.. (54) Title: SUBSTI TUTED 3- PHENYL- 5- ALKOXI - 1, 3, 4- OXDI AZOL 2- ONE AND USE
THERECF FOR | NHI BI TI NG HOR- MONESENSr | TVE LI PASE Abstra The
invention relates to substituted 3-phenyl-5- al koxi-1,3, 4- oz& ol 200- ones
of fornmulWQQ)/669BErein Rlerr] means substituted J err]- €CIWEPOBOKFHS and
Clefr]-Cerr]-cycloalkyl, Rerr], Rery], Rerr] and Rerr] nmean hydrogen,
hatogen, nitro, (Jerr]-Cerr]-alkyl, err]-Clerr]-al kyl oxy, substituted

d err] - (@sdcip@sy! - Cerr]-Cerr]-al kyloxy, Cerr]-Cerr]-aryl oxy,
Clerr]-err]-aryl, derr]-Cerr]-cycloalkyl or OCerr]-(err]-cycloalkyl

or 2-oxo-pyrrolidin-1-yl, 2,5-dinmethylpyrrol-l-yl or NRerr]-A-R[err], on
t he condi SUBSTlTiaTER[:bPH]ENYfR[ B KOXY €13, 1-OADA RDera- DNES AND THEIR USE

Rerr] - Reerr] or R Ao R ANR OB RS eV RS of i i oyl
2, 5-dismet hyl pyrrol -1-yl or NRerr]-A-Rerr], with Rerr] = hydrogen,
derr]- Cl i hvahtion re!%ﬁe§ tbbﬁﬂshtiﬁ&ﬁjiigar%rngi&gll@fx&h QWJ)XC)% ledrﬁs%ﬁiléh al kyl',

A = a sinple bond, CJerr] Sqerr] err rogen,
subst i t utshewaeinhbiteneetfect sniharmonersensitive dippsal H@hyl
Cerr]-Cerr]-aryl-Clerr]-(err]-alkyl,

Clerr]-Cerr]-cycl oal kyl -C[err]-C[err]-aI kyl, derr]-Cerr]-cycloalkyl,
Clerr]- C[@erta]in 5rqlk0>®E‘eBr4]-9)q i@zl P-@rtd@ewﬂth andritordubstinnted phemt rindiagheny! |

d h d t h th =
P el?y or %&gﬁ’% %ﬁmiﬂ ngé tTrfh n8?§ g’%’?&fﬁeﬂ a?%%ﬁgveia@%ﬁé‘g] )het \(,amr ocy::I e
V\/m ch canDieA eérizottt)| dratiaseaiodias stfedts (DEeN 26 U877, EP-B 0 048 040,
3 EP-B 0067 471).

Certain 5-phenoxy-1,3,4-oxdiazol-2-ones with an ortho-substituted phenyl ring as
15 substituents show an endoparasiticidal effect (EP-A 0 419 918).

The aim of the invention was now to find compounds which show an inhibitory effect

on hormone-sensitive lipase, HSL.

20 n afirst aspect of the present invention, there is provided a compound of the formula
1

() RS
R4 R1
N {
N;’ v
R3
R2 ©

25  in which the meanings are:
R'  Cy-Ceatkyl, Ca-Co-cycloalkyl, it being possible for bath groups to be
substituted one or more times by phenyl, C-Cy-alkyloxy, S-C+-Cg-alkyl,



I nvention also relates to a method for producing the sane. The inventive
conpounds have an inhibitory effect on hornone-sensitive |ip8sgJiH3M04 2
0 JUL 2004 WD 01/66531 PCT/EP01/01898 o 1 Description: 5 SUBSTI TUTED

3- PHENYL- 5- ALKOXY- 1, 3, 4- OXDI AZOL- 2- ONES AND THEI R USE FOR | NHI BI TI NG
HORMONE- SENSI Tl VE LI PASE The invention relates to substituted - '

3- phenyl - 5- al IN(Ey-Cy:-dAkyl)pankl for pheByldnésmvbibetsubstitutedioné ohirlairé timesddyf ect on

hor none- sensi tiye |ipase, H rtain 5-al koxy-1, 3, 4- oxdi azol - 2-ones with
an ortho-subs:ha;{%e@dgbﬁgfﬁ)lfﬁhﬁgiﬁikﬁ%’ Qﬁ'ﬁs%ﬁ@ff) or with fused-on five-
or six- MR EPeR* bha P iNderenaBhihebibmg Jautiothl@EhpfelBrage.g,gh7 n, Afteb,i nsect i ci dal

effects (DE-A’ 26 03 877, EP-B 0 048 040, 1). Certain
5- phenoxy- 1, 3,Cr=Gxalkilz G1-Co-akEaXYii t h an ortho-substituted phenyl ring as

15 sulastit uents _shc “n_gg,fg SptiCl C - A O\ < The aim
of thg’ I nvent itc%né“’/aoé'[syyl?\(gbvef % |r)1(g’ ggnﬁ%gﬂjé%ﬁ\hh%%gﬁoﬁgwéagai l|0b| o?§/ ef f ect
on hor none- ser3QsiGecyiciqadies eadBlaf which may biei subistibdedk once ftwickerpghesent

i nvention, there. i ' a dof the formrula 1 RS RL | 01 25
i n which the ﬁ#&&?ﬁ%g@é'§¥éerg%% Ei%%’ﬁ?f{%@c@ bcl oal kyl, it being
possi bl e for Imttorgrolidia-1-¢, DS-dimdisfipyrusladylerREARI e tines by phenyl,
Cl- ¢4-al kyl oxy, S-Cl-C4-alkyl, 2 0 JUL 2004 2 N(Cl-C4-al kyl)2, and for
phenyl in turn to be substituted one or nore tines by hal ogen,

Cl- CAeal kyl,  Glirihe@révisOmat Al B R* 4APR® aRIn&timbBRanddhshiydidgen, and

i ndependently of one another hydrogen, halogen, nitro,

™y at least one of the radicals R%,-R®, R* or R’ is the radical 2-oxopyrrolidin-1-yi,
- 2,5-dimethylpyrrol-1-yl or NR®-A-R7, with

R®  hydrogen, Ci-Cs-alkyl or C-Cyo-aryl-C1-Cy-alkyl, where aryl may be

15 substituted by halogen, CFs, C4-Cs-alkyloxy or C4-Cs-alkyl;
A asingle bond, CO,, SO, or CONH;
n 1or2; ‘

R’  hydrogen;
C1-Cqg-alkyl or C2-Cig-alkenyl, each of which may be substituted once to three
20 times by C4-Cs-alkyl, halogen, CF3 C;-Cy-alkyloxy, N(C4-Cy-alkyl)z, -COOH,
C,-Cs-alkyloxycarbonyl, Ce-C1z-aryl, Cg-Ciz-aryloxy, Ce-Cqo-arylcarbonyl,
Ce-Cro-aryl-C+-Cs-alkyloxy or oxo, where aryl in turn may be substituted by
halogen, C41-Cy4-alkyl, aminosuifonyl or methylmercapto; _
Ce-Cro-aryl-C4-Cy-alkyl, Cs-Cg-cycloalkyl-Cs-Cy-alkyl, Cs-Cg-cycloalkyl, C-C1o-
25 aryl-Cx-Cg-alkenyl, Cg-Cqp-aryl, diphenyl, diphenyi-C;-Cs-alkyl, indanyl, each of
which may be substituted once or twice by C4-Cqs-alkyl, C4-C1g-alkyloxy,
Cs-Cs-cycioalkyl, COOH, hydroxyl, C:-Cy-alkylcarbonyl, C¢-Cio-aryl-C4-Cy-
alkyl, Ce-C1o-aryl-C1-Cg-alkyloxy, Ce-Cp-aryloxy, nitro, cyano, Ce-Cio-aryl,
fluorosulfonyl, C4-Ce-alkyloxycarbonyl, Ce-Co-arylsulfonyloxy, pyridyl, NHSQO,-
30 Ce-Cro-aryl, halogen, CF3 or OCF3, where alkyl may be substituted again by
C1-C4-alkyloxycérbonyl, CF3 or carboxyl, and aryl by halogen, CF3 or
C1-Cs-alkyloxy; |
or the group Het-(CHg)e-,



Cl-CA-al kyl, Cl-GCs-al kyl oxy; 5 C6-Cl10-aryl-Cl-C4-al kyl oxy, C6; G7@Qsanhoxy,
C6- C10-aryl, C3-C8-cycloal kyl or O C3-C8-cycl oal kyl, each of which may be
substituted once, twice or three tinme8 by hal ogen, CF3, Cl-C4-al kyloxy or
Cl--C4- al kyl; 2-oxopyrrolidin-1-yl, 2,5-dinmethylpyrrol-1-yl or NR6-A-R7 , 10
wit'h the proviso that R2, R3, R4 and R5 are not sinultaneously hydrogen,
and at | eastWighe=dh T RO SAnd HpL=Ratwated qrangaturgier S-T-mermberedal

2- oxopyrrol i d eyl SN d ~A~RA W ih R6

hydr ogen, C, dh&legclsdlgélle vglﬁc&n?dgf%é_ g%@ﬁ@fgéf%glﬁjﬁﬁm%ﬁc rbf}la y be 15
substituted bYeRat-aghrhalard, Caiccakebky, GxG-atkyldxy@tbahyCs-Chp-aryti ngl e
bond, COD, S r '~ N r 2, ;. hydrogen;. Cl-C18-al kyl_ or

C2- C18- al keny i,'Cg?(I:W‘(V\:Iﬂ'% "ﬁﬁﬁbﬂkﬂﬁ‘ﬁéﬁpﬁf’&ﬁ“@nw erieobqr'#)éfgsecé@ry[li mes by
Cl-C& al kyl , inal dgemn berstibstilitddibyahiiphonyC -0 Skylokydr IOF;)ahd alRAG,

Cl- C4- al kyl ox C%ﬁbbiﬁﬁl C6- Clz-&%yl , C6-Cl2-aryl oxy, C6-Cl2-arylcarbonyl,
CB- C10- ar y| - CAVEHYE P MIRPVANGEES, where aryl in turn may be substituted by
hal ogen, Cl1-C4-al kyl, am nosul fonyl or methyl mercapto;

C6- Clo-aryl - Cl- C4-al kyl , C5-C8-cycl oal kyl - C1- C4-al kyl , C5-C8-cycl oal kyl, C6
C, 0- 25 aryl - @ndihelphanppcologicatiosuitaple saliparchgtid addiibamalts.C1- C4- al kyi |

I ndanyl, each of which nay be substituted once or tw ce by Cl-C18-al kyl,
Cl- C18-al kyl oxy, (C3-C8-cycloal kyl, COOH, hydroxyl, Cl-C4-al kyl carbonyl,

C6- Cl®- afqid-aryl radicald topy oplenallydbeasubistittedénalok wiove YimeShypCaalyR Xy,

itro, , - C10- L, yaf | I | ., Cl- C6-al kyl b |, :
G- c1b- aryreiinah BaPoh, vinhort R aiilo Bt eveisal braald mekiilenaintos o
o1 ohr BORy T and AT by Nl ngen et Ce oVl et Ak prReRIny O
or carbo nd ar ogen or, -CAa oxy; or_ the grou
ret - ot stbSgedi tston] diterCalkyigmine ad Ghornehipiegan s firine.at ed or

unsat ur agiQerife, bromires besk fict bitk. % %&%
substi t ut edrI by Cl-C4- gl kﬂdw Co- %?r%?%bamé’ﬁ,ﬁk@%é y 8‘?3?"

C1- Of al kg brrrbsd s pbranchedio- aryl - Cl- C4- al kyl |
C6- C10- aryl - C1-C4- al kyl nercapto or nitro, where benzo-fused aryl 5 may in
turn be substituted by hal ogen, Cl-C4-al kyloxy or CF3 and al kyl in

aryl al kyPraigrreg compouagsiofdns foramda tlrese thesesinedch:ogi cal |y suitabl e salts

and aci dgadds{ EonSRldwor
R® is hydrogen; and/or
20 R?is hydrogen, halogen, Cy-Cg-alkyl, C1-Cg-alkyloxy or amino.

Further preferred compounds of the formula 1 are those in which

(D R s hydrogen, C;-C-alkyl, Ce-Cio-aryl-C;-Cs-alkyloxy which may optionally be
substituted in the aryl moiety by halogen, or is NR®-A-R” with

25 " R%= hydrogen or benzyl,
A = single bond and
R’ = Cg-Cyg-aryl-Ci-Cs-alkyl which may be substituted by halogen, CFs,
cyano, phenyl-C4-Cs-alkyloxy, CFs-phenoxy, Cs-Cg-cycloalky! or
fluorosulfonyloxy;

30 C4-Cyz-alkyl which may be substituted by C;-Cs-alkyloxy, phenyl, CF3 or
phenyl-C4-Cys-alkyloxy;
Cz-Cq2-alkenyl or the grbup Het-(CH,)-, with r =0 or 1, and Het = saturated or
unsaturated 5-7-membered heterocycle which may be benzo-fused and
substituted by Cy-C4-alky! or halogen.



10 Said aryl radicals may optionally be substituted one or nmdlelyl 784 py
Cl- Cg-al kyl, C1-C8-al kyl oxy, halogen, trifluoronethyl. Said cycl oal kyl
radi cals may optionally be substitutedt one or nore tinmes by Cl-C4-al kyl,
C6--G 0-aryl, and said alkyl radicals may be substituted by hydroxyl,

di -C1- C4- al kyl am no and fluorine. Halogen is fluorine, chlorine, brom ne,
pr ef er ablAddifienstly peefgrred sompounds offhieyformulakiearpithoss iywhigh: etc. may 15 be

branched or P. r hose in
ohich - Ry i o RIS BB en 2 SAEAIFAIRRTRE e b Bngl BHOsee By ot ogen,
hal ogen, C, - C431amieglky!o®§twtﬁh-minhy Ibexsubstituted inohalbgen, ed/qr ef err ed conpounds

of the formula 1 are those in which R3 is hydrogen, Cl-C4-al kyl,
C6- Clo- aryl - C1- C4- al kyl oxy whi ch may optlonally be substituted in the aryl

noi ety by hal %&Eo@asmﬂ&ﬂ@nﬁulmafﬂ\hﬂﬂd% R6 = hydrogen or benzyl, A
si ngl e bond anq €10-aryl - C1- C4-al kyl which may be substltut ed by

hal ogen, CF3, RcigaNB® ppﬂerwlth Cl C4- al kyl oxy, CF3-phenoxy, C5-C8-cycl oal kyl

or fluorosul fnyl exy A &p‘% al kyl which nay be substituted by
Cl- C4- al kyl oxy, pheny og% ogq-n phenyl - C1- C4- al kyl oxy; C2-Cl12-al kenyl or

t he group Hetﬂﬁ(GHZ)snge’ bondhand= 0 or 1, and Het = saturated or unsaturated
5-7- menber ed @élﬁo e whi ch may be benzo fused and substituted by
Cl- C4-al kyl or " hal 8 98D 0 JuL 2004 4 Additionall y preferred conpounds of

t he gor nrulhaI | @,nethmbﬂ?vhlm mialy Be: sdﬁétmedwwkfea@etwl licelQbyOh@IQ mﬁl idin-1-yl,
2,5-di nmethyl pyrrql -1- or . C6- a OWEIC

substj t ut ed b;}fiﬁ(gWo%E%‘y'&mﬁ%l“ %E(ﬁﬁ%ﬁw&d e HaWIGST HCP'E‘IK[;?@F’II ch: R4
is NR6-A-R7, WL Bﬁkylbxwé}béﬁﬁn or nethyl, A = single bond and R7 =

hydr ogen; 10 Ci- Clo- &l kyl which may be substituted once or twice by

hal ogen; C2- CesCata¥hGi- Gm"@ylhwm rbaybatﬁsrbsiututeéiobmlmi@gm Gwiceaikyloxy,

Cl- C4-al kyl orppC r A Y AW may

be substitute b E é‘ﬁi%esﬁée 1()&2%//#:6 a%lo ﬁmﬁ&/’ ccégmcy%\?ggpkyl ,

Cl- C4%al kyl oxyZa€hearyl- C1-QS-aIkIyﬂlem ydhe@a@ﬂmlqugla;n be substituted by halogen or
CF3;

C5—Ca—cycloalky!—c1—C4—alkyl;

or the group Het-(CH.),-,

with r =1, 2 or 3 and Het = saturated or unsaturated 5-7-membered
20 heterocycle which may be substituted by halogen, Cs-Cs-alkyloxy or

C+-Cs-alkyloxycarbonyl, and/or |

\) compounds of the formula 1 in which:
R*is NR®-A-R, with
25 R®= hydrogen,

A = -CO-and
R” = C;-Csg-alkyl which may be substituted by halogen, phenyl, phenoxy,
phenylcarbonyl or C4-C,-alkyloxycarbonyl, where phenoxy in turn may be
substituted by methyl, halogen or methylmercapto;

30 C2-Cyg-alkenyl which may be substituted by Cg-Cyg-aryl;
Ce-C1o-aryl which may be substituted by halogen, C4-Cg-alkyl, phenyl-
C4-Cy-alkyl, CF3, OCFs3, fluorosulfonyl, C4-Cs-alkyloxycarbonyl, phenoxy,
where aryl in turn may be substituted by C4-C4-alkyloxy;



15 'C6- Clo- aryl - C1- C4- al kyl oxy, where aryl may again be substit2ifegdybyys
hat ogen or CF3; C5-C8-cycl oal kyl -Cl1-C4-al kyl; or the group Het-(CH2)r,
withr =1, 2 or 3 and Het = saturated ®r unsaturated 5-7-nenbered 20
heterocycl e which may be substituted by hal ogen, Cl-C4-al kyl oxy or

Cl1-C4- al kyl oxycarbonyl, and/or conpounds of the fornmula 1 in which: R4 is
NR6- A- R7, Wi t ICe2BioRaryl=Charatitybwheretatkyl-raay basdb&ituteddiy @ethaxdylorICRyarch may
be substitut e%&ﬂ%ﬁg&%&h phenyl, phenoxy, phenyl carbonyl or

Cl- C4- al kyl ox 0 . ere phenoxy in turn may be substituted by

met hyl , hal ogmtiwgrmtphyétqem to; 30 C2 C18- al kenyI whi ch may be

substi t ut ed b 0-ar whi ch be substl t ut ed

hal ogen, Cg"’ grkyﬂ) @éﬁ'y-r Sat@:@]{@foé R§,qtura@;§5 Q"PGBPE%QW%W

Cl- CAal kyl oxymelb be BEERN¥ed aHB%[:BstﬁﬁﬁéH By“c$ @:ai’amma@@gewbstl tuted by

Cl- C4- al kyl oxy; UL 2004 5 C6-C o-aryl -C1- ‘where al kyl may be
substit ut ed bﬁm@rﬁlky!pxm,r haquwuor mipbewlmewcegmq Whﬂfﬁ‘ brazefusgd aryl

Het-(CH2)r, w e ed 5-7-nmenbered

het er ocycl e E{h%% r@b@@@bﬁ@%tﬁgm%ﬁﬁna%dﬂ rb%g?%ﬁl% by d -C4-al kyl,

hal ogen, Cl-C4- aIkonxy, hal ophenyl or hal obenzyl nercapto, where

benzo-fused ar urn b ubst.ituted by hal ogen or nethoxy, and/or

conpounds of tf%/?g'ﬁ%',“ﬁﬁ E“F'["H"b\ﬁiﬁw Whigh R4 i s NR6-A-R7, with R6 =

hydr ggen, A =R4-§QR6AIRT’Wﬁh Cl- Cl18-al kyl which is substituted by CF3 or

phenyl; C6-Clgraryl; 15 C6-C o-aryl-Cl-C4-al kyl which is substituted by

Cl- C4: al kyl, rﬁal‘t)gﬁﬁ dragen. or  OCF3, benzyl oxy or phenyl: or the group

Het <(CH2)r, wigh r & ﬁﬁ 1 and Het = saturated or unsaturated 5-7-nenbered
e

het er ocycl e |ch ma benzo-fused and substituted by C j-C4-al kyl or
benzyl, and/ oR’= C4-Cyg-alkyl which is substituted by CF3 or phenyl;
Ca-Cm-afyl
16 Ce-Cqo-aryl-C4-Cs-alkyl which is substituted by C4-Cy4-alkyl, halogen, CF; or

OCF3;, benzyloxy or phenyl;
or the group Het-(CHy)-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be benzo-fused and substituted by C4-Cs-alkyl or benzyl, and/or
20 R* is NR&-A-R, with
' R®=hydrogen,
A= -S0; and
R”= C4-Cg-alkyl which may be substituted by CF;
C2-Cy4-alkenyl which may be substituted by phenyl;

25 Ce-C1o-aryl which may be substituted by C4-Ce-alkyl, halogen, C;-C4-alkyloxy
or benzyl;
diphenyl-C4-C,-alkyl substituted by halogen;
or the group Het-(CH,),-,
with r = 0 and Het = saturated or unsaturated 5-7-mermbered heterocycle,
30 and/or

compounds of the foﬁnula 1 in which:
R*is NR®-A-R’, with
R®= hydrogen,



20 R4 is NR6-A-R7, with R6 = hydrogen, A= -S2- and R7 = O -C6-al kyl which
may be substituted by CF3; C2-C4-al kenyl which may be substi3gtgg

phenyl; 25 C6-Clo-aryl which nmay be sulgstituted by Cl-C6-al kyl, hal ogen
Ca--C4- al kyl oxy or benzyl; di phenyl Cl- C4-al kyl substituted by hal ogen; or
the group Het-(CH2)r W|th r 0 and Het = saturated or unsaturated '

5- 7- nenber ed P?e?ercfé@dﬂ'é and0 and/ or conpounds of the formula | in which:

1. Clo-al kyi i enChgoal/YRRTRRY o <GS SECR e odistiba i " °

N( C1- C4- al kyl Mcwmm&mmmm wisigh eyt initorndse subistitited byhaiygerabrogen or
am nosul fonyl ; I%@ -aryl which may be substituted by Cl-C6-al kyl,
Cl- C6- al kyl ox m'"%i" IkyI oxycar bonyl, phenoxy, OCF3, benzyl or pyridyl,

wher esal kyl mu-, cga yIrwikieh md@stse éwsﬁmbu b?chéa—alk’?b{ bmyecalk%w | or
car boxyl ; oal kyl| ch may be Substit droxyl, or
i ndanyl ; or HQ-J %fr “}MIOF%QW?@M)P emv@pﬁaf enzyl @Trpmc-%(i:dvh%@ alkyd mayr at ed or

unsaturat ed SafalRERSHEANIEl hasel SiyMhy SR dreamishi (Ut ed by benzyl,
met hyl . 15 VerCys %ﬁ!dlmjkﬂwwclpm?éler%wwm@rbhymgdmt beindanylyl a | are those

I n the group gﬂg% npl es 21, 22, 27, 28, 30 to 34, 36 to 42, 53,
54, 58, 60, 6? b'%élgq_lét[/k?ﬁ( 4 92, 97, 107, 116, 128, 130, 136, 139, 142,

152, 1066 and Lﬁ&}rﬂ'bmrdctmlblbleﬁs safuréthd drweamrafted@tuﬁanméx@mﬂeaenbcmée a
sur prising inhi b| t ef f Ué%é) V\/E rrmne sensitive |ipase, HSL, an
allesteric en %ﬁ’c‘i’ b F‘ETﬁV1S|nh|b|ted by insulin and is
respohsi ble for the breakdown of fats in fat cells and for the transfer of
fat constituents into the blood stream Inhibition of this enzyne t hus

cor r esporftRrticgady, Rrafeedicompaiings oéthe formulect anibosads which Reisimetwt.i on,
which eventually |leads to a reduction of free fatty acids in the blood and
of blood glucose. 25 They can thus be enpl oyed for netabolic derangenents
such1as, Veyy paxtiowldrly, prefarred compounds of the formula 1 are those in the group

mentioned in Examples 21, 22, 27, 28, 30 to 34, 36 to 42, 53, 54, 58, 60, 62, 65, 69,
71,74,92, 97,107, 116, 128, 130, 136, 139, 142, 152, 166 and 171.

. The compounds of the invention of the formula 1 have a surprising inhibitory effect
20" on hormone-sensitive lipase, HSL, an allosteric enzyme in adipocytes, which is
inhibited by insulin and is responsible for the breakdown of fats in fat celis and for the
transfer of fat constituents into the blood stream. Inhibition of this enzyme thus

corresponds to an insulin-like effect of the compounds of the invention, which
eventually leads to a reduction of free fatty acids in the blood and of blood glucose.
25 They can thus be employed for metabolic derangements such as, for example, for
non-insulin-dependent diabetes mellitus, for diabetic syndrome and for dlrect
damage to the pancreas.



non-insul i n-dependent di abetes nellitus, for diabetic syndrone and for
direct danege to the pancreas. 2 0 JUL 2004 7 The conpounds % t
invention, of the fornmula 1, can be prepared in various ways by e ds
known per se. In a second aspect of the7present i nvention, there is

rovi ded rocess |ng oun ds of the for Ia 1 as defined in
!to he first 32%8%?’88%#%0# Hg‘?'l" ”ﬂﬂ 1. cap Re prepargd injarious waystly o Ra
ORL O 3 ﬁhéttRﬂstodvh pbf@ 1n Rkebtbnd ad;ieetecftr@ ﬁ‘bs?nt%\reﬂﬁ@ﬁ ltﬁ@ewlﬂbamé@es of
the formul a formc t he ot her reactive
car boni ¢ eEPé?Ceaé r\%ﬁqa”ng COMRo coﬁtlﬁ]%"ﬁé'a 25 é)qgﬁe%mﬁe&?)s"é?%e%s defi ned
i n the firwhichgpeptised 0 gi ve the conpounds of the fornmula 4, which are 10
acyl ated with phosgene, carbcnyl diim dazol e, dipposgene or triphosgene,
cyclized and coxyverted where appropriate, converned by further chem cal
nodi ficatio f ragl cal s R2- “Risuch as, for :

nitro to am + -

-~
S

NH, Cl N
R3 R2 R3 UL o
2 3
R5 O RS
Y )L
. R4 N O—R1 — T~ R4
Sy \
N—{ N’k o-R1
R3 R H Yo R3 R2

|-t

reacting hydrazines of the formula 2 with chloroformic esters of
the formula 3 or other reactive carbonic ester derivatives, in which R, R?, R®, R* and
R® are as defined in the first aspect, to give the compounds of the formula 4, which are
10 acylated with phosgene, carbonyldiimidazole, diphosgene or triphosgene, cyclized and
converted where appropriate, converted by further chemical modification of the radicals RAR®,
such as; for example, by reduction of nitro to amino radicals
B and subsequent acylation or alkylation, into compounds of the formula 1. Since acids
| are usually liberated in these reactions, promotion is advisable by adding bases such
16  as pyridine, triethylamine, sodium hydroxyde solution or alkali metal carbonates. Thé
reactions can be carried out in wide temperature ranges. It has proved
advantageous as a rule to operate at 0°C to the boiling point of the solvent used.
Examples of solvents employed are methylene chloride, THF, DMF, toluene, ethyl
acetate, n-heptane, dioxane, diethyi ether.
20
The hydrazines of the formula 2 can be prepared by known methods, for example by
diazotization of the corresponding anilines and |



and subsequent acyl ation or alkylation, into conpounds of the fornula 1.
Since acids are usually liberated in these reactions, promotj@ny Sos
advi sabl e by addi ng bases such 15 as pgridine, triet hyI am ne, sodium
hydr oxyde solution or alkali metal carbonates. The reactions can be
carried out in wide tenperature ranges. It has proved advantageous as a
rule to operate at to the boiling point of theRqlvent used. Exanples
of solvents enpl oyed ®+rg, net hyl ene chloride, THF, ol,.uene, et hyl

acetate, n-heptang ex di et HYFEZeREree >0 mhe yzifhes of the
formula 2 can be pre by known net hods, for exanple by N,ﬁgazotlzatlon
of the correspondi ines and 8 RS hydrazi ne : 2 0 JUuL 2004

NH2 subsequent red i o By known net hods or by nutl eo I|c substitution
of suitably substituted phenyl derivatives 6 (X = F, , Br, I, OSQ2CF3)
wi th hydrazine hydrate. 5 Such suitable phenyl derivatives may be
nitro-subsgltuted hal obenzenes, preferably fluoro- and

chl or oni SHEBeHRIIEedustias Ry mgthadsrpdiyrdiclesphiliss ubslitution @ﬁswtﬂbhbeb
pr epar ed ppsHRaw, ﬁ@{)}‘ﬂgﬁvé e8 6s Lablg W%Q%(‘I)gtf‘#ﬂ yl'g}d?ﬁiﬁg E‘k&%ie y

reduction and reactlon W t acy ati hg ‘or for
exanpbe, Suwheuitabler phirny dedvetiyds mhysbe nitesudrséituted halbbemze‘rmsnprefaab@r S,

| | al kyl., 10 hal i des duct
Syt at i SRR alonftobenzBRtk, Hol bk thh Sl elBiR aE PG mYerten AR ks on, of
t he formplrapaired\mjskrtoam methozisrg dé’lﬂtabf@ﬂ)d!ﬁt’hﬂﬂe@ éﬁcﬁiﬁ@ﬁyz%clﬁjac?gg rlgt Cat

Enzyme prepar at ar.ati on o lally purified HSL:
cel %/s aP@nEIHFQFﬂ‘%HWftF(%‘V ahng Paﬁm{af'ga 39681 SUckAve farexaMpR. @sid ehlorides rat s
Wstar, apBQdAdss, I 0
O e o, i arsoni om0 B S
I

FrediPks eguctiyecaliylafimwith sélehydes., 6311 - 6320° H. Tornquist et
al., J. Biol. Chem 251, 1976, 813 -- 819). The fat cells from 10 rats are
washed three times by flotation with 50 nl each tinme of honpgenization

buf fer (Ihengffact p§thaGtompeuridsdgf the frentiencf tlseformuteM BiisNesieddifg The 10

pglm | eq&&%baﬁn%g?gggsgggggétg ain, 20 pg/m pepstatin) 25 and finally

t aken up hoo I Zation buffer. The fat cells are

15 Enzyme preparation:

Preparation of partially purified HSL:
Isolated rat fat ceils are obtain.ed from epididymal adipose tissue from untreated
male rats (Wistar, 220-250 g) by collagenase treatment according to published
20 methods {(e.g. S. Nilsson et al., Anal. Biochem. 158, 1986, 399 — 407: G. Fredrikson
et al., J. Biol. Chem. 256, 1981, 6311 — 6320; H. Tornquist et al., J. Biol. Chem. 251,
1976, 813 — 819). The fat cells from 10 rats are washed three times by flotation with
50 ml each time of homogenization buffer (25 mi tris/HCI, pH 7.4, 0.25 M sucrose,
1 mM EDTA, 1 mM DTT, 10 pg/ml leupeptin, 10 pg/ml antipain, 20 pg/mi pepstatin)
25 and finally taken up in 10 ml of homogenization buffer. The fat cells are
homogenized in a Teflon-in-glass homogenizer (Braun-Melsungen) by 10 strokes at
1 500 rpm and 15°C. The homogenate is-centrifuged {Sorvall SM24 tubes,
5 000 rpm, 10 min, 4°C). The subnatant between the fatty layer at the top and the
pellet is removed and the centrifugation is repeated. The subnatant resuiting
30 therefrom is recentrifuged (Sorvall SM24 tubes, 20 000 rpm, 45 min, 4°C). The



hormpgeni zed in a Tefl on-in-glass honogeni zer (Braun-Mel sungen) .b 18
strokes at 1 500 rpm and 15C. The honpbgenate is centrifuged igom*a 0% spvpa
tubes, 5 000 rpm 10 min, 4C). The subrgatant between the fatty |layer at the
top and the pellet is renoved and the centrifugation is repeated. The
subnatant resulting 30 therefromis recentrifuged (Sorvall SM24 tubes, 20
000 rpm Whnaiant iugmovedand mixediwithod g of heppriatSepharaser(Bimauvaciaiioteched

ith 1 f L Qa : B g t 7 5 X hed with
25 mid ¢ i G R B3R Bl ST R 72, YRR NeGPeARRL LR S ncubat ed
at 4C f orhefibedmintetiatid ag48C fdrH60nin (?hbﬁihgatﬁbrmirﬁnt'e?vé@mtﬁé baififligedSor val |
Swve4 tybeg, 3 Oé)fﬁ rg&} 1%6@ n,_4Q). ,heosu5ernat ant is adjusted to pH5.2 5
by addi ndSgNali 324 duhes 3LA05pah d0 ik AZEk d hesupernatantis agjugtediiaeH 5.2

reci gt : ; ' ' rual o rom 10
o 50 Ca o aAg gl <BehC S R A el PR Theprieiiteg® o 65
mM NaCl , criegteddyoantrifugation (Sorvall§Sp4y 12 00@ (prapiQ mipelSE) andstapendsm n.  The

suspensi ' i ' j C r N, % gl ycerol,, 1 nv
DIT, 10 ‘Sﬁf‘“ﬁ? "ﬁgﬁgéﬁ?‘%ﬁgﬁe“gﬁé? f‘%%ﬁff%ﬁ?ﬁpé?mﬂ%@ 1983 {#ﬁe’(Jr{HM( hen
Ioad:adbor[ﬁ'ﬁ'l(;,a‘Imryimwummﬁhmepstaﬁhm;)éﬁ. The sDEpien751%ﬂﬁs3d8§/ly?¢tﬂ|§Qmﬁét0|n, .y
equi i br oLassi um sp , 6} glycerol,

DTT). Th?fm%ﬁ?ﬁﬂéﬁwﬂdﬁ@&&%w@eaﬁf?mﬂﬂﬁrﬁ. Wﬂsfaﬂhlwnﬁpaﬂi BePsiatifer at a
f 1 ow10at earfipa#fatt £ C36vethight add theiSbadiad Sht'éta?ﬁiyd’i’bk)haﬂélﬁe‘é%|dﬂi§?%@fl g per '
equilibration buffer containing 0.5 M potassium phosphate, and thpen

di al yzed 1 def &‘Eﬁﬁ%’jﬁ%ﬂqg@b@@#@é’ﬁh A8tra fsniaﬁwmmm@pgataypum.e,m%t ration
(Ami-con O ' ) i al i fied. e
Stored al Tgl FYMDTT). TRElcofim s watlfed R 1t volured bf St £
pC  of [ BYafiowraieyf ge 80anift.i The BBl dseltedowith prre ivoluime? 6 equilibyatierd

triol I . , . i.pid h hat i dyl chol i ne/,

phosphat ih conierafe 0% M gt ol ERRRRREe i el RDE! Lo S0 Ben up i n
2 m 16f  dontemrated S-péi10-fO)d hyyultrafitration (AmicoaDiaka PM B0 Sieyat 450, The croti p, -
setting 1-2. ddition of I m of KP1

X n.at 1l-mn interyals). After
and rene lﬂﬁt?"ﬁ&'&ﬁ}@sl‘P?%Q?r?é‘?ﬁeg@i'ﬁgo&@éo V¢S i n 30-sec intervals),
Il mM of 20% BSA (in KP;) is added 25 (final concentration of
trioleoylglycerol 1.7 mM. For the reaction, 100 pl of substrate solution
are pi pet YInto 100 pl of HSL solution (HSL prepared as above, diluted in

0/ M- 1 cupelt Py e s oo (CL S bisgyalyestol dR 1 p9gbEH o o

pg/ m_ | eupeptin) and i ncubated a for
net hZfol /Whakeled bickendglyesrel a0 my ofptoshalipls (phosphatidglcholeC0O3, 0.1 M

boric 3 ' \ d . 1.h b X nd f.i nal

centrif ug)a'?’fsgﬂa‘?@(%g’%“gbﬁ”‘wﬁ% ﬂ)ﬁg‘%{y '%H‘g{s“gﬁggB‘g}'ﬁ‘ﬂq%h?" g‘Ré“ gcﬂ]é Q/fal ent o

t he upper0.phas®; (pH #0) bysultrasonic treatment (Branson 250, microtip, setting 1-2, :
A 2 x 1 min at 1-min intervals). After addition of 1 ml of KP; and renewed ultrasonic

treatment (4 x 30 sec on ice in 30-sec intervals), 1 ml of 20% BSA (in KP)) is added
25  (final concentration of trioleoylglycerol 1.7 mM). For the reaction, 100 pl of substrate

solution are pipetted into 100 pl of HSL solution (HSL prepared as above, diluted in

20 mM KP;, pH 7.0, 1 mM EDTA, 1 mM DTT, 0.02% BSA, 20 pg/ml pepstatin,

10 pg/mi leupeptin) and incubated at 37°C for 30 min. Addition of 3.25 mi of

methanol/chloroform/heptane (10:9:7) and of 1.05 ml of 0.1 M K2CO3, 0.1 M boric
30  acid (pH 10.5) is followed by thorough mixing and finally centrifugation (800 x g,

20 min). After phase separation, one equivalent of the upper phase (1 mlis

removed and the radioactivity is determined by liquid scintillation measurement.
Evaluation:



renoved and the radioactivity is determined by liquid scintillation
nmeasurenent. Evaluation: 10 2 0 JUL 2004 Substances are normapl)ytemted in
four independent m xtures. The inhibitiqgn of the HSL enzymatic activity by
a test substance is determined by conparing with an uninhibited control
reaction. The IC50 is calculated via an inhibition plot with at |east -10
concent r adihatancss arenarmetly tasbed imfoar iniibpemtmm. naxtares) Thy dsidbitisn g tHehe

f - Bl OS Th d dth
POl oot e 1St BRED AR ERNI ! a lest BiRSh0cR St imina bY RBPaB0) A1 10 521
2710 286 @hiBitdd c8RtPolI8ctdn3Fhe 3040s 23buREd Vil :bn‘mﬂ-lgltlﬂ)ﬂlg)iék vﬂﬁﬂaﬁé&sﬁ“l

580.8 600, 2 620.3 651 690.03 2 0 JUL 2004 11 710.02
10 concentrations of the test substance. The data are analyzed using the software

5 package GRAPHIT, Elsevier-BIOSOFT.

The compounds showed the following effect in this assay:

Compound of Example No. ICso (UM)

-, 21 10

22 1
27 10
28 6
30
31 10
32 3
33 0.2
34 1
36 10
37 A 1

? 38 1
39 1
40 10
41 0.1
42 | 1
53 1
54 1
58 0.8

- 60 0.2

62 0.3
65 1
69 0.03




920. 25 970.03 1070. 12 1160. 1 1280. 6 1300.5 1360.5 1390.4 1420.2 1520.2
1660.2 1710.6 The foll owi ng exanples illustrate the preparati o omegthd®l in

detail wi thout restricting

them 5 121fxanpl es:

2 0 JUL 2004 Exanple 1:

3- Met hyl - 4-ni trophenyl hydrazine 5 5 g of hydrazine hydrate are sl owy added

| uoroni trobenzene in 10 ni

the mxture is heated with

pitated by adding 70 m
ystallized from

bwi ng exanpl es were
D- 4- ni t r ophenyl hydr azi ne

irazi ne M p.:144C 20

135C 25 Exanple 5:

dropwise to a solution of 15.9 g of 2-nethyl-4-f
of N-met hyI pyrrol ifdone at rogm terrper@tﬁl&e and
Stirrin at G5C|7| A—Roeurs—-Hhe per S Hlb\ll
of water| and is fi'ftered off jwith suct Qﬁ] and rec
i sopropgnol . 10 'wzeld:13.3 g mp.: 1335 The Toll
prepar ed—in_an anal ogous way: Exanple 2: 3-Fl uor
15 M p. :{130C ExamWe 3: 2-Ch|loro-4- nlotQQ)phenyI hy
Exanpl e & 2= IVI;'L{I(XT A=nitroghenyt “yu'Oa‘fZ re——M1-

116 0.1

128 0.6

130 0.5

136 0.5

139 0.4

= 142 0.2

152 0.2

166 0.2

171 0.6

The following examples illustrate the preparation methods in detail without restricting
them.
5



3- (4 Fl uor obenzyl oxy) - 2- ni trophenyl hydrazi ne M p.:164C The starting
conpound 2-fl uoro-4-(4-fluorobenzyl oxy) nltrobenzene (mp.: 99Cp pvagy 6
prepared by al kyl ati on of 3-fluoro-4-ni2rophenol with 4- £l uor obenzyl
chloride in DMF in the presence of potassium carbonate. 2 0 JUL 2004 13
Exanpl e 6: .3-(4-Fl uorobenzyl oxy)-4-nitrophenyl hydrazi ne (internediate)

M p.: l4Ezaphdlesinple 7: 4-(4-Ch | orop hen oxy)-3-nitroanilin e 1.4 g of
pot assi um carbonate are added to a solution of 1.29 g of 4-chlorophenol in
8 mM of DV and, after stirring for 30 mnutes, 1.6 g of

4-f1 uor oBampleqani | ine are 10 added, and the mixture is stirred at 100C
for 3 hours After cooling, 80 m of water are added and, after briefly
stirring, Mﬁ@%ﬂe’&mﬁplﬂ%ﬁ&@‘}i@aﬁmhered off with suction and dried in vacuo

at 40

4-(4- %hl c\?rgbﬁ oxy @%ﬁ%‘%enﬂ%@?@?@%@lau??lgtr'lo%?f ?)ng g of sodium
nitrite |2ﬁrr6th'p1l-4eﬂumm§ob¢r$zmdedOdnmf\m-ﬁeﬂnyipwrdtcﬁoneaﬂ roorniemperatamesi st i ng
of 1.9 4. ) of ,20.concentra ed
nydr oonp e it 3 BERERSIH St n 620 ol Aoy P ghgo il o rSeifaLSY |

then sti rbyeaﬂcﬁﬁg D0 nilaf weltemaril i Mitteradosiewitie ButHoreawste cholystalie sbfrbm

suspensi gn _ of .5 g of tin dichloride dihydrate in 8 m of concentrated

HCl. The $AREPAMQlate is filtered off with suction, washed with water,
suspqpdedyibi: 2089 gMim@f: 4#8Per under nitrogen and decorrposed with 100 M of
30% strength SOdI um hydrOX| de solution at 25 10-15C. The oil which forns is
extra,ct ed by shaking with ethyl acetate and washed wth water, and the

organi'c pﬁ%sm%llb\ﬁﬁﬁréﬁ%ﬂéé ﬂefé)@‘eggte%'lbfﬁ%}aelaﬁtﬁ*s%ﬁum is then

precipitated wthvi sopr opano th suction and dried in
vacuo. \E@mplez 19, m p.: 221 C 30 Exanple 9: Methyl

N -(4- n|t zinoformate 0.43 m of nethyl chloroformate
was cauti ous dﬂﬁé&ﬁ%\mhgﬁeg a mxture consisting of 0.84 g of
2- metlbyl -Mmltwmenyl hydrazine, 15 mM of NMP and 2 ml of 2 0 JUL 2004 14

pyridine while cooling inice, and the mxture was thén stirred for 2 hours
while slowy '

Example 3:
2-Chloro-4-nitrophenylhydrazine
M.p.:144°C
20
Example 4:
2-Methyl-4-nitrophenylhydrazine
0 M.p..135°C

25 Example 5:
3—(4-FIuorobenzyloxy)-—2-nitrophenylhydrazine
M.p.:164°C

The starting compound 2-fluoro-4-(4-fiuorobenzyloxy)nitrobenzene (m.p.: 99°C) was
30 prepared by alkylation of 3-fluoro-4-nitrophenol with 4-ﬂuorobenzyl chloride in DMF
in the presence of potassmm carbonate.



warmng to RT. After dilution with 50 m of water, the m xture was sitrred
over night and the solid was dried in vacuo at 40C. Yield: 0.820guL 2004
"m'p.:153C 5 The foll owi ng exanpl es weqg prepared in an anal ogous way:
Exanpl e 10: Methyl N -(4-nitrophenyl)hydrazi noformate (internediate) 10
M p-: 179C Exanpl e 11: Methyl N -(3-fluoro-4-nitrophenyl)hydrazi nof ormate
M P.: 12%&Ex4ngie 6-xanpl e 12: Methyl N -(3-nmethyl-4-n itro p he nyl)hyd

N~ (20 chi BHBE RoerzylseRy SRR VRGP e AMeRMRsliate) s6c Exanpl e 14: 25

Met hyl N p(3-{45°¢) uor obenzyl oxy) - 4- ni trophenyl ) hydrazi nof or mat e
(internmediate) MP.: 166C Exanple 15: Methyl

N - (3-(4-fluorobenzyl oxy)-2-nitrophenyl)hydrazi noformate 30 M p.: 193C

Exanpl Pg& | N -(4-(4-chl orophenoxy)-3-nitrophenyl)hydrazi nof or mat e
MP.: 5?4%%( Ex%rrpl e 17: Met hyl

N - ( 3- pi pe{4-GhioroghendxypShaingarilinedr azi noformate (-) Mp.: 131C5 2 0 JUL
2004 The latter conpound and t he compound of Exanpl.e 18 were prepared by
reacting methyl N -(3-fluoro-4-nitrophenyl)hydrazinoformate with

pi peri di np4gnef Pbtasdidml cartir2@s ard Added ©Pesiliivrebly1.20y diMPcbrdphienollif
Exanpl e 18: Mt

hyl . . i "
N - (3-( N%Eﬂi’}?p&?{%éf“&z@ﬂ%)ﬂ'ﬂmﬁi ToF 3Q AiRNtES 8199 4Beiprrhitroaniline are
10 added, and the mixture is stirred at 100°C for 3 hours. After cooling, 80 ml of water
-y are added and, after briefly stirring, the precipitate is filtered off with suction and

dried in vacuo at 40°C.
Yield: 2.0 g; m.p.: 101°C

15 Example 8:
4-(4-Chlorophenoxy)-3-nitrophenylhydrazine

A solution of 0.52 g of sodium nitrite in 5 ml of water is added dropwise to a stirred
mixture consisting of 1.9 g of 4-(4-chlorophenoxy)-3-nitroaniline, 25 ml of
20 concentrated hydrochloric acid and 25 ml of ethanol cooled to 0°C, and the mixture
' is then stirred at 0°C for 60 min and subsequently added dropwise to a suspension
of 8.5 g of tin dichloride dihydrate in 8 ml of concentrated HCI. The precipitate is
filtered off with suction, washed with water, suspended in 200 ml of water under
nitrogen and decomposed with 100 ml of 30% sirength sodium hydroxide solution at
25  10-15°C. The oil which forms is extracted by shaking with ethyl acetate and washed
with water, and the organic phase is dried with sodium sulfate. The product is then
precipitated with isopropanolic HCI, filtered off with suction and dried in vacuo.
Yield: 1.1 9; m.p.: 221°C

30 Example 9:
Methyl N'-(4-nitro-2-methylphenyl)hydrazinoformate

0.43 ml of methyl chloroformate was cautiously added dropwise o a mixture
consisting of 0.84 g of 2-methyl-4-nitrophenylhydrazine, 15 mi of NMP and 2 ml of



M p,: 156C Exanple 19: 15 2.0 JuL 2004
5- Met hoxy- 3- (4-ni trophenyl )-3-H (1, 3, 4) oxdi azol -2-one 2.5 g of metJHluyI

N =(4-nitrophenyl)hydrazi noformate and14d m of pyridine were taken wup in
15 -mM of nethylene chloride and, while stirring and cooling inice, 3 m of
a 20% strength solution of phosgene in toluene were added dropwi se. This
m xt ur e sdingfwhilgocaadingtiming, and theomixturepeas thenestioredrfon? glotirsawhiilersiowdy | ut ed

with a fyrihe 0 J . | Qr.] en washed 3 tinmes wWth

vetor - it (PRT. After oGRS, o7 Weldh B MR w¥fidbe ik Pt ea 1 n

vacuo, arathdithe splidtastdrisglsnvacid 401, col unm chr omat ogr aphy (silica gel,

sol vents: _ma'g B%qol.:_met h1yé§§ e chloride = 2:98) and recrystallized from

i sopr opandfld: 958 N\g:efep-it Q mp.: 151 C The fol |l owi ng exanpl es were

prepaged in anal ogy to Exanple 4: Exanple 20: 30

5- Met hoxy- 3-f( 3- et hyl - 4-ni trophenyl)-3-H (1, 3, 4) oxdi azol -2-one Mp.: 112C

1 6 2 0 Jibe followingexaprriepwere prepared in an analogous way:

5- Met hoxy- 3- (4- (4- chl or ophenoxy- 3- ni t rophenyl ) -3-H (1, 3, 4) oxdi azol - 2- one

MP.: oil 5 Exampl e 22:

ﬁ/l- Met hgg;E—)@nQp]eJ(w-: le uor 8benzy| oxy) - 2- ni t rophenyl ) - 3- H (1, 3, 4) oxdi azol - 2- one
p.: : - . .

5- Met hox&'gﬁﬁ?g@ﬁ@f’ﬁ'fiPPﬁ‘?W'WSWM‘P’)"!%? dntermediatel di azol - 2-one M p.: 111 C

Exanpdbe 2M.p.: ©9%t hoxy- 3- (3- (4-fl uorobenzyl oxy) - 4-nitrophenyl)-3-H (1,3

, 4) oxdi azol -2-one 15 M p.:137C Exanpl e 25:

5- Met.hoxy- 3- (4- am nophenyl ) - 3- H (1, 3, 4) oxdi azol - 2-one 20 A mixture

consi.sti rg(éhﬁplé.ﬂ: g of 5-methoxy-3-(4-nitrophenyl)-3-H (1,3, 4)oxdiazol -

2-one, 0.5 of Pd/C and 20nm of nethanol is hydrogenated under atnospheric

pr essur e Methybld {3 usrerdaritrophemd)hydeazinafeineateat ed anmount of hydrogen has

been taﬁ\?@.%tp@ catalyst is then filtered off, and the solution is

concentrated I'n"vacuo. The remaining semsolid residue is stirred with

i sopriépanol and filtered off with

Example 12:
Methyl N'-(3-methyl-4-nitrophenyl)hydrazinoformate
M.p.: 159°C

20 Example 13: -
Methyl N'-(2-chloro-4-hitrophenyl)hydrazinoformate
M.p.: 156°C

Example 14:
25  Methyl N'-(3-(4-fluorobenzyloxy)-4-nitrophenyl)hydrazinoformate (intermediate)
M.p.: 166°C

Example 15: 7
Methyl N'-(3-(4-fluorobenzyloxy)-2-nitrophenyl)hydrazinoformate
30  M.p.: 193°C.

Example 16:
Methyl N'-(4-(4-chlorophenoxy)-3-nitrophenyl)hydrazinoformate
M.p.: 147°C



25"suction. Yield: 0.75g; mp.: 85C Exanpl e 26:

5- Met hoxy 3-(2-am no-4-(4-fl uorobenzyl oxy) phenyl ) -3-H (1, 3, 4) 0xd} agp! xgs One
30-MP.: oil Exanple27 15

5- Met hoxy 3- (3-am no- 4- (4-chl or ophenoxy) phenyl )-3-H (1, 3,4)oxdiazol -2-one
Mp.: 133C 17 Exanple 28:

5- Met hoxy- 3- (4- am no- 3- net hyl phenyl )-3-H (1, 3, 4) oxdi azol -2-one M p.: 114C

52 0 JU anpl e 29:
5- Met hoxbi)é%?pj F‘?Tno 3-(4-fluorobenzyl oxy) phenyl )-3-H (1,

3, 4) oxdi aﬂ@mymb(meplpMiqnno-4lﬂ56pﬁ@1ylﬁh§mﬁzmd@’mate )

5- Met hox (fﬁ (,é chl or ophenyl acet yl am no) phenyl ) - 3- H-(l 3, 4) oxdi azol - 2- one
201 ny of *C ophenyl acetyl chloride are added dropwi se to a m xture
consi gt i ng of 200 ng of

5- met hoxy- 3- (4-am nophenyl) 3-H (1,3, 4)oxdi azol - 2- one, 20 m of 15

met hyl enelhenlaiier eempedndand e esmpgundeifoxarople 4@ werei prepareddyt leactingt ur e i s

stirred vacuo,
and the rheiERT ARG ehBhemh oty it fiperRiife BRERBERAR: {50 T
sucti on gigeradeinedrespedtively,rin Wdibat 80%C.el d: 318 ng; mp.: 161 C 20 The

foll ow ng exanpl es were prepared in an anal ogous way:. Exanple 31:

5- Met hoxy- 3- (4- (4- chl or ophenyl acet yl am no) - 3- net hyl phenyl )-3-H (1, 3, 4) oxdi a
zol - 18- orxadhpId118: : 190C Exanpl e 32:

5I\/Etho 3- 4 no 3- net hyl phenyl H (1, 3, 4) oxdi azol - 2- one
MDp,.. xy &fT&? gé fipiperazino)-4- Xltrgpher%lyi))hygramn(oformat)e

5- Met)nox %—(fsduéy hept yI benzoyl ani no) phenyl ) - 3- H- (1, 3, 4) oxdi azol - 2- one
M p. : 1550 18

Example 19:
16  5-Methoxy-3-(4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one

2.5 g of methyl N'-(4-nitrophenylhydrazinoformate and 5 ml bf pyridine were taken
up in 15 m! of methylene chloride and, while stirring and cooling in ice, 3 m! of a 20%
strength solution of phosgene in toluene were added dropwise. This mixture was left
20 to stand at room temperature over night and was diluted with a further 10 mi of
methylene chloride and then washed 3 times with water. After drying over sodium
sulfate, the mixture was concentrated in vacuo, and the product was purified by
L column chromatography (silica gel, solvents: methanol:methylene chloride = 2:98)
and recrystallized from isopropanol.
25 Yield:i1b5g mp.:151°C

The following examples were prepared in analogy to Example 4:
Example 20:

30  5-Methoxy-3-(3-methyl-4-nitrophenyl)-3-H- (1 3.4)oxdiazol-2-one
M.p.: 112°C



2 0 JUL 2004 Exanple 34:
5- Met hoxy 3-(4-(4-butyl phenyl sul f onyl am no) phenyl )-3-H (1, 3, 4) oxdi azol - 2-on
e -Mp.: 135C 5 Exanple 35: 20 JUL 2004
5- Met hoxy 3- (4- (4-chl or obut anoyl am no) - g met hyl phenyl )-3-H (1, 3, 4) oxd
i azol -2-one Mp.: 137C Exanple 36: 10
5- I\/bt hoxyE)&n(,ﬂemval oyI am no- 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol - 2-one
M p.: 157C Exanpl e
5- Met hoxy?-Blethopys3 mwepwngwﬁmpmﬁwaﬁ#w& mpgirzelBiang H- (1, 3, 4) oxd
I azol - 15Mﬁ)'06"3 M p.: 147C Exanpl e 38: 5-Met hoxy- 3-(4-(1-nap
ht hyl sul f onyl am no) - 3 nmet hyl phenyl )-3-H (1, 3, 4) oxdi azol -2- 20 one M p.
123C Exanpl e 39: 5-Methoxy-3-(4-(2-p henyl et henyl sul fonyl a
m no) %@g?yl) 3-H (1, 3,4)oxdiazol- 25 2-one Mp.: 129C Exarrpl e 40:
5- Met 1I‘ﬁioxy 2,2-tritluoroethylsu |Ifonyl am no)- 3-net hyI phenyl )-3-H 30
(1 3,4) ommmW%-QW-fﬂuWobeﬂlS)ilO)@)@niﬂ'oﬁhéMH) -3H41, Byoxdiszol-2-one

- Met hoxy,- 3 ( %enzyl oxycar bonyl am no) - 3- met hyl phenyl ) - 3- H-(1 3, 4) oxdi azol
-2 one gi C 5 Exanple 42:
5- Met hoxy- 3 (4 (3, 4-dichl orophenyl am nocar bonyl am no) 3- et hyl phenyl ) -3-H
(1, 3,4)oxdi azol -2-one Mp.: 210C 10

Example 23:
10  5-Methoxy-3-(2-methyl-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
- M.p.: 111°C
S
Example 24:

5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
15  M.p.:137°C

Example 25: .
B5-Methoxy-3-(4-aminophenyl)-3-H-(1,3,4)oxdiazol-2-one

20 A mixture consisting of 1.4 g of 5-methoxy-3-(4-nitrophenyl)-3-H-(1,3,4)oxdiazol-
2-one, 0.5 g of Pd/C and 20ml of methanol is hydrogenated under atmospheric
pressure at room temperature until the calculated amount of hydrogen has been
R taken up. The catalyst is then filtered off, and the solution is concentrated in vacuo.
The remaining semisolid residue is stirred with isopropahoi and filtered off with
25  suction.
Yield: 0.75g; m.p.: 85°C

Example 26: .
5-Methoxy-3-(2-amino-4-(4-fluorobenzyloxy)phenyl)-3-H-(1,3,4)oxdiazol-2-one
30 M.p.:oil

Example 27:
5-Methoxy-3-(3-amino-4-(4-chlorophenoxy)phenyi)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 133°C



The_latter compound was obtained by reacting 5-nethoxy- 3-(4-amn no-3-net hyl -
phenyl)-3-H (1, 3, 4) oxdi 6zol -2-one with equi nol ar anounts of 0 JuL 2004

3, 4-di chl orophenyl isocyanate in tolugepne at 50C. 15 Exanpl e 4§:'

5- Met hoxy- 3- (4- (4- chl or ophenyl sul f onyl am no) phenyl ) - 3-H- (1, 3, 4) oxdi azol -2-0
ne - Mp.: 169C Exanple 44: 20

5- Met hoxy- 3- (4- (2- chl or ophenyl sul f onyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol -2-0

ne Mp. :E)éz'r}pg .Exampl e 45:

5- Met hoxy="3- 4!=(2?-' chl or ophenyl sul f onyl am no) phenyl ) - 3-H (1, 3, 4) oxdi azol - 2-0
ne 25 M${pMetlicky-E(4amipd-8-méthylphenyl)-3-H-(1,3,4)oxdiazol-2-one

5- Met hoxy,3- ( 4%?45 chl or ophenyl acet yl am no) - 3- (4-f| uor obenzyl oxy) phenyl ) -3-H
- (1, 3, MPGi BYL- 2- one 30 M p. : 167C Exanpl e 47:

5- Met lgoxy- 3- (4- benzyl sul f onyl am nophényl)-3-H (1, 3, 4) oxdi azol -2-one Mp.:
153C 20 Exanpl e 48: .
5- Met hoxyEX@nRie2%- (4' - chl or obi phenyl ) et hyl ) sul f onyl ani no) phenyl ) - 3- H

(1, 3, 4) oxglj A2 QR /I . | 2B TRl ol

5=\t hoxy JeENE R S s Ry oAty s T Baflerniziane o one
Mp.: 190¢pL019¥¢&npl e 50:

5- Met hoxy- 3- (4- di net hyl ar ni no- 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
Mp.: 71 C 15 The latter conpound was obtained by reacting

5- netfitox yEd@nogled®: no- 3- net hyl - phenyl ) -3-H (1, 3, 4) oxdi azol - 2-one with

ar af or hyde/formc,aciqd in DMF at. roomtemperature and was purified
D L -t s Dyt hary o BB Ipeny haohsd erdloKdBrarArone 1 1) 50
Exarpl e 51: ‘

5- Met hoxy- 3- (4- (4-chl or obenzyl am no) - 3- net hyl phenyl ) - 3- H (1, 3, 4) oxdi azol - 2-
one 201 mg of 4-chlorophenylacetyl chloride are-added dropwise to a mixture consisting

- of 200 mg of 5-methoxy-3-(4-aminophenyl)-3-H-(1,3,4)oxdiazol-2-one, 20 m! of
15 methylene chloride and 0.1 ml of pyridine cooled in ice, and the mixture is stirred at
room temperature for 5 hours. Volatiles are removed in vacuo, and the residue is
stirred with water and the solid is filtered off with suction and dried at 40°C in vacuo.
Yield: 318 mg; m.p.:161°C

20  The following examples were prepared in an analogous way:

Example 31:
5-Methoxy-3-{4-(4-chlorophenylacetylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
2-one
25 M.p.:190°C
Example 32:
5-Methoxy-3-(4-octanoylamino-3-methyiphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 110°C
30
Example 33:
5-Methoxy-3-(4-(4—hepty|ben.zoy|amino)phenyl)—3-H-( 1,3,4)oxdiazol-2-one
M.p.: 1556°C -



MP.: oil The latter conpound was obtained by reacting

5- met hoxy- 3- ( 4- ami no- 3-met hyl 25 phenyl)-3-H(1, 3, 4) oxdi azol -2-one with

4- chl or obenzal dehyde/ sodi um bor ohydri dggin nethanol / methyl ene 0 81 d4at
roomtenperature and was purified by colum chromatography (silica gel,
ethyl acetate:n-heptane = 1:1). Exanple 52: 30

5- Met hoxﬁxan‘(pﬂe(iﬂ oxopyrrolidin-I-yl)-3-met hyI phenyl)-3-H (1, 3, 4) oxdi azol -2

5o o 5-Mefiby B DU oS TR MR o HERGH SHY, 2 535628 2-one

chl or obutvipavil3aag no) - 3- et hyl phenyl ) - 3- H (1, 3, 4) oxdi azol -2-one w th sodi um
21 2 0 JUL 2004 hydride in dioxane at roomtenperature and purifying the
crude product by columm chromat ography (siiica gel, methylene

chl orsde pyg gl5 98:2). Exanple 53: 5
5- Met hoxy 3- oxc:g_ent 2-en- 2-yl am no) - 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi az
ol - 2-oné-Me OXY@@G( d@ono@umoylamp@)u&mmﬂpbmm -3¢t (19, Dealiazat@-one

5- et hox;M (1437361 no- 3-met hyl 10 phenyl)-3-H (1, 3, 4) oxdi azol -2-one with

equi nol ar "airountS of acetyl acetone- in glacial acetic acid at 80C and was

i sol ated by precipitation by adding water and filtration. Exanple 54:

5 Met hox%fg”&ﬁ Sé 5-di net hyl pyrrol -1-yl) - 3-net hyl phenyl )-3-H (1, 3, 4) oxdi azo
- 2-o0one oil The latter conpound was obtained by reacting

5 rreﬂboxys-me{rﬁ:x?m ﬁa fa ( sOne with

equi nol ar _anount s (c?pac om‘:‘%gg? gﬂ;fl‘bé(rlpbﬁﬁylbh Hﬁﬁ,ﬁ@g@ﬁ*?g&lgpﬁ at 80C.

Wor Ki M}Pt @IZ Iace by dilution with water, extraction 20 by shaking with

et hyl acet ate and col unm chromat ography (silica gel, nethylene chloride)

of the crude product obtained after concentration of the dried organic

phase. Ekxapipde 83: -25 5-Meth oxy-3-(3-(4-fl u o rob enzyl oxy) - 4- net hyl

am nophe oxd | -2-one . o 8CTh d was
obt ai ﬁed%\a{ldsﬂ)abh%xg ﬁ]&ﬁ A%J?mtp ﬂ§wf°%%ﬁgp%ﬁ“%?tﬂglpﬁﬁ? bb-j—tl-(‘?Btﬁox iazol-

3- (3464- 2arwr obenzyl oxy) - 4-ni trophenyl ) -3-H (1, 3, 4) oxdi azol -2-one with

pl ati num g_§i4gzgéde as catalyst in nethanol at room tenperature under

at nospher” ssure and after filtering off the catal yst, concentrating
the reaction m xture and colum chronmat ography (silica gel, nethylene
chl ori de). :
Example 38:
| 5-Methoxy-3-(4-(1-naphthylsulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-
20 one '
M.p.: 123°C
A Example 39:
5-Methoxy-3-(4-(2-phenylethenylsulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
25 2-one
M.p.: 128°C
Example 40:

5-Methoxy-3-(4-(2,2,2-trifluoroethylsulfonylamino)-3-methylphenyl)-3-H-
30 (1,3,9)oxdiazol-2-one
M.p.: 1561°C



22°2 0 JUL 2004 The conpounds of Exanples 56-199 were prepared anal ogously
to-the previous exanples. Exanple 56: 5

5- Met hoxy- 3- ( 3- am nophenyl ) - 3-H (1, 3, 4ygxdi azol - 2-one M p. : 2 O5MULE2WAp] e
57. 5- Met hoxy- 3-(3-di benzyl am nophenyl' )-3-H (1, 3, 4) oxdi azol - 2-one 10
Mp.: 71 C Exanpl e 58:

5- Met hox\exa@niple Benzyl am nophenyl ) - 3-H- (1, 3,-4) oxdi azol -2-one MP.. oil 15
Exanpl e 59; 5- Met hoxy- 3-(4- i d-2-yl) am no ca rhonylanmi nop henyl)-3-H
B3R5 4 Welhioxyor (o lhsayiom S bopaning- Snaipiiehesy-3-H-C 3, 4Joriazors

5- Met hoxygna- (3- (4-fl uorobenzyl oxy) - 4- benzyl oxycar bonyl am nophenyl ) - 3- H
(1, 3,4)oxdi azol -2-one MP.: oil 25 Exanple 61:

5- Met hoxM.B-: (U5 no- 2- net hyl phenyl )-3-H (1, 3, 4)oxdiazol-2-one MP.. oil
Exanpke 62: 30

5- Met hoxy- 3- ( 3- net hyl - 4- (2- chl or obenzyl oxycar bonyl am no) phenyl ) - 3- H

(1, 3, 4) okanmule 42: one M p.: 161 C 23 Exanpl e 63:

S et o B 0P SaShR OBR i ey B S L B e P 120
5- Met hoxy4 3, 4)éxaRz6ERofieni t rophenyl ) - 3-H (1, 3, 4) oxdi azol -2-one Mp.: 92C 2

0 JUL 2004 Exanple 65: 10
5- Met hoxyM@-: (3L hyl - 4- benzyl oxycar bonyl am nophenyl ) - 3--H (1, 3, 4) oxdi azol -

2-ongqqp
Y The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-
phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of 3,4-dichlorophenyi
isocyanate in toluene at 50°C.

15 Example 43:
5-Methoxy-3-(4-(4-chlorophenylsulfonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 169°C

Example 44:
20 5—Methoxy—3-(4—(2—chIorophenylsuIfonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 1741°C

Example 45:
5-Methoxy-3-(4-(3-chlorophenylsulfonylamino)phenyl)-3-H-~(1,3,4)oxdiazol-2-one
25 M.p.:141°C

Example 46:
5-Methoxy-3-(4-(4-chlorophenylacetylamino)-3-(4-fluorobenzyloxy)phenyl)-3-H-
(1,3,4)oxdiazol-2-one

30 M.p.:167°C

Example 47:
5-Methoxy-3-(4-benzyisulfonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 153°C '



Mp.: 112C Exanpl e 66:
5 I\/bt hoxy 3-(2-net hyl - 4- (4 trifluoronmethoxybenzoyl am no) phenyl ) 3 H-
-3, 4) oxdi azol -2-one M p.: 150C Exanplogy 67: L 2004
Met hoxy- 3- (2-chl oro- 4- benzyl oxycar bonyl am nophenyl )-3-H (1, 3, 4) oxd| azol -2
-one 20 M p.:150C Exanpl e 68: ,
5- I\/bthoxy 3- (3 fluoro-4-nitrophenyl)-3-H (1, 3, 4)oxdi azol -2-one Mp.: 127C
25 Exa
5- Met hgg %ar(]ﬁle(%t but yl benzoyl am no) phenyl )-3-H (1, 3, 4) oxd| azol - 2- one
M 17 3%-Midth b.q-22Qr'-chlorobiphenyl)ethyl)sulfonylamino)phenyl)-3-H-
5- E/bt hoxy 3 S‘ &Szazghﬁorgtbenzyl ogycgr)boryy)l am n%)p er)1[§/ y:) H (1, 3, 4) oxdi azol -
2-one 3. )pxdiazel2ong JUL 2004 Exanpl e 71:
5- Met pr 3;5('?65’@ or 0- 4- (4- hept yl benzoyl am no) phenyl ) -3-H (1,
3, 4) oxdi azol -2-one Mp.: 135C 5 Exanple 72: _
5 I\/bt hoxy 3-(4-(3, 4-di chl or obenzoyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one

73: 10

5 I\/Et hoxy ci iﬁ%m chl or ophenoxy) - 2- et hyl pr opi onyl am no) phenyl ) - 3- H
(1,3,4) oxﬁmmbbxyzaqnésdwr@pylsdlﬁﬁﬂaﬁﬁﬁ@rﬂh@yﬁ% HL 34?0xd|azol—2-one _
5- Et hoxy ﬁ (3 - 4- benzyl oxycar bonyl am nophenyl) - 3-H (1, 3, 4) oxdi azol - 2-
one rrpl e 75: _
5-1 sow opoxy 3 (3- et hyl - 4- benzyl oxycar bonyl am nophenyl ) -3-H (1, 3, 4) oxdi azo
| - 20 2-one Mlp.: 119C Exanpl e 76:

Example 50: : .

5-Methoxy-3-(4-dimethylamino-3-methylphenyl)-3-H-(1 ,3,4)oxdiazol-2-one

M.p.: 71°C

mA

15 The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-
phenyl)-3-H-(1,3,4)oxdiazol-2-one with paraformaldehyde/formic acid in DMF at
room temperature and was purified by column chromatography (silica gel, ethyl
acetate:n-heptane = 1:1). |

20 Example 51:
5-Methoxy-3-(4-{4-chlorobenzylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

The latter compound was obtained by reacting 5-methoxy-3-(4-amino-3-methyl-

25  phenyl)-3-H-(1,3,4)oxdiazol-2-one with 4-chlorobenzaldehyde/sodium borohydride in
methanol/methylene chloride at room temperature and was purified by column
chromatography (silica gel, ethyl acetate:n-heptane = 1:1).

Example 52:
30  5-Methoxy-3-(4-(2-oxopyrrolidin-1-y!)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil '

The latter compound was prepared by reacting 5-methoxy-3-(4-(4-
chlorobutanoylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one with sodium



5-I'sopropoxy- 3- ( 3- met hyl - 4- but yl oxycar bonyl am nophenyl ) - 3-H (1, 3, 4) oxdi azol
-2-one 25 Mp.:114C Exanple 77:

5-I'sopr opoxy- 3- ( 3- et hyl - - 4- ( 3- chl or ophgnyl am nocar bonyl am na)ﬂpﬂ%)ng"- 3-H
(1, 3,4) oxd iazol-2-one 30 Mp.: 201 C Exanple 78:

5-t-ert - But oxy- 3- ( 3- net hyl - 4- benzyl oxycar bonyl am nophenyl ) -3-H (1, 3, 4) oxdi az
ol - 2- ondyddgde/irpdioxang 30 gond telupera0oe afdapifdng the &rulle product by column

et hoxy- 3, ghgorﬂgfo@%)hdy @ﬂ@aﬁ%xéﬁ%pgf%gnﬂh%ﬁde MORAREM da3;H (1, 3,4) oxd
5- Met hoxy- 3- (3- et hyl - 4- (pyri d- 3-yl car bonyl am no) phenyl )-3-H (1, 3,-4) oxdi azo
| -2-o0ne I.l .10 Exanple 81:
5- Met hox%"ﬂ@e%& hy - 4- (i ndan- 2-yi am nocar bonyI am no) phenyl )-3-H
3, Meffxy
e o 3 Wﬁ Uk@pent@@@ﬂ)ﬁnet hyl am ﬁf{lphen R r?oz)l)oﬁ(gﬁ);ﬂ 3-H

5- Met hoxy- 3- ( 3- rret hyl - (pyr|d3y carb
(1, 3,4)cxem&zol -2-one Mp.: 229C 20 Exanpl e 83:

5- Met hox % 1‘%’3”?'[ hyl - 4- (pyr| d- 3-yl met hoxycar bonyl am no) phenyl ) - 3- H
(1,3,4) OM az one Mp.: 232C 25 Exanpl e 84:

5- Met hoxy- 3- (3-fl uor o- 4- benzyl oxycar bonyl am nophenyl ) -3-H- (1, 3, 4) oxdi azol -2
-one M P The Ia{ter compourEEP was o%tained by reacting 5-methoxy-3-(4-amino-3-methyl-
10  phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of acetylacetone in glacial

acetic acid at 80°C and was isolated by precipitation by adding water and filtration.

Example 54:
5-Methoxy-3-(4-(2,5-dimethylpyrrol-1-yl)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
15  M.p.:oil

The latter compound was obfained by reacting 5-methoxy-3-(4-amino-3-methyl-
phenyl)-3-H-(1,3,4)oxdiazol-2-one with equimolar amounts of acetonylacetone in
glacial acetic acid at 80°C. Working up took place by dilution with water, extraction

20 by shaking with ethyl acetate and column chromatography (silica gel, methylene
chloride) of the crude product obtained after concentration of the dried organic
phase.

Example 55: _ :
25 5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-methylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 98°C

The latter compound was obtained as by-product of the hydrogenation of 5-methoxy-
3-(3-(4-fluorobenzyloxy)-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one with platinum

30 dioxide as catalyst in methanol at room temperature under atmospheric pressure
and after filtering off the catalyst, concentrating the reaction mixture and column
chromatography (silica gel, rhethylene chloride).



5- Met hoxy- 3- (3-fl uoro-4-(4-trifluoronethyl benzoyl am no) phenyl)-3-H(1,3,4)0
xdi-azol - 2-one Mp.: oil 26 2 0 JUL 2004 Exanple 86:

5- Met hoxy- 3- ( 3- benzyl oxy-4- (4-trifluorgset hyl benzoyl am no) phenyl yut3-280+

(1,-3, 4) oxdi azol -2-one M p.: 159C 5 Exanple 87: 5-Met hoxy- 3-(3-f| uoro-4-(4
tert - butyl benzoyl am no) phenyl )-3-H- (1, 3, 4) oxdi azol -2-one M p.: 144C 10
Exanpl e 8khe compounds of Examples 56-199 were preﬂared analogously to the prevuous

5- Met hoxy- 3- rret hyl -4- (2,2, 2-trifluoroethoxycarbonyl am no) phenyl)-3-H }
(1, 3, 4) ot $2.one MP.: 141 "C 15 Exanpl e 89:

5- Met hoxy- 3 (3 met hyl - 4- pi pe(di nocar bonyl am nophenyl ) -3-H- (1, 3, 4) oxdi azol -2
-one Mp.: 154C Exanple 90: 20

5- Met hoxﬁ@mﬂle(@-net hoxybenzof ur an- 2-yl - car bonyl am no) phenyl )-3-H (1,

3, 4) oxd t whi ch were prepared by the
pr ocesses yélscrl be a{}){lnﬂo héﬁh\%)eﬁg& ggoxﬁfé?gg%%ﬁ Pzed by mass spectroscopy
(Mrl) : BXddpp! 8°Chem cal name: MF1Mbl . wt. No.

91N-[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3- net hyl - 362361. 4
benzenesul f onam de

923, 4- D reetdmaphg-9¥: [ 4- (5- met hoxy- 2- oxo-[. 1, 3, 4] oxdi azol - 3-yl ) - 408407. 4
phenyl ] benzenesul f onam de 93Qui nol i ne- suI fonic acid

[ 4- ( 5- methHI8foXYHR4s Fib%lzxiaaaammﬁswl) 3359(39’84)4>x9la}py%1¢eay| ] ani de

94N- [1@-(%[\@;1?11)@ 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -5-nitro- .

;J Example 58: _
5-Methoxy-3-(3-benzylaminophenyl)-3-H-(1,3,4)oxdiazoi-2-one
M.p.: oil |
15
Example 59:

S-Methoxy-3-(4-(pyrid-2-yl)aminocarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 81°C

20 Example 60:
5-Methoxy-3-(3-(4-fluorobenzyloxy)-4-benzyloxycarbonylaminophenyl)-3-H-
(1,3,4)oxdiazol-2-one |

M.p.: ail

25 Example 61:
5-Methoxy-3-(4-amino-2-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

Example 62:

30  5-Methoxy-3-(3-methyl-4- (2—chlorobenzyloxycarbonylamlno)phenyl) 3-H-
(1,3,4)oxdiazol-2-one
M.p.: 161°C



415414. 3 isophthalic acid nononethyl ester 272 0 JUL 2004

953- ( 2- Chl or ophenyl ) - 5- et hyl i soxazol e-4-carboxylic acid 427426.8

[ 4-/(5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3- yl3) phenyl ] am de 2 0 JUL 2004
963, 3, 3-Tri fl uoro- 2- met hoxy- N-[ 4- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 424423.3
3-yil) phenyl ] - 2- phenyl prop i onam de

972- Fl uorboxainplé-§FH- met hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 330329. 3

riaaey e RS OhRATR RS 2 Srobha il BT A S iong 1 O 220!

99N- [ 4- ( Skt f@eer 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl] 2-phenet hyl - 416415. 4
benzam de
100N-[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 2- (4- net hoxy-

47947?y 4B@ﬁﬂﬂé 4-5-ni trobenzam de

1012- (4- Benzyl oxyphenyt) - N-[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 432431.4
3-yl) pherﬁfMaih@t}a&a(ﬂﬁ:hIoro-4-nitrophenyl)—3—H (1,3,4)oxdiazol-2-one

102N-[ 4- (,5- MR, y-2-0xo0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl j - 492491.5 3
3,3-trip rﬁn i onam de 103N-[ 4- (.5- Met hoxy

2-0xo0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3, 5- bi s- 448447.3

trifluoro tth 1zam de

1044- CyarfoX@0P18.8%5- net hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyi ] - 337336. 3

benzgp d AR 3.
[+ (e rrete‘r’h% Oggzﬁagy% 3§ﬁ7yé°"oy°arb°" Vaminophenyl b3 Poxdiazel %c?éﬁst hyl

9-[4- §5 thFhoﬂﬁ £ oxo-[ 1, 3, 4] oxdi azol - 3 yl ) phenyl - -406405. 4

Example 66:

5-Methoxy-3-(2-methyl-4-(4-trifluoromethoxybenzoylamino)phenyl)-3-H-
16  (1,3,4)oxdiazol-2-one

M.p.: 150°C

Example 67:
5-Methoxy-3-(2-chloro-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
20 M.p.:150°C

Example 68:

5-Methoxy-3—(3—ﬂuoro-4-nitrohhenyl)—3—H~(1 ,3,4)oxdiazol-2-one

M.p.: 127°C

25

Example 69:

5-Methoxy-S-(4-(4—t—butylbenzbylamino)phenyl)—3—H—(1 .3,4)oxdiazol-2-one
M.p.: 173°C

30 Example 70:

5-Methoxy-3-(4-(4- chIorobenzyloxycarbonylamino)phenyl) 3-H-(1,3 4)oxd:azoi-2-one
M.p.: 177°C



caf banoyl ] nonanoat e 107Undecanoi ¢ aci d [ 4-(5-net hoxy-2-o0xo0-[1, 3, 4] oxdi azol -
376375.5 3 yl)phenyl]am de

1084- [ 4- ( 5- Met hoxy- 2- oxo- [ 1, 3, 4] oxdi azel- 3-yl ) phenyl car banoyl ] 2 B9489%8043
benzenesul fonyl fluoride 10911- Phenoxyundecanoi c acid

[ 4-3(5- met hoxy- 2- oxo0-[ 1, 3, 4] oxdi azol - 468467.6 3-yl)phenyljan de
110N-[ 4- (Bxavbpledidy - 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 2, 3- di pheny! -

416415. 4 I on

154 ol PV EAZTEE Sulone - heptdbprzoyiaminsiphesyh- S Ahexgiprol 2ones0. 8
2-nethy|hﬁ¢¢aﬁega3

1126- Chl or o- N-[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl j- 347346.7

ni coti nam de 1135-Fl uoro- N-[ 4- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3yl ) phenyl ] -

34434? %‘ﬁ‘% Ey;l Jdenzam de

114N-[4-( OXy- 2-o0xo-t1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 354353. 4

2, 4, 6- t r i whiatiyoXtyedt4(s és:hchiorobenzoylamtno)phenyl)—3-H-(1,3,4)oxdiazol-2-one

115N-[ 4- (@- I\/P%dq) y-2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3- napht hal en-

388387. 4 "2y am de 1165- Oxo- 5- phenyl pentanoi c acid [ 4-(5-met hoxy2- oxo-
382381.4 [1, 3, 4] - oxdi azol - 3yi ) phenyl ] am de

1173- (2, 4-Di chl o;(_)benzyl sul fanyl )t hi ophene- 2-carboxylic acid 509508. 4

[ 4-(5- met&?@[?p oxo- [ 1, 3, 4] oxdi azol -3 y!) phenyl ] am de

1182-45] UGS M- § BB RBH I Gk Rl ncth S iR BhariiblgHRA i aLr. 398397 3

4-trifluoronethyl benzarnid
1191-{—|exy(ﬂ Q%ﬂogdwohgﬂﬁ@xy 2- oxo-[ 1, 3, 4] oxdi azol - 3 yl ) phenyl ] urea335334. 4

“Y Mp.: 153°C

Example 74:
15  5-Ethoxy-3-(3-methyl-4- benzy!oxycarbonylamlnophenyl)-S H-(1,3,4)oxdiazol-2-one
M.p.: 94°C

Example 75: ‘

5-Isopropoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-
20 2-one

M.p.: 119°C

[—

Example 76: _
9-Isopropoxy-3-(3-methyl-4-butyloxycarbonylaminophenyt)-3-H-(1,3,4)oxdiazol-2-one
25 M.p.:114°C

Example 77:
S-Isopropoxy-3-(3-methyl-4-(3- chlorophenylammocarbonylammo)phenyl)—3 H-
(1,3,4)oxdiazol-2-one

30 Mp.: 201°C

Example 78:
o-tert-Butoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-
2-one



1201- ( 4- Bronophenyl ) - 3-[ 3- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 406405. 2
3-yl)phenyl Jurea 1211-[ 3-(5- Met hoxy- 2- oxo-[ 1,

3, 4] oxdi azol - 3-yl ) phenyl ] - 3- ( 2- met hoxy25357356. 3 phenyl)ureazaﬁgug %b& 2004
122Et hyl 2-[ 3-[ 3- (5- net hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl J urei do] -
427426. 4 3-phenyl propi onate

1231-(2,dﬂ4§ﬁ§6%° pyl phenyl ) - 3-[ 3- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxd i azol -
411410.5 3 yl)phenyl ] urea _

1241-[ 3- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3-octyl urea363362. 4
1251- ( 4- Exaon@led®zyl ) - 3- [ 3- (5- net hoxy- 2-oxo-[ 1, 3, 4] oxdi azol -3-y!)-
359358.3E,{oﬂgit I i lami .

1261-( 2- B 'Mﬁ@f?”‘? hyi-4-BheRapyeapobylamingphesyl Bkl Sroxdiagph2-0865354. 4
phenyb] unga.:13451dyl 6- [ 3- [ 3- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -
393392. 4 urei do] hexanoat e

1281- (2, 6- Di met hoxyphenyl) - 3-[ 3- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azo! - 387386. 4
3-yl) phenyl 18%01295- Met hoxy- 3-[ 4- [ (t hi ophen- 3-yl net hyl ) am no] phenyl ] -
304303. 3 3H[1, 3, 4] oxdi azol - 2- one .

1304- [ [ 4-5-Bletiaxyed3-meaiihy-4-(pyEd-B-viraibanplandng)pheidpgHil 8 d)omtitzdlj2-one
437436. 3 $p§9pitrile trifluoroacetate

1313-[ 4- (2-Brono- 4, 5- di met hoxybenzyl am no) phenyl ] - 5- met hoxy- 437436. 3

3H [ 103, 4] oxdi azol - 2- one .
1323-[4-&$-th0;%:4-nethoxybenzylanino)phenyl]-5-nethoxy- 486485. 4
3FLL$§3, XWH'EL0r - 2- one trifluoroacetate _

R 5-Methoxy-3-(3-methyl-4-(indan-2-ylaminocarbonylamino)phenyl)-3-H-

(1,3,4)oxdiazol-2-one
M.p.: 206°C
15
Example 82:
5-Methoxy-3-(3-methyl-4-(pyrid-3-ylmethylaminocarbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one
M.p.: 229°C
20
Example 83:
5-Methoxy-3-(3-methyl-4-(pyrid-3-ylmethoxycarbonylamino)phenyl)-3-H-
w2 (1,3,4)oxdiazol-2-one
M.p.: 232°C
25
Example 84: .
5-Methoxy-3-(3-fluoro-4-benzyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

30 Example 85: ‘
5-Methoxy-3-(3-fluoro-4-(4-triflucromethylbenzoylamino)phenyl)-3-H-(1,3,4)oxdiazol-
~ 2-one ' |
M.p.: oil



133Met hyl 4-[ [ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ami no] - 470469. 4
nmet hyl ] benzoate trifl uoroacetate

1344- [ [ 4- (5- Met hoxy- 2- oxo0-[ 1, 3, 4] oxdi az@ - 3-yi ) phenyl ami no] - 396855 304
nmet-hyl | phenyl acetate

1355- Met hoxy- 3-[ 4- (pent af | uor ophenyl met hyl ami no) phenyl ] - 388387. 3

3H-[ 1, 3, 4Esamplezd6:- 2- one 1363-[ 4- (4- Benzyl oxybenzyl ani no) phenyl ] - 5- met hoxy-

195175 Sty Sl ol & Aot HSSARIER B Srapren

3H[1, 3, 4]1Q3et|)@mézo?;2qsrﬁa trifluoroacetate

1382-[[ 4- 6& sg]géy 2- 0xo0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl am no] - 323322. 3
nmet hyl ] be Rmit e 1393-[ 4- (Cycl ohexyl net hyl am no) phenyl ] - 5- net hoxy-
304303 4. 3H-[1, 3,4]oxdiazol-2-one

1405- Met hoxy-3-[4-(2, 3,5-trichl orobenzyl am no) phenyl ]- 515514.7
3H[ 1, 3, 4F¥a@plezB7:- 2- one trifluoroacetate

1413- [ 4- ( BRL 3-/hl. 0950
3H[1,3 4 ox Hp%ﬁ (g ﬂ%@?ﬁlﬂﬁ%uor acerf%?% Lo)?)hgﬁw'%xﬁ -(1, % tt%oxé1 azol-2-one
1423-[ 4-(M.pie>dﬂ46@ybenzyl am no) phenyl ] - 5- met hoxy- 512511.5

3H-[ 1, 3, 4] oxdi azol -2-one trifl uoroacetate

1435- Met hoxy-3-[4-[3-(3-trifluoronet hyl phenoxy)benzy[ am no] phenyl ] -
57250 4 Bkl Ie3881*] oxdi azol -2-one trifluoroacetate

1443-[4-[ 'C?M noI i n-3-yl et hyl ) am no] phenly ].- 5- met hoxy- 497496 8

3H (1,3, 4{5 %#1 'Bﬁ@vw(?ﬁt?o#f@aeaeﬂ%@wcarbony amino)phenyl)-3-H-

145!\/&3’5 hyl ?’rﬂﬁ‘)Mﬁélzo'i’QLcﬁr?e‘(f’ met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 501500. 4
M.p.: 141°C

15  Example 89:
5-Methoxy-3-(3-methyl-4-piperidinocarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 154°C

Example 90:

20  5-Methoxy-3-(4-(6-methoxybenzofuran-2-yl-carbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one
M.p.: 191°C

Further examples which were prepared by the processeé described above and were
25  characterized by mass spectroscopy (M+1):

Example Chemical name: M+1 Mol. wit,

No.

91 N-[4-(5-Methoxy-2-0xo-{1,3,4]oxdiazol-3-yl)phenyl}-3-methyl- - 362 361.4
benzenesulfonamide _

92 3,4-Dimethoxy-N-{4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 408 407.4
phenyljbenzenesulfonamide

a3 Quinoline-8-sulfonic acid [4-({5-methoxy-2-oxc-{1 ,3,4]0Xdiézo!— 399 398.4
3-yl)phenyl]lamide -

94 N-[4-(5-Methoxy-2-oxo-{1,3,4]Joxdiazol-3-yl)phenyl]-5-nitro- 415 414.3

isophthalic acid monomethyl ester



3-yl) phenyl am no] net hyl ] pyri di ne-2-car boxyl ate trifl uoroacetate

1464-[ [ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ami no] - 454453.5
met-hyl ] phenyl benzenesul f onat e 27 20 JUL 2004

1472- (2, 6- D net hyl - 4- net hyl sul f anyl phenoxy) - N-[ 3- ( 5- net hoxy- 2- oxo- "416415. 5
[ 1,:3, 4] oxdi azol - 3-yl ) phenyl ] acet am de

1481- ( 2, 4- Bisf | usr(@@hlerophenyips{mbinysorarblaabcprhaxytixacid 1, 3, 4] oxdizazol - . 4268362, 3
3-yl) phenyl ] ur edd-@omgthay-3igko-PFgloxdiazol-3-yl)phenyljamide

1491- [ 4- ( 5-kt h@xd/3-Priflooro-2fnietiBxyt N (5 raatimxy-3-oyxo-Jiimaxdiazol- 419428. 4 4233

3- (4- phenoxy phegyhiphangh2-phenylpropionamide

1501- (2, 6- Bi7f | uGrRiysineNy4-{5-rastiiosy-pBxa tavingiie-8ytuend; 4] oxdizsnol - 3628862. 3
3-yl) phenyl | ur e&enzgmide

- But yl - 3- [ 488( 5- metrérsranol-acis (-({E-Ime@ody-xoxh-[d 8@ oxdiazal-) phenyl | uriea3073a67.3
1521- ( 2- Et hoxy pRetiphenyigmjde- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 371370. 4

3-yl ) phenyl%ur e&-@53Methaxye2-Oiotht, ddioxdiazbl- Ladipogati2phgneBylf 4- ( 5H18t hoxWiR4 oxo-
503602. 1 [1, 3, 4]p8%@Miieol - 3- yI ) phenyl ] ur ea

1541- ( 4- Butléky pheiyf-MeofyL-¢:@-hd tlaxdazoB-tipberyl-2-3-#itbxdi azol7d 39939&.4

3-yl) phenyl ] ur e@hemuy)-SnifiobenzgmidRoxy - 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyt] -
411410. 3 3-10U- t Z{fBgoavisrpheny Wi Ehpethomyeiaoxo-[1,3,4Joxdiazol- 432 431.4

1561 - Benzyl - 3- [ £ Y)BemieR@iayide. oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] ur ea341340. 3
1571- ( 3- Fl oz ophepybMeBoty®-bo{ 1181 laN0-MsRenlyil, 3, 4] oxdi azalgy 346344: 8

3-yl ) phenyl | ur ea,358ikhenylpropionamide ,

6- [ 3-] 4- ( 510®t ho)-@-(5-Retisn-d-dxod1, G hpxdkzarpheryli B o0y | 1 - 393892. 4 4473

ur ei'do] hexanoat eriflucromethylbenzamide

104 4-Cyano-N-[4-(5-methoxy-2-oxo-{1,3,4Joxdiazol-3-yl}phenyi]- 337 336.3
benzamide

105 Nenanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl)- 348 347.4
amide

106 Methyl 9-{4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenyl- 4086 405.4
carbamoyllnonanoate

107 Undecanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 376 375.5
3-yliphenyllamide

108 4-[4-(5-Methoxy-2-oxo-{1, 3,4]oxdiazol-3-yliphenylcarbamoyl]- 394 393.3
benzenesulfonyl fluoride

109 11-Phenoxyundecanoic acid [4-(5-methoxy-2-oxa-{1,3,4]oxdiazol- 468 487.8
3-yl)phenyllamide

110 N-[4-{5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyl]-2,3-diphenyl- 418 415.4
propionamide

111 4-Chloro-N-{4-(5-methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenyl}- 360 359.8
2-methylbenzamide

) 112 6-Chloro-N-{4-(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyi}- 347 346.7
o nicotinamide

113 5-Fluoro-N-{4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl]- 344 343.3
2-methylbenzamide

114 N-[4-(5-Methoxy-2-0x0-{1,3,4]oxdiazol-3-yl) phenyi]- 354 353.4
2,4 6-rimethylbenzamide

115 N-[4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyi]-3-naphthalen- 388 3874
2-ylacrylamide ‘ _

116 5-Ox0-5-phenylpentancic acid [4-(5-methoxy-2-oxo- 382 381.4
[1,3,4}-oxdiazol-3-yl)phenyllamide

117 3-(2,4-Dichlorobenzylsulfanyl)thiophene-2-carboxylic acid 509 508.4
[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyilamide

118 2-Fluoro-N-[4-(5-methoxy-2-oxo-{1,3,4joxdiazol-3-yl)phenyl}- 398 387.3
4-trifluoromethylbenzamide 7

119 1-Hexyl-3-[3-(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenyllurea 335 334.4

120 1-{4-Bromophenyl)-3-[3-(5-methoxy-2-ox0-{1,3,4]oxdiazol- 408 405.2
3-yhphenyljurea

121 1-[3-(5-Methoxy-2-oxo-[1,3,4}oxdiazol-3-yl)phenyl}-3-(2-methoxy- 357 356.3
phenyliurea ‘ '



1691- Bi phenyl - 4-yi - 3-[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 403402. 4
3-ylI') phenyl Jurea 160Butyl

2-[3-14-(5-met hoxy- 2- oxo-[ 1, 3, 4] oxdi azegkg- 3-yl ) phenyl ] - 427426240 JUL 2004
ur el do] benzoat e _ _

1615- Met hoxy- 3-[ 3- ( 7- met hoxy- 3, 7- di net hyl oct yl am no) phenyl ] - 492491.5

3H-[ 1, 3, 4] 0% aAiyl 246A€5-nddthbyeroades db@iazol-3-yl)phenyllureido} 427 426.4
1625- Met hoxy- 3- [33ehepyiprprignaten- 2- y| met hyl ) ami no] phenyl |- 418417. 4

3H-[1, 3, 4] 683i aZleR6Diievneopyiphdnyip B (RS ateattiory-2-oxo-[1 :3,4]oxdiazol- 411 410.5
1633- ( 3- Hexy! ami3ibpheswilirge- 5- met hoxy- 3H-[ 1, 3, 4] oxdi azol - 2- one 406405. 4
trifl uoroade4 at d-[3-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl]-3-octylurea 363 362.4

1645- Met hoxg5 3- [134{FRiophenzyig{ 5 amtoay-naHpLdydidzoBiyi-1, 3, 4dsoxdi azaks.3
440439. 4 2-one tpmilyeR oacet at e
1655- Met hot98 3- (132dhthyipberyAssild Sahatox p-osi1 B @dididsdiiazol - 2sene 476475. 5
trifl uoroacet at éhenyllurea
1665- Met hoAgZ 3- [ty @43([3ﬁ-meﬁwm&mﬂmwmemwpmwy| ani nodepheny| Bo2.4
572571. 4 3H—£j11 roidodfes@waisl - 2- one W fl uor oacet ate
1673-[ 3-[ ( 42&nl dr(é@tnlm@ihmp@nw HiStEryehanihodbihadlpkdiaztl met tasty- 497406. 8
3H[ 1, 3, 4] oxdi aZof#benyliEea rj f | uor oacet at e
1684-[[ 3- (529 Me tSdsthog-3d4Hithipphed; afirostaliapiobipinyil-) pheny| ani résk- 586668535
met hyl | phenyl 4-3HASAKERPEZBR| f onat e trifl uor oacet at e
1695- Met hoﬂ%ﬁ 3- [A9l4((E:-Mettexy-2-prorn S iskdzrel3-dipherylrpinelmettyl- 4661485. 3. 436.3
3H 11, 3, 4] oxd| ai’SPmﬁ‘ ihiEMomersia? oacet at e
1703:13- (3,81 B églléﬂ?f ﬁgﬁwﬂ@myﬂv%wwlwmﬁwﬂeﬁmtmw met hoty- 5488243 3
3H[1, 3, 4 Ode az @2301PRSyor oacet at e t 62 oo 4EE045S. S
\/ 5]

1713- (3- Ded? -erg\Aﬁ[ Eg’g;ﬂs'?? 2“@"?!@“?1@%%%@ B oxdi az one

1

e trifluoroacetate

33 Methyl 4-{[4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenylamino}- 470 469.4
‘methyllbenzoate triflucroacetate
134 4-[{4-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3 —yl)phenylammo}- 356 3553
methyfphenyl acetate
135 5-Methoxy-3-[4-(pentafluorophenylmethylamino)phenyl]- 388 387.3
: 3H{1,3,4]oxdiazol-2-one
136 3-{4-(4-Benzyloxybenzylamino)phenyl]-5-methoxy- 518 517.6
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
137 3-[4-(3, 3-Dichloronony!ammo)phenyl] -5-methoxy- 517 516.3
3H-[1,3,4]oxdiazol-2-one trifluoroacetate :
138 2-[{4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)phenytaminoj- 323 3223
methyl]benzonitrile
139 3-[4-(Cyclohexylmethylamino)phenyl]-5-methoxy- 304 303.4.
s :W 3H-{1,3,4]oxdiazol-2-one
T 140 5-Methoxy-3-[4-(2,3,5-trichlorobenzylamino)phenyl]- 515 514.7
3H-[1,3,4]oxdiazol-2-one frifluoroacetate
141 3-[4-(5-Bromo-2-fluorcbenzylamino)phenyl]-5- methoxy- 509 508.2
3H-{1,3,4]oxdiazol-2-one triflucroacetate
142 3-[4-(4-Hexyloxybenzylamino)phenyl]-5-methoxy- 512 51156
3H-[1,3,4]oxdiazol-2-one triflucroacetate .
143 9-Methoxy-3-{4-{3-(3-trifluoromethylphenoxy)benzylamino]phenyl}- 572 571.4
3H-{1,3,4)oxdiazol-2-one trifluoroacetate
144 3-[4-[(2-Chloroquinolin-3-ylmethyl)amino]phenyl}- 5-methoxy~ 497 496.8
' 3H-{1,3,4Joxdiazol-2-one trifiuoroacetate
145 Methyl 3-methoxy-5-{[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 501 500.4
. 3-yl)phenylamino]methyl]pyridine-2-carboxylate trifluoroacetate
146 4-[[4-(5-Methoxy-2-0x0-[1,3 4]oxdlazoi—3-yl)phenylam|no]- 454 453.5
methylipheny] benzenesulfonate . _
147 2-(2,6- -Dimethyl-4-methylsulfanylphenoxy)-N-[3-(5-methoxy-2-oxo- 416 415.5
[1,3.4]oxdiazol-3-yl)phenyllacetamide 7
148 1-(2,4-Difluorophenyl)-3-[4-(5-methoxy-2-oxo-{1,3,4]oxdiazol-. 363 362.3

3-yhiphenyljurea



trifluoroacetate 1723-[3-(3-Cycl opentyl -2-phenet hyl oxybenzyl am no) phenyi j -
600699. 6 5-net hoxy-3H[ 1, 3, 4] oxdi azol -2-one trifluoroacetate

1734-[[ 3- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azgl - 3-yl ) phenyl am no] net, rbyhdl_- 2004
437436. 3 benzonitrile trifluoroacetate "

1. 745- Met hoxy- 3- 13- [ ( 6- net hyl pyri di n- 2-yl et hyl ) am no] phenyl ] - 427426. 3

3H-[ 1, 3, 4] 048l azi-BMethexyt2-xbi Ud#loaizzoliet @phenyl]- 419 418.4
1753- [ 3- ( 2- Benz\y-&-ohenayrharflwed phenyl ] - 5- met hoxy- 456455.4 -

3H-[ 1, 3, 4] dREli azbi2EX tuerophenyl)-B{bicoertietnt-oxBD,32]1@diddd- 2004 363 362.3
1763-[ 3- ( 2, 6- Di f3-Yshe@feay| ami no) phenyi ] - 5- met hoxy- 448 M P. C447.3
3H[ 1, 3, 4] dritli azioPutg-3d#E-methdxy-doreHcetlatiszd-3yeadlarsi ¢ aciat 306.3

[ 4- ( 5- met hdRY - 2- bREHHokyen) St arethog-2yhxpfhbsipidaact de93 1780ct ade@7@4enoi C
aci d [ 4- (5- et hokyPbeyliyseq 1. 3, 4] oxdi azol - 3-yl ) phenyl ] - 67 ami de

1792- Met hoxlyét hy1“(2P@i&@mﬂ‘étﬁh@mﬂxﬂ)@dﬁ(&mthWMbazoI -3 yl)sm@- 117 502.1

net hyl phenyi ] carlbhddigrgiazol-3-y)phenyljurea

1801- ( 4- Hy dfhxy clydrEstaxyapeyyl) 3-Ip-46-ethomy 2yt Rdlosdizzgll , 3, 4] oxdf9azol - 39§k) - 220
2- met hyl phenyl ] utdighenyllirea _ - _
1811, 1- Di bu¥l - ztgzég;g‘smﬁmm 1.3 4loxdipzplB3-Wpagntkdi azol - 3- yl )412- net hye.3Q |
phenyl Jurea 1825% BRPBERYBIaRYIER2- car boxyl i ¢ aci d [ 4- (5- met hoxy- 2- oxo-
199 [1, 3, 4]'8%di alzBnzd-3i[f-{S-methaig2ipye-HiietiidieagtBdbphenylurea 341 3403
1834- Met hyl 187 perh&?ng@rqpwaﬁzb&@rm%h%mxT Spxdigrchoxy- 2- ox#5 O | 344.3

[ 1, 3, 4] oxdi azol -WPPSWRIRR hy| pheny ; am de 1841- Met hyl pi peri di n- 4-yl

- (5¢ 2- B! P3-H4-(Grnethery 2,01 B3 §lpydiazgigsylphenyl]- 393 302.4
[4 ( 5} et h d§9 urtg?cticghexanoaxejIB 9 )
159  1-Biphenyl-4-yl-3-[4-(5-methoxy-2-0x0-{1,3,4]oxdiazol- 403 402.4
3-yhphenyljurea
160 Butyl 2-{3-{4-(5-methoxy-2-oxo-{1,3,4]Joxdiazol-3-yl)phenyl}- 427 426.4
ureidolbenzoate _
161 5-Methoxy-3-[3-(7-methoxy-3,7-dimethyloctylamino)phenyl}- A 492 491.5
3H-[1,3,4)oxdiazol-2-one triflucroacetate
162 5-Methoxy-3-[3-[(thiophen-2-ylmethyl)amino]phenyl}- 418 417.4
3H1 ,3,4Joxdiazol-2-one trifluoroacetate
163 3-(3-Hexylaminopheny!)-5-methoxy-3H-[1,3,4]oxdiazol-2-one 406 405.4
triftuoroacetate
164 5-Methoxy-3-[3-(3-phenyipropylamino)phenyl}-3H-{1,3,4]oxdiazol- 440 4394
2-one trifluoroacetate
165 5-Methoxy-3-(3-undecylaminophenyl}-3H-{1,3,4]oxdiazol-2-one . 476 475.5
frifuoroacetate
166 5-Methoxy-3-[3-[3-(3-trifluoromethylphenoxy)benzylaminolphenyi]- 572 571.4
3H-[1,3,4}Joxdiazol-2-one trifluoroacetate
P 167 3-[3-[(2-Chlorequinolin-3-yimethyl)amino}phenyl]-5-methoxy- 497 496.8
i ) 3H-[1,3,4joxdiazol-2-one trifiuoroacetate
168 4-[{3-(5-Methoxy-2-ox0-[1,3,4]Joxdiazol-3-yl)phenylamino]- 586 585.5
methyl]phenyl 4-fluocrobenzenesuifonate trifluoroacetate
169 5-Methoxy-3-[3-(3,4,5-trifluorobenzylamino)phenyl]- 466 465.3
3H-{1,3,4]oxdiazol-2-one trifluoroacetate
170 3-{3-(3,5-Bistriflucromethylbenzylamino)phenyl}-5-methoxy- 548 547.3
3H-{1,3,4]oxdiazol-2-one trifluoroacetate
171 3-(3-Dec-4-enylaminophenyl)-5-methoxy-3H-[1,3,4]oxdiazol-2-one 460 459.5
trifluoroacetate ,
172 3-]3-(3-Cyclopentyi-2-phenethyloxybenzylamino)phenyl]- 600 599.6
5-methoxy-3H-[1,3 4Joxdiazol-2-one trifluoroacetate '
173 4-{[3-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenylamino]methyl}- 437 436.3
benzonitrile trifluoroacetate
174 5-Methoxy-3-[3-[(6-methyIpyridin-2-ylmethyljamino]phenyl]- 427 426.3
3H1,3,4]oxdiazol-2-one triflucroacetate
175 3-[3-(2-Benzyloxyethylamino)phenyl]-5-methoxy- 456 455.4

3H-{1,3,4]oxdiazol-2-one trifluoroacetate



2- fret hyl phenyl ] car bamat e 185Cycl ohexyl

[ 4- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) - 2-met hyl phenyl ] - 163 car bamate

1864- Benzyl pi peri di ne- 1- car boxyl i ¢ aci épj 4- (5- met hoxy- 2- oxo- 2114_6UL[ 2004

1, 3, 4] oxdi azol - 3-yl ) - 2- net hyl phenyl ] am de 1871-(2-Di i sopropyl am

noet hyl ) - 3-[ 4- ( 5- met hoxy- 2-oxo-[ 1, 3,4]oxd iazol-3-yl)- 136 ‘

2- met hyl phdi§| | (#a-842.6- Dlﬂuorobenzylammo)phenyl]—5-methoxy- 448 4473

1884- ( 2-{ 3- [ 4- ( 5¥NALHipxdiazel-gaur ifluomaggtds di azol - 3- yl ) - 2- net hyl phenyl ] - 200

ur ei do} et hyl ) benzenesul f onam de

1891- (1- Benzyl pi peri di n-4-yi)-3-[4-(5-nmet hoxy-2-oxo-[ 1,

3, 4] oxdi azol -3-yl)- 198 2-net hyl phenyl ] urea

1901- (4-1 sopropyl phenyl) - 3-[ 4- ( 5- net hoxy- 2- oxo-j 1, 3, 4] oxdi azohp3ecyl ) - 200

2- met hyl phenyl ] urea

1912-{ 3-[ 41¢ )é VERSBSaRoio agid Y= (p-methoxt Hwilh3 dloxdiazph3-yviphenyiamidephengd | ur ei do) - 3-

246 et hyl Hidg yr |Q0t@@c-ﬁ-em@Qacit2[435 mefﬁ@tyFQadxyd‘r Helaxlietzbl-3h)phenyl)- 67

[ 4- (5- et ho%é 4] oxdi azol - - 159 2-nethy | phe %%] car bamate
th

1931 - Pheny ’gsfh %%ww%ml §4@xd!77@k%rv'h%o|-3 yl ) - 2-4&t hyl -
'“6

h | b
I[O4e? % ]m?e'zle Ldgélmtz (ﬁd'ly "@V r3l4 63 mSthW)2'°x8$1 SdlpeiRgi3pteny| | 2Pbamat e

1954-Tri f - met hoxy- 2- oxo-[ 1, 3, 4] oxdi azoI 3 yi) -
2 met hyi phﬁ‘ﬁiﬁ Em lraeiﬁ'@@%ths»wa%ﬁﬂb@ ﬂé@wa-yl>-z-metnys~

TP AT T e e zsﬁry”@sfbame

183 4- Methylplperaz:ne 1-carboxytic acid [4~(5—methoxy—2—oxo-
[1,3,4]oxdiazol-3-yl)-2-methylphenyl]amide

184 1-MethyIpiperidin-4-y! [4-(5-methoxy-2-oxo0-1,3,4]oxdiazol-3-yl}- 235
2-methylphenyilcarbamate

185 Cyclohexyl [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)-2-methylphenyl]- 163
carbamate

186 4-Benzylpiperidine-1-carboxylic acid [4-(5-methoxy-2-oxo- 146
[1,3.4]loxdiazol-3-y1)-2-methylphenyi]lamide

187 1-{2-Diisopropylaminoethyl)-3-[4-(5- methoxy-2-oxo—[1 3,4]oxdiazol-3-yl)- 136
2-methyiphenyljurea

188 4-(24{3-[4-(5-Methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)-2-methylphenyi]- 200
ureido}ethyl}benzenesulfonamide

189 1-(1-Benzylpiperidin-4-yi)-3-[4- -(5-methoxy-2-oxo-{1,3,4]oxdiazol-3-yl)- 198
2-methylphenyl]urea

190 1-(4-Isopropylphenyl)-3-[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 200

2-methylphenyljurea

181 2{3-[4-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-y!)-2-methylphenyl]ureido}- 3- 246
methylbutyric acid

192 1,2,3,4-Tetrahydronaphth-1-yl [4-(5-methoxy-2-oxo-[1,3 4]oxdiazol-3-yl}- 159
2-methylphenyllcarbamate

i

193 1-Phenylethyl [4-(5-methoxy-2-oxo-[1 3,4loxdiazol-3-yl}-2-methyl- Qil
phenyljcarbamate

194 4-Isopropylbenzy! [4-(5-methoxy-2-oxo-{1,3 4]Joxdiazol-3-yl)- 88
2-methylphenyljcarbamate

195 4-Triflucromethoxybenzy| [4-(5-methoxy-2-oxo-{1,3,4]Joxdiazol-3-yi)- 82
2-methylphenyljcarbamate

196 3,5-Dichlorobenzyl [4-(5-methoxy-2-oxo-[1,3 4]oxdiazol-3-y1)-2- 169
methylphenyl]carbamate

197 Biphenyl-2-yimethyl [4-(5-methoxy-2-ox0-[1,3 4]0xdtazol-3-yl) 138
2-methylphenyljcarbamate

198 5-Chlorobenzofuran-2-carboxylic acid-[4-(5-methoxy-2-oxo- 210
[1,3,4]oxdiazol-3-yl)-2-methylphenyljamide

199 5-Chilorobenzofuran-2-carboxylic acid [4-(5-methoxy-2-oxo- 209

[1,3 4]oxdiazol-3-yl)phenyllamide



138 2- et hyl phenyl ] car banmat e 1985- Chl or obenzof ur an- 2- car boxyl i c

aci d- [ 4- (5- met hoxy- 2- oxo- 210 [1, 3, 4] oxdi azol - 3-yl ) - 2- met hyl ph@riL] &t de
1995- Chl awobe1/665631 an- 2- car boxyl i ¢ aci @1[ 4- (5- met hoxy- 2- op@T/ELH1/01898

[ 1,-3, 4] oxdi azol - 3-yl ) phenylJamide 2 0 JUL 2004 WD 01166531 31

PCT! EP01101898 Patent clains: 1. A conpound of the formula 1 5 R5 | in

whi ch t hePatealglaigns:are: R Cl- C6-al kyl, C3-C9-cycloal kyl, it being possible
for both groups to be 10 substituted one or nore tinmes by phenyl,

Cl- C4-al kyl oxy, S-Cl-C4-alkyl, N(Cl-C4-alkyl)2, and for phenyl in turn to
be substituted one or nore tines by hal ogen, Cl-C4-al kyl, G -C4-al kyl oxy,
nitro, CE3; and R2, R3 4 and R5 independently of one another hydrogen,
hal ogen, hi tr & coBROWHA aﬁk'?ﬁ?m@fla@- al kyl oxy; 15 .

C6-( g- aryl - C1- C4- al kyl oxy, C6-Ci o-aryl oxy, C6-Clo-aryl, C3-C8-cycl oal kyl
or O C3-C8-cycloal kyl, each of which nmay be substituted once, tw ce or
three tinmes by hal ogen, CF3, Cl-l&-al kyl oxy or Cl-C4-al kyl;
2-oxopyrrolidin-1-yl, 2,5-dimethylgyrrol-1-yl or NR6-A-R7, 20 with the
proviso that R2, R3, R4 and RB4areg si mul t anddusly hydrogen, and at

| east one of the radicals R2, R3, dr R5Nis e radi cal
2-oxopyrrolidin-1-yl, 2,5-di net )2y pyrrofy- 1- or NR6-A-R7, with R6

hydr ogen, Cl-C4-al kyl or C6-ClB3aryl}Cl- kyl, .where aryl may be 25
substituted by hal ogen, CF3, G -C8-aRRy|#xy or Cl-C4-alkyl; A a single
bond, CO, SO, or CONH, n 1 or 2; R hydrogen; 2 0 JUL 2004 32

Cl1- Cl?- al kyl or C2-Cl18-al kenyl, each of ,which may be substituted once to
three/ times by Cl-C4-al kyl, hal ogen, Cl13, Cl- C4- al kyl oxy, N(CLl-C4-al kyl) 2i
- COCH,

in which the meanings are:
R C4-Cs-alkyl, C3-Co-cycloalkyl, it being possible for both groups to be
10 substituted one or more times by phehyl, C4-Cy-alkyloxy, S-C4-Cy4-alkyl,
'N(C1-C4-alkyi)z, and for phenyl in turn to be substituted one or more times by
halogen, C¢-Cs-alkyl, C1-Cs-alkyloxy, nitro, CF3; and |
R? R% R*and R® independently of one another hydrogen, halogen, nitro,
C1-Cy-alkyl, C4-Cg-alkyloxy;
15 Ce-Cio-aryl-C4-Cgy-alkyloxy, Ce-Cig-aryloxy, Cs-Cio-aryl, C3-Cs-cycloalkyl or
0;Cg-Ca-cycIoaIkyl, each of which may be substituted once, twice or three
. ) times by halogen, CF3, C1-C4-alkyloxy or C1-Cs-alkyk;
2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or NRS-A-R’,

20 with the proviso that R?, R®, R* and RS are not simultaneously hydrogen, and
at least one of the radicals R?, R®, R* or R% is the radical 2-oxopyrrolidin-1-yl,
2,5-dimethyipyrrol-1-yl or NR®-A-R’, with

R®  hydrogen, C+-Cs-alkyl or C-Cyp-aryl-C;-Cy-alkyl, where aryl may be
25 substituted by halogen, CF3, C4-Cg-alkyloxy or C4-Cy-alkyt;

A a single bond, CO;, SO, or CONH;

n tor2;

R’  hydrogen;



Cl:C4-al kyl oxycarbonyl, C6-Cl2-aryl, C6-Cl2-aryloxy, C6-Cl2-arylcarbonyl,
C6-€C10- aryl - C1- C4- al kyl oxy or oxo, Wnere aryl in turn may be, §umt bﬂﬂk't ed by
5 hal ogen, Cl-C4-al kyl, am nosul f onyl met hyl mer capt o;

C6-.C10- aryl - C1- C4- al kyl, C5-C8-cycl oal Kyl - C1- C4-al kyl, C5-C8-cycl oal kyl,
C6-LC10- aryl - C2- C6- al kenyl C6- C10-aryl, diphenyl, di phenyl Cl- C4- al kyl ,

I ndanyl, eachg £br S kyI
Cl- C18- al kyl ox?{c 18% (DPE@QIK@HQ é&éw&eﬁhEfriox57p be %Ef!_)&ﬁ‘ut@ ycct?(gll:‘“;IJ gr(')'%%l

06- C10- ar yl - dimea by {a- 64 RW' h@J@g@moCEa y¢+-@16MICHWkW6x¢4-a¢W)Gl-@Q®| i, oxy,
nitr n r

C|6 C(i)o ;?I;II gu on%@’l@iﬁégpﬁr&l ‘@-%%OE%&E% @Q%Kﬁ)ﬁ( %ﬁ‘gﬁ%&g or OCF3,
vvhelr3 e al kyl g@y—qieaadﬂﬁbtﬁl&aﬂ(pldxyigaom ,wher€hrdin tkihrhthbigubﬂﬂ%dﬁd ByF3 or
car bo an or the grou

Het - (%HZ) Qﬁ‘?ﬁe? td‘ €4'aﬁ%Ff"HP°%”|f§HHI M%Y@%%Faﬁ%d or unsaturgt edIo

5- 7- nenber ed CW&BML@-WECCs@%yb%agxiﬂmﬂﬂ@lﬁﬂ @ECL@: socyeﬁatam yigdohy

al kyl ox al kyloxycarbonyl

Cl- C4- al kyl ,
C6- Cloaarg;l @%FQA]C;@J nY'(%ﬁ@icgae&x yirhenycaipdiegy|- a@gﬂﬁ& ipdamyli each oher e
benzo- f used aﬁvﬁichgﬂam shB?tLtleeB PR Bnick! n(gg(&_%alﬂgthgq%ag a%]o% al kyl oxy

or- CF3 and al kyl in net hoxy
phar macol ogi c@sGp- oygioauayl &Q@Ht bytmwylaen-@4eailsmtcarbnn§sla0‘s—§1a-hq,rléhic4-25 30 2.

A d of 1

c1 el kyl A i G SroRUB ey T, dhvgr Rl i or 2, 1
whi gh R1 :N?] nibjdmi;uifonlﬂfi \-CepalkpiorgtapbortyheCd- glid?r?llly&#]fofﬁﬂow Epylﬁ’ﬂﬂl Nﬂslﬂ)é’il TTE 1
to 3,)in |c e ound of 't as clained in
claims 1 to 'Eg L}Yfﬂ?@eq\ ?Fsmﬁﬁf@e%e%?'@'éﬁaygf SHEPSEWF@SH again by

Cl- C9- al kyl 0X@,-O-yioNgcad f la 1

cl ai meg | % g?;g g; aﬂfﬁ;%)@ga | Rgm%%%%yﬁﬁggrﬁgw M(jaﬁ%ﬁoyrl ormie s e

C6- Cl4- aryl oxy whi ch nmay optionally be substituted in the aryl

nmoi ey by hal @,gﬁg r@up H%t-gﬁflz)A R7 with R6 = hydrogen or benzyl, 5 A =
si ngl e bond and | - C1- C4- al kyl which may be substituted by
hal ogen, CF3, W'%ff&ﬁb" gresByanditieia salukgted oy unsatewathd PekynendBered- cycl oal kyl

or  fluorosul §a8yJP¥¥ which may be benzo-fused and substituted by C4-Ca-alkyt,
Ce-Cio-aryl, halogen, 01—C;;—alky!oxy,'C1-C4-alkyloxycarbonyl, Ces-Cro-aryl-
C1-Cs-alkyl, Cs-C1o-aryl-C+-Cy-alkylmercapto or nitro, where benzo-fused aryl
20 may in turn be substituted by halogen, C;-C;-alkyloxy or CFs and alkyl in
arylalkyl by methoxy and CF,

and the pharmacologically suitable salts and acid addition salts thereof.

2. A compound of the formula 1 as claimed in claim 1, in which R' is C4-Cy-alkyl.
25 _
3. A compound of the formula 1 as claimed in claim 1 or 2, in which R is methyl.
4, A compound of the formula 1 as claimed in claims 1 to 3, in which R® is
hydrogen. |
30
5. A compound of the formula 1 as claimed in claims 1 to 4, in which R® is

hydrogen, halogen, C4-Cy-alkyl, C1-Cg-alkyloxy or amino.



Cl-Cl12-al kyl which may be substituted by Cl-C4-al kyl oxy, phenyl, CF3 or 10
phenyl - C1- C4- al kyl oxy; C2-Cl12-al kenyl or the group Het- (CHZ% W t&w]

r 1, and Het = saturated or unsaturakgd 5-7-nenbered hete 8&&@ |ch
may be benzo-fused and substituted by Cl-C4-al kyl or halogen. 15 7. A
compound of the formula | as claimed in clains 1 to 6, in which R4 is
hydr ogen,6. 2- oﬁownpohmdibfﬁhk-fydmula,15asid:1a1hﬁédllrma|h1§ 1 to B) in®hich R3 is

C6- Clo- aryl - al kyl ox I.C |tut d by hal ogen 8.

conpound of t g‘? %lgy\,}htﬁﬁ’@ }/Y'E:Cq? 'Cf‘ m?MORHQ'&ﬂY% R4 is W
-A-W with %subemdfézgiﬂrth@érwmdi by HalggeH, W'.@NRGMRW@ = hydfogen
Cl- C12- al kyl \M’él ch may be substi f ut ed once or tw ce by hal ogen

C2- C18- al kenyIR\ihi bdiagenios benswt i t ut ed once or twice by Cl-C4-al kyI or

G - Ggal kon arb %gi@-aryl Cl- C4-al kyl which may be substltuted by
hal ogen aI k?fﬁ@%b , cyano, C5-C6-cycl oal kyl,

G - C4- al kyI oxR'aF b QlayC o-a0p-CiLBx-alkyl wiith@ay b substituted by halogen, CF3,

C6- Clo- aryl - Cl C4 al k ere ar agaji.n_be sub t uted by hal ogen
or 30 CF3: di}ﬁ%gﬁkﬁ**v%iy’?ﬁb l@gﬂq‘,@{‘%ﬁ ¢h98'®’6‘8ﬁ V’e‘?f (CH2)t, 34 2 0
JUL 2004 wthﬂuOmsufoa lexy;3 and Het = saturated or unsaturated 5-7-nenbered

het erocycl e which na e substltut ed Réehal Eﬂ C - C4-al kyl oxy or
Cl- C4- al kyl oxﬁaa%ﬁgvlwfsc toma heqtuhstitided by CheC +alkwiaky pheayl, QRaiared i n

claigg 1 to 8pHe NR6- A-R7, with R6 = hydrogen, A = -CO and
R7 = G -C18- alpk Pyml ?H n@b{‘{z substltut ed by hal ogen, phenyl, phenoxy, 10

pheny) car bonylczdr‘au@lk@w ar ﬂ}ﬁl gmypéi&idﬁﬂz)r.mthrrﬁ Ploeroand |HetFwa1|unated oe
substftuted b r C18- al ken whi ch may
be substitut e?%ﬁ%{e'c%?hry ; %Qﬁ%wg ﬁﬁﬁ'a%% b= HEEY %U?ed by
hal ogen, G - C8ubbfiyted iph€nyls-alkyt ofhakigeyn) , CF3, OCF3, fl uorosul fonyl,
C - C4- al kyl oxycar bonyl, phenoxy, 15 where aryl in turn may be substituted
by G - C4-al kyl oxy;

15 7. A compound of the formula 1 as claimed in claims 1 to 6, in which R* is

hydrogen, 2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or C¢-Cyg-aryl-C4-C4-
alkyloxy which may be substituted by halogen.

8. A compound of the formula 1 as claimed in claims 1 to 7, in which
20 R* is NR®-A-R’, with
R® = hydrogen or methyl,
A = single bond and

- R’ = hydrogen;
C4-C12-alkyl which may be substituted once or twice by halogen;

25 C2-C1g-alkenyl which may be substituted once or twice by C4-C,-alkyl or
' C+-Cs-akkyloxycarbonyt;
Ce-Cio-aryl-C4-Cy-alky! which may be substituted by halogen, C4-Cg-alkyloxy,
CFs3, cyano, Cs-Ce-cycloalkyl, C4-C4-alkyloxycarbonyl, Ce-C1g-aryl-C4-Cg-alkyl,
Ce-Co-aryl-C1-Cs-alkyloxy, where aryl may again be substituted by halogen or
30 CF3;
Cs-Cg-cycloalkyl-C4-C4-alkyl;
or the group Het-{CHy),-,



C6-Ci 0-aryl - Cl- C4-al kyl where al kyl may be substituted by rret hoxy or CF3
and " aryl by halogen; or the group Het-(CH2)r, with r = %ﬁb/—!e_@ =004
saturated or unsaturated 5-7-nmenbered hg4erocycle 20 Whl ch L
benzo-fused and substituted by G -C4-al kyl, hal ogen, G -C4-alkyl oxy,

hal ephenyl or hal obenzyl nmercapto, where benzo- f used aryl may in turn be
substituted bywiarsder? @TBEmdhlmty satlratedl crounsaturetedl 5-Vhreimbersd a | as

claimed in cl NR6- A- R7 th - R6 = hydrogen,
A = -C02- and r&c&%ﬁ@c@pﬁ\%’b %ﬁi’t@é@! ‘?gc%"la gd‘%/a X¥%Pr phenyl

C6- C10-aryl ; 30+-Co-allmaicetbaait. C4- al kyl which is substituted by

Cl- 4-al kyl, hal ogen CF3 or OCF3, benzyl oxy or phenyl; or the group
Het-(CH2)r-, with r O or I and Het = saturated or unsaturated

5-7- d tuted b
& oo o?%gﬁ?fgfﬁ“%ft”‘*‘f&“‘“[ws%%'%@ai’ e R PN G it 21

claimed in cIaRrrﬁ"i with which R4 is NR6- A—R? with R6 = hydrogen,

A= -S02-and R7ke= Oh yféorryl whi ch may be substitut ed by CF3;
C2- C4- al kenyl Whl ch € substituted by phenyl; C6-Cl0-aryl which may be

substituted byACr GExdnd , haI ogen, Ci -C4-al kyloxy or benzyl; 10

di pheny! - C1- C4zal k b d by h th Het- (CH2) ',
Win s 0 andier GrEhrakudichm &%&ﬁsﬁé‘@ad%ha@e%éﬁé&mén@wi{e Lo

A d of 15 R4
s NR6.AR7. V&B”t“ﬁ‘ G E?"*‘S%‘*C‘*‘*R“ma%w'%" pefotdindyf BAUSE i ch

my b? subst i t¥Hbsttuigd @Vﬂ@th ?R?'PQQ?@&MWNGTCFW@@ C4-al kyl )2 or phenyl
whi ch/may in teg.e,RakHASREN R BY sOAURAER b§'ce-GD- AR nosul fony! ;
Ce-C1g-aryl which may be substituted by halogen, C4-Cg-alkyl, phenyl-
C1-Cs-alkyl, CF3, OCF3, fluorosulfonyl, C4-Cs-alkyloxycarbonyl, phenoxy,
15 where aryl in turn may be substituted by C-C-alkyloxy:
' Ce-C1o-aryl-C4-Cy-alky! where alky! may be substituted by methoxy or CF3 and
aryl by halogen;
or the group Het-(CHy),-,
with r = 0 and Het = saturated or unsaturated 5-7-membered heterocycle
20 which may be benzo-fused and substituted by C4-C;-alkyl, halogen,
C1-Ca-alkyloxy, halophenyl or halobenzyimercapto, where benzo-fused aryl
may in turn be substituted by halogen or methoxy.

-

10. A compound of the formula 1 as claimed in claims 1 to 9, in which

25 R* is NRC-A-R’, with |
R®= hydrogen,
A= -CO.and
R = C4-Cyg-alkyl which is substituted by CF3 or phenyl;
Ce-Cyg-aryl; |

30 Ce-Cao-aryl-C4-C4-alkyl which is substituted by C1-C4—a|kyl halogen CFzor
OCF;3, benzyloxy or phenyl; '
or the group Het-(CHy),-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be benzo-fused and substituted by C4-C4-alkyl or benzyt.



C6-'Ci o-aryl which may be substituted by G -Cé6-al kyl, C1-C6-al kyl oxy,

Cl- C6- al kyl oxycar bonyl, phenoxy, OCF3, benzyl or pyridyl, where al kyl may
agdi n be substituted by Gi-C4-al kyl oxy® bonyl or carboxyl ; 2 0 JUL 2004

C5--C8- cycl oal kyl which may be substituted by hydroxyl, or indanyl; 25 or
thergroup Het-(CH2)r, with r = 0 or 1 and Het = saturated or unsaturated
5-7-nenbered heterocycle which nay be substituted by benzyl. 13. A process

for prepagqng r - Cl.ai i n.clai 1 to 30 12,
whi ch corrm'i seé‘*%@ﬂ?fﬁh%ﬁﬂ@%ﬂ% 8'-3er§‘-? f"-é%zﬁ?.ﬁ? E‘?: 'ﬂd!""ﬂnr@z d 3R54
RS R4 C  O-.RIRRB NIRRAGRGWRh 1 2 3 JUL 2004 reacting hydrazines of the
formula 2 vm'tth@bl q{yoform'c esters of the fornula 3 or other reactive
carboni c ester ‘deri gf in which R, R, R3, R4 and R5 are 5 as defi ned
incla@dm 1 toax2 tgCyidadt he conpounds of the formula 4, which are
acylated with lgﬂos ene, carbonyl dii m dazol e, di phosgene or triphosgene,
cyclized and, RhEr Lubpalkylwhick maohe sulbstiuted by Gfier cheni cal nodification

of the radi C%?C%ﬂ&ﬁwﬁf&h?ﬁay EQBU%E‘]“E@%%%HWWM ion of nitro to am no

radi cal s and subsequent acyl atl on or I'nto the conpounds of the
formula 1. 10 G#Ciraydbwpishrdapbe shbstitotedibyeC CanlioA, diatoekn, €4 2hlkposty t 0 12
for use in a @l@é@fzeutical with an inhibitory effect on hornone-sensitive
| i pase, HSL. 15. onpound of the fornmula 1 as clained in clains 1 to 12

for ude in a diphenyl-Ci-C4-alkyl substituted by halogen;
or the group Het-(CH2),

: ‘] . .
_‘ with r = 0 and Het = saturated or unsaturated 5-7-membered heterocycle.

12. A compound of the formula 1 as claimed in claims 1 to 11, in which
15 R*is NR®-A-R’, with
R® = hydrb_gen, :
A= -CO-NH-and
R = C1-C1o-alkyl which may be substituted by C;-C.-alkyloxycarbonyl,
N(C1-Cs-alkyl), or phenyl which may in turn be substituted by halogen or
20 aminosulfonyt;
Ce-Cao-aryl which may be substituted by C4-Cg-alkyl, C1-Cs-alkyloxy,
C1-Ce-alkyloxycarbonyl, phenoxy, OCF3, benzyl or pyridyl, where alkyl may
again be substituted by C4-C4-alkyloxycarbony! or carboxyl;
Cs-Cs-cycloalky! which may be substituted by hydroxyl, or indanyi;
25 or the group Het-(CHy),-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be substituted by benzyl.
13. A process for preparing compounds of the formula 1 as cIai;ned in claims 1 to
30 12, which comprises



15-phar naceutical for treating non-insulin-dependent diabetes mellitu

di abetic syndrone. 16. A pharmaceutical for treating non- i ngtasi n- (rj‘?gg
di abetes nellitus or diabetic syndrorges conprising at | east
the formula 1 as 20 clainmed in clains to 12.
; R5 ns
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14,

15.

16.

i

reacting hydrazines of the formula 2 with chloroformic esters of the formula 3
or other reactive carbonic ester derivatives in which R!, R2, R® R*and R°® are
as defined in claims 1 to 12 to give the compounds of the formula 4, which are
acylated with phosgene, carbonyldiimidazole, diphosgene or triphosgene,
cyclized and, where appropriate, converiedby further chemical modification of
the radicals R?-R® such as, for example, by reduction of nitro to amino radicals
and subsequent acylation or alkylation into the compounds of the formula 1.

A compound of the formula 1 as claimed in claims 1 tb 12 foruse ina
pharmaceutical with an inhibitory effect on hormone-sensitive lipase, HSL.

A compound of the formula 1 as claimed in claims 1 to 12 foruse in a
pharmaceutical for treating non-insulin-dependent diabetes mellitus or diabetic
syndrome.:

A pharmaceutical for treating non-insulin-dependent diabetes mellitus or
diabetic syndrome comprising at least one compound of the formula 1 as

claimed in claims 1 to 12.

s or
endent
und of





