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. Description

8,8a-Dihydroindenof1,2-d]thiazole derivatives which carry in the 2-position a
5  substituent having a sulfonamade structure or sulfone structure; processes for thelr
preparatlon and their use as meducaments may be prowded

_ One embodiment may relate to polycyclic dihydrothiazoles and  their physiologically
. acceptable salts and physiologically functional derivatives.
10 |
 Thiazolidine derivatives having anorectic aétion have already been described in
the prior art (Austrian Patent No. 3651 81). '

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

_ RI* |
20 inwhich

" R1, R1! independen_tl_y of one another are H, F, Cl, Br, I, CFs, NOs, CN,
COOH, COO(C1-Cg)-alkyl, CONH>, CQNH(C1 -Cg)-alkyl, |
CONI(C1-Ce)-alkyllz, (C1-Ce)-alkyl, (C-Ce)-alkenyl, (Co-Co)-alkynyl,
| ;25v 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




(57) Abstract: The invention relates to polycyclic_dihydrotgg I%ﬁ4 t he
physi ol ogically acceptable salts thereof and the physi ol ogi ﬁﬁ&

functional derivatives thereof. Conpounds of formula (1), where the
substituents have the given neanings, the physiologically acceptable salts
and net hods for production thereof are di scl osed. The conpounds are
suitabl e as, for exanple, anorectics. 2 6 AUG 2004 WD 01762747

- PCT/ EPO1/ 01553 1 Description 8, 8a-Di hydroi ndeno[ 1, 2-d]t hi azol e derivatives

which carry in the 2-go‘si éi Eﬁ'ﬂa substituent havi ng-a sul f onam de
structure, or sul f [FRIaced By QH.LOCHINHecQE(OM. OrGHePh, Nidp ANH-CORCHad
their use as nedi canents, may be provi ded. One enbodi ment may relate to

pol ycycl i ¢ di hydr oehNgEOXQEHaRb) hei r physiol ogical |y acceptable salts and
physi ol ogically functional derivatives. 10 Thi azol irdi ne derivatives having

anorectic action hareSArNHEySORIH(G3CE)-4IRY, SON[(T-Og)-AlkAbt, (Austrian’
Pat ent No. 365181). In another enbodiment, Tfurther conpounds Raving a -

{irst aspect of the oraotne s AR HherRY SOt ARR s e or i 2
R L2000 ko SOLIBTRS b, SO- SRR e iy
be 0-6 and the phenyl radical can be substituted up to two times by F, »
Cl, Br, OH, CFs3, 'N02, CN, OCFg, O-(C1-Cg)-alkyl, (C1-Cg)-alkyl,
NHz; ' | |
are NHz, NH-(C1-Ce)-alkyl, N[(C1-Cg)-alkyll2, 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,
NOz, CN, OCFg, O-(C1-Cg)-alkyl, (C1-Ce)-alkyl, NHz, NH(C1-Cg)-
15 - alkyl, N[(C1-Cg)-alkyllo, SO2-CHg, COOH, COO-(C1-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; _
' o are tetrazol-5-yl, where the tetrazole ring can be substituted in the 1-
20 _ or 2-position by methyl or benzyl; . '

R is H, (Ct-C)-alkyl, (Cs-Ce)-cycloalkyl, (CHo)n-phenyl, (CH)y thienyl
(CHa)n-pyridyl, (CHz)n-furyl, C(Q)—(C1¥Ca)~alkyl, C(O)-(C3-Ce)-
cycloalkyl, C(O)~(CHg)n-phenyl, C(O)-(CHa)n-thienyl,

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

which phenyi, thienyl, pYridyI and fijryl can :in each case be



CON[ (C f-C6)-al kyl]2, (C1-C6)-al kyl, (C2-C6)-al kenyl, (C2-C6)-alkenyl, 25
O (Ci-C6)-al kyl, wherein the alkyl radicals one or nore, &r8 AUt Adie :
hydr ogen(s) may be replaced by fluorine, or one hydrogen nay be 2 6 AUG
2004 2 replaced by OH, OC(OCH3, OC(OH, OCH2-Ph, N.H2,. NHCO CH3 or
N( COOCH2Ph) 2; are S02- NH2, SO02NH( Cl- C6)3al kyl , SOZN[(Cl- C6) - al kyl ]2,
S-(C-C6)-al kyl , S—(CI—|2)fI-pheny‘I , SO(Ct.-CG)-aI kyl,.SO 5 (CH2)"-phenyl,
S02- (C1-C6) - al kyl, S02-(CH2) n-phenyl, where n can be 0-6 and t he phenyl
radi cal can be substjtuted up to. two tines by F, Br, OH CF3, NO2, CN,.
OCF3, 0-(Cl-Cs)-al W‘JS‘“P@E'{& Q Byqdpmes hy9l, aQ\lMPEs (C1-Cg)-alkyl, OH,
NH (C1-C6) -al kyl ;. N éCl C6) - al kyl ] 2 NH( C1- C7) -acyl, 10 phenyl,
bi phenyl yi, O (cH2eP-(GhEayalkyshere, n can be 0-6, 1- or 15 20 2-napht hyl ,.
2-, 3- or 4-pyridyl, 2- or 3-furanyl or-2- or 3-thienyl, where the phenyl,
bi phenyl yl, naphthyl, pyridyl, furanyl or thienyl rings can in each case
be subst iFt{éGJlt-ed one_t rée tinmes tg)?/ F, d, Br, I, OH CF3, N2, CN, OCF3,
O (d - o) kyl , 1-Gekalkyl, Ki&N, i, €-(C3)Coatlkyl, (CH@XnEnh@@) al kyl ]2,
S02- CH3, COCH, COO C C6) -al kyl, CONH2; . are 1,2,3-triazol-5-yl, where
the tPiazole ring )héhlﬁmylst(CHgirepymdyl,t Otfﬂ'lz)iq-furﬂ wherein BaRIbe @5 é‘hﬁ met hyl
or benzyl; are tetrazol-5-yl, where the tetrazole ring can be substituted
inthe 1 - or 2-pd8iwhish phenyethignylopyridyi and: fuMcaa uHea(;ﬁ:baﬁﬁbeal kyl ,
(C3-C6) -cycl oal kyl, (CH2)n-phenyl, (CH2)n-thie (CH2) n-.pyri dyl ,
(CH2)n-furyl, C(O L(t@iﬂléﬁﬁwalmwo tl@(leg by @rﬁmﬂ\f{ 6Fa, (@14Gd)-alky!, OH,
C(O)-(CHZ)n-phenyI C(O-(CH2)n-thi enyI

O-C g)-alkyl;

is OC(O)CH3, (C2-Cg)-alkynyl, (C2-Cg)-alkenyl, COO(C1-CG) a!kyt
10 C(O)OH C(O)NHz, C(O)NHCHs, C(O)N(CH3)2,

N
0
DI

‘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-thienyt, 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)4-502-(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;



25 (O -(CH2)n-pyridyl, CO-(CH2)n-fury!, where n can be 0-5 and in which

phenyl, <thienyl, pyri dyI and furyf can in each case be 2266 ﬁh@cﬁ}04 3
substit ut ed up to two times by d, F, CN, CF3, (Cl-C3)-alky

O (Cl-C6)-alkyl; R3is H (Cl-C6)-alkyl, F, CN, N3, O (Cl-C6)-alkyl,

(-CH2) n- phenyl , 5 (CH2) n-t hi enyf, (CHZ)r14pyr| dyl . (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 d, F, CN, CF3, (Cl-C3)- al kyl , OH,
0-(Cl-Cg)-al kyl; is OC(O CH3, (C2-C86)-alkynyl, (C2-C6)-al kenyl

Cl- C@andR S W%B O
?832) - R5, V\E)g?gon ca]n beg%m%ﬁ@%&gumtﬁényl %hg{ W{'%@’ ?'892’%“‘
Zonannihyl, 2 306k, bty 'f%ééaawgﬁy%‘ibuéé@ BPHC s oot soxavol yi . 2=
3- | yl - 5 di nyl, 2- I,
-gr(l pyrSr?r?/am ny@ (%)%’d@‘z %‘2%"535} QC&OErEgé&hbgiIﬂIWI pyrazi ny
1,2,4-triazol -3-yl, 1 2 4-triazol-5-yl, tetrazol-5-y!, indol-3-yl,

|ndoI 5-yl or I\I—rT@tQ@ siCaheysloalkyl, CDNHQ,(—.‘.BNH(Q-Q@)-a |,R5. is substituted
by NH S02- (Cl- C8) - al kyl, NH-SO2- phenyl, where the phenyl ring can be

bst$t ut ed t oCON{(€ 1J5. CONH kyl,
O (Cl.CB)-al kyl , CF3, ‘c‘o*g? “'é%&*‘:a ce)‘cgf‘é@*"“"é'ﬁ?w g

CH2 SO2- (C1-
ECHZg Pn S02- (NH(W Kyl %M) m Sg%ﬂ%f‘ @19 é@?@ﬁ%ﬂ NFF“ 1""
(CH2) m SC2- N( = C""Bif)@hﬁl}\z‘?-yl Mb%rrsznm 1C§In4-memylplﬁerazm-1—t§(? (CHz),.-phenyl
,} 0-(CH2),,—phenyl S- (CHz).,-phenyl SOg-(CHg)n-phenyl where n can
] be 0-3;
10

and their phys:ologlcally acceptable salts and physrolog:cally functtonal
derivatives.

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

" R1, Rt zndependently of one ancther may be H, F, Cl, Br, |, CF;, NO, C&
: COOH COO(C1-CG)-alkyl CONHp, CONH(C1-CG)—alkyl
,3 o - CON[(C1-Cg)-alkyllo, (C1-Coyalkyl, (C2-Ce)-alkenyl, (Cz-Cs)~alkyn§l,
| O-(C1-Cg)-alkyl, where in the alkyl radicals one hydrogen may be
20 replaced by OH, OC(0)CH3, OC(OJH, O-CHy: Ph, NHp, NH- CO-CH3
or N(COOCHzPh)z,

may be SO,NH,, SO,NH(C;-Cq)-alkyl, SOZN[(CrCe)-alkyI]z S-(Cq- CG)-
alkyl, S-(CHz)a-phenyl, SO-(C4-Ce)-alkyl, SO- (CHz)n-phenyI

| 802—(01-06)—alkyl SOo- (CHz)n-phenyl where n can be 0-6 and the
- o5 phenyl radical can be substltuted up to two times by F Cl,-Br, OH,

|  CF3, NOp, CN, OCF3, O-(Cy-Cg)-alkyl, (c, “Co)-alkyl, NHz;

may be NH,, NH- (C1 Cs)-aikyl N[(C:- ca)—alkyI]z, NH(C1-C7) acyl phenyl,




and R5 can optionally additionally be substituted by F, ? %# CFg,

N2, -CN] OCF3, O (Cl-C8)-alkyl,,S (Cl-06)-al kyl, SO(CI- A48y

(Cl- 08) - al kyl , (C3-08)-cycl oal kyI, COOH, COQ(C1- CG) al kyl ,

COQ( C3- C6) - cycloal kyl, CONH2, CONH(Ci -C6)-alkyl, 5 CO\I[(O C6) - al kyI]2

-CONH( C3- C6) - cycl oal kyl, NH2, NH CO (G 5C6) -'al'kyl NH CO- phenyl ,

pyrrolidin-1-yl, norpholin-1-yl, piperidin-1-yl, piperazin-1- yI

4- et hyl pi perazin-1-yl, (CHZ) ,, -phenyl, O (Cl2) f phenyl, S—(CHZ) n- phenyl ,

SQ2- (CH2) n phenyl, bm&;lyln can be 0-3; 10 and their phyS| ologically’

accept abl e salts abip @- Hejt-phvert rwhe - & erence
@ e o B0 451 2 ppphlr, 2.

may be given to conpounds of the fornmula
lcg%(egengg;lt I IyKO}c ofeobdgiyridyl, Bagr Bdurdn For@or:ﬁthteh 1!\-%%? "%F%"' o CG)
_ al Ky

al kyl, (C2-06)-alK an'y@%ﬁmybqﬁ foaﬂv(Qtith@aylmetban inheach &dsd he

I kyl di cal 0 d b 0).CH3, O H,
O Gro-Ph, o, &&e‘&%*%ﬂ&@ﬂﬁec%&ﬁ@p S?Ev'@" 2. 8 G N0, CN,

SO2NHL C, - C6) - al kyl ?OZ%O alk h&c CG)- al kyl .
S-{ CFD) n- phenyl ,  <eFfe1 L~§6k9 ,leelayNH(c%xaﬁaylcs} al kyl ,
S02- (CH2) n-ph’enyl Wnere n can be 0 6 and the .25 phenyl radi cal can be -
substituted up to Nifo1Gehaliyy, 802@31']3,330(1!11,0 1€ ||&¥ﬂﬁ;oﬁm:3 04011
.-C6)-al kyl , (CL1=C6)-al kyl, NH2; may be NH2, NH-(C -
N[ (C, - 06) - al kyl ]2 mMecn.zﬁ?mamm wiepn e, tridzdie ﬁw&sﬁm@mﬂx gl
O (CH2) n- phenyl -0&@3? &g 0- 69\’# or, 2- napht-hyl - or pyrldyl
2- or 3-furanyl or 2- or H F?W" X‘r%”?‘ﬂ%zy henyl ]
7 ' . may be tetrazol-5-yl, where the fetrazole ring can be substituted in the 1-
10 or 2—posmon 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 - ) C(O) (CH2)n-pyridyl, C(O)- (CH2)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

may be H, (C-Ce)-alkyl, F, CN, N, O-(C1-Ce)-alkyl (CHz),; phenyl
- (CHg)n—ihtenyl (CH2)n-pyridyl, (CHz)n-furyl where n can be 0-5 and
. in which phenyt, thiényl; pyndyl 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, C{O)NHp, C(O)NHCHs, C(O)N(CHz)y;

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



bi phenyl yl, naphthyl, pyridyl, furanyl or thienyl rings cam gnsgaeiy case
be substltuted one to 3 tines by F, d, Br, 1, OH CF3, N2, CN, 5 OCF3,
O (Cl-C6)-al kyl, (Cl-C8)-alkyl, NH2. NH(Ci-C8)-alkyl, N (Cj-08)-alky!]2,
S02- CH3, COOH, COO(Cl Co) - al kyI CONH2; may be 1, 2, 3 triazol -5-yl, where
the triazole ring can be substi t ut ed |n¢he 1-, “2-or 3- posi tion by met hyl
or benzyl; may be tetrazol-5-yl, where the tetrazol e ring can be :
substituted in the f- or 2-posit|on by nethyl or benzyl;.15 R2 may be H,
(C -06)-al kyl, (C3-C6)-cycloal kyl, (CH2)n phenyl, (CH2),-thienyl,
(CH2) n-Pyridyl, (CH2)n- furyI C(O-(CL-C6)-al kyl,-C(O-(C3 yCs) -
-cycl oal kylps C(O) ( ) y CH2) n-t hi enyI GO - (CH2) n- pyri dyl ,
(O - (CHZ)n furyl, s é’?e"?‘ﬁ"@ LI‘PBCS’MEF -8R neRNW 2h 3pprehpyidyl o 21yl | pyri dyl
and furyl can in easmemme be substituted up to two tinmes by C, F CN,

-(A-C3)-al kyl, 011, O (Cl-C6)-alkyl; 20 R3 may be H, (C, - C6) al kyl ,
'F CN N3, &m@peauwltuteéw phenyl, (CH2)n-thienyl, (CH2)n-pyridyl,
(CH2) nefuryl, wher e 0-5 and_ i n which phenyl, t hi enyl; pyridyl and
furyl rl5<:an in each &5@@3& -Cﬁlrﬁﬁwl,twtlﬁi)mphewlmbemheqamnym Can®s CF3,
(C1-C3) - al kyl, glCI-C6) al kyl; 25 may be OC(O) CH3, C%) al kynyl ,
(C2-C6) - al kenyl uted)umtq@qtumaﬁwﬂcmmw (SC(%:(@}

6 AUG 2004 6 .R5:

C(ON(CH3) 2; . R4 may be(CHZ) -R5, where n can be
may. be phenyl, bi pBef@i-@h)-alkyl, GF 2 COOH, CﬂO(O?q-CsﬁalkW cbr,! dy! or 2- or
' (CH2)o-SO2-(C1-Ce)-alkyl, where n can be 1-6, '
£ _' (CH2)SO2-NHs , (CHz)u- SOz NH-(C1-Cg)-alkyl.
10 ' (CH2)..,-SOg—N[(C1—Cs]-alkyl)g or (CHz)m-Soz-N(—CH N(CHa)z), where
~ mcanbe 0-6; )
and RS can optionally additionally be substituted by F, CI, Br, OH, CF3, ON, OCE3,
O-(C1-Ce)-alkyl, (C1-Ce)-alkyl, (C3-Cg)-cycloalkyl, COOH,
COO(C1-Ce)-alkyl, COO(G3-Ce)-cycloaliyl, CONHs,
5 CONH(C1-Ce)-alkyl, CON[(C1-Ce)-alkyilz, Nz, NH-CO-(C1-Ce)-aliyl, -
. 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 bt;: 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



3-thie enyl; and RS may be substituted by 5 NH SQ2- (G -C6) - ahlsyhuc 2004
NH-.SO2 phenyl where the phenyl ring can be substituted up to two ti mes by
F, d, CN, OH (CG-Cg)-alkyl, O0-(C-C6)-alkyl, CF3, COCH,

COQ(Ci -Cs)-al kyl, CONH2; (CHZ)n S2- (Gl1- CB) - aI kyl, where n can be 1-6,
(CH2) m SO2- NH2, (CH_2)mSCJZ NH-(C -C6)-atkyl, E 10 ’ :
. {CH2)m SO2-N (G - C6] -al kyl )2 or . (CH2) m SOZ-N(:CI-I-N(CI-B)Z), where m can be
0-6, and R5 can optionally additionally be substituted by F, d, Br, OH,
CF3, CN, OCF3, O(CI- Cg) -al kyl, (Cl-C6)-al kyl, (@&3-0C6)-cycloal kyl-, COCH,

G -Cs) - al kyl .CONH(C-C) -al kI, CON
%C) al Lyl] KIH N %Fg?ty Jlél‘l—‘ll-)%(@q’ﬁ\lenyI %CHZ)% phZanyI

O (CH2) a- phenyl , S—(CHZ)n phenyl, S02-(CH2) n- phenyl where can be 0 3; and
their phy3|olog|cally acceptabl e salts and phyS|oIog|caIIy functional = 20

derivati VRZ. Partiwaybe Hp(GiE)) aligk (ORE BaMAN(CLD,) C e formula -
| in which -Rl, Rl1l independently (gf oﬁgggnotﬁe(r rﬁ% &IEP:?P@Q’(?:) Rfélérj I,

T %@ﬁﬁ%} Sl e 0 (4 4l

O ( ) n- phenyl ere t h I ngs can |n each
casgl—%e substituted on%@%ﬁ@epwng priegpy Q_-ET,Q éﬁy@ﬁr g Canatkyl,cN, :
.OCF31 2 6 AUG 2004.,7 C6) -al-kyl, (Cl-C6)-al kyl, NH2, CC]\IHZ; | R2 may
be H (C -0C6)-al k&ﬁ“ ?89(%) %@%‘i oal ky| , (CH2) "phenyl : C(O)-(C, -C6)-- al kyl,
C(O}-(CH2), phenyl,, where n can be 0-5 and in which phenyl

R3 '7 may be H, (C-Cq)-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-NHa, (CHz)-SO2-NH-(C1-Ce)-alkyl, (CH,)-SO.~

N[(C1-Co)-alkyl] or (CH2)u-SO2-N(=CH-N(CHa)s), where m can be
0-6; | | | o
and ﬁ5_can (?ptionéliy additionally be substituted by F, Cl, Br, OH, CF3, CN, OCF3,
25 0-{C1-Ce)-alky, (C1-Ce)-alkyl, COOH, COO(C1-Ce)-aliyl comﬁg,- N
' NHp, NH.CO-(C+-Ce)-alkyl, NH-CO-phenyl, (CHz)-phenyl, :

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




5 can be substituted up to two-tinmes by d, F, CN, CF3, (C -C3)-alkyl,

H O(C-Co)-alkyl; R3 may be H, (C -C6)-al kyl, F, (CH2)n- @qnumlzms/\here n
can be 0-5 and in which phenyl can be substi t ut ed up to tvvo times by d,
F, CN, CF3, 10 (G -C3)-alkyl, OH O (G -C6)-al kyl;. may be

COO C,-Co)-alkyl, C(OOH C(ONH2; R4 may be (CHZ),-RS, where n can be 0-6;
or 15 R5 maybe phenyl, 1- or 2-naphthyl; and R5 nmay be substituted by

NH- SQ2- ( C1- C6) - al kyl , NH SOm2- phenyl, where the phenyl ring can be 20 may
be (CH2) m S02- NH2, (CH2)m S02-NH- (G -C6)-al kyl, (CH2) m SO2-

N[ (C 1-C6)-alkyi]2 or (CH2) m SO2- N(=CH N(CH3) 2), where m can be O0-6;
substituted up to two tinmes by F,-Cl, ;. OH, (Cl-06)-al kyl,

O (G - Coanarthielr Iphy<iblagicAl@cce (8RR 6altsCO) - al kyl , CONH2; nmay be

(CH2) n-S02-(C, -C6) -al kyl, where n can be 1-6, and R5 can optionally
additionally be substituted by F, d, Br, OH CF3: CN, OCF3, 25

-0 (G- 06) aI .k)sbcor(tﬁspé‘&)of ﬁielwbserﬁ%hticﬁcﬁ%ﬂdeﬁheﬂidawent, Cohdiddisindldde or

NH- - CO: aI k fﬁo (CH2) a- phenyl, O (CH2)"-phenyl,

S02- (CHZ ’ep% F°"“ Wirgs @ é 0-3; 2 6 AUG 2004 8 and their -

physi ol ogi cal |y acceptable salts. A second aspect of the present invention

provi des a i Ca one or t he ounds of the
fornula 1. A e sggﬁteogﬂ'nr%re QBP@%O&HmY'H%éﬂmegﬁamegglcﬂ n3Ng-20¢ Oheft |
conpri si ofghe nempoumisrof thedfbrmiutee] arehgreusrdsorefanbleetitor rul a | and one or nore
anorectics. A fourth aspect of the present invention provides a conpound of

the formula | for use as a nedicanent for the prophylaxis or treatnent of
obesity. A fourth aspect of the present invention provides a compound of the formula | for use as

a medicament for the prophylaxis or freatment of obesity.

A fifth aspect of the present invention provides a compound 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.



A fifth aspect of the present invention provides a conpound of the formnula
| for use as a nedicanent for the prophylaxis or treatneng foAud yifld 11

di abetes. A sixth aspect of the present invention provides, a conmpound of
the formula | in conbination with at |east one further anorectic for use -
as a nedi canent for the prophylaxis or treatnent of obesity. A seventh
aspect of the present invention provi deﬁa’ conmpound of forrmula 1 in
conbination with at least one further afiBrectic for use as a nedicament.-for
t he prophylaxis or treatnment of type 11 di abetes. An ei ghth aspect of the
present invention provides a process for preparing a nedi canent conprising
one or nore of the conmpounds of fornula 1 which conprises mxing the active .
conmpound with a pharmaceutically suitable excipient and bringing this

m xture into a form suitable for adm nistration. A ninth aspect of the
present i ventioC@_a%ovi des the use of a conpound of fornmula 1 for .
prepari ng TheRe Hpayrglate ecoppophys efithe faymutarleimtthe firmadf tiediesi ty. A tenth
aspect5 Offﬂtpge resent invention provides the use of a conpound of formula I -
for prepat Hbﬁﬁs'@ﬁ?mmuﬁeﬁ@m@rﬁ%ﬁﬁy?m% and tortheir diastergongnse | |

di abet es. agd mbddfes?Plfedtn enbodi nent may rel ate to conpounds of the fornula
|- in the formof their racemates, racem c m xtures and pure enantioners,

and’ t o t hEhe alkyhalkanybaed elkyayldadicatsiindbe shbstitaénts e, BRIk A2, KY &&d'yls and
al kynyl radical §:.1 sybstityents R, R', R2, R3 and R5 can be eithe
strai ght -(Ea:qi{aiﬁgegpé'};?Fgﬂ@%‘_e .a'“_oﬁéraﬁ‘f?'ﬁgcount of their higher water -
solubility, pharmaceutically acceptable: salts nmay be particularly

suit BI e for nedicinal, a%gl i cations conpared with the starting materials
or bale éﬂﬁ@gﬂwzofm@s bighar watensolubility cpharpracenticallyt acoaiptable cspiad) ke

of “the Etliciny SADHF OAERRESHER0Y ARl 478 plaring rastanaisaci ds:
ot APROSENO Lo ARt L e S e phafina SANEAN pEAREbIG ajon, o
organi ¢ &R ?"_'Z%E'Ei’tg% Ph?wa‘&@ﬁﬂh@wmle@Cﬁtadﬁilimaal&leisﬁie‘ oni ¢ ‘aci d;-
_benzoi ¢ @ehipounidsackorfingio hbfiAVHIch 48'sad O florganic acids, such as
15 hydrochlpric acid, hydrdbromic dcid, pliosphoric acid,. metaphosphoric acid, nitric
acid, sulfonic acid and sulfuric acid, énd of organic acids, such as, for example,
'acetic acid, benzenesulfonic acid, benzoic acid, citric acid, ethanesulfonic acid,
fumaric acid, gluconic acici, glycolic acid, isethionic acid, lactic acid, lactobionic .
acid!_ maleic acfd, malic acid, methanesulfonic acid, succinic acid,
20 p-toluengsulfonic acid, tartaric acid and triﬂuoroaéetic acid. For medicinal
purpdses, the chlorine salt may be particularly preferred. Suitable pharmaceutically
acceptable basic salts may be ammonium salts, alkali metal salts (such as sodium)
s_alts and potassium salts) and alkaline éaﬂh mefal salts (sucﬁ as hagnesium 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 prqdu_ciion or purification. of
phamaceutically acceptabie salts and/or for use in nontherapeutic, for example in--
.vitr_o-, applications.- |

30 .
Thg ten'n “physiologically funcﬁohal dén’vative" ijsed here may relate to any
physiologically acceptable derivative of a compound of the formula | according.to

the !ﬂ\_feﬂthn, for example an ester, which, on administration to a mammal, such



fumaric acid, gluconic acid, glycolic acid, isethionic acig, I@gtlc aci d,

| actobionic. acid, naleic acid, nmalic acid, .nethanesul fonf & AEF BW0s yccini ¢

acid, 20 p-toluenesulfonic acid, tartaric acid and trifluoroacetic acid.

For nedicinal purposes, the chlorine salt may be particularly preferred.

Sui tabl e pharmaceutically acceptable bgsic salts may be amonium salts,

al kali nmetal salts (such as sodi um salts and potassiumsalts) and al kal I ne

earth netal salts (such as magnesiumsalts and calciumsalts). 25 Salts

havi ng a pharnmaceutical unacceptable anion may |ikew se be included in the
.scope of ashéol Avample;mas, mwlel(dlrecﬂyr oeitiditeetlyf &6 f6hE 200 ndof fHe

purifi cat ceuticall pt able salts and/or for use iIn
nont-herapzﬁ'?'?lg,8 p&?lnggﬁ%metpﬁal X'?‘?’ *applications., 30 The term
"physiol ogi cal Iy functional derivati ve" used here r_ray relate to any
physi ol ogi-cal | y acceptabl e derivative of a conmpound of the fornula I

accor di ng The physielogically figrictional ﬂemv@xemmk-:ae ako uesw pro¥fuis B th@'l:oﬁfﬁ)'&hﬁﬁsﬁ ration
to a ngmmal , such26AUGZOO?4:?8lES f-or ex rrﬁ is ab (directly or
indirectly) to forma -conmpouRd qu{'égs?%'i' eﬁab Z%"h‘é‘t’ﬁ)\t@arret abolite

t her eof . ¢omppbydiaccoalingtd thefivsitioANThestepiotilihy 5 S

prodrugs of the conpounds 5 Such prodrugfs) cangbe-nm'%/mgé?l ze A&ﬂgﬂfo to
a conpounﬂ‘a&!!\f%-rdl ng to the inhvention. These prodrugs. can t hensel ves be

active or - inactive. The conpounds can al so be present in various 10
-pol ynorphic forns, for exanple as anorphous and crystalline pol ynmorphic

forms. - thcbmpwm:l’spﬁh%lsfo(lierﬁ‘reégntH’h%ri@@ﬁpounds may be included in the
scop eEO | nvantgl on be a further enbodi ment. Hereinbel ow, all
c

refer P&sr?gn@rehper andcrystalingpolyrabephic forms. 15
conpound/ ﬂﬂﬁBQHﬁ%l@rfonﬁé@ftﬁ@béﬂlb&rfd&)né&sb@iﬁéiﬁﬂé&)ﬁd above, and to their

salts,
the scope of the invention and may be a further embodiment.

Herembelow all references to “compound(s) according to formula ()" mayrefertoa
15 compound/eompounds 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. Indwrdual 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



sol vates and physiologically functional derivatives as described herein.
The anpbunt of a conpound according to fornula (I) which na?E%é ssary in
order to achieve the desired biological effect. can be dependent on a -
nunber of factors, for 20 exanple the specific conpound sel ected, the

i-nt ended use, the manner of - adm nistrggion and the clinical condition of"
the patient. In general, the daily.dose may be in the range from0.3 ng to
100 ng(typically from3nmg to 50mg) per day per kil ogram of body wei ght,

for exanple 3 10 / k /d%%! ‘An intravenous dose can be, for exanpte, in

t he rangfe ntiopgd wgndmnnahtremmpemdstmwtoydua% t@gﬁhg’lﬁjlé (pred
as-an in m nute. Suitable :
- infusion g%:'gta |d§r?d]lﬁ %‘?ﬁ?ﬁ’eééggﬁéwuﬁgng%ﬁ%ﬁav Preferablyderresent indhe0. 1 ng

to .10 rrgtﬂfﬂwﬁ &ahamdoemcal own;b@snti&m With mbléfhbié é)kdéﬁém THd alefi@dly doses
can cont rom 1 ng to 10 g of-the active Co und Thus,

anpoul es %ﬁt Pﬂ?%‘gf‘? E’HEO’GE%{?‘Q-C #hthaisense it mmmblee:pnfpaﬁlhﬂe withghd 0thd00 mo, and
oral | %5 adghisdiabl e b&ﬁtm{ 4i6BtPAnd A%y n ‘?‘a. W10 BE) &k it SfPFE’ﬂna'i'eof or

exanpl e, tablets or caps can con n, to 1 000
mg, typi cendiientcan he)atamhﬂ(wadmmd or bbe éiﬂﬁﬁ d;pse plfélf*é%é FstHulct dith + e
e

et ght of CTEOUT g% B FRAGRL dhees BT cHdvamesra Eﬁ‘énéuimﬁap%ﬁ cBotain fom
prophyl axg, GS%Ftoa?S‘%WQJ& f]lﬁefﬁt?:ﬁ{(?%gn@bu []eFaRg%Ig&{'ent | onegépgéiét{‘;ﬁgns

t he -conpounds according -to fornu an be u
conmpound Wbﬁlﬁnqeﬁ@@ﬂrﬂ‘g‘o bﬁ? presea| incloding fasthst compobAds Béédfdﬁf @ formula

0" $5° 1 5 QS bl b e 536 minion o g

bther 5 byrorie olibBiRoNh pHEmaCsIRS
patient’ ? heal t.h. Thg e[;m pi ent” cz;?]ﬁ%eaoggg%mlaﬁmggtes%hgﬁkgjnggt%COW'H'"gnd may’

be pref efllf ?‘Bﬂ‘ﬁ'ﬂ?ﬁﬂ'@ﬁhﬂmcﬂmlc% @soepkhblesexcipients andfophuxifi@sss, or

exanple as a tabl et which can contain from 0.05%to 95% by wei ght of the
active cor’rgF ound. Further pharnmaceutically active substances can also be
present , Phemasgpticel Wﬁ%iﬂﬂﬁéﬁ%@m@ enscembodigentmapberthose Which(@rd suitbfe for

phar macegist G@étalcib'ﬁﬁﬁﬁbéﬁo?éﬁe n@ql%gc?tng ptamﬁ]t%lﬁvent ion can be prepared by

. one of the known phar maceutl ﬁay essentially consist in
m xi ng subcutaneous, mtramuscular lntraderma! or intravenous) admtmstratlon although

: .the most suitable manner of admmlstra!lon In each individual case may be dependent on
the nature and seventy of the condltuon to.be treated and on the nature of the

compound according to formula (1) used in each case. Sugar-coated fon‘nulatlons

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

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

hydroxypropylmethyloellulose phthalate and anionic polymers of methacrylic acid
and methyl methacrylate
25
Smtable pharmaceutical compounds for oral admunlstratlon can be present in |
separate units, such as, for example, capsules, cachets, Iozenges or tablets which
_ in each case may contain a certain amount of the compound accordmg to formula ()
| as powders or granules as solution or suspension irt an aqueous or nonaqueous
30 Kiquid; or as an oilin-water or water-in-oii emuision. As already mentioned, these
composmons can be prepared by any suitable pharmaceutical method which may
includes a step in whlch the actlive compound and the excipient (which can consist
of one or more additional constituents) are brought into contact. In general, the



the constituents with pharmacol ogi cally accept abl e-exci pi ehsatEngiper

auxi liaries. Pharmaceutical conpositions accarding to one enbodi nent nmay be
those which are suitable for oral, rectal, topical, peroral (e.g.

" sublingual) and parental (e.g. subcutaneous, intranuscular, intradermal or
Lntravenous) adm nistration, although tfy¢ nost suitabl e manner of

adm ni stration in each individual case may be dependent on the nature and
- severity of the condition to. be treated and on the nature of the - .
conpound according to formula (1). used in each case. Sugar-coated

f or mul at iGAYOSHANSTgY Pe PEspated byainiipen and hemogenenushising ohtherayival so be

et o s o PR TR HER andbk fnehEadbd o bciien atetahichdno o
pht hal at emayié yNigedl if A6&Is84r9. THUS Bl fol SRR RaABY p’@dé?é(& by bie%sﬁ%ae '

pht hal ate and ani oni c- pol yners of nethacrylic aci

net hacr yIOJISQaPE‘S Zpoweler er glfmulm:oidhecﬁ:lmmmd;mrbpﬁ?@rﬁth 6ﬁ€‘|di‘ Infdredt i o

can ’ uni ch a or- exanpl e, capsules,

cac hte)iS sIO i ozenéﬂego%éﬁg%g ?%es\%ﬁﬁii%P'eF%%ﬁﬁ pé%@eﬁ'd%ynfgblﬂt@grtﬁa certain

amount  ofcotrippundrin freedflawing Teini Such 4<) "I‘(ﬂi”é)érﬁ%lb inf'a go&?i"%g%F- %&ﬁtﬂ [ 3 ules; .
Sidb-as an

as solutlon or suspension in an a ueous or aqueous
“oil-in-waP 1xed with & binder, I fmntﬂﬁedldlluedyamr 0n6¢a ; nu Qm

conposi t S tlcal t hod |ch

may - | nclhgggcs&gegﬁggps 5\'}9 gﬂé}%{t@qé& %é%i Pteﬂéabwés patebe (whic h

can ‘conspeapared byrshapingrthe puhdifenptem ﬁ’ﬁﬁat hfo‘idl@ﬁéd “ﬁthearP@QH8E ! nt-o

conposi tions nmay red by .

contget ener al he 2 6 AUG 2004

un; f-@fm giﬂ%"ﬂo’ﬂd‘bﬁ“@o MAckiNGy of the active conpound with a |iquid and/ or
flnely di vided solid extcipient, after which the product may be shaped, if-
necessar Tfhus a tablet, for exanple, can be prepared by pressing or

shapi ng haygiageytica} cesmrasitioas whichtrpay bﬂ)ﬁptabledor pdroad (BuBIrigialhe Wi th one or

nore  5-adifflisth@stinag PRREE ‘idé%ﬂ%és Tiﬁz Eﬁﬁ%@%ﬁ% % E@Hﬁgé}d) qq;Brdé;é{e%g@?qu n a

tableting the eonpound in fre ow ng-f
_powder o) \Uﬂ&alﬂm"flg,fcus&ﬂﬁéﬁl?rduéi&é%ﬁ&ﬂum &t Bt ilGhcanthiinfant 1 nert

di |l t
i1 uent 3060 R:vh?dﬂ%:gy AN fie n)pound inan inert base such as gelatin and glycerol

or sucrose and gum arabic,

Suitable pharmaceutical compositions for parenteral administration may pr efefabfy
include sterile aqueous preparations ofa compound accordlng to formula (I)
which may be preferably isotonic with the blood of the intended recipient. These
preparations may preferably be administered mtravenously, although the
' admlnlstranon can also take place subcutaneously, mtramuscularly or

mtradennally as an lnjectlon These preparations can preferably be prepared by
mixing the compound with water and rendering the obtained soluhon sterile and

- 25 ‘isotonic with the blood. Injectable compositions accordlng to one embodlment in

general may contaln from 0.1 to 5% by wetght of the active compound

Stuitable pharmaceutical compOSItion's for rectal administration may be preferably
present as individual dose supposﬂones These can be prepared by mixihg a

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



surface-active/ di spersing agent(s) in a suitable machi ne. 2 $h4ifedilabl et s
can be prepared by.shaping the pul verul ent conpound, noistened with an
Ffnert liquid 10 diluent, in a suitabl e machi ne. Pharmaceutical conpositions
whi ch may be suitable for peroral (sublingual) administration may include
l.ozenges which may contain a conpound aggording to formula (1) with a
.flavoring, customarily sucrose and gum arabic or tragacanth, and pastilles
~which may include the conpound in an inert base such-as gelatin and

gl ycerol _or sucrose and gur arabi c. Suitable pharmaceutical conpositions

DAt a e B St e e
-pref er abl ‘%?“!}ﬂl’ '%%\%ﬁfﬁgg ng EWB"i H"[‘%ﬁdﬁ&a’b’e@efpsemr Olll'hese :
pr epar at i Empi@ms whivhecaabby ubed a?érbEtréfe%hﬂéug [1 fb%wea‘%dga' t HOES the

adm ni stration can al so, take pl ace subcut ane Y 10r
“iihtrader hwsagi%ﬁpmhmab@n%ﬁf M:memom ebth%elmxhstamasm’i@éﬁbm y be

prepared th wat er and _rendering_t he obtai ned
sol uti on C?%hepro H‘&( Héﬂé)teg@g ggg)ﬁ?sce"vdnﬁccf%m@"(?&?f@ﬁj %H%g?@ b aEERIE] ons
accor di ng)ftfmmmeﬁmmhbmlghmfmg%hﬂiom contain fromO0.1 to 5% by
wei ght. of the active conpound. Suitabl'e pharmaceutical compositions for’

rectal adm nistration nay be preferably present as individual dose

supposi tTanstermahastinickation s AEPHE oé?hblé”SUthl nd.according to
formula (1) with one or nore conventgl onal sol i g%g)%@{'%ﬁ%gﬁ%compﬁ anpl e

cocoa bu leifélnsﬂ&tnﬂtaﬂungsiram“e&ubblpigsémﬂsqhgw;d%ai Hﬁs Qéhil'% |tabl e
phar h s{ t| ons for topical application

pg..ef %&7’% 35' eHi" s Eontaclasith ih%eplﬂﬁrmqﬁe@ftuee pptlel)t Sach)paﬂch"é&mayl

EX ks BRRAesthBo et hyl

b1 ) el oo e Pl ipaf Rt Rt butd o ahlieolstibliatices. The

gl ycol s, _alcohols and conbi nat ces.

active Eis$6 ﬂf-ﬁ?l' ﬂ'@p@lﬁedwnanaddm&wndtsmeﬁedmﬁ?ﬁﬂﬁﬁé# As@ifaths oM 0.1
to 15% maOo.5 to 2% he conposition.
Transder rrg[f E%m aHag r{cegtrqé)t‘gggn%\q e frym aBB'its&It(ggé éu?rtegﬂﬁ?tély FRAEYshskut i cal
_conposi t B#n 15%. As a particular possibility, the active compound can be released by
15 electrotransponl or |ont0phoreSIS as descnbed for example, in Pharmaceutical .
Research, 2(6): 318 (1 986).

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 ~
R' ‘ |
oo
RA-C{S)-NH, (V) N
e R1 S
R3
rrr !

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




for- transdermal adm nistration can be present as individualg pggcms which
my be 10 suitable for long-termclose contact with the epldern1s of the
patient. Such patches may suitably contain the active conmpound in an
optional Iy buffered aqueous solution, 18issolved and/or dispersed in an
adhesive or dispersed in a polyner. A suitable active conpound - ' :
concentration may be fromabout 1 %to 35% preferably fromabout 3%to
. 15% As a particular possibility, the active conpound can. be released by
15 el ectrotransport or iontophoresis, ddcribed, for exanple, in
Pharmaceutical Research, 2(6): 318 44 [ An el eventh aspect of the
‘present invention furthernDre K]y O es§ for preparing the
conmpounds of the formula I, which ob anlng t he conpounds of the
formula I in such a way that the pfo edure is according to the foll ow ng

reaction schene: R H' R3 R4-C( g "(1V) Br2 R R R4 -To this end, )
conpounds of-the fornmula I, 2 6 " AUG 2004 13 RL R1' formula 11 R3 in which
R1 and R1' are as defined above, ar §, @ﬂﬁﬁﬁd with bromne to give a
compound of the formula Il in which I's as defined for fornula 1.
Conpounds of the formula I'l'l -are then reacted with thionm des of the

formula LV H
: 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



.1V 10 in which R4 is as defined for conpounds of the forggula | in which R2
I-s hydrogen, For their part, these conpounds can be conv b WG bgﬂ%tandard

met hods into conpounds of the formula | in which R2 is as defined for .
formula 1. 15 The conpounds of the fornula I can also be present as salts -
with acids. Suitable inorganic acids ate, for exanple: . hydrohalic

aci ds, such as hydrochloric acid and hydrobrom' c acid, and also sulfuric
acid, phosphoric acid and am dosul fonic acid.' 20, Organic acids which_ may

be nentio e]d arer for exag) formc acid, acetic acid, - benzoic -aci d,
p- t ol uenedal-Ponit ke Facten B n%‘i‘f&@ﬁtpg%ﬁsh’céﬂe&l °”§'ﬂ@8|‘ﬂﬁ”¢s°&’§niﬂf0rfeﬁmlﬁm aci d,

mal ei c. acipdlarlcrghnie sBfverits, S8R 25 dim onﬁ%nfnﬁ m(@%&@?yaaoe%gr%?éebll\? thy

' sallcyllc acid,” Isethionic acld, netHanes

trifluor o&&ﬁ&i@@uéi@nﬁm&adehhhyﬁ;@fubmnmmﬂitm Alitrdndthar8r diethyle '
6- met hyl - 5%0&@?%%3@ | Nz 4 BFM 2, 2-dioxide. 2 The procedurevlcpscrl bed
.abéve may oo 9 ey V WQ@%&"tﬁhéowmdmmvelproveday
react vt fo bé to AUG 200 14
endthjieseste %nh‘éﬂc?n aoltitb AhdchSindichh ! duch A€ nfeuadt

1:1.5.. The reaction may be advantag eou y carri sol vent
for- exanpethanal, n@@mmoldsgafnpan@oanémmr diatkyl lestodespsivH 49TbrEkAlfple,

acetont t prdons; Butal ARG bt hediPYid bidlorcs of Xr%%@g&%écﬁé‘%nﬁfoﬂéﬁ”
Par ti cul acay asd\ngsar; and mmtur@@bﬁhefmﬂé mc—FFﬁib msmsﬂh W@%hbe met hyl

acetate-and ethyl acetate, short-chain al coho suc as ne
- et hanol , i@eagsnse, maxsb@be@awtﬂble akch as)\fmemmld;maxtkmsmﬁamthmmtas for

t f th t
% § HoE, AR Sl i a0 oA e e B e Sanec
X Xagp |sg| vathes, ethandi withicaideon {etrachivridepscPNLSFith ShiloraBf, d%H @%ntheér%f

{%‘c{ﬁﬂ of hmet hanol , wi th 10 benzene, ethanol

met.hanol Ui Pipgihane, can gisoha ysed whesethe meneyolar amlhemt meaamanm Wi th -

carbon t ejasatonld Epediifty Vifusid @ a&hé%é%fsoﬁ'ﬂb rShERn R b Epended
or dissolved in the respective. reaction medlum 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

_sllghtly 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 tin_le méy be largely depéndent on the reaction iemperature and may be between
&9 2 minutes and 3 days at relativelg} high and relatively low temperatures, |
respectwely In the favorable lemperature range the reaction time may be generally
| between 5 minutes and 48 hours. '
25

In the course of the reaction, the compounds | may fréquently form a poorly solublé
deposit in the form of their acid addition salts, expediently a suitable precnpltatmg
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



or 1, 2-dichl oroethane, can al so be used, where the nore pol %{ solyent in
each * case shoul d expedi ently be used in an excess.- The r e ARE SW¥an be
suspended or.dissolved in the respect ive. reaction nedium |In principle,
the . reactants can also 15 be reacted in the absence of a solvent, in
particular if the respective: thiomde Ry have- a nelting point which nmay
be as | ow as possible. The reaction may proceed in an only slightly -

exot herm ¢ manner and can be carded out between -10C and 150C;, preferably
het ween 30C and .100C,- A tenperature range between 50C and 90C nmay -have
"gener al | y PiRepitated ysingoneotthe precipitating agands m:rmoned if bpprasidte aftclr | rre may

i nut es acgHERARARR ofhe feeroBION R, FAREHENK, Felfglufid of hanmacion: co,
respect i vetiyturé oan hlsdlae/adwiﬂt@gémmf lasred ﬁltb@lﬂélgoltﬁlbﬁ df%?:%tdﬁﬁet i e may be

'.'generally betl%.en 5 mnutes and 48 hours. 25 In the -course o
reaction, ! AaaRts meptigned,avthesHning.s Wor-up ob the y‘eaﬂﬁontrhedum&mlsl t-

pr cci ?‘a?fsﬁé,ﬁ@%%’é'ﬁa"‘"‘ UL Rikfon FRGRUERY E%rweeﬂoeaﬁﬁ*wm@dwed

are, for ekamm@nlmpdsmmhmfamm hﬁ@ﬁ?ﬁﬁamb@ir@ﬁﬁ@bu Krhing&rane or
hept ane, og carhon 30 tetrachlaqrid particul ar, acet ates, such as

et hyl aceREYIONR Of orplel %%&%P%"(?"%Prar 'ﬂ@b@!’ﬁ@[ﬁ;‘i Z-aties bingl
ether, di ﬂﬁﬂﬁﬁ@@)@a gﬁhﬂ:‘l mQ¥ BHEWEF e@%ﬂr%ha?dgrép%ic%llyé? g%a'm'gtopyﬁ 'Ig’tﬁlhﬁ{ | gﬁy

prove particularly sui ta e reaction“mXx
after theg@molann; aitenconcenication. Beitablet eluerits ftvethioprYedbd, i6Paxdifpd, 6 AUG

i,?%foé? B R I M TSR I T e the
ut | o mthdiol, TARRire Bf toliefid A ﬁféihﬁ‘.o‘i%r%ﬁmﬁ%@iﬁt@%?g@% od bbfiRFd 1nte

the solution-of one of the precipitating-agent’s nmention ring.
Wor k- up deatdle withbydregasbors sueh @arhep!ﬂrwl éfdhb@uuﬁcaimdobwe cvudb prbduct he |

et L on by bL Rt SR S AL b B S g 0795 © base

formula I can be obtained from the pure base of the formula ! thus obtained by

15 ~ dissolving.or suspending the base in an organic protic solvent, such as methanol, |
ethanol, propanol or isopropanol, or in an erQa_nic aprotic solvent,. such as ethyl
acelate, diethyl eth_er, diisopropyl-ether, tert-butyl methyl ether, dioxarle,
tetrahydrofuran, acetone or birtan~2-one and then treating this mixture rrvith anat
least equimolar amount of an inorganic acid such as, for example, hydrochlonc

20 acud dissolved in an ineit solvent such as, for example, diethyl ether or ethanol, or
another of the inorganic or organic acids mentioned further above.

The compounds of the formula I can be recrystallized from an mert suitable solvent
such as, for example acetone, butan-2-one, acetomtnle or mtromethane
However particularly advantageous may be the precrpltation from a solvent such as, for
example, dlmethylformamlde dmethylacetamlde mtromethane acetonrtnle

- preferably methanol or ethaniol.
The reaction of the compounds of the formula fll with the thioamides ef the f()rmula
IV can-also be carried-out such that an at least equrmolar amount of a base, such

30 as, for example, tnethyiamlne may be added to the reactron mixture and the resulting

compounds ! may then be ophonally converted into their ac:d addition products

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



amoni a or norpholine or piperidine or 1,8-diazabicyclo[5.4 4Jundec-7-ene,
and- the crude reaction {product may be purified chromat og? &phU& &0y, for
exanple on a silica gel colum, after concentration. Suitable eluents for
this prove to be, for exanple, 10 m xtures of .ethyl acetate with '
et hanol , m xtures of dichioronethane wW6th nmethanol, m xtures of toluene

‘Wi th nmethanol or ethyl acetate or mixtures of ethyl - acetate with

"hydr ocarbons such as heptane. If the purification of. the crude product may

be carri edf.out in

the formf@

anner | ast _described, an acid addition product of-

h
JdNPrganye Rydrgides,suehr aslithium hydsaxide; sedim hiydrdidenpalassitinus

obt ai ned 3 ' ' ' : b In,an o nic protic

sol vent @fgﬁﬂigggﬁ?ﬂﬁg "o W%ﬁ%@%@e,%ﬁ ‘?%Bﬁﬁ%@%P in an

or gani ¢ -arbonatespsuainas sadinm carbendtelor pitassitim catbehits) s6HRAT h ?ro en

dii sopropq)g -ﬁéé}er Rtﬁ)ﬁ!%sl-.bué_x’l met hyl . et her, di oxane, tgtrahydr)c') wgan,
acetone o1 BORAR O SIUp ydregen carenalg, ammonimand amideshsachas | east’
equi ngl anj hinaf ; i j O | e drochloric 20
ol . amciriihine] amsoprONaRRle] dRyonENSnfine BEaGHE BetohdiRy, - ot her or

et hanol , methylgicyciahexytamine. i nor gani ¢ or organic acids nentioned further

above.

The conpounds of .the fornmula | can be recrystallized froman inert

suitabl e solvent such as, for exanple, acetone, butan 2-one, acetonitrile
. Or “"ni t r Giieirtideseof the fblaMRYIBTmaylsithbr B domrhotcialvaalageotmn MR bbRinddhe

precipitation froma solvent such as, for exanple, di.nethylformnarnide,

di iret hy| i¥examiple, by readliontof e comespanding chsioxantids withiphosphbhanol or

et ha

19 o RENERE! hfbyfing' ¢ of IRA B Defimelar, CBam, ove 6arrde kASS TN on | cast

thioam d

EGUi ol awithriawdssoh'sereagest inaumbné,opﬂﬁjiné,Q{e@ﬁ?émg@ho%ﬂr@gg?ﬁamge, may be

added to

np may t hen be

r]e,rea tion mxture and the-resulting
opt i onal [%P r$ent and hawessn: BulldSoci Ghirpr Belges 87, BPot1ez8)jent Wit h

bases,
t he for

petefel, M il Of Rl Broro G 1 PR AREITER 4 Buetibvdirons 2 o

. AUG 20042(ié1)epyrimidingaei ar 13-dirathybs-imidizbliamonit Fybmxpy Shinbds; Sodi um

P Ox, Pl P el 25 i o5 L T Y i T P oxi e,

25

30

removable pretective 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 Editior, 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 ' |



carbonat es, such as sodi um carbonate or potassiunicarbonatf sodium
hydrogen carbonate or potassium hydrogen carbonate, ammon 5 R 284 nes,
“such as 5 triethylam ne, diisopropylam ne, dicydohexyl am ne, piperidine,
nmor pholine, .:_ nmethyldicycl ohexylam ne. Thiom des of the formul-a IV may
eit-her be commercially avail able or cagyzbe obtained, for exanple, by
-reaction of the correspondi ng carboxam de wi t h- phosphorus 10' pentasul fide
in pyridine (R N Hurd,-G Decaneter, Chem Rev. 61, 45 (7961)), or wth
Lawesson's . rea&“’15 in toluene, pyridine, hexanethylphosphoric triam de

( Schei by©,ORéigthybdithiaphopherissamid |rBaksbhreﬁt)Sucﬁ:hB@tﬁﬁQiﬁﬁe%de?%&dﬂgm)]
preferably lyf@gre f te*l%n drofuran with

1, 3=di meP&y M Q%? ﬁWﬁmehm%mmmeor

1, 3-di met hyl - 2 |n1dazof|d|none Hydroxyl, am no or. additional carbonyl

et o é“e" By TSR i PR, B PR v o

or benzyRolfREIEaS matltnga»r degompmsition points)(m.pe)wers hohedrracte@ ¥l ©
acet al re de cribe for exanple, in Th.- W G eene and
P. G MA%%EE§§$£ﬂ¥dé r@@% @ 'Hgﬁgﬁanic Synt hesi s, Second Edition
1991, .20. John Wley & Sons New Yor k.. Thi oam des of the forrmula IV can

al so be obtained by reacting nitiites of the -formila-Vil 25 N - =C- R4
formul a \y Eg rn\éﬁlrogen sulfide (Houben-Weyl | X, 762) or thioacetam de .
(E. C ' amples 7ol tewi cz, J. Am Chem Soc. 82,2656 (1960)) or

0, O-di et hyl dithiophosphoric acid The reacti
may preferably be carried out in an organic 3
-Mret hanol - or ethanol:, those with thioacet
*{dilmet hyl f or mami de with’addition of
AUG 2004 17 0, 0-diethyl dithiopho
acetaté under acidic, - R1

fs mnth hydr ogen ; sul fi de
sol vent, .such. as o

e i'n a 'solvent such as

acid, and those with . 2-1

In a solvent such as ethyl

R3

Rt

10 formula |



€.g. HCl, conditions at roomtenperature or wth-warm ng %tuﬁx@g%ﬂ es

gi ven beI ow may serve to illustrate the invention, but vmth ricting

it. The measured nelting or deconposition points (mp ). were not corrected

and may be general |y dependent on thel8eating rate. Table 1: Exanples Rl

CR1” . 10, formula | 2 6 AUG 2004 18 Exanpl eRl; R'R2R3R4Saltmp. [C] 16-0;

. HHH( C6H4) - 4- NH- SO2- (C6H4) - 4-C - 116 26-C ; HHH(C6H4) - 4- ( NH SO2- CH3) - 166

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

HHH( O6HB) - 3- ( SC2- NH2) - 4- Ol - . 148 56-0 ;" HHH( C- 6H4) - 4- ( S02- NFH2) - 160 6H;
NRIHBR250 Hae] conpounds qhg the Tor nul g Tgy °C

f avordahl & pffects on I L pi net abol ismjin pgr a4 (':&I Jr-,

Tsui t abl|e-CdsHdn bt detHest ( _Lg(?‘@ @gq 3 ferpl oyed 1q8 their
in_conbi hation|w th ot hegr anorectlcal iV ve conpoynds. . Sugh

“furth . t i@l ' d _EX4 ) th
Rg'[e Eirs e,orng]a)t er % .aﬁtnl \é‘raHgl i ldﬁeﬁﬁfiégﬁ%ﬁ@ﬁ@ﬁghorazt i g)sf nplilﬁg | ©

compoun are sutabl for] the Jprophylaxis and in partiqular flor the.

treat ne of U.g T 1 thds—are—furtherrpre—suHtablelf or t he
prophyl dXi s and E;I "“) E' ul {4€eHa)-3t(BO2 NeGHMIEHalo)tlype 1 | dil8Bet ¢s.
The effi|cacy of the C)rrpOLnds s tested as follows: Bidlogicgl test del :
The anorjectic aftion fas tlested on male or4fdmle NVR rice. After

wi t hdr aval of

B 6-CLHI H | H' | (CgHa)-34(SO2-NH2)4-Cl - 148
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 1 are d'istinguished by favorable effects on lipid
| metabolism; in particular, they are suitable as anorectics. The compounds canbe
5 employed on their own or in co_rribina_tion with other anofectically. active
'oompounds. Such further anorectica[ly active compounds are mentioned, for
example, in the Rote Liste, chapier 01 under slimming preparétionslahorectios.
) The compounds are suitable for the prophylaxis and in partioular for the t‘reatment
of obesﬂy The compounds are furthermore suitable for the prophylax:s and in
10 partlcular 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 preparatlon The
consumption of evaporated milk was determined ha!f—hourly for3 hours and the



feed for 24 hours, the test preparation was adm nistered via a mach.
tube. Kept 15 |nd| vidually and with free access to dri nki 3@ M@Eﬂl’ t he
animals were offered evaporated mlk 30 mnutes after the adm nistration of
t-he preparation. The consunption of evaporated m |k was determ ned

hal f-hourly for 3 hours and the 2 6 AUG 2004 19 general condition of the
ani mal s was observed. The neasured nilk consurrption was conpared wi th-that

Pednct | oroareRRBbRTloR Y BR Anmbil i sVl e heaSined e Sarerahgn

measiired milk cRNSUBBlRR ed

W th unt r wasednariredviith fHatppunkésnsdidntrol shisldisinber of Nunber of Reducti on
of doseaninals | animals Ithe cunulated R4[ngfkg]cunul ated cumul atedm |k .

N=(.m |k {)g consu t| on R2- O Sconsunption -consunptionin RL RSof the
treated of2PRe of Qf%ﬂpmlgnmu{%@%mmm@@f\thedkumlated njild | ani mal s

! & Ssamal e any epeHIENGTE Fed BRSBTS * ©°

20 [ 4n E

ani mal s patre—anrmats76—5+-1+26=5+5-
o Compound/example . Oral” | Number of Number of Fiequctlon 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
£ ar control
1 N7 [ml] animals
formula |
_ N/ [mi]
Example 4 50 female female 69
animals animals
5/0.82 57266
Example 5 50 male animals | male animals 95
570.08 5/154
Example 6 50 male animals | male animals 76
%) 5/1.26 5/5.10
5

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 obtained in a similar manner:



L.t can be inferred fromthe table. that the conpounds of the fornula I
exhi-bit very good anorectic action. The preparation of Sobe\UEx®pl es is
described in detail below, the other 10 conpounds of the forrmula |I were
obtained in a simlar manner: 2 6 AUG 24 20 Exanple 1 (Conpound 1):

4- Chl oro- N-[ 4- (6-chl oro-3a-hyd - : :

r oxy- 8, 8a-di hydr o- 3aH-i ndeno[ 1, 2-dl t hi azol - 2-yl ) - ) :

phenylj bepzenesuf fon' am de: 5 a) 2-Brono-5-chl oroi ndan-1-one: 10 g (0.06
mol ) of S-Ef?ﬁmﬁ’i%ﬂ K&QWPPUGHé)hre ‘di ssolved with stirring at room
tenperature in 120 m of glacial acetic acid. 0.05 m of a 48% strength
solution of HBr in water and then 3.074 ml (0.06 mol) of brom ne, dissolved
10 in 25 MChibragNe[di(6}chiaret3a-hypdrosly-8282 dityjdes. 3aHRTLASH 3. hfa%%’lél n has
ended- --afﬁerﬂé@h of stjrring at roomtenperature (TLCS. The sol utii'on of .
t he cr udePOPOPGEZENESUNPNAMIA]:i i ng, sl owl y added dropwise to 300 m of

ice-wafer. The precipitated crude product is filtered off with suction and
washed thoroughly wth water. The noist residue is removed fromthe filter
usi ng et h§l ac2Eaomo--shlonointae-ipdrases of the filtrate are separated. The

organi ¢ phase ] ied over . sodiumsulfate, filtered and concentrated
under reduced L‘f@g@@%e'm rf?é.5-qsfﬁ,)%fptn§'@nr1soaeﬁ%ﬂmmad witlp stiringratiroom -

n- heptane; th ' ' il . u ¥ and the-
Tkt anc ' 1 notitforatedlr 920 irt of blabfl 6Eeic A6 60GPLER 1B Lheddih 0t | &
filtered of f aauticruet HBninamated and theniBF4 mk (006 thAPofisrensitie SdissdivEd -

dmch1S o 4 - cynzyBhBEARGRT SGe ARl e oke uametse, Ahegenstion hapandedol ut e
ek 700 orasur il By g (UOTHOSERRRAI g "o,
product is, with stirring, slowly added dropwise to 300 mi of ice-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. The
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.



- diethyl dithi ophosphate is then added, and the mixture is <x&ra6d28t ref
[ux tenperature for a further 12 h. The cool ed reaction m'xture is
concentrated under reduced pressure; the residue is stirred with

di chi oronet hahe and the 30 solid resid@ is filtered off with suction,
washed wi th di chi oronet hane and dri ed under reduced pressure. The :
resul ting*4-(4-chl orobenzenesul fonyl am no)thi obenzam de is used for the
next step without any further -purification. 2 6 AUG 2404 21

4- Chl oro- N-[ 4- (6-chl oro- 3a- hyd roxy-8, 8a-di hydro-3aH i ndenof

1, 2-d]thi ol-4_@;-mcgbqt35f a5 ,‘H namm.da: AL L€ t rature  0.15
g of the"?érrpound_frrom&%]r[r:gﬁg&?éb ar{ég%.giaf‘jg'h@?ﬁﬁ@%@?ﬁ‘a@ﬂ%dﬁhml- .
Exanpl e- 1a ar e2-yil)phenyilbenzendsulfonamida:y acetone, and the nixture 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
trietByl am ne roRtiatherafife (d ] S i enhperature
for another night; The reeraéf?’o@nq?ﬁdx@fﬁpg c?gﬁ;ﬁ@%i f&%{ﬁé‘éﬁmé@g@ &ﬁqge{?geduced
pressure; the afdae gomposndifeosy Exatplen 1atany dissohieattin 5 kiohas adatbas, And h

wat er and onceg, Wi t. esedi.um.chloride solution, dried over magnesium '
sulfate, fil tgP%'nggisoW@@rﬁ'Fgg rAREMPSHRitER Q4865 ¢ Oﬁﬁ@fhﬁ@@mme i's

- purified by sidréadded) asd iR mibageds RYirea] | 3y 15 This

gi ves 4-chl oro-N-[ 4-(6-chl oro- 3a-_hydr'ggef@?%%@fﬁ@%mgéﬁplgwmm 1, 2-

d] t hi azol - 2- yIANSHReRAQ poftdeibylantioa ame addet, amd themixtoigls stit&d atrvarp! e 2
(Co und 6): o . ] )

4-,(6-Chl or o- 35‘?@%?%9(5?}8{ gg?‘&?ﬁ?@&-%ﬁ%&@ﬂ&?'ﬂ"ﬁdﬁ thansencentiatgdhenzene
20y sul f onam dender fedeeed piledsure; theTobidlie TBARSHNRY i i ashed

2- br ono- 5- chl gr oi ndan- 1?2?1e Wi th 4-sul fanoylt r\l'?gtggnz riia%g?at?hvé'a%?r%ound
~has a nelti ng Wige withowater angencerwith satasaiggoghloride solution, dried over

magnesium sulfate, filtered and concentrated under reduced pressure. The

| residue is puriﬁec_i by silica gel chromatography using toluene/acetone 3/1.
15 ~ This gives 4—chIoro-N—[4—(6-chlofo-3a—hydroxy-8,8a—dihydro—3aH—indeﬁo[1 ,2-
djthiazol-2-yl)phenyllbenzenesulfonamide of melting point 116°C.

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

_ . T-one with 4-3ulfar'n.oyithiobenzamide. The compound has a meiting point of .
£ 160°C. - : I



WO 01/ 62747 - PCTI EPG | 01553 22 Patent claims: 1. A corrpozgd“g;rréahe formula -

| R+ 131" | in which 10 R1, Rl1' independently of one anot Oy F, d,

Br, 1,-CRNOBIEB2/AY, COOH, COQ(Ci-C6)-al kyl, CONH2, CC]\IH

€O\ (Cl-Co)--al kyl ]2, (Cl-C6)-al kyl, (G.Co)-al kenyl "%Eﬁ Eﬁ“@%sv

O (Cl-C6)-al kyl, where in the al kyl radi.cals one.or. rmre or all the _

'hydrogen(s) may be replaced by fluorine, or one hydrogen nay be 15 repl aced

by OH, CHS OC(OH, O CH2-Ph, NH2; NHCO CH3- or N(COOCH2Ph)2; are

S02- NH2, 1m§E) al kyl , SozN[(Cl CG) al kyl]2 , S (C1-0C6)-al kyl,

S—(CH2)n phenyl, SO (Cl-C6)-al kyl, SO (CH2)n-phenyl, SOP_-(C-C6)-alkyl,

S02- (CH2) n-‘phenyl, where n can 20 be 0-6 and the phenyl Tradical can be

substituted. up to two tinmes by F,. d; Br, OH CF3, N2, CN, OCF3,

.O (C1- Ce)t.al k%coﬂ(ﬁmﬁﬂ)ofalhéﬁfdnnuwm are NH2, NH (G -CB)-al kyl,

N[ (C1-C6)-al kyl ]2, NH(G -C7)-acyl, phenyl, b| phenyl yl, O(CHZ)n phenyl

where n'can be 0-6, 1- or 2 6 AUG 2004 23 2- napht hyl , Z- "3- or 4-pyri dyI \-

2- or 3-furanyl or 2- or 3-thienyl, wher t he phenyl, biphenyLyI,

napht hyl, pyridyl, furanyl or thienyl ri can in each case be -

substituted one to three tines by F, A Br, I, OH CF3- NO2, CN, OCF3,

0-(Cl-Co6)-al kyl, (Cl-Cp)-alkyln NH(gl- C6) - al kyl, N (Cl-C6)-alkyl12,

SOZCHS COC]—ICOO(C C6) - al- o : :
R1

R3

Gl Rt

in which

10 R1,R1’ :ndependently of one another are H, F, Cl, Br, |, CF3, NOo, CN,
~ COOH, COO(C1-Cg)-alkyl, CONHg, CONH(C1-Cs)-aIkyl
CON[(C1-Cs)~aIky!]2, (C1_—Cs)-alkyl, (C2-Cg)-alkenyl, (C2-Cg)-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 hydrogen may be
15 replaced by OH, OC(O)CH3, OC(O)H, O- CH2-Ph NH2, NH-CO- CH3

or N(COOCHgPh)y:

are SO2-NHo, SOgNH(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




"CONH2; . are 1,2,3-triazol-5-yl, where the triazole ring %aFUGbg
substituted in the 1-, 2--.or 3-position by nethyl or be% yT5 fog

tetrazol -5-yl, where the tetrazole rin%scan be substituted in the 1 10 or -
2-position by methyl or benzyl; R2 is H~ (Cl-C6)-al kyl, (C3-C6)-cycloalkyl,-
(CH2) n-phenyl, (CH2)n-thienyl, (CH2)n-pyridyl; (CH2)n-furyl, .
C(O-(C1-Co) - aI kyl, C(O-(C3-C6)- cy6loal kyl, C(O-(CH2)n-phenyl, -

(O - ( CH2) n- t hi enyP-nahtkiiCe- (szldmwwyu @Iormn;ﬂgf@@rtswményl g N can
be 0-5 and in whi C%Bhenyl t hi enP/ can 1 n-each case be -
substituted up to- f hemdsb iphenyly pap VI mdyl( @Ha Bloratmem rigys can in

O (Cl1-Co) - al kyl; I?:hi S Q_.% Qg-l al kyl, -
( CH2) n- phenyl , (Cﬁ%? CRpe ﬁy? S @légﬁnﬁﬁlﬂéf?ﬁ t'"@@-hyﬁ Q};r@ﬂ, , QHeCEan can
be. 0-5 and in which phen thlenyl ridyl and furyl can in each case
be substituted upNQe, %é%s%@fﬂs}ﬂ kyGNC1€6)-alkyd1NH3) N&I(@y#Ce)O-l

O (Cl-Co)-alkyl; 25 is OC(O CH3, (C2-C6)-alkynyl,

(C2- CB) - al-kenyl , . OARYICNI(T)-Ca)-alityllo, SOBCHg, COOMHEOCE)-O
C(ON(CH3)2; R4 is (CH2)n- R5D me]renc?r.llseOG 2%@ d
phenyl ., bi phenyl yICQNH?r 2- napht hyl, 2-, 3- or 4- pyrldyl 2- or

%R5 is

3-thienyl, 2- or 3-fury -'or 5 thiazolyl, 2-; 4- or 5-oxazolyl, l'
- pyrazolyl', 3- or éﬂsfz@zﬂdz\ol-s wﬁére?»rhﬁnhéﬂélél g&: g
5: 4- or 5-pyrimdin pyramﬁﬁyl, -trnln zin rﬂF?éugé‘tfth it

© 5-benzi ni dazol yl , %eﬁﬁ@tm?atm Wm%hﬂﬂfbeﬂzalzol 3-yl, 1,2, 4-triazol -5-ylI,

G0 R subbt] tﬂ?“edég&ﬂé%w%f‘*bﬁ?&a%ﬁ el da%tﬁ'aawtédm ey hi .

phenw ring can beor 2-position by methyl or benzyl;

- R2 - is H, (C1-Cg)-alkyl, (C3—Cs)-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'lch 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, (C1-Cg)-alkyl, F, CN, N3, O-(C1-Cg)-alkyl, (CHa)q-phenyl

(CHa)n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, where n can be 0-5 and
in which phenyl, thienyl, pyridyl and furyl can in each case be

substituted up to two times by Cl, F, CN, CF3, (C1-C3)-alkyl, OH
0-(C1-Cg)-alkyl

25 ~ is OC(O)CH, (C2-Cg)-alkynyl, (Ca-Cg)-alkenyl, COO(C1-Cg)-alky.
C(O)OH, C(O)NHg2, C(O)NHCHa3, C(O)N(CH3)2;

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



10 substituted up to two tines hy d CNOH C C | 1583’.\[15 2%41 6)-a
O (Cl-C6) -al kyl, CF3, COOH, COQ(G -C6) -l kyl, CO\IHZ

(CH2) n- SA2- (C1-C6) - al kyl, where n can be 1-6, (CHZ)mSOZ- NH2,

(CH2) m S2- NH- (C1-C6) -al kyl, (CH2) m SO2- N (Cl-C6)-al kyl]2 or

(CH2) m SO2- N(- - CH N(CH3) 2) ; where m can be 0-6; and R5 can optionally
additionally be substituted by F a, 'Br, OH-CRF3, N2, -CN, OCCF3;

O (C1- Cg) IkyI Co) - al k Cl- C6) - al kyl (Cl C6) - al kyl ,
(C3-06) - I oal kyI'S&JgﬁN L l%ﬂ%bﬂ@phiglm GBOtG}pw;dyI @Id{yl CONH2,
CO\IH(O'-CG) al kyl 3 y 5/23 cIo kyI NH2,
NH- CO- ( CL- 06) - al kyl rﬁ%ﬁ% phe'ﬁ‘&?p2 A&fﬁz H\'?FQIY' 4m9'} E s-yI

pi peri din-1-yl, pl‘ppymzolyl B—wls—lséxamilghyt-p(b ?rlolyljz)ﬂrﬁ pﬁs@jhﬁh%gylo 3
can

0- ( ) n- phenyl , S02-( CH2 wher e
25 and its phy5| gdqgcémrp' HB’ie%PH'[ﬁZ@Ybaﬁ'%hgéniﬂlaEWB; Btomical ly functional

deri vatives. t ere| n

25 2 6 AUG 2004 Rl BRl 'E’“% 'aé; ﬁﬁ&ﬂtﬁzﬁ% ?%ﬂ@"ﬁ?aﬁ,ﬁﬁ# "éF‘J’] By,

CF3, N2, ON, COtelyazebsi mﬁeysa,u hudjol mwm-r@awﬁﬁid&@)-zal hybr Byl

CON[ ( C1- %%kgf WS P) -l Kyl (C2- Co) -al kenyl (- CE) - alkyny |

0- (CI-CG 1= 8 jtute the al kyI radi cal s one hydrogen may be
NH-SOQ-(C1-CG)-a!kyl NH-SO2-phenyt, where the phenyl ring can be

( ) 10 substituted up to two times by F, cl, CN, OH, {C1-Ceg)-alkyl,

0-(C1-Cg)-alkyl, CF3, COOH, COO(C1~CS)-aIkyI, CONHpo; | i

(CH2)s-S02-(C1-Cg)-alkyl, where n can be 1-8, |

(CH2)m-SO2-NHz , (CH2)m-SO2-NH-(C1-Cg}-alkyl, (CH)m-SO2-

N[(C1-Cg)-alkyll2 or (CH2)im-SO2-N(=CH-N(CHs)z), where m can be

15 06

and R5 can optiona'lly additionatly be substituted by F, Cli, Br, OH,.CF3, NOo, CN,' o
OCF3; O-(C1-Cg)-alkyl, S-(C4-Cg)-alkyl, SO~(C1-66)-aiky|,
{C1-Ce)-alkyl, (C3-Cg)-cycloalkyl, COOH, COO(C1-Cg)-alkyi,
(o - COO(C3-Cs)-cycloalkyl, CONHa, CONH(C1-Cg)-alkyl,

20 : CON[(C1-CG)-aikyI]g, CONH(C3-Ce)-cycloalkyl, NHz, -
NH-CO-(C1-Cg)-alkyl, NH-CO-phenyl, pyrrolidin-1-yl, morpholin-1-yl,
piperidin-1-yl, piperazin-1-yi, 4-méthy!piperazin—1-yl, (CHg)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



5 replaced by OH OC(O CH3, OC(OH, -O CH2-Ph, NHZ2, NI-I-CO%J@
N( COFC)JCHZPh) 2y is S02- NH2, SO2NH( C1-C6) - a4 kyl , SOZN[(Cl C6 f\?( I

§(C1-c6) al kyl, S—(CHZ)n phenyl, SO (CI-C6)-al kyl, SO (CH2)" -pheny . I
S02- (C1- C6) - al kyI, S02- (CH2) n-phenyl‘, where n can be 0-6 and the 10 pzemc/:N
radi cal can be substituted up to two times by F,-Cl, Br, OH ~ CF3, NOZ, .CN,

| kyl
N 06 T 55?] ! fendfdalorsnstnotkParls NG ol ég%fﬁ%mzem
- or

3 uranyt or 2 or GOPHPGSPGRG A ToNE CONFIS RanA. nahi hy!
3-fb(rjar_1%/‘ 2:1 I-o? t can i n each case be substltut ed one to 3
ItO - s b ulr: é é]@ﬁ?(ém édf%ky HaotC1-Ge)-alkdHE - Og )-alke ) (@é-@eb-,alkyn i
(ICTBCG)yaI kyl , NH2 NH( C1- C6) -al kyl, N (C1-C6)-al kyl]2, S02-CH3

COO- ( C1- C6) - al kyl | Cemm:a)m\mh@resnuheaﬂql raiﬂodlsonéward%ﬁ. .tnlayq;@le ring

- - benzyl ;
can be substltuted inthe 20 . 1 or 3-position by net ;
are t&razol -5-yl, reﬁlacedbhﬂlﬂ@%@ﬁbﬁﬂrd)(%oﬂf&? ﬁf%t@p@ ﬁﬂgaﬁkyff‘
ZE:II?l(Z)SI L ﬁgnb?/ m(EtcE%l} it lgtgpzqz:p 5 (CH2) n~pyridyl, (CHZ) n-furyl, :
n- , .
(C(O))(CE 0631 al kyl , gr(( CE)% cycl oal kyl C(O)-(CHZ) n-phenyl ,

[ - 2)n-furyl, where n can be
05 and 11 “zéi‘\bé%*szﬁéé%%ﬁéﬂyﬁé” Lanpw?@ég&f‘éy%cm&% - EarCen each
OSaBglgubstltute two tines by (C-C3)-al kyl,OH, -
Cas?:l C6) --al kyl ; E?JP%S Cﬁ*z)n@ﬁew& S@%‘}u Ca?-alksm Smm@)mheﬁgb, al kyl ,
Cf—IZ)n phenyl , (CH n-thienyl, (CH2)n-pyridyl, (CH2)n-furyl, where n can
be 0-5 and - (C1-Cs)-alkyl S0o- (CHz)n phenyl where n can be 0-6 and the
10 - phenyl radical can be substituted up to two times by F,-Cl, Br, OH,

CF3, NO2, CN, OCF3, O-(C3-Cg)-alkyl, (C1-Cg)-alkyl, NHz:
is NHp, NH-(C1-C)-alkyl, N[(C1-Cg)-alkyl]z, NH(C1-C)-acyi, 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-(Cy-Cg)-alkyl, (C1-Ceg)-alkyl, NHa, NH(C1 -Cg)-alkyl,
| N[(C1-Ce)-alkyllz, SO2-CH3, COOH, COO-(C1-Ce)-alkyl, CONHa;
) are 1 2 3 triazol-5-yl, where the triazole ring can be substltuted in the )
20 | ~ 1+, 2- or 3-position by methy} or benzyl;
 are tetrazol-5-yl, where the tetrazole nng can be substituted i in the 1-
or 2-position by methyl or benzyl;

R2 is H,.(C1;Cs)-alkyl, (C3-Cg)-cycloalkyt, (CH2)n-phenyl, (CH)n-thienyt,
25 . . '(CHz)n-pyridyl, (CHz)n-furyl, C(0)-(C1-Cg)-alkyl, C(O)-(Ca-Cg)-
cycloalkyl, G(O)-(CHz)n-phenyl, G(O)-(CHa)y-thienyl,

C(O)‘(CHE)nTPWidY', C(O)-(CHz)n-utyl, where n can be 0-5 and in




i n which phenyl, thienyl, pyridyl and furyl can in each eAEe _
substituted up to two tinmes by d, F, CN CF3, (Cl-C3)-aIczlil§ Ud@"
O (CGCOoalkyl; 10 is OC(O CH3, (C2-Cq) %ﬁkynyl "(C2-CB6) - al kenyl,

CO(Ci -Co)-alkyl, C(OOH C(ONH2, C(ONHCH3, C(ONCH3)2;, R4 is
(CH2) n-R5, V\/nere n can be 0-6; 15 RS is phenyl bi phenylyl, 1- or

2- napht hyl , 2-, en l and R5 i s substituted
by NH- S02-(Gi - ce) a "y"ﬁlpﬂiéﬂ! @ﬂéﬁﬁﬂ"?’iﬂﬂif i AL can be

ol g g Al o

(CH2) n- S2- ( C1- %)gkéim re n can be 1-6, (CH2) m SO2- NH2,
(CH2) m SQ2-NH- (Ci e ’CHZ)mSOZ N[ (Cl-C6) -al kyl)2 or
(CH2) m SO2- N(=CH- N(CH3) 2), -where mcan be -0-6; 25 and R5 can- optlonally
additionally be substituted by F, O, Br, OH CF3, CN, OCF3,

o e B B TN R S e,

o prenyi - (Gl SRR e ondinthore ponge 05 ang

SO CH2 h I, I |1 bl e-
cal 1 and physi ol o) ARERPFRRKE e poi pagt el cka ggéré‘ég%éeaﬁ? The' ©

another aro b opseu oy ihes bR oA, werteral Qb T,
(8} H2, (Cl-C6)-al @I( %%ﬁ‘)@ al kenyl ;, (C2- C6) - al kynyl, 0-(Cl-C6)-al kyl,
: é NH2; phenyl, gl’i nyl, vvhere n can be 0-6, vvhere t he phenyl

rings,can in each C
70 %?8(0)CH3, (Co- Ce)-alkynyi (Cg-Cs)-alkenyl COO(C4-Ce)-akkyl,
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, blphenylyl 1-or 2-naphthyl 2-, 3- or 4-pyridyl or 2- or
3-thienyl;

'and RS is substituted by
NH-S02-(C1-Cg)-alkyl, NH-SOg;phenyI where the phenyl ring cén be
substituted up to two times by F, Cl CN, OH, (C4 -Cs)-alkyl
20 O-(C1- Ca)-a!kyl CF3, COOH, COO(C1-Cs) alkyl, GONHo;
(CH2)a-S02-(C1-Cg)-alkyl, where n can be 1-6, |
(CH2)m-SO2-NHz , (CH2)-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,



substituted one to 3 tines by F, d, Br, |, OH CF3, g:l\l OCE3,
O (Gl-C6)-al kyl, (Cl-C6)-alkyl, NH2, CONH2; is H (Cl- cef} A8, 7008
(C3- C6) - cycl oal kyl , (CH2) n-phenyl C(O)ZZCl Co) - alkyl, C(O-(CH2)n-phenyl,
where n can be 0-5 and i n which phenyl can-be substltuted up to two tines
by d, F, CN, CF3 (C1-C3)-alkyl, OH O(Cr-Co)-alkyl; 20 R3 .25 is H,
(C1-C6) --al kyl, &@ﬁ%@: phenyl, where n can be 0-5 and I n whi ch phenyl
can be substltut ed 1réee)-aikie SQN(G1:Ca)-alkyllo, Bitdz, NHCOE)-G4 G )atkyl, OH,
0-(C-C6)-al kyl; .is COO(Cl-C6)-alkyl, C(OOH <C(ONH2; R4. |s(CHZ)n R5,
_where n can be 0=6NHdJEORshenyl,{Gimpphentt; C3(CHo) ulsg [:ﬁleﬁ 2004 -
.and R5 is substituted by NH S02-(d -C6)-al kyl, NHS02-p enyI re the
phenyl ring can beﬁqucﬂzb,pphmwnhérééangumgs by F,” d, ON, oH

(Cc1- CG) al kyl, O (Cl-C8)-al kyl, CF3, COOH, CdO(Cl C6) - aIkyI CONH2; 5 s .
(CH2) " - SOz- (Cl C6) - al kyl , V\/nere n can be 1-6, is (CH2) m=SO2- NH2 :
(042)58%-'%# éﬁ&-.%@kyl CH2) m SC2- . N[ (C1-C6)-al kyl]2 or

(CH2) e y acﬁmtﬁ blensaltsnamd physielogioadly Ranciiomabdeiivatively
additionally be substituted by F, C, Br, OH,-CF3, CN, OCF3, 10

O (Cl-C6) -al kyl, (Cl-CB)-al kyl, COO—l COooP- C6) - al kyl , - CONH2, NH2,

NH--CO- ( CB3.06) Abappountiobhepioemyla | 4SRimerie eidim Cof SHoherdifieny! .

S02- ( CH2) n- phenyl where n can be 0-3; and its physiologically accept abl e

salts.

'R1, R? lndependently of one another are H F Cl, Br, 1, CF3, NO», CN,
10 : COOH, COO(C1 -Ceg)-alkyl, CONHQ, (C1-Cs)-alkyl (Co-Cg)- alkenyl
(C2-Cg)-alkynyl, O-(C1-Cg)-alkyl, SO2-NHj; phenyl, O-(CHz),,-phenyl,
where n can be 0-6, where the pheny! rings can in each case be

substituted one to 3 times by F, CI, Br, I, OH, CF3, NO2, CN, OCF3, |
0-(C1-Cg)-alkyl, (01-06)_-a|k3}|, NH2, CONHy; | '
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‘
C | can be substituted up to two tlmes by Cl, F, CN, CFg, (C1-C3) alkyl,
OH, 0-(C1-Ce)-alkyl
20 - |
BS isH, (C1 Ca)-alkyl F (CHg),.—phenyI wheré n can be 0-5 and in Wthh
phenyl can be substltuted up 1o 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



15 -4. . A nedicanent, conprising one or nore of the conpounds as cl ai ned.
in one or nore of clainms 1 to 3. 5. A nedicanent, conprising one or nore -
of the conmpounds as claimed in 20 one opgnore of clains 28dU8 WWd one 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 .clainmed 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
conpound as cl ai rrednl'gple%ﬂe 8r nore of clainms 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

acm 1 sirat i on, 10 §loHEeseaael toRBIPRANACHO Ty i PATSOL T o
o e 11 dLabel e iy A PICReEOPAICHR FLALIT L 0 Sne 2T © O

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 1o 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.





