture was then
stirfed at room temperature for 12 h and subsequently at 50°C for 8 h. The
cooled reaction mixture was concentrated under reduced pressure and the

20 __residue was purified chromatographically on silica gel using initially
n-heptane/ethyl acétate 3/1 and then toluene/acetone 5. This ga\}e
6—'chIor9-2-phenyl-8,8a—dihydroinden0[j ,2—d]tl_1§azble—'3a',8—diol of melting
point 151-153°C (with decomposition). '



Rl R

. Food,
. CONH( C1- C6) - al kyl ,
'v(C2-C6) - al kynyl

11
Br,

R5 R6

in which R4 RL, RLl" independently- of one another are H,
1, CF3, N2, CN, 10 COOH, COQ(Cl-(C6)-al kyl, CO\IHZ .

CON (C1-Co6) - al kyl]22 (C1-Co) - al kyI Céq ) al kenyl
0-(C-0B)-al kyl, wherelnthe al kyl, alk

<«radicals one or nore, or afl hydrogens may be replaced by quorlne

~hydr ogen may be
1.5 or
- S (Cl-

* radi cal
CN, OCF3, O (Cl-08)-al kyl,

o

replaced by OH, OC(O CH3, OC(OH, O CH2-Ph, NH2, NH-CO CH3
COOCH2Ph) 2; are SQ2- NH2, SO02NH( Cl-C6) - al kyl SOZN[(Cl CG) al kyl ] 2,
alenpelims: s (cH), | - phenyl SO (C1-Co) - al kyI SO (CH2) cphenyl ,

. S02- (CL- C6)-al kyl, SO2-(CH2)fi - phenyl, where 'n can be 0-6 and the phenyl
can be substituted up to two tinmes by F, d, Br, OH CF3, N2, 20
(C1-C6)-al kyl, NH2; are NH2, NH (Cl-C6)-al kyl,
N (C1- CoY.- al Wbbﬁmpowettr@torﬁwél phenyl, — biphenylyl, O (CH2)"-phenyl,
where n can be 0-6, 1- or2-naphthyl, 2-, 3- or 4-pyridyl; 2- or ‘3-furanyl

-or 2- or 3-thienyl, where the phenyl blphenyl, napht hyl , pyridyl,

or. thienyl
a, Br,
“ NH( C1- C6) - al kyl
CONH2; 25 2 3 AUG 2004 areé
" be substltutedlnthe 1
tetrazol

10

15

20

-5-yl,

in which

R1, R1°

%5

rings can in each case 25 be substjtuted one to 3 tines by F,
|, OH CF3, NO2, ON. OCR32—® (RL-CsP4al kyl, (C1-06)-al kyl, ,
CH3i COCH,. COO- ( Cl- CB) - al kyl,

yl, where the triazole ring. can:

N[ ( C1-'C8) - al ky

Lk,
@
/o w5

on by nethyl or benzyl; are

:ndependently of one another are H, F, Cl, Br, I, CF3, NO», CN

- COOH, COO(C+-Cg)-alkyl, CONHs, CONH(C4-Cg)-alkyl, CON[(C1-CS)-

alkyl]al (C1-Ce)-alky!, (Cz-Ca)-alkenyl (C2-Cg)-alkynyl, O- -(Cy-Co)-alkyl, -
where in the alkyl, alkenyl, or alkynyl radicals one or more, or all
hydrogens may be replaced by fluorine, or one hydrogen may be -
replaced by OH, OC(O)CHjz, OC(O)H, O-CHy-Ph, NH2, NH- CO-CH3 o

© or N(COOCH,Ph)y;

are S0,-NHa, SO;NH(C1-Co)-alkyl, SOgN[(CrCa)-alkyl]g, S{(Cr-Co-
alkyl, S-(CHz)a-phenyl, SO-(C4-Ce)-alkyl, SO-(CHz),,-phenyl SOZ—(C,-
Ce)-alkyl, SO2-(CH.)s-phenyl, whére n can be 0—6 and the phenyl '.
radical canbe substituted up to two times by F, Cl, Br, OH, CF,, N02,
CN, OCF;, O- (C1-Cs) alkyl, (C1-Co)-alkyl, NHy; '

- are NHz, NH-(C4-Ce)-alkyl, N[(C4-Co)-alkyl]., NH(C+-C)-acyl, pheny,

blpheny!yl 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

. biphényl, naphthyl, pyridyl, furanyl or thienyl rings can in each case |

be substituted one toSttmesbyF Cl, Br, I, OH, CF3, NO;, CN; OCF;;

 O-{C1-Co)-alkyl, (C+-CsJ-alkyl, NH,, NH(Cy- -Ce)-alkyl, N[(C+-Co)-alkyl,,

SOz-CHa, COOH, COO—(C,-CS)—alkyI CONHg;

UGo0k| kyny|



5 are 1, 3, 4-oxadi azol - 2-y1; 2-am no-1, 3, 4-oxadi azol -5-yl, where the am no
functlon can be nono- or disubstituted by (C, -C6)-alkyl, %@'
:(C.-C8)-alkyl,--C(O-(cycl o-C3-C7)-alkyl, -C(O -phenyl, U404
“(A-06)-alkyl, -C(O-NH(cyclo-C3-C7)-al kyl, or -C(O-NHaryl, aryl being
" phenyl, 2-,3- or 4-pyridyl, 2- or 3-thienyl or 2- or 3-furanyl, 10 ‘
’-C(O)-m)rphollrl A-yl, -(O-piperidin-1-yl, -C(O-piperazin-4yi, -CO-1
-met hyl -, 1- benzyﬂl'epi E&mazol-ﬂ-yylwhefemma@oleqﬁ') Arkisb sgbsﬂtﬁ% mﬁ@?nyl '
* where the phenyl {I QF ﬁ bsmé ed up to. tvvo tines

CN, CF3i OH, OCF3, ? %@PS 'Pk‘th E @%)dau kyl (CHZ)n phenyl or

O (CH2) , - pheny! , aveaBBasbl-5-dN
N[ (G - Cs)-al kyl ]2, S02- s “M%r@t%te}%g Ewg%al?c? @ﬁﬁ%d#&“ﬁ%m
(C -C6)-al kyl, (@'%@PS'UQQDM@WVIOI(MI; phenyl, (CH2)n-thienyl, (CH2)

I CH2) n- f | k - | oal k I,
3 e SRR i ol i
r fur rCedh n
pyridyl and furg[anga(\ﬁﬂ):aﬁceach cage be gb‘sﬁ“ﬁ?%éﬁ%@’o{&fg\/\%’wl Tﬁ@i oy d,

F, CN, CFS BHO)-eycin-Caklr)-alkyy, 1 -C(ORPheaylHC(OFNIGS) - al kyl F,

(CICHZ;BE pyri dyI qg('-{%%% yrﬁb&ﬂy &éy%\_@;}g (gg a@‘ﬂi oéné?q)hﬁnnﬁgb:ﬂ%ﬁgﬁ;l

t hi I dyl heml, m- | 1 0 two t rre :
A Pl e o SH B Sl 1, LT

(2 )- alo kﬁ%l olmlmn bpiopeinshy, -GOplpprazin &) C(o%) CH - ;

- e ;
R 14 (G- €8)-al (kﬁ‘@ Q"“"’“’W el s B TSI G B By
o, o L e e (guaet subtilAsaisib o AP o con
be ’repl aced by gﬁl@fw @Z‘(@ﬁFa(&gF&Mr OdCe-€al-athy), -(@Hé)fd'g o |s
(CH2) , -pyrroli diphehybdr, CH%?J. pf@rﬂ*r\ﬁﬁﬂré‘rﬂcéﬂ be b iqlilﬁ ”NI-?@{ S a_ Ml

| perazin N-4-'net hy[ pi perazi n-
(g "-pip NG Cay- Sk, S0,-CHs, COOH, COO-(C/-Co)-ally, COn

R2 - isH, (C1-Cs)-alkyl (Ca-Cs)—cycIoaIkyl (CHz)n-phenyl, (CHp_)n-thlenyl
(CHz)a-pyridyl, (GHy)n-furyl, C(O)-(C4-Ce)-alkyl, C(O)-(C5-Ca)-
cycloalkyl, C(O)}-(CHz)n-phenyl, C(O)-(CHa)x-thienyl, C(O)-(CHy),

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

R3 is H, (C1 Ca)-alkyl F, Cl, Br, CN, Na, O-(C+-Ce)-alkyl, (CHz)n-phenyI
25 (CHg)n-thienyl, (CHp),-pyridyi, (CH?_),.-furyi ‘where n can be 0-5 and i in
which phenyl, thienyl, pyridyl and furyl can in each case be
substituted up o two times by CI F, CN, CF3, (C4-Ca)-alkyl, OH,
O-(Cy-Ce)-alkyl,
is (C2-Cg)-alkynyl, (Co-Cq)-alkenyl, OC(O)CHa, (CHZ)-C(O)O(Cy- Cs)-
30 : alkyt, (CHo),-C{O)OH, (CHa)a-C(O)NHz, (CHy)y-C(O)NHCH;, (CHz),,
C(O)N(CHa),, where n can be 0-3;

R4 - is (C1-Ca)-alkyl (Cs-Cr)-cycloalkyl, (Cz-Co)-alkenyl, (C-Ce)-alkynyl



benzyl pi perazin-1-yl, (CH2).-phthalimdoyl, where n can be 1-6; is

(CH2).-aryl, where n can be 0-6 and aryl is phenyl, biphenylyl, 1- or
-2=naphthyl, 2-, 3- or 4-pyridyl, 2- ope3-thienyl, 2- or 3-F8rauG 2@, 4- or
"-5- thiazolyl, 2-, 4- or 5-oxazolyl, 1 -pyrazolyl, 3- or 5-isoxazolyl, 2- or
-10 3-pyrrolyl, Z- or 3-pyridazinyl, 2-, 4- :or 5=pyrimdinyl, 2-pyrazoyl;
-2-(1,3,5-triazinyl), 2- or 5-benzimdazolyl, 2-benzothiazolyl, 1,2, 4-

triazol-3-yl, 1, CaCy)tycloalkenyl] whers indhelallgd yadicals eakod miore, bpgp! - 5-y+ or

- N-met hyl i m dazol p2-4,cid- -5- t | radj cal het |
raglr:3 ca?‘/ ::gsn géosﬂﬁg%"&?ﬁ?&%{"&& E%’quaﬁg’ Mﬁ@%@%ﬁlﬁwgfg@;b;g?r}ﬁm; 15°
CN, OCF3, O (Cl-a®lacedk -0 €| ; 2041 , 2 '
S02- (G -CG)-<(51I kyl‘ﬁ;lj aCI—IZ?ngrﬁs'%ﬁg@ﬁg*&gé@&%ﬁ?%{%@} r')e n can
2 fen L0 ) M-y e 0wty O e
cow%acs- C5) - %:/ycl gﬁ@%”@%h%@@%mwﬁéﬁfﬁ Cﬁb\f{ gt | Y.

. NH- S02- ( C, - C8) - abkyiylpisk6- o iddVR vidkis | pg 1@ b
substitl(Jt ed U|)o ?o Wyp?i s g)p}hg(mﬂ pg\lh?“m&‘%w(o %%’W@F%n © :
O (Gi-C6)-al kyl , ,2)'c@§4,W|w@(r@altJbs}ﬂaﬁl@nd anyl is@biangl, biphenghy, di-rorl-yl, -

Hol i Mo 1 y1 » BLpek il b Lay i« LA Az 0 3y ’ i gl

(OB e pheny!* C(ERBY R atbr 4 BVBRD2: B 3oy, & SERsinbb 4 onsemy !
where n can be Othiazadlig, Ewanﬁ%ﬁoIWTBpﬁaﬂolggzla-mslisgxéazﬁy],%%r' ‘

| |

NH, I ( Gi - CB) - al kyl . NCHQ,' N(CO- 7’s 50 30 . o8y -al kyl, -
( C3JNEI‘§S) :cycl) oal k%‘lpfyrﬁﬂﬁ"rc% qtﬁ?‘?ﬁ%%)'%ﬂ:l 2+, 40e Bipyrigndings 2-pysazinyly dr Lgensycan -

‘be. replaced by bliyeys : i S | I . 0XQ s,
,(@c( OH, O CH2-Ph _(gr O-J?%z-m&&@g? Eéﬁf&%@ﬂ@%&mﬁg %%?’I“ﬁ%&?%qﬂ aryl, where
m can be 0-6 andti@zol-3whrl,2d4-tonzola-yl, ﬁétiamm}B-ydIindOM—W%d@%_l{td?e aryl
moi ety can be Su@é’i’lbﬁ‘%ﬁfdé%l- 0 two t ' nes. ?lé FoOl, Br, OH CF3, NO2
x Cors o ors REellifiiai- et 147 B e T aryiredicaer béteparyl G.b) ©
- SO2- ( C1- C6) - al keddical kiR - oBatited up FIRNE i -
(O SCo-NH(C- &) calkv - (GR)T L (O gy PSR A TR o,
‘ } \ 3, O-(C1-Ce)-alkyl, S-(C1-Cs)-alkyl, S0-(C4-Co)-alkyi, (CHo2)n-
SO2(C1-Ce)-alkyl, (CHz)n-SO2-NHz, (CH2)-SO-N(=CH-N(CHa),),
where n can be 0-6; (Ci-Ce)-alkyl, (Cs-Ce)-cycloalkyl, COOH,
COO(C4-Cg)-alkyl, COO(Cs-Cs)-cycloalkyI! CONHz, CONH(C4-C)- .
_ a!kyl, CONI[(C4-Cg)-alkyl]o, CONH(Ca-Cs)'CYCIOaIkyI, NHa, NH-CO-
20 (C+-Ge)-alkyl, NH-CO-phenyl, NH-S0-(C4-C)-alkyl, NH-SOz-phenyl,
where the phenyl ring can be substituted up to two times by F, CI, CN
L* : OH, (C1-C¢:;)-alkyl7 O-(CrCe)falkyl, CFs, COOH, COO(C;-Ce)-alkyl or
CON_Hg; pyrrolidin-1-yl, morpholin-1-y, piperidin—1-yl,_ piperazin-1-yl,
4-methylpiperazin-1-yl, (CHz)a-phenyl, O-(CHz)s-phenyl, S-(CHa)n-
25 phenyl, SO;-(CH,),-phenyl, where n can be 0-3;

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

A is O, NH, N-(Cy-Cg)-alkyl, NCHO, N(CO-CHsy), S, SO, SO,;
30 | -
R8 is ((?1-.03)-alkyl, (Ca-Cg)-cycloalkyl, where in the alkyl radicals one or
more hydrogens can be replaced by fluorine or one hydrogen can- be
replaced by QH, OC(O)CH3, OC(O)H, O-CHo>-Ph or O-(C+-Cy)-alkyl;




al kyl ]

cycfoal kylj2, where n can be 0-6; (Cl1-C6)-al kyl, (C3-C6)-cycloalkyl, COON,
COO(Cl C6) -.al kyl, COQ( C3-CB) -cycl oal kyt, CONH2, CONH( Cl9Gonual do8d ,
: CO\I[(O C6) - al kyI]2 CONH( C3- C6) - cycl oal kyl ;

2, (CH2)"- SO2- NH( C3- C8) - cycl oal kyl, (CH2), SC2-Nj (C3-C8)-

10 NH2, NHECL- C8)=al kyl, N(C

"f-06) -al kyl 2, NH CO- (CL-C6) -al kyl, NH CO-. phenyl , NH S02- phenyl , V\/nere

"t he phenyl
- (CGi-0B6)-al kyl,
- NH SO2- ( Cl1- 08) al
- 15 norpholin-1

(CH2) p- phenyl , OHFCHH

where p

ring can_be substltuted up to tvvo ti mes by F CI CN O—|
0% Haeyany, hiere OF8an beMSB!andGR)IEard6d ph H2 |

5 1Pyl Ak the B Molbly £50 Belsibatited up m@mﬁé{q%'a'ma a1yl

FCMNM cnﬁﬂ@?)@(eg@gya_@r 86% &%@(@ §@ﬂenyl

be O-
O (CH2) " CZP yl, © éﬂ éﬁgra!!% (G@'ﬂ}- -6Qer(€+- @)wlma(n:m%-s@gmz, (@Hzgsnsgg_

4- pygi dyl or 2- _é-l_f
O C(O-(C3-C8)-cycl oa

thi enyl or furanykyila- (QWM@SOQNH(@F@:;) @ﬁ%qg"zﬁ%ég %Ce)g _06)-al kyI

S (Cl-

S-C(O-(C3-C8)-¢c
SO ( CH2 h | 6
soz( ( CH)Z;] P pﬁgﬁylc 0%?991&52% Qﬂ %ﬂéﬁ'@ﬂiﬁy@éﬁ“%@éﬂw
byr ol dih 0y °mw(c'"wmm’c’m*‘d"i&‘""rﬁ'@ ODNHICE ok oycloalyl, 4 g1
i di -1. zi
benzyl pi ger N%ﬁ{} ¢ R‘lﬁ-ﬁﬁ%&‘\(ﬁg"g @IQrI(C1 Nie)-alkg), NH;G(@G) o
NH C(. O) - pbhéwl .l(\lEPsOZ-%hBﬁyla%eF@;Heoﬂ’f‘é;{}? Fm& 2%ei'be subsn?uteg(t;:p .

o 18

aI kyl ,

_wheren|326 0- .
to two times by F, Cl, CN, OH, (C1-Ce)-alkyl, O-(C4-Cg)-alkyl, CF3,

15

20

25

30

COOH,

YR O NPl oL S0y Ca-pyr 1 0yl

Co) - al kyl | wh
57 s - o Pl Wherepean i (C5Oq)-alkyl, 05y-Ca eybioal,

COO(C;-Cg)-alkyl or CONH,;

NH-S02+(C4-Cg)-alkyl, N(C;- Ce)-alkyl-SO,-(C1-Cg)-alkyl, pyrrohdm~1-yl
morpholin-1-yl, piperidin-1-yl, piperazin- 1-yl, 4—methylplperazm~1-yl
(CH,)y-phenyl, O-(CHo)p-phenyl, S- ~(CHz),-phenyl or- SO02-(CHy),-
phenyl, where p can be 0-3;

- R5 is H;

R6 . is Ci, Br, OH, O- (C,-Cs)-alkyl O-(CHg)y-aryl, where n can be 0-6 and |
aryl can be phenyi 2-3-or 4-pyridyl or 2- or 3-thienyl; O-C(O)-H, |
-C(O) -(C1-Cg)-alkyl, O-C(0)- (Cs-Cg)-cycloalkyl, O-C(O)-ary), where
aryl can be phenyl, pyridyl, thienyl or furanyl; O-alpha- or -bet_a-

glucuronic acid, SH, S-(C-Cg)- alkyl, S-(CH.)n-phenyi, where n is 0-6; -

S-G(0)-(C1-Ce)-alkyi, S—C(O) (Cg-Cs)-cycloalkyl S- C(O)-phenyl SO-
(C4-Ce)-alkyl, SO- (CHg),,-phenyl where n can be 0-6; S02-(C4-Ce)-
alkyl, SO~(CHa)p-phenyl, where n can be 0-6; NHy, NH-(C4-Cg)-alkyl, -
NH-(C3-C7)-cycloalkyl, N[(C,- Cs)-alkyllg, morpholin-4-yl, pyrrolidin-1 -yl
piperidin-1-yl, piperazin-1-yl, 1-methylp1perazm -4-yl,
1-benzylpiperazin-4-yl, NH—phenyi NH—CHg—phenyl NH—C(O) (C1-Ce)
alkyl, NH- C(O)-pheny!

or



-Cd-al kyl (Cl-Cd.-al kyl CHzZphenyl QH, ~phenyl 1, "0 51 | and its _
physi ol ogi cal |y acceptable salts and physiologically funlﬁ‘r3 ﬁérqa
~derivatives. 2. A conpound of the forpmla | as clained i r@ﬂi wher ei n
-10 R1,.R1' independently of one another are HF, O, Br, I CF~, NO2, CN,

- COOH, Q00(Qg-Cc,)-alkyl,"CONH2,, CONH(CI-C6) -al kyl, CO\I[(CI -CQ - al kyl]’>
“(A-Cr,)-al kyl, (C, 2-C6)-alkenyl, (Ca-Ce))-alkynyl, 0-(Cl-C6)-al kyl, where

in the alkyl radicals. one or nore, or all hydrogens can be replaced”by_ 15

- fluorine, or one hydrogen can be repl aced by OH, OC(O CH-, OC(O H,

O CH2- Ph, NH2, NH CO CH3or N(COO(‘I-- 12ft)~'a are S02- NH2,

SO2NH( Cl - Cr, ) -al kyl, SO02N (CI - C6) Ial kY] 12 "’ S, (d -06)- al kyl ,

S- (CH2) n- phenyl , SO (G -C6) - al kyl O(CH:b)r rpflen yl, S02- -
“(d -C6)-al.kyl 02 (CH2) n- phenyl , \91*9 pcan be 0-6 and the phenyl 20 - -
radi cal F@W%Bﬁsmthﬁdpéﬂqﬁh to two Bs by, wher€ln isB-6, OH, CF3, NQ& ON,
OCF3, O0-(C-Cr,)-alkyl, (C-Co6)-al kyI NH2 are N -12, NH (Cl--C6)-al kyl,
N[ (Cl -C6)-al kyl ] Z,_NH(‘_Q_Cd-_aCYI rphenyl bi pheryl yl , 0-(CH2) n-phenyl,

wherein can be 0-6 2- napht hyl , 29 UG 200. 3- or 4-pyri dyI
2- or 3-furanyl 2- or 3-t V\/nere? e phenyl? i henyl yI , _

napht hyl., pyridyl ra or t |enyI rings can in each se :
substituted one t(g’tége:)'l%i by F(C CCB}.a| } CH,-pHengrF3, %
O (C -06)-al kyl, (C -Cs)-alkyl, N2 Gi - C6) - al kyl 5'2 ? al kyI ]2,

S02- CH3, COOH, . 000- (.G, - £6) - al kyl CO\IHZ 1,2, 3-triazol - 5y| where the

triazole ring can‘b‘e;;g‘trs—m uted in the 1-, 2- or 3-posit.i-on by ‘met hyl. -or o

benzyl ; ' 0o o

HC  CHy L oy

and its physiologically acceptable salts and physiologically functional derivatives.

| 2. A éo_mpound of the formﬁla t as claimed in claim 1, wherein
10 _
- Rt1,RY independently of one another are H F, Gl Br, | CFs, NO,, CN, COOH
COO(C4-Ce)-alkyl, CONH,, CONH(C1-CS) -alkyl, CON[(C1-CB)-aIkyI]2,
(C1-Ce)-alkyl, {Co-Cg)-alkenyl, (C»-Cg)- alkynyl O—(C,—CB)-alkyl where
| in the alkyl radlcals one or more, or all hydrogens can be replaced by
15 fluorine, or one hydrogen can be replaced by OH, OC(O)CH;,-,
OC(O)H O-CHz-Ph, NHz, NH-CO-CHj; or N(COOCH,Ph)s;
. are SOz-NH,, SONH(C;-Cq)- -alkyl, SON[(Cy-Cq)-alkyll, , S- (CrCs)-
alkyl, S-(CHy)x- phenyl SO-(G4-Cg)-alkyl, SO-(CHg)s-phenyl, SO~ -
(C1-Ce)-alkyl, SOg—(CHg)n-phenyl where n can be 0-6 and the phenyl-
_ 2_0 radical can be substituted up to two times by F, Cl, Br, OH, CFa, NOg,
"CN, OCF3, O- (C1-Cs)-a!kyl (C1-Ce)-alkyl, NHy:

are NHz, NH-(C1-C5)—alkyl, N[(C;—Cs)-alkyllg, NH(C.VC?)-QCYI,-» phenyl,
biphenylyl, O-(CHz)a-phenyl, where n can be 0-6, 1- or 2-naphthyl, 2-,




tetrazol -5-yl, where the tetrazole ring can be substituted in the 1- or.2-
position by nethyl or benzyl; 10 R2 15 R3 20 25 R4 30 is H (C -C8)-al kyl;

- (C3-08B)-cycl oal kyl," (CH2) n- phenyl, (CkR)n-thienyl, (CH223- SYG ity ,
(CH2)n-furyl, C(O-(C -C6)-alkyl, C(O-(C3-C6)- cycloal kyl,
_O-(CH)n-phenyl, C(O-(CH)n-thienyl, C(O-(CH)n- pyridyl,
"O-(CH2)r,-furyl, where n can be 0-5 and in which phenyl, thienyl, -
pyridyl and furyl3-0@[rﬂ ppnmmmaymwwrwmwmﬁ&ettmcgybhﬁs by O, i

Er C'C\IZI\I CFNg O ( O%é%%#yiﬁk??%ﬂﬂﬁﬂdﬂh aﬁlf l&/’l I S'rftfH’@lSs)m n e(Et:hIZ)alsepylrzl d}(/jl
(CH2)"-furyl, vhese@sibstielomn :?fh‘i‘ne\a"hc\; Fvvfmcp Wgh@ly ﬁgg:sb&(%ngh{: c?@;; dy! and

furyl can in each_case be substitut

(G -C3)-al kyl, . Of- (CQ)Qa&B@ﬂ%)(CmG‘e)-ialkyll,si\llﬂg}ﬂe‘a)reg)kamwI £S°“‘%2‘é§“%¥'£' kenyl

&%%SNCHJ&%l %g%moﬁ%%ﬁﬁh%&%ﬁgan be 0-3; is .

(CH2) ~-pyrrol | di 1,2.B-bzok Xk Wnera tRE Aot g ban %@nﬁu@@gf n-4-yl,

( CH2) n- pi per azi n- 1- gf N-4-neth | perazin N-4-
benzyl pi per azi n- lzﬁ'/' 'P?Qﬂ'@) Yﬂﬂthﬂlﬁfrhamw,, where n can be 1-6; is

(01 C.)- eyl oal kamr2 TR Snefe Il tetingble g odh € Sibasnyiecripdee Toor a1 1|

hydr ogens can be posnimd:qdniemyl bnbehag; or one hydr ogen can "be - repl aced by
' ,1dJC(O)CI-13 OC(OH C- CH2-Ph or O (Ct-C4)-alkyl;" 30 2 3 AUG 204 . -

R2 | is H, (C4-Cg)-alkyl, (Ca-CB)7cycl_oalkyl_,'(CHg),.-phenyI, (CHg)n.-t_hienyl,
(CHz)a-pyridyl, (CHz)r-furyl, C(0)~(C-Cq)-alkyl, C(O)-(Ca-Ce)-
cycloalkyl, G(0)-(CHz)n-phenyl, C(O)~(CHa),-thienyl, C(O)-(CHy),-
pyridyl, C(O)-(CHz)n-furyl, where n can be 0-5 and in which pheny,

15 thienyl, pyridyl and furyl can in each case be substituted up to two
times by CI, F, CN, CFs, (C1-Ca)-alkyl, OH, O-(C;-Ce)-alkyl; -

R3 is H, (C1-Co)-alkyl, F, Cl, Br, CN, N3, O-(C;-Co)-alkyl, (CHa)w-phenyl,
~ (CHg)y-thienyl, (CHz)n-pyridyl, (CHz)wfuryl, where n can be 0-5 and in o
20 - which phenyl, thienyl, pyridyl and furyl can in each case be
substituted up to two times by Cl, F, CN CF;, (C,—Ca)-alkyl OH,
O-(C1-Ce)-alkyl, :
is (Cz-Ce)-alkynyl, (C2-Ce)-alkenyl, OC(O)CHs, (CH2)n-C(O)O(C1-Ce)-
| alkyl, (CHz)n-C(O)OH, (CHa)C{O)NHz, (CH)C(O)NHCHs, (CHa)o-
25 ° C(O)N(CHa)z, where n can be 0-3;

R4 is (C1-Cg)-alkyl, (Ca-Cy)—cycIoalkyl, (Cz-Ce)-alkenyl, (Cz-Cs)-alkynyl,-
(C4-Cr)-cycloalkenyl, where in the alkyl radicals one or more, or all.
hydrogens can be replaced by fluorine or one hydrogen can be f
30 replaced by OH, OC(O)CHa, OC(O)H, O-CH.-Ph or O-(C4-Cy)-alkyl;
is (CHQ)n -pyrrolidin-1-yi, (CHa)n-plpendm- 1-yl, (CHg)n—morpho!m-ti-y!
(CHa)n-piperazin-1-yl, (CH2),,—N~4-methylplperazm- T-yl, (CHo)- -4-
benzylpiperazin-1 i, (CHz),.-phthahmldoyI where n can be 1-6



510 is (CH),,-aryl, where n 'can be 0--6 and aryl can be phenyl, 1- or

. 2-naphthyl, 2-, 3- or 4-pyridyl, 2- or 3-thienyl and the aryl radical or
~heteroaryl . radi cal can be substitut ed3up to two tines by F.2&AUGBggs OH,
"CF3, O(C,-06)-alkyl, (CH2)n-S02-(C,-C6)-alkyl, (CH2)j; SO2-NH2,

(CH2) n- SO2- N( CH-N(CHB)Z) where n can be 0-6; NH SO2-(Cl-: Cr6)- al kyl ,

' can _be substituted up to two tines by

’;H 802 ?:Rlen%/]l-l (B e(®hwﬁgf@ 1 a1y é@)ﬂ-émd arybean be pbenyl, doox C, - C6) - al kyI
oher o e san be 1oa PRI W"f@?‘gﬂ%?‘* By ot gy ey

(-:C3- C8) - cycl oal kheteropnyt edical cap hel subistiubetd upltcmoems bylB, CRBY, Opdr ogens

@Oij%epgxcgjﬁéw I!’?F?M@Ségjfg&kﬁsf'a l acmg \S\]h_ler e m can
be 086 and aryl (GH)RSOLRERCH- m@w "(V;Pére ,Egéhgglo &@ﬁ % ((;ér i ety can

be substituted uptotwotlrres -al kyl ,

\(Nh CH2) n- SCR- (bc gﬁ')‘(y'a 2(!@}%% viwzre dbe Nhlenyt(rmyos anﬁ@srbﬂ(\:g@d—lhj{ fha43) ﬁ) |
ere n can be gre- the phen
ring can be subs utgﬁ FgmHﬂd;eés)ﬁy‘% Sépm%irya'@h f:fi - C6) - gl ky?/,
0-(Cl-C6)- al kyICCIIIE] coma,- |0E3@;)3ml|§yl CONH2, - where n can be 0- 6
COOH, -000(C, - CB) ; R6 is O, Br, OH

éé p&CNHZ 25 R5 is

0(C, - C8) - al kyl ( Alkyl HykOQ(Cr- %ﬁlmoowwa aryl “can be phenyl ,
13- Oor 4- pyr'ﬂt&g{; % (O-H. 30 0CO-(C -Cp)-

al kyl ," O C(O (C3>( srlc‘§c|éc)5a rFm %)1 ryl, where aryl can be phenyl,

.g/rdyl t hi enyl or furanyl; Oal pha- or _bet a- gl ucuronic acid, SH,

S (C ce | Kyl , 2) be 0-6;
s-(C(O) ( a y P@r(m (?J(é; @g}eiic%?ﬂky? S- (O - phenyl

R8 is (C4-Cg)-alkyl, (C3-Cs)-cycloalkyl, where in the alkyl radicals one or
15 more hydrogens can be replaced by fiuorine or one hydrogen.can be
replaced by OH, OC(O)CHa, OC(O)H, O-CH.-Ph or O-(C4-Cy)-alkyl
is (CHz)m-aryl, where m can be 0-6 and aryl can be phenyl, thienyl or
pyridyl and the aryl moiety can be substituted up to two times by F, Ci
Br, OH, CFs3, O-(C1-Ce)-alkyl, (CHo)n-SO-(C1-Co)-alkyl, (CHp),-SO,-
20 NHz, (CHo)a-SO2-N(=CH-N(CHa),), where n can be 0-6;
NH-SO2-(C1-Ce)-alkyl; NH-SO,-phenyl, where the phenyl ring can be
£ substituted, up to two times by F, Cl, CN, OH, (C;- Ca)-alkyl O- (C1—CB)-
alkyl, CFs, COOH COO(C+-Ce)-alkyl, CONH;, where n can be 0-6;
COOH, 000(01-06)-alkyl or CONH_;

25
R5 is H;

Re6 is Cl, Br, OH, O~(C-Ce)-atkyl, O-(CHg)q-aryl, where n can be 0-6 and
aryl can be phenyl, 2, 3- or 4-pyridyl or 2- or 3-thienyl; 0-C(0)-H
30 O-C(O)(C4-Ce)-alkyl, O-C(0)-(C5-Cg)-cycloalkyl; O-C(O)-ary! where
aryl can be phenyl, pyridyl, thienyl or furanyl; O-alpha- or -beta-
glucuronic acid, SH, S—(C,-Ce)~alkyl S-(CHo)n-phenyl, where n can be
0-6; S-C(O) (C1-Cs)-alkyl S-C(0)- (Ca-Cs)-cyc!oalkyl S-C(0)- phenyl



31 52 3 AUG 2004 SO (C,-Co6)-al kyl, SO (CH2)qg; phenyl, where n can be 0-6;-
S02- (C1-Cg) - al kyl, S02-(CH2)"phenyl, where n can be 0 6; ﬁ;"ﬁlﬁ 200k

NH(C, -C6):al kyl, NH (C3-C7)-cycloal Byl, N (C1-Cs)-alk I%

“mor pholin-4-"yi, pyrrolidin-1-yl, plperldln 1-yl,

pi perazin-1-yl, 1- et hyl pi perazin-4-yl, 1- benzyl pi per azi - 4- yl, NH phenyl ,

I phenyl d
N cro- pheny! NSRSk o £\ erd f%m?&é%&ﬂ&hﬁ‘i
b aiol o2t kY] | el S0.-(ORh; phidhylbihere n:\‘%ﬁogl c-ﬁ ﬂ % uncw’og\é]'alﬁyqd s

physi ol ogi cal | y accb&"abl e sal ts and physio
derivatives. @7bﬁyftfﬁ%1kYbNﬁ@1£éD-éﬂkyle morphbhnm-ylLCFyrrbndmn Cﬁ

gh(ez:el?ﬁslal E)l/l pi@%ﬁ?ﬁ?% béﬁa%ﬂ ?'yiﬁa" h r'P%%‘e?HPHﬂME radi cal s one . I .
D ooy TR AL PR BT

(CH2), CONH2 0)-pheny|

or

oL O
(CH_)n
10  R5and R6 together form =0 2

o/\o S O/\o

(C,Coralkyl - (o ¢ J-aliyl CHyphenyl oy -phenyl

where nis 2-6

H
L,C CH —NGH

and its physiologically acceptable salts and physiologically functional derivatives
15

3. A compound of the formula 1 as claimeéd in claim 1 or 2, wherein
R1, R1* independently of one another are H, F, Cl, B, -OH, O- -(C1-Cg)-alky)

20 (C1-Cg)-alkyl, where in the alkyl radlcals one hydrogen can be
replaced by OH;

‘R2 is H, (C1-Ce)-alkyl, G(O)-(C1-Co)-alkyl;



where n can be 0 or 1; R4 is (C-C4)-alkyl or (C3-C6)-cycloal kyl, where in
the al kyl radicals one- hydrogen can 'be replaced by OH %q@a ?ryl wher e
o-n can be 0-6 and aryl can be phenyl, ¥ or - 2-naphthyl, 5 ¥
C4-pyridyl,.2- or 3-thienyl and the aryl radical or het eroaryl radical can
_be substituted up to two times by- F, C, Br, OH CF3, O (Cl-C6)-alkyl,

S02- ( C1- | kyl 2 10 _be_ 0O- G - C6) - al kyl
2 (L 2 R RO i et Bind i a0
SO2; 15 R8 20 is \(J&reggbaﬁlﬂgmor{@ C8) -cycl oal kyl, where in the alkyl

rad| cal s one hydrogen can be repl aced by OH; (CHZ) -aryl, where m can. be
0-6 and aryl can be phenyl or thi enyI and the aryl noiety can be ‘

substit d upt - CF3, O al kyl ,

s (G ) alky P @K&‘)@Eﬁ ‘%xﬁ'ﬂc ‘&ﬁi’?@ﬁ'@&ﬂ‘%ﬁ’ ‘lheé}"gsgmqgasmelys H 25
R6 i85 OH O (Cl- ﬁﬁﬂﬂ@eh}danwﬁlwmademobﬁ 0-6; 30 O C(O-(ClL- C6) - aI kyl ,
O=C(O -aryl, wher can be phenyl” or "thienyl O al pha or .

- bet a- gl ucur oni c(éﬁm*a'ﬁowhean@@plmMandsawwmb)aeplmmyll- orwher e phenyl

can be O 6; NH2i bNode ) phenyl or
33 R5 and R6 togat i g, 20 2ol pﬁ?&%%&mpy Et’iémgééryuad%%'
heteroaryl radical can be substituted up to two times by-F, Ci, Br, OH,
CF3, O~(C+-Cg)-alkyl, SOx-(C1-Ce)-alkyl, (CH2)n-SO2-NH;, where;n.can '
10 . be 0-6; (C4-Cg)-alkyl, COOH COO(CrCs)-aIkyI or CONH;

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

A is O, SO;;
15
R8 is (C1-Ce)-alkyl, (C5-Cg)-cycloalkyl, where in the alkyl radicals one

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

20 CF3, O-(C1-Ce)-alkyl, SO.-(C,-Cg)-alkyl, SO--NH,, COOH
COO(C4-Co)-alkyl-or CONHp;

R5 is H;

25 R6 is OH, O-(C4-Cg)-alkyl, where n can be 0-6;
O-C(0)-(C1-Ce)-alkyl, O-C(O)-aryl, where aryl can be phenyl or thlenyl
O-alpha or -beta-glucuronic acid;
S0-(C1-Ce)-alkyl S02-(CHz)n-phenyl, where phenyl can be 0-6 :
NHz, morpholin-4-yl, NH-C(O}-(C;-Cs)-alkyl, NH C(O)-phenyl

30
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where' n can be 2-6, and its physiologically acceptable salts. 5 4. A
medi canent, conprising one or nore comlpounds as clainmed in one. or- nore of
--claims-1 to 3. 10 . 5. A nedicanment, conprising one or norRe ACGNPHUNIS as
“claimed in one or nore of clains 1 to 3 and one or nore anorectics. 6. A
‘ conpound as clained in one or nore. of claims 1 to 3 for use as a 15
.medi canment for the prophylaxis or treatnent, of obesity. 7. A conpound as
‘claimed in one or nore of clai- e as a nmedicanent for the
- prophyl axis or treatment of type -1 dlabetek 20 8. A compound as cl ai ned
in one or nore of clains 1 to-3 |n(Donb|naKDon with at |east one further

~anorecti | nt for (@Hg)nproph | axi s or treatment of
F?SBQQ Fgﬁgﬁeﬁh@r {8 S8'% hers n.can

obesity. ound as claimed in one: beRBns 1 to 3 in
conbination with at Ieast one further anorectic for use as a nedi canent

for the. rg”)sgp . treatment of type |l diabetes.. 30 34 2 3 AUG
200{ vl W@S‘é‘ bﬁ%@@?lﬁ@&sa medi canent conpri sing one or -nore of
the corrpounds as claimed in one or nore of clainms 1 to 3, which conprises
m xing the active conmpound with a pharnaceutically suitable excipient and

br|n§|ngth|s5mxturemtoaformswtablefor adm ni stration. 11. The

use of t‘pe C%N&o?nds as clained in one or nore of clains 1 to 3 for .
preparing a ' GRMPHING OB NBiescampeunsistaseiaingd isberse oy . 10 12.

-The usemérgéfecmﬁfg)pwgs as clainmed in one or nore of claims 1 to 3 for -
prepari-ng a nmedi canment for the prophylaxis or treatnment of type Il
.di abetes. 15 : :

10 . 5. A medicament, comprising one or more. compounds as claimed in one or
more of claims 1 to 3 and one or more anorectics.

6 A compound as clalmed in one or more of claims 1 to 3 for use as a
15 medlcament for the prophy!axrs or treatment of obesity. -

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

medicament for the prophylaxis or treatment of type Il diabetes
20

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

25

9 A compound as claimed in one or more of c!alms 1 to 3 in combination with
at least one further anorectic for useasa med:cament for the prophylaxns or
treatment of type Il dlabetes
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'13. A process for preparing conpounds as clainmed in one or nore of cl a| ns

' rises reactin accqrding to the equati

--éOCEg)?i\IH\é\h:?lphlgznpRS Ri' As. VI%J 1 a%gonpound of the forrrgré EEA %‘?n \A\hlch
the radicals are as defined for formula 1. 20 with a thioamde of the
formula RA-C(S)- NH2, in which R4 is as defined for formula I to_glvete

‘corrpounds of the formula I in which R2 is hydrogen and, if apﬁr?p[lha ,

: derlvatl ng these conpounds further at the R2 position such tha e

ot her -calAsPreregs Jainpreparing mmedicament tompeiging one or more of the
compounds as claimed in oné or more of claims 1 to 3, which comprises mixing _
the active compound with a pharmaceutlcally suitable excipient and bnngmg this
5  mixture into a form suitable for administration.

11, The use of the compounds as claimed in one or more of claims 1 to 3 for
preparing a medlcament for the prophylaxis or treatment of obesnty
10

12, The use of the compounds as claimed in one or more of claims 1 1o 3 for
preparing a medicament for the prophylaxis or treatment of type Il diabetes

15

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

R4-C(S)-NH
R1 Br Sr

R6.
R1’ RS

vil

a compound of the formula VIl in which the radicals are as defined for formula |
20  with a thioamide of the formula R4-C(S)- -NH,, in which R4 is as defined for
formuta | to give compounds of the formula | in which R2 i is hydrogen and if

appropnate derivatizing these compounds further at the R2 position such that the
other radicals R2 given to formula | are formed.





