Titl e: SUBSTI TUTED 3- PHENYL-5- ALKOXI -1, 3, 4- OXDlI AZOL- 2- ONES AND THEI R USE AS
LI PASE | NHI Bl TORS Abstract: The invention relates to substituted 3
. phenyl - 5- al koxi - 1, 3, 4- oxdi azol - 2-ones of forrmula (1) and their

physi ol ogi cally conpatible salts and optical isomers, R err] SeEn Fgt
Cerr]-Cerr] rr]-Clerr]-cycloal kyl, both of which can be
optional ly suf)\é’pyéﬂggaﬁ and Rlerr] and R err] neaning, PETAEROGAEIRA y of
each other, hydrogen, C(ferr]-Clerr][err]-aryl, Clerr]-(err] cycloalkyl,
Cerr]-Cerr] [Eﬂés}:rl?l‘dﬂ oxi net hyl , O benzyl, OC[err] C[err] [err] -aryI ,;
OC[err]-C[err]-cyc oal kyl , OC[err] {derr]-al kyl,
Serr]-NHer err aIkI

SO err] NH (2, 2, tB;H’ttEwusdAhK@XWscr OXDIAZOL-2-ONES AND
Sqerr]- NHC[EWEFRQBSEA@HW@EKN IBﬁ%ﬁ?r] N(C[err]-Clerr]-alkyl)[err] or
COX, X representing O (Cerr]- |1 NH-Clerr]-Clerr]-al kyl .
NHCerr]- C[%err] cycloal Kyl or N(C[err] Cerr]-alkyl): on the condition
that the subst iTheemveniRirerelatesntb RjubstifutetarB-ieonyhsalkiddy, @nrdxela%bty-

substi tuted a”%nb?%lcthhf'a)‘/e% iRk |t%ﬁ%@cpé{ﬂ cﬂ' ﬁ-ﬁ %?lﬁ@g%?‘; The

invention also relates to a net produci
3- phenyt - 5-al koxi -1, 3, 4-oxdi a- zol -2-ones. The conpounds present an
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Ce rtain - 5-phenoxy-1,3,4-oxdiazol-2-ones having an ortho-substituted

15 phenyl ring as substituent have endoparasiticidal action (EP-A 0 419 918).

the

It is an object of the present invention to provide compounds having an
inhibitory effect on the hormone-sensitive lipase HSL.

20 This object was achieved with the substituted 3-phenyl-5-alkoxy-1,3,4-
~oxdiazol-2-ones of the formula 1,

25 in which .

R1 is Cq1-Cg-alkyl or Csz-Cg-cycloalkyl, where both groups are
unsubstituted or mono- or polysubstituted by 0O-C1-Cy-alkyl,
S-C1-Cy-alkyl, N(C1-Cga-alkyl)2 and/or phenyl which for its part may
be mono- or polysubstituted by halogen, C1-Cy-alkyl, 0-C1-Cyg-alkyl,

30 nitro, CF3, and .

th"’and R3 independently of one another are hydrogen, Cg-Cqg-aryl,
Ca-Cg-cycloalkyl, optionally C1-Cy-atkyl-substituted Cs-C10-
aryloxymethyl, 0O-C3-Cg-cycloalkyl, O-Cg-Cyg-aryl or O-benzyl,



WD 01/17981 Descri ption PCT/EP0O0/ 08150 SUBSTI TUTED

3- PHENYL- 5- ALKOXY- 1|,03, 4- OXDI AZOL- 2- ONES AND  THEI R USE AS LI PASE | NHI Bl TORS

.5 The invention relates to substituted 3-phenyl-5-al koxy-3, 3, 4- oxdi azol - 2-
ones which have an inhibitory effect on the hornone-sensiti ve #Et'ﬁpgﬁ? HSL.

Certain 5-al koxy-1, 3, 4- oxdi azol - 2-ones haing an ortho-substTtuted phenyl

10 ring as substituent or having fused-on five- or six-nenbered rings have

anthel mi ntic (DE-A 3BS#hstiuey opfpno- phrelyaubstitited bichaloger, KEF yorX61-C3- 877,

EP-B 0 048 040, .ER:BlI§,0BT4CGdnlkyCunicN B .aoﬁaeapwg&uﬁsﬂﬁnea%ﬂéﬂﬁn%: ones

havi ng an ortho-subg i_éﬁ)t_ 1& Oi%dﬁhen%b rrlgl%. as sui tituent bh ve

endopar asi ti ci dal act 6 % b ﬁ‘i’Q %) amine foé PRkjfad% bgf MeRe- pF esent

i nvention to provi deolysupsiitiied hayi _ngpaﬁmralkyf[m bi drer yps_mi.glgt.vcmwd‘.?ﬁw,

hor none-sensi tive | yRagstitlekd & tute) ScREREY the

substituted 3-phenyl ﬁg abltlgxy- 1p3%5ﬁ_8x€3;|3a%ﬁ%0%€5 I%ﬁz’t LS 1 gb&ﬁﬁ 1, R1

0 1 25 in which Rl %2648 E@%@Y*P@?”@B@Lcycl oaPgtNH-fizeCe cydodikgy oups

are . unsubstituted onsubmstititedor pRinps ubpblysulisttlitdy bPCTle Langl, ié‘h‘éﬂSOg- be

S-Cl-C4-al kyl, N(C1 ki r phenyl which for its’part m :
nono- or pol ysubsti P&E 6bk'i\'iyk)?%)o%rl %ﬂéé& Cl-C4-al kyl, O Cl-C4-alkyl, 30 nitro,

CF3, and. R2 and R3WhAtReRenddntQ-Eidic-alig, bibCis-alky, NKdEoGerycioak@la- ar y!
C3- C8- cycl gal kyl , opt N@mACKIK Gncpl Kyl - substituted C6-ClO- aryl oxynet hyl,

= ! i d
O C3- C8-cycl oal kyl , o Closar | or, Openzyl, 2 3t EB ' 04 unsubstitute
or mono- or pol ysub@&? ?@é‘“@? YoglsR, %F@xfﬂ"dtﬁﬂ @peridine,  gyorshadine,
O CV- 06- al kyl whi chthiemanpholino oor nxhbgrarjget whishedndy bé Uﬂﬁsd&%it_uf@{ Q;{E);r yl
. : o it _ Op GF Vapast it U

G Sharkyl are sttt & LU L ReBiortiodl CO LR
N( C1- C6- al kyl ) 2, aréo%a- peh LOE-B11etplkne SRR Gi-Berallnt ar 809iG6-C1o-
S02- NH C3- 88- cycl oahdgyl , ) .

with the proviso that R and R” are not simultaneously hydrogen,

and their physiologically acceptable salts and optical isomers.

The aryl radicals mentioned can be unsubstituited or mono- or
20 polysubstituted by C1-Cy-alkyl, C1-C4-alkoxy, halogen, triflucromethyl. The
cycloalkyl radicals mentioned can be unsubstituted or mono- or
polysubstituted by Cq-C4-alkyl, and the alky! radicals mentioned can be
substituted by hydroxyl, di-C1-C4-alkylamino and fluorine. Halogen denotes
fluorine, chlorine, bromine, preferably fluorine and chlorine.
25
Preference is given to substituted 3-phenyl-5-alkoxy-1,3,4-oxdiazol-2-ones
of the formula 1, in which one of the radicals R“ or R” is hydrogen.

Particular preference is given to substituted 3-phenyl-5—alkoxy—1,3,4—
30 o>§diazol-2-onesof the formula 1, in which
R is C1-Cg-alkyl which may be unsubstituted or substituted by phenyil.

Particular preference is furthermore given to substituted 3-phenyi-5-alkoxy-
1,3,4-oxdiazol-2-ones of the formula 1, in which

35 R2 and R3 independently of one another are hydrogen, Cg-C1g-aryl,

C3-Cg-cy_cloalkyl, unsubstituted or C4-Cy-alkyl-substituted Cg-C1o-

aryloxymethyl, O-Cs-Cg-cycloalkyl, O-Ce-Cig-aryl or O-benzyl,

unsubstituted or mono- or polysubstituted by C1-C4-alkyl or halogen,



unsubstituted or nono- or polysubstituted by Cl-C4-al kyl, are 502-
N( Cg- C6-al kyl )2 or COX, where X is O Cl-C6-al kyl, NH C-C6-al kyl, -
- NH C3- @B-cycl oal kyl 10 or N(CL-C6-al kyl)2, and N(Cl-C6-al kyl)2 may al so be
pyrrolidino, piperidino, norpholino, thionorpholino or pi peQ%EQWWM| ch
may be unsubstituted or substituted by G3-CA-alkyl, benzyl, -Cl0-aryl,
CO Cl- GA-al kyl, CO C6-Cloaryl, CO O Cl-C4-al kyl, S02-Cl-C4-al kyl or
S02- C6- C10- 15 aryl O-vitthe-elidl whishiis monnaer polysubstitagedabye flumrines Cgel jganeous| y
hydrogen, and Ithei rar{]_hy;;i Qhﬂﬁﬂ,cgdhbye @telt ?tﬁlt gasg%h?mndd b%?trhgﬁl | goners.
The aryl radicals nmentio unsu - -2
pol ysu%st'i tuted by’ ﬁo-yé%fggtfqﬂ@?bkﬁjtﬁ*ﬁ K'o@? Sa-Y5eh1-Ceralkylusptionalliiy| . The
cycl oal kyl radi cal s subslititeded dgn bN(Em—ﬂdl@;?k*i)th S_cbrglr nw(ﬁzt-Ng{_(eg,zlgésﬁ e
ol ysubstituyted by GluLds ; ] | gl L adi %éi
gub)s/t I tut edlsi)y hydrcq)%t{/&e Mﬁ@fﬂ&@p—gy(%}/%g% nﬁ Céngsfﬁg]S?’ﬁkK”‘:S_”Hﬁ{'}U n®¥enot es
fluorine, chlorine, ‘Yroshul R Qe 1yCe-rlish2 o6 CahbI(CmCaralkg)z, 26d
Preference is given N(Cﬁld%lkyr;yhfﬁ@ §fs§f1ﬁé‘d)bipe5rd‘ ﬁ\lbk(},)(d—po %’;Iﬁ]l&bﬁygjr%%hé 2- ones
of the fornula 1, i ' . adi cal. !%t% )
Particul ar prefer eng’eh\{\%Hsgégﬁ @%ﬁn?@s@ﬂ&c{ ?‘[ﬂ'ﬁ’éh&'? ﬁ?‘l -45@lEY|koxy_- 1,3, 4- 30
oxdi azol -2-ones of the formula 1, in which Rl ||s Cl-CG]:aI kyl which may be
unsubst it utigd oferyRsfiddiat Sidfdnd RS0 diAdH tf BlktinRtb &L s,
furthernore gi vpgrzt od%t%gi_%?t@utsggt%{gﬁ&g 1@%{ acf_lgoxy- % ;é. oxdi a@é‘r’@z- ones
of the formula "% 008 imepRARent | y of one another are
hydr ogen, C6-CR- ar 8 hydr@secac@y@mawkyo:cwﬁswb%%mmmm%d olr 01-C4-
Cl- CA-al kyl - substi t gikgHsPstifetOd & Wﬁgl ey, CoerZ9r G¥ chal Ky!
O C6- C10- gryl or Obtkg7h§/.l, ! uns%t!‘%te or r¥0nq- o@pg%ysu %#gtaﬂ‘hyéd by
Cl- C4-al kyl or halo g‘l‘ﬁ I8 mgne- 96 §alysubstitted by fitprge onaming, vdenesoiner
pol ysubsti flited by fdruits ipaet ney- ﬁ‘éOmI(ci)liaoyloicc;:rlolwmbstitutedhbge(e;m4n@kyi, figr its
art may be nono- o0p.cRS ut y *C1l:C4-all _
S02- Nt C1- C6. al kyl , boé??joén_éléfﬁa[%ubvgt F‘F ut 8d T’%@%%‘? o S, 8fe
S02-NH(2,2,6,6 5 tBP aﬁﬁ%ﬁflﬁglﬁ%bﬁé?(1o¢4ra&wyﬁyd S02- NH- C3- Ca- cycl oal kyl , o
substituted by R'Cl- BAhpdrogén, %&%N{@Cﬁﬁy&b&&kﬂ lzt.)@’;s-@é)cmig%ﬁ(ﬁ%ﬁl)ky ) 2,
and  N(Q - C5-al kyl )8)-68%1%1% \Rﬁclﬁ?fsp&{s'ug's{i}ﬁtedn&rrﬁor?o-l or}opo?ysugstl?tute%zby
20 C1-C4-alkkyl or halogen, is 0-C4-Cg-alkyl which is mono- or
polysubstituted by fluorine, is SO2-NH-C4-Cg-alkyl, unsubstituted or
substituted by N(C1-Cg-alkyl)2, is S0O2-NH-(2,2,6,6-
tetramethylpiperidin-4-yl), S02-NH-C3-Cg-cycloalkyl, mono- or
. polysubstituted by Cq-Cs-alkyl, is S502-N(C1-Cg-alkyl)2 or
25 CO-N(C1-Cg-alkyl)2, and
N(C1-Cg-alkyl)2 is also piperidino, morpholino or piperazino, which
may be unsubstituted or substituted by C1-Cs-alkyl.

Very particular preference is given to substituted 3-phenyl-5-alkoxy-1,3,4-
30  oxdiazol-2-ones of the formula 1, in which
R1 is methyl, ethyl, butyl, isoprdpyl or benzyl and
R2 is hydrogen, trifluoromethoxy, trifluorobutoxy, 3,3,5,5-
tetramethyicyclohexyloxy, benzyloxy, phenoxy, phenyl, 2-
diethylaminoethyloxy or 3-methylphenoxymethyl, and
3% R is hydrogen, trifluoromethoxy, 3,3,5,5—tetramethy‘lcyclohexyloxy,
phenoxy, 4-chlorophenoxy, cyclohexyl, phenyl, morpholinosulfonyl,
3,3,5-trimethylcyclohexylaminosulfonyi, 2,2,6,6-tetramethyipiperidin-
4-yl-aminosuifonyl, 2-(diisopropylaminoethyl)aminosulfonyl,  4-



whi ch can be unsubstituted or substituted by Cl-C4-al kyl. 10 Very
~particular preference is also given to substituted 3-phenyl-5-al koxy-

. 1,3, 4- oxdi azol - 2-ones of the fornula 1, in which R2 is hydrogen,
Co-ClOGaryl, OC6-Co-aryl, .unsubstituted or C9-C4 15 20 al kyé-@sb@bg tuted
C6- C o-aryl oxynet hyl, O benzyl, is O Cl-Gp-al kyl which is noho-""o

pol ysubstituted by fluorine or am no, where amno for its part nmay be.
nmono- or pol ysubst i toetbpiperalin-C4d-aliforlyl, 3,3-dif@9ippRridinocamokyl omdisch is
unsubstituted ar NORFhiGHH h&?gxgﬁsnubsti_tut ed by Ct-C4-alkyl, and i's hydrogen,
C6-d o-aryl, C3-Cg-cycl anky , O C3-C8-cycloalkyl or O C6-ClOaryl which
is unsubstituted or nono- or polysubstituted by Cl-C4-al kyl or halogen, is
go gll-\l &62:1 al Igél_ }/Zﬁlfl‘parﬁcumnprgferencmmf m@aﬁ@:‘fbﬁii@éh wsﬁa!(:%m%gea-f;iﬂéw.g- _

- - a . ubisi: it bt r . - Co6- al ky , 1S
S02-NH-( 2, 2, 6, -glt ter’g’%% f???jgg"?‘.eg%ﬁﬁﬁ‘“'gégg‘m‘%s C8- cycl oal kyl ; nono-
or pol ysubsti 33% ed '%V'ggﬁy-l'@i-ﬂ:l bty ispgroggbanepzyl@mdal kyl )2 or 25
ol per 821 no, b Ch gar e bt L B o Subar: T el yeORERARY 7 Ve
pi per azi no, ic Lty or substituted by -C4-"al Kyl . Very
particul ar pref genggxuz‘gg’awﬁe‘ﬂ’%?}8"%ﬂﬁu tuted 3-phenyl -5-al koxy-1, 3,4- 30
- oxdi azol - 2- oneRof Fhehydpgemn.a tiflugramathaxy, R3,3,55etramethyleytighexylosyy| ,_

i sopropyl do benzyl phBRoxy? Reyicfoh r OGfHanyit ' |ﬁ,f)@g5m%m}8w, or %3 5.
oxy, benzyl oxy, p

trifluorobutoxy, 3,3,5.5- tetramethylcyclohexy gnoxy,
phenyl, 2- diethyla rﬂ%@l"ﬁ&‘lﬁgwyfﬁ‘"'ég?‘f'éﬁ’ﬁwrphenoxyrret hyl, and 35 R3 is
hydr ogen, trifluoronethoxy, 3,3,5,5-tetranethyl cycl ohexyl oxy, phenoxy,
4- chi or ophenoxyrheC ¥6mpBENE of RRE NtmuldCl PRRbIdIRS 4b | RBY hvent |
3,3,5-trimethyl cycl oigg vyl 651 nosu fcg%l 2,2, 06, -#et@gfrbtvﬁ%o& hg}'?cﬁrh-
4-yI - ami nosul f AP ?‘%‘dp IBEYY o BUEnPR SBEHPIARCrEsItve nifase4 HBL3 #vEB 2004
net hyl pi peflfzi miigsteric sahzyomg | in Fdipatiytest hyhich pisr iishibitezhr o npbuliy  hd-
di chi or ophenox yespon¥le/ fddahé dell-RkteH 8f BENMF Rt | °
substituted 3- %tra?r}yl -5- 5 f’il k{)g% ]bef 4- ?xfaz% cgll%ﬁi%hﬁ#r’ﬁaﬁgélg%ﬁﬁ?% 1, in
whi oh at’components into the bldodstream. Thus, an inhibition of this enzyme :
corresponds to an insulin-like effect of the compounds according to the
invention which in the end results in a reduction of free fatty acids in the
20  blood and of blood sugar. Accordingly, they can be used for metabolic
disorders such as, for example, for non-insulin-dependent diabetes
mellitus, for diabetic syndrome and in cases where the pancreas is
damaged directly. ' |

25  The compounds of the formula 1 according to the invention
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Rl is methyl, ethyl, butyl, isopropyl or benzyl and 2 R is hydrogen,
trifIuoron%thoxy,y3,3,5,5-tetranethy|cyclohexyloxy, benzyl oxy or phenoxy
.and R3 is hydrogen, trifluoronethoxy, 3,3,5,5-tetranethylcycl ohexyl oxy, 10

henoxy, cycl ohexyl, phenyl, norpholinosul fonyl or 3,3, 5-
Itori net Kyl czcl ohele am nosul fonyl . The con‘gounds of the forml & FERYr di ng
i

to the invention have an unexpected inhibitory effect on the

hor mone- sensi t i ¥gn bé PasRrihy dﬁa%rérﬁr@&tle?ﬁ ﬁ{;'n?ﬁﬁ&'%g’egrad{‘?gc%oocyt es whi ch

of fats in fat

hibited b nsyulin, a
ICZI :2 iamld thusyFéf XREP} er;kﬂgf%@ p heswhomdioxy- T hd-oxdisgob?-vods t ofeam
Thus, an i nhi bi thedamatiatihcan lwp;epared:by rmm@ﬂydﬂamné@ of ﬂfélfdnguld i‘ﬁiutﬁfsf :a(r:]t )
of the compoundgniafsitié S8teho of B BT 33,& ol ERBORE adiy Sater
reduction of frge Eaztt% cl (rkﬂ | fined (Ritoves tof
Accor di ngly, ey r\‘ taﬂﬂﬂl Qﬂﬁ’s’#’rd@@ LRboves  tof give
exanpl e, for nommmddsndeﬂmdhnhuldl apejgish &Rl Iééwgﬁeﬂ g{;t{]dl ggé%e
syndrome and in,
compounds of t *?éﬁﬁdm%f%%%@rdﬁﬁﬁ%%ﬁé?ﬂi YRR ghva e qeribewds of Ry R
4 R3B5 R R H R fermulgil. [Sinrg mcgem@r@ acisme |21@mtedamtlmsemeapmm ity
di fferent routeecosimandedt tvodddkbasy Beth 8- pyridine, triethylamine, aqueous
10  sodium hydroxide solution or alkali metal carbonates to accelerate the
reaction. The reactions can be carried out in wide temperature ranges. In
general, it has been found to be advantageous to carry out the reactions at
from 0°C to the boiling point of the solvent used. Suitable solvents are, for
| example, methylene chioride, THF, DMF, toluene, ethyl acetate, n-heptane,
15  dioxane, diethylether.

The hydrazines of the formula 2 are commercially available or can be
prepared by known methods, for example by diazotization of the
corresponding anilines

R3 X hydrazine hydrate ~ R3 N\
NH,

R2 R2
8 2

20

with subsequent reduction or by nucleophilic substitution of appropriately

substituted phenyl derivatives 6 (X= F, CI, Br, |, 0OS02CF3) with hydrazine

- 26 hydrate. Such suitable phenyl derivatives can be nitro-substituted

halogenated benzenes, preferably fluoro- and chloronitrobenzenes, from

which, at a suitable point in the synthesis path, the compounds according

to the invention can be prepared by reduction and reaction with acylating or

alkylating agents, such as, for example, acid chlorides, anhydrides,

30 isocyanates, chloroformic esters, sulfonyl chlorides or alkyl halides and
arylalkyl halides.

The activity of the compounds of the formula 1 according to the invention

“was examined using the following enzyme test system:
35



le, the substituted 3-phenyl-5-al koxy-1, 3, 4- oxdi azol - 2-ones of
'lt:ﬁtra ?é?xla 1 can be prepared bs reacting hydrazines of the formula 2 with
- chlorofornmic esters of the formula 3 or other reactive carbonic acid ester
5 derivatives, in which R, Rand R are as defined above, to IE\éGZBG&
conmpounds of the fornmula 4 which are acyl ?_t ed wi th phosgene,
car bonyl dii m dazol e or di phosgene and cyclized to give the conpounds of

the fornula 1. Bhmmeeprepgeational aci ds are liberated in these reactions, i
is recomended to add bases such as.pyridine, triethylam ne, aqueous. 10
sodi um hydroxi de solytion or alkali netal carbonates to accelerate the

reacti on. The react idi¢Pacatienpé thepartially muified iSli:de t enperature ranges. In

general, it hasisbisted fratirfet Eden@earédwgtgfrwﬁ%ﬁms t i&%ﬁrﬁéﬂag@ 2@?9,‘% ﬁft?rg%;fgs at -
;(r);)m g)?aﬁrgl é?engﬁh%ﬁ%%e%?&aﬁ%emﬁi m?sblgfp_gﬁefo gepesacfeatreent
n- hept ane, 15 ¥EXURG, to dublishadoprasesseshe. gy 8r Nilssoasetoal. t Asall Gicohesm. 2 ar e
commer ci al |y avess, a9k, 980 Sa071T5. Froamesned by, malenERl 'ggﬁgfegé]@@pgﬁg”pR'BGHby
o oL or, ke, T ORRSRLAE, P A heg R\ 5 Bt et o
appropriately %QBsi? rats earepmashed dbreev titmeseby lotationF withl 50 Bil, ehch @PO2CF3)
wi th hydrazite Bimogstiaiton Bufidh @6 HKGHOICPH! 79010 YRNVEREAD Phm
TSty TR ST, RS gBls LT of il
path, the conpdRfifstatidesddinally takent i in A0 enltof dwoneaenization dudfee dTHy fat
reduction and resst ipe WohlbgeRizkdt iimg aorTeﬂ%hJﬁH-lﬁ?%s'sn%o%ﬂfngnﬁe Sx@%@gt e]; gr
exanpl e, acid _CI\ZI Ig{jl deera, anhy. rro?(des’t &?go' socyaqja o rﬁ' d@é’go ] atetisvity of
sul fonyl chl or i'des oY R 11V RdoKER &t 1980 B, PRl A Ch e deamogarnizate tis vi t y
the conpourd@s dfentrifeged(Snrvall SM24 daivati, 500 eprht0 Mi,1C).OThe M&tEors ¥aiey ned
using the foll GtRee®tRYNBvdrigilg MRt &ffer 3 the pellet is removed and the
centrifugation is repeated. The bottom layer resulting from this is
- centrifuged again (Sorvall SM24 tubes, 20,000 Pm, .45 min, 4°C). The
bottom layer is removed and treated with 19 of heparin-Sepharose
20 (Pharmacia Biotech, CL-6B, washed 5 x with 25 mM tris/HCI, pH 7.4,
150 mM NaCl). After incubation for 60 min at 4°C (shake at intervals of
15 min), the batch is centrifuged (Sorvall SM24 tubes, 3000 rpm, 10 min,
4°C). The supernatant is brought to pH 5.2 by addition of glacial acetic acid
and incubated at 4°C for 30 min. The precipitates are collected by
25  centrifugation (Sorvall SS34, 12,000 rpm, 10 min, 4°C) and suspended in
' 2.5 mt of 20 mM tris/HCI, pH 7.0, 1 mM EDTA, 65 mM NaCl, 13% sucrose,
1mM DTT, 10 pg/imi of leupeptin/pepstatin/antipain. The suspension is
dialyzed overnight at 4°C against 256 mM tris/HCI, pH 7.4, 50% glycerol,
1mM DTT, 10 pg/ml of leupeptin, pepstatin, antipain and then applied to a
30  hydroxylapatite column (0.1 g per 1 ml of suspension, equilibrated with
10 mM potassium phosphate, pH 7.0, 30% glycerol, 1 mM DTT). The
column is washed with four volumes of equilibration buffer at a flow rate of
20 to 30 ml‘h. The HSL is eluted with a volume of equilibration buffer which
contains 0.5 M potassium phosphate, then dialyzed (see above) and
35  concentrated 5 to 10 times by ultrafiltration {(Amicon Diaflo PM 10 filter) at
4°C. The partially purified HSL can be stored at -70°C for 4 to 6 weeks.

Assay:



Enzyme preparation: 3 FEB 2004 Preparation of the partially purified HSL:

| solated rat fat cells are obtained fromepididymal fatty tissue from 5
.untreated nale rats (Wstar, 220-250 g) by coll agenase treatnment according
to published processes (e.g. S. Nilsson et al., Anal. Biochem 158, 1986,
399: 407; G Fredrikson et al., J. Biol. £hem 256, 1981, 6331FEB@¥20; H
Tornquist et al., J. Biol. Chem 251, 1976, 813 - 819). 'The fat cells

1;1 rom 10 T a’:_s arfeonvthe hedparhatiere of :th/ESHuCMrafté,O%@gb Qfgii%gt[i!ﬂiﬁﬁbl%y@?%fop i 1EDT A
onpgeni-zati on ris/l : sucrose, ,
1 MMDTT 10 pgtP’r';'IBB%*. f?g%"nb’["u h,°§i'6'"lﬂ5’Ffﬂ|d"o?1°£ﬁW[9§§ﬁeFﬁl AP RHmgr of
pepstatin) and Hhoﬁﬁh‘P'SPldsa&hﬁsM}ﬁﬁﬂwchdinﬂlpfmphatidyﬁamimaﬁi10wfv) akelfibesd, The
fat cells are driedugeniNsemd th L i i-Z@&\ -
Mel sungen) gy P rlg?k'\E at ! eﬁlég%fn %ﬁdmﬁgﬁgﬁhgqﬁgg;@z?{@@gﬁg
centrifuged (Sére\?%? ﬁ@sﬂ?ﬁ: "8%8 r§5Eng b2 x 1 men) at aAanipdntenval). ayer
bet ween the ové¥iejiadgitioataf 1 mhikBr anchitestheltebhietiréatmentn@ve 80 aad chliee
centrifugation gtgor T. i r i s |.S
cent i fuged agaﬁt3‘.’4?5?@%?@*5%%5"?’3?22@?@‘?@5@E%’ng‘&*’%(ﬁrﬁaﬁ&%ﬁmm
bottom | ayer i §f? ovalvesral & /aaMidFof the reagtien, Hithilr ofnsubspriater selatian
I(\ggia; maz} a Bi owee pipe@ed Gito 16891 ed Hsvsmétdﬂ (mL%géﬁea/déqbc?v%!"d?utéd in 1.50) mv

. i ake-—a S§n0 mn),
t he batch ?2 cgg??ﬁ_ﬁggdﬁ?gbcg\%mmsﬁw'ta@, 6360 'dr%)ﬁ]eé%%’ 210#,9”";:11 . The
super natant i s PEPEGHR: 1¢ Yol of leupsptiay @ndiineuhatedybb 8730 forcd0 iminadifidr and
i nc;JbQ]E ed at 4@déiition P 3rn'51rgi Ehmeﬂfaf?ngilﬂilbﬁl‘&mlﬁé;ﬁaﬁé’ o%&?ggné%f%%ds .,
centrifugationg S34 .4 . an spended.in 2.
o of 200 tr L PrPKeeS7 i iPedPaci Torift B e PatenB b Hied ana '
DTT, 10 pg/m 8nallyetgniriupad (8¢0xga 20 nninhtAfteainhasd Isepartasipenene® aquivaledit al yzed
overni ght &% 46f u trhl o : DTT, 10
pg/ m gf Ieupeﬁ&j:g’l; c;%%@%{fé%gg@ Eger? ﬁ'ﬁé’d?’}ﬁgﬂﬁgﬁiﬁwﬁe?gﬂe&mﬁdw

umm (0.

hydr oxyl apatite’co . of suspension, equilibrated with 10

mM pot assi um phosphate, pH 7.0, 30%glycerol, 1 mMDIT). The columm is

washed wi th foanaweistmes of equilibration buffer at a flowrate of 20 to

30 mM/h. The i uted with a.vo]u of ui.l i bration buffer which

contains 0.5 :ﬁngg%tggg‘%%rﬂr%h% PRy {eﬁ‘g% il a'gg"zé'ad?%eﬁ'ée%&%f)he&ndﬂ%

concent r at &9 5

Assay: 7 value is calculated by means of an inhibition curve using at least
10 concentrations of the test substance. For the analysis of the data, the
software package GRAPHIT, Elsevier-BIOSOFT is used. '

25

In this test, the compounds had the following activity:

btk ©of rthe dnzymiatic sddtivity aifi the HBhi bpra Bbstf subsPMcOis il ter) -
at  4C. The padeteahinedmby bhmparisdRlwita ardenifhBItEd! cBhtrolRachidH. thd fo b, Weeks.



3-FEa 2004 For the preparation of the substrate,
t ol uene),
) 0.6 ng of
(phosphati dyl chol i ne/ phosphat i dyi i nosi t ol
N2 and then taken up in 2 ml of 0.1 M KPi

| 3H tri ol eoyl g
.trioleoylglyce

treatnent (Bra

| ycer ol
r ol and .

(in

nson 250, mcrotip,

25-50
6.8 . . pMdl . of
phosphol i pi ds

3:1 wv) are

g(pH 7.0) by uItrasonlc
settlng 1-2, 2 x 1 mn at a
and fresh ultrasonic treatnent (4 x

interval). After addition of 1 ni KPi
30 sec on ice Z% 30 %gf Irnter L or Z0% BSA (1
(final concentlr &tSBRCUNG EXample I tycer ofC80 {d For|’

pl of substrat
prepared as a

e solutlon8 are pipetted into

0 pl .of

0. 02% BSA, ' 20
37C for 30 mn.
(10:9:7) and o

ve, diluted in 10 20 nM KPi ,
pg/ m of13pepstat|n 10 pgln1 of | eupept
Aft er addition of13 25 m of nethanaol/
f 1.05 ni q10f 0.1 M K20CB,

0. 4gM boric agid (pH 10.5),

batch is well
separation, on

radi oactivity
Subst ances ar €

i nhi bition of
determ ned by

val ue is cal cy
concentration

sof t ware packa
conpounds had
106 1110 1210.

ge GRAPHI Jg El seviery
thefollowng-a

ct LA\

\I'

o] thnnund annnl

1310 14501%52 162 172 18<1 2
18 <1
19 5
33 4
34 3
35 3
36 2
37 3
38 <1
39 60

pC of
. unl abel ed.

F‘éb;am over

mn

m xed,

n KPi) is added -
‘the reaction, 100
HSL sol ution (HSL.

/.0, 1 oM EDTA 1 nM DIT,

in) and incubated at
chl or of or Ml hept ane
t he

r-cet—anrt—H-ral-yr—eenrt+Huged(800xg—29 nin). After phase
e eqU|vaIdBt 15 of the upper pﬂnse (1 nl) is taken and the
rsdetermed byt yurd-scintitHatton—rgasur enent . Anal ysi s:
customarilBy tested |{n four irdependent Ratches. The 20
the enzyngiic activify of the HSL by a tgst substance is
conpari son®wi th an uhi nhi bited®&ontrol rgaction. The IC50

| at ed by ans of anfinhibitiog curve usiing at |east 10

of the teSt substance. For th& analysisijof the data, the

Bl OSOFT ig§ used. 25(In this test, the

e No.1C50 (pM 815

The examples below illustrate the preparation methods in more detall

without limiting them.



195 334 343 353 362 373 38<1 3960 3 FES 20% The exanples below illustrate

the preparation-nmethods in nore detail wthout limting them 9 Exanples:

. 3 FEB 2004 Exanple 1. 4-Fl uorobenzenesul fonic acid norpholide
(internmediate) 5 20 g of norpholine were added dropwi se to a g Em

cooled with ice, of 19.5 g of 4-fluorobegzenesul fonyl chlori de oOm

of toluene, and the mxture was heated under reflux for 1 hour. After

cool ing, the m&tampglesms concentrated under reduced pressure, the residue

was stirred with water. and the precipitate was filtered off with suction,

washed wi th wat r|d .10 recrystallized fromisopropanol. Yield: 16.9 g

m p.: 140*C Exaé’fﬁ'@ 9:1: 4. Hydr azi noben. zenesul foni ¢ aci d norphol i de

(i nt er nedi at e) 4L-Eldfnr@)evkei4eédlfaﬁfc<§bﬁﬂ lgﬁﬁﬂbé ﬁﬂeﬁné&ihté nor phol i de were

di ssol ved i g

hydr azi ne hydr atdﬂral i Y rﬁhﬁﬁtewg éc!ea%\ﬂa rgﬂ\ggtegla %?é':{%ﬁ‘ éof’!‘?% ‘fi'“ﬁ&ﬁ?ﬁ Sfafter

cooling to room% éﬁp‘éfr é‘tﬂHP@benlwqwﬁ@MMQﬂdevxm‘HJ(hmH@tﬂ tolnene,handrithie ur e was

stirred at roomixireReIAhatSd uﬁ&éﬁfeﬂ]@x*&ﬁlﬂ ﬁouﬁr hﬁe?%é!ﬁ‘n W?r]% ifn'xiéﬁngr Qs Off

with suction a romis

164*C The fol | o'%"ﬁ@ﬁ’“’ éﬁﬁ@%@ JHPERYe g ’QEﬁF?Ma%ﬁWF%’r W'fbsﬂféﬁarrpl e 3:
N- (3., 3, 5- Tri mangythey presipitalg yas- ﬂitﬁm'dmffnmﬁeamtms washed nditte water and

(i nt er medi ape) rétiystallizéq fronBldoprepaRble 4

Yield:16.9 g m.p.: 140°C

Example 2:
4-Hydrazinobenzenesulfonic acid morpholide (intermediate)

15 5 g of 4-fluorobenzenesulfonic acid morpholide were dissolved in 15 ml of
N-methylpyrrolidone and mixed with 2.5 g of hydrazine hydrate, and the
mixture was heated at 100°C for 1 hour. After cooling to room temperature,
75ml of water were added and the mixture was stired at room

. temperature. After 2 hours, the solid was filtered off with suction and

20 . recrystallized from isopropanol.

Yield: 3.2 g m.p.: 164°C

The following example was prepared in a similar manner:

25 Example 3:
N-(3,3,5-Trimethylcyclohexyl)-4-hydrazinobenzenesulfonamide
(infermediate)

m.p.: 129°C

30 Example 4:
4-(3,3,5,5-Tetramethylcyclohexyloxy)nitrobenzene (intermediate)
1.3 g of sodium hydride are added to a solution of 789 of 3,3,5,5-
tetramethylcyclohexanol! in 50 m! of dimethylformamide, and the mixture is
stirred at 40-50°C for 30 min. A total of 7.0 g of 4-fluoronitrobenzene are
35 then added a little at a time, and the mixture is subsequently heated at
100°C for three hours and cooled to room temperature. 250 ml of ice-water
-are added, the mixture is stirred and the resulting solid is filtered off with
suction ‘and dried under reduced pressure. '
Yield: 8.6 g m.p.: 70°C



4-(3,3,5,5-Tetra net hyl eycl ohexyloxy) nitro benzene (internmediate) 1.3 g of
sodi um hydri de are added to a solution of 7.8 g of 3,3,5,5-

. tetramet hyl eycl ohexanol in 50 m of dinethylformam de, and the m xture is
stirred at 40-50"C for 30 min. Atotal of 7.0 g of 4-f|uoroni§chElge?1mpne are
35 then added a little at a tinme, and th«? m xture i s subsequently heated at
100' C for three hours and cooled to room Perrperature. 250 m of ice-water

-.are, added, thgpixkure is stirred and the resulting solid is filtered
off with suct Eﬁﬁg%gried tgnder reduced pressure. Yield: 8.6 g mp.: 70'C

3 FEB 2004 10 etramettyisycjohexylaxylanding(inésrmesiiatal | oxy) ani | i ne
(i nternedi at e) UWidtrratmosplepicepressuyrec8.suy of 4&3,3,msmétramethylcyclohexyloxyE

4-(3,3,5,5-tetr@@a§ : I Lt ' 0 f et panol
are hydrogenated | né}géhggg'{r' g@@ﬁe&ﬁ?‘“ﬁ“%@ﬁ%ﬁ%@% ﬁh%egl”ﬁgﬁﬁ%e Ghtil the
upt ake of ~hydr S0rme £ rigtinem dipxidecuntia the uptakefaf| hysregerohas eptled.sBhaut i on i s
t.hf” Wtr:]pntr:]enlt r\z/avltcatbzya! i dfileréd off; tthe Qéﬁﬁ!!@haisomeﬁ?d)ﬁdﬁﬁtrél%ai dsifg # r&RyNi sh
oi ich slo Ldse . urt her reactions W thout any
further purifi c%’? ﬁg#&&%ﬂeqe%re H?§§|ﬂ ' fgL(? r@@ﬁ?l%g vgiich S%WIV sghcfiﬁes, 1S usetp
4- (3, 3, 5, 5- Tet fanteeHyrthsrdpatiions Matopyhamrirtngputificatiorny dr ochl or i de
(internedi ate) Vieldt v@rgd m xture, cooled to -10C, of 3.7 g of 4-(3, 3,5, 5-
15 tetrame Byl cycl ohexyl oxy)aniline, 7.5 m of water and 15.5 m of conc.
HCI is mxed dropwise with a solution of 1.13 g of sodiumnitrite in 7.5
mM of water, &@MmMebnixture is stirred at -10C for 45 min and

ad

4

subsequent |y o8l 5 G- Patrdristhyiey dolseky REYpheRyIAYdrBzide hyBfochidhqgdi chl ori de
di hydrate in 7 HSC’:Iy The g?g?l pi¥a?e I's fiyl tered off with

of .. conc.
suction, washe q'rhecklé er, 20 susggnded under nitrogen in 200 m of water
and' deconposed atstired 15@ixturei ngoo®d nto of-18W0s sof edgi § acfuedy(8,3smBi um

W ThoSLET O el 1% o 0 4 159 it Lo i, O
with sodi um sul'§ A3ged yﬁ@"ﬂ?%a‘ﬁe‘@ta 8 ”*‘B?ég i b#?at%&@fﬂd‘"@h& Egﬁ miey
filtered of f wwates and the mndurerisesfimeddal —106 farddfe enin ks subsequniy d: 2. 1
g m p.: 171 Cidgadrirépwise to a suspension of 9.3 g of tin dichioride dihydrate in 7 ml
of conc. HCI. The precipitate is filtered off with Suction, washed with water,
20  suspended under nitrogen in 200 ml of water and decomposed at 10-15°C
using 100 ml of 30% strength aqueous sodium hydroxide solution. The
precipitate that is then formed is filtered off with suction, washed with water,
taken up in 200 ml of ether and dried with sodium sulfate. The product is
precipitated using ethereal HCI, filtered off with suction and dried under
25 reduced pressure. ‘
Yield: 2.1 g m.p.: 171°C

Example 7:
Ethyl N'-(4-morpholinosulfonylphenyl)hydrazinoformate (intermediate)

30  With ice-cooling, 114 mg of ethyl chloroformate were carefhlly added
dropwise to a mixture of 0.275g of 4-hydrazinobenzenesulfonic acid
morpholide, -5 ml of methylene chloride and 1ml of pyridine, afd the
mixture was then stirred and slowly warmed to RT. After dilution with 10 ml

. of water, the product was extracted with ethyl acetate and the ethyi acetate

35 phase was washed repeatedly with water, dried over sodium sulfate and
concentrated. The resulting oily crude product was reacted further without

--further purification. ' '
Yield: 0.25¢g



Et hyl N - (4-norpholinosul fonyl phenyl ) hydrazi nof ormate (i nternedi ate) 30
Wth ice-cooling, 114 ng of ethyl chloroformate were carefully added
. dropwise to a mxture of 0.275 g of 4-hydrazi nobenzenesul fonic acid

nor pholide, 5 m of nethylene chloride and 1 m of pyridine, a%%dafz

m xture was then stirred and slowy warmedq to RT. After diIuPi h 10 m
of water, the product was extracted with ethyl acetate and the ethyl
acetate 35 phasExampleashed repeatedly with water, dried over sodium
sul fate and coRgeRid; i rsgg oy t was reacted-
further w thout --fﬁﬂmnqgﬂﬁugﬁg{’lp 529“@% 3% TLII'%S FEB 2004

Exanpl e 8 3-1A 'mpﬂﬁmm F@mPle A Wwashtaken upsingd ndyof metBylene alilasidel arel, one The

oi | from Exanpl witi$ stiaingtatideine &poliny, adixetf witet1hyi 6@29% Steérith aBfltion W .t h
111110 30 5 il o0 T M, ol Ud AR, G S °
tenperat ure oveleARgRRtuE @varmighteand: diluted fwith Herfulimernﬂo oil obtrhsthylese
chloride and t hehlordes Bad then ivEhed 3 Wn%tﬁfth thérerAﬁyryd g N sSﬁﬂ.Ler
sulfate, the m 4#1 entrated un jer 1 e ucgéi essure and  t
product was pury aéed %@ Tﬁﬁ?lﬂf WER EREE U HHPIEE lg%dggressgr& ggqlnthe 10
met hanol :  met hypreddctc masr puefied thy a@jumryi @rmaRJQra]:g'lym(:;]hca eh Csdlvent:

follow ng epgarmlngﬁ-,awgr ﬁ]éiﬁﬁ@ﬁégqoﬁaéﬂé @rgy) to Exanple 4: 15 Exanple 9:

3- (4- Mor photi n(@u henyl rret hoxy- I, 3, 4- oxdi azol -2-one m p.: 164C
Exarrpl e 10: 20 Irﬂgro oxyphenyl) 5- met hoxy- 1, 3, 4- oxdi azol - 2- one
m p.: 52C Exanpl e 11 '

3- (4- T(f | uor omerROKHBRRAEXEMIE) WEMorbpaed iR 26 ExBmpReq; 25 M p. : 63C
Exarrpl e 1.2: 3-(4-Tri ouor o'r.rr'e%[| hoxyphpen?/ B ﬁségrqgé‘ég’?’ﬁ%, 4- oxdi azol - 2- one

MP.: Ol 30 Exanple 13:
: 15 Example 9:

3-(4-Morpholinosulfonyiphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: 164°C

Example 10:
20  3-(4-Trifluoromethoxyphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: 52°C

Example 11:
3-(4-Trifluoromethoxyphenyl)-5-ethoxy-1,3,4-oxdiazol-2-one
25 m.p.:63°C '

Example 12:
3-(4- Tnﬂuoromethoxyphenyl) 5-isopropoxy-1,3,4- oxdlazol-2—one
m.p.: Oil
30
Example 13:
3-(4-Trifluoromethoxyphenyl)-5-butoxy-1,3,4-oxdiazol-2-one
m.p.: Oil

35 Example 14:

3-(4-Trifluoromethoxyphenyi)-5- benzyloxy—1 3, 4 oxdiazol-2-one
-m:p.: Qil



3-(4-Trifluoronet hoxyphenyl)-5-but oxy-1, 3, 4-oxdi azol -2-one MP.: Ol 35
Exanple 14: 3-(4- Trlfluoronethoxyphenyl) 5- benzyl oxy-1, 3 4- oxdi azol - 2- one
.-m-p.: Gl 12 3 FEB 2004 Exanpl e 15:

ri -Tr| met hyl cycl ohexyl am nosul f onyl ) phenyl ) - 5- met hoxy- 1- 3-4 oxdi azol - 2- one
mp.: 164C 5 Exanpl e 16: 12 z? FEB 2004

3- (4 (3, 3 5, 5- Tetr anet hyl cycl ohexyl oxy) phenyl ) - 5- et hoxy- 1, 3, 4- oxdi azol - 2-
one mp.: 111C ERafmplntf:e 17:

|
3-(3-Ben z yl oxyp| hgﬂyh N éT%LhQMc[%hgjivargmgmaﬁn vl\n n% -5 H!S‘th‘?ﬁ"g ‘égCEXE)? gprrplee

18: 3-(3-Benzyl o 5-dt 1o

.19: 20 3-(3-TrPx ’%ﬁt%@f!ehoxyphenyl) 5- et hoxy- 1 3 4- oxdi azol -2-one MP.:
O'I Exanpl e 20: m.p.: 164°C

3-(3-Trifl uo%orret hoxyphenyl) 5- met hoxy- 1, 3, 4- oxdi azol 2-one 25 MP.: Gl
Exarrpl e 21: (3-Trifluoromet hoxyphenyl)-5-isopropoxy-1, 3,4-oxdiazol-2-one
MP.: Ol 30 Exkxgmpleth

3-(4-(2,2,6, 6- Tsxmmgswmra%u@ucggﬁhw@mMhisz@mbkm%}X.'o&aré-z&?é-hOXV-

1,3, 4- oxd| azol -2-one mp

m.p.: 111 c

10

' Example 17:
3-(3-Benzyloxyphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: Oil

15  Example 18:
~ 3-(3-Benzyloxyphenyl)-5-ethoxy-1,3,4-oxdiazol-2-one
m.p.: 85°C |

Example-19:
20  3-(3-Trifluoromethoxyphenyl)-5-ethoxy-1,3,4-oxdiazol-2-one
m.p.: Qil

Example 20:
3-(3-Trifluoromethoxyphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
25  m.p.: Oil |

Exampie 21:
3-(3-Trifluoromethoxyphenyl)-5-isopropoxy-1,3,4-oxdiazol-2-one
m.p.: Qil
30
Example 22:
3-(4-(2,2,6 6-Tetramethylplper|dzn—4—yl-am|nosuIfonyl)phenyl) 5-methoxy-
1,3,4-oxdiazol-2-one
. m.p.: Resin
35
Example 23:
--3-(4-(2,2,6 6-Tetramethylp|pend|n-4-yl -aminosulfonyl)phenyf)-5-i |sopropoxy—
1,3.4-oxdiazol-2-one
m.p.: Resin



3-
.1,
3-

Exanpl e 23: i
(4-(2, 2,6, 6-Tetranet hyl pi peri di n-4-yl -am nosul f onyl ) phenyl ) -5-i sopr opoxy-
3, 4- oxdi azol - 2-one m p.: Resin 13 3 FEB 2004 Exanpl e 24:
/d-17-1rliicnnrnnvl am nna#hvi | ani nn. gi _rifnnvl)nhpnvll-.5i-mthnxv-"1 3
4- % r oxd iazol-2-one MP.: G| 5 Exanmle 25: 3 FEB 2004

3-(4-(2-(Diisopropyl am noet hyl ) am nosul f onyl ) phenyl ) - 5-i sopropoxy-1, 3, 4-
oxdi azol - 2- one Bdhp Ie@tﬂ 10 Exanpl e 26:

SRR, ¥ gfrgg Lot d ARSI Moy oS SR R il 4 OX i 8201 -

3- (4- (4- Met hyl m@mlﬂ?-mn@ yI sul fonyl ) phenyl ) - 5- net hoxy- 1, 3, 4- oxdi azol - 2-

one mp.: Resi r}n%o dixanpl e 28: _
-3-(3-(4,4,4-Trifluorobutyl oxy) phenyl ) -5-et hoxy-1, 3, 4- oxd i azol - 2- one

MP.: Ol 25 Exanple 29:
3- (3- (2- Di et hylExampehy| oxy) phenyl ) - 5- et hoxy- 1, 3, 4- oxdi azol -2-one mp.:
3 (2 (4 O o ophEru A SRErepY FmineetiyhaingeufonyiphenylSrscpgRRy-hit: cac
Exanpl e 31: oxd lazo -one
3- (4- (4-Chl or ophenddily) phenyl ) - 5-i sopropoxy-1, 3, 4- oxdi azol - 2- one
10
Example 26:
3-(4-(4-Methylpiperazin-1-yl- sulfonyl)pheny!)-5—tsopropoxy-1 3,4-oxdiazol-
2-one
. m.p.: Resin
15 '
Example 27:
3-(4-(4-Methylpiperazin-1 -yl-sulfonyl)phenyl) 5-methoxy-1,3,4-oxdiazol-2-
one
m.p.: Resin
20
Example 28:
-3-(3-(4,4,4-Trifluorobutyloxy)phenyi)-5-ethoxy-1,3,4-oxdiazol-2-one
m.p.: Qi

25 Example 29:
3-(3-(2-Diethylaminoethyloxy)phenyl)-5-ethoxy-1,3,4-oxdiazaol-2-one
m.p.: Resin

Example 30:
30 3-(4- (4-Chlorophenoxy)phenyl) -5-methoxy-1,3,4-oxdiazoi-2-one
m.p.: 68°C

Example 31:
3-{4-(4-Chlorophenoxy)phenyl)-5-isopropoxy-1,3,4-oxdiazol-2-one
.35 m.p.: Qi



35 mp.: G| 14 Exanple 32: 3FEB2004 -ldsl~ F-Trimath% | rvrl nhom nii nm nngo
[l fnnvl' nhPnvfl-5-isnnrnnnxv-'1 14 oxdi azol-2-one MP.: G| 5 Exanple 33:
. 3-(3-Phenoxyphenyl ) - 5- net hoxy- 1, 3, 4- oxdi azol -2-one mp.: 89C 10 Exanpl e
34: 3-(3-Phenoxyphenyl)-5-ethoxy-1, 3, 4-oxdiazol-2-one mp.: 50C Exanpl e
35: 15 3-(3-Phenoxyphenyl) - 5-i sopropoxy- J43, 4- oxdi azol - 2- oseF- th@ . 58C
Exanpl e 36: 3-(4-Ph enoxyp henyl)-5-net hoxy-1, 3,4-oxdiazo ZE 20

m p. : 83C Exanpl Exdivple 32: (4- Cycl ohexyl phenyl ) - 5- met hoxy- 1, 3, 4- oxdi azol - 2- one
m p.: Resin-25 £xapph & Bdna . .

3-(3-(3,3,5,5 Tatf a‘ﬁé'rhéﬁ’é‘%??’%‘ﬁ%%‘?"‘o’%?ﬁ’%%‘fe'"r'af{r‘F%’*E-'%‘:er'r‘éf?ﬁa's‘%‘g'ﬁff?g‘fyzx1
2-one mp.: 68cliazckdraee” 39: ,
3- (4- Phenyl phemilp.-&il met hoxy- 1, 3, 4- oxdi azol -2-one mp.: >260C (deconp.) 35
Exanpl e 40: 53 (3-(3- Met hyl phe noxynet hyl ) phenyl ) - 5- met hoxy- 1,

3x4di azol -

3, 4-oxdi azol™-2-one .-, mp.: 47C 3 FEB 280 15 Exanpl e 41:
Example 33:
3-(3-Phenoxyphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: 89°C

10 Example 34:
' 3-(3-Phenoxyphenyl)-5-ethoxy-1,3,4-oxdiazol-2-one
m.p.: 50°C

Example 35:
15 3-(3-Phenoxyphenyl)-5-isopropoxy-1,3,4-oxdiazol-2-one
m.p.: 58°C

Example 36:
3-(4-Phenoxyphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
20 m.p.:83°C

Example 37:
3-(4-Cyclohexylphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: Resin

25
Example 38:
3-(3-(3,3,5,5-Tetramethylcyclohexyloxy)phenyl)-5-methoxy-1,3,4-oxdiazol-
2-one '
m.p.: 68°C

30
Example 39:
3-(4-Phenylphenyl)-5-methoxy-1,3,4-oxdiazol-2-one
m.p.: >260°C (decomp.}

35 Example 40:
3-(3-(3-Methylphenoxymethyl)phenyl)-5-methoxy-1,3,4-oxdiazoi-2-one
-m:p.. 47°C



" 3_Ahon, rFnhon, =1 1_~ mafhn~n~_ 1 ' 4 nuriia7nL_7_nnA mp.: 80C 5
Exarrpl e 42: -
. 3-(4-(3, 3 Di net hyl pi peri di nocar bonyl ) phenyl ) - 5- net hoxy- 1, 3, 4- oxdi azol -
one mp.: Resin 10 Exanple 43: EEB 2004
3-(4-(3, 3 5, 5- Tetrarret hyl cycl ohexyl oxy)pq%nyl) 5-1 sopropo y-?,3,4-
oxdi azol -2-one mp.: Resin 16 Cains 1. A“substituted
3- phenyl - 5-al kq;g,;,grﬂp|§,44 oxadi azol -2-one of the fornmula 1, in which 3 FtB

2004 is Cl-C6-al kyh,.0 Qs cl oal where oth groups are'
unsubstituted of “TTDHD- : "(‘:'%” ) s"ﬁ'ﬁ%‘?’iillétde Rpdiazgy; 3%

O Cl- 4-al kyl , ' ISLDL&MCaI kyI N(Cl C4- ai kyl )2 and/or phenyl which for its
part nmaybe nono-. or pol ysubsti tuted by hal ogen,' Cl- C4-al kyl ,

O Cl- ¢4- aiég Ile\y'Vt 3 and R2 and R3 independently of one another are
hydr ogen; Ct a&?é}P C3- G8- cycl oal kyl ; optionally Cl-C4-alkyl -
substitut ed C6-FWB(H3-Pimethyiiparidinddatongiplesrf)Biieioxy®, Sg-dxtibzel-g4 or

O benzyl, unsu jtuted or nono- or -polysubstituted by hal ogen, CF3 or
Cl-C. 4-al kyl ; 1- C5- al kyl which is nono- or.polysub- stituted by .
fluorine, Cs-CIBPxR#S®r anino, where anino for its part may be nono- or
pol ysubstituted by Cl C4- al kyl ; are SO2- NH Cl1- C6- al kyI - unsubstituted -

or substit d h: C6- al kyl )2, are
S02- NH-( 2, ;tog GE% arret hyl pi peridln are. SO2- NH C3- C8- cycl oal kyI

unsubst i t ut ed 03-(41{%%5 S etrynothylsyel thﬁh@w@ﬁ@myw—w

S02- N( C1- C6- al kosddjazobp-oaeX, where X |Is O Cl-C6-al kyl, NH 01-C6-al kyl

NH C3- 8- cycl og}, Ey N( Cl1- C6- al kyl )2, and N(Cl-CB-aIkyI)Z may al so be
pyrrolidino, pipe&d ano mor phol i no, -t hl onor phol i no or pi perazi no which may
be unsubstituted or substituted by Cl-C4-al kyl, benzyl, Cs-Cl0-aryl,

CO Cl-4-al kyl, CO C6-C10- aryl, 00-0-Cl-C4-al kyl, S02-Ci-C4-al kyl or

SO2- C6- Clo-aryl, with the proviso that R2 and R3 are not simultaneously
hydrogen, and Its physiologically acceptable salts and optical isoners. .
2. - The substituted 3-phenyl-5-al koxy-1, 3, 4- oxadi azol - 2-one. of the formul a
1 as clained-in claiml in which one of the radicals R2 or R3 I's hydrogen.
3.. The substituted 3-phenyl-5-al koxy-1, 3, 4- oxadi azol - 2-one of the formla
i as clainmed In claiml1l or 2 In which Rl is Cl-Cs-alkyl which may be
unsubstituted or substituted by phenyl 4. The substituted

3- phenyl - 5- al koxy- 1, 3, 4- oxadi azoi - 2-oncp of the fornmula 1 as clained In any
of claims Ito 3 In which (32 and R3 independently of one another are

hydr ogen; C6- Cl0-aryl; C3-C8-cycl oaikyi ;' unsubstituted or Cl-4-



al kyl -substituted C6-Ci 0-aryl oxynet hyi; O C3-C8-cycloal kyl, O C6-C, D aryl
or 0O-benzyl, unsubstitut- ed or nono- or polysubstituted by Cl-C4-al kyl or
. hal ogen; O Cl-C6-al kyl which is nono- or polysub- stituted by fluorine,
C6- C10-aryl or am no, where amno.for_its part may be nono- or -

pol ysubstituted by Cl-C4-alkyl; are"®02-NH Cl-C6-al kyl, optidiF&sI 304
substituted by N(Cl-C6-al kyl)2; " are

SO2- NHeidinds 2, 6, 6- tetranethyl piperidin-4-yl); are S02- NH C3-C8- cycl oal kyl,
substituted by Cl-C4 - alkyl; are S02-N(Cl-Cs-al kyl)2 or

CO- N( C1- Gﬁsuaﬂtiklgeﬂ)!ﬁbenﬂ-ﬁd[kM—@ﬂH-@fadaid&ybl)e%ftﬁaﬁtnraiasO be pperidino, norpholino
or piperazino which can be unsubstltut ed or substitut ed by Cl-C4-alkyl. 6.

The substi t-ut ed 3-phenyl - hﬁ , 4- oxadi azgl,-Z one of the formula 1 as
clainmed in any of clains Ito . i § hydrogen; ‘C6-Cl0-aryl;
O C6- Cl0-aryl; unsubstituted orC) K I tuted SR

C6- Clo- aryi oxynmet hyl, 0 benzyIFt"2 kyl. which I's nono- or

pol ysubsti tuted by fluorine or am no, gieéYam no for its part may be
mono- or pol ysubst!|tuted by" Cl-C4-al ky®:! |s O C3-Cs-cycloal kyl which is
unsubst.i ttut ed or rr.Dno-‘or‘ poI ysubstituted by Cl-C4-alkyl; and t R3 is
hydr ogen; Cs-Cl0-aryl; - C8-cycl oal kyl 3 O C3-Cs-cycl oal k_yI or O Cs- Cl10-aryl
whi ch are unsubstitut ed or. - mono- "or polysubstituted by .Cl-C4-al kyI or

hal ogen; I—'i%ig Cl- C6- al kyl "which.Is mono- or pol ysubstltut ed by -fluorine;-
s SQ2-N -al'’kyl, unsubstituted or substituted by N(Cl-C6-al kyi)2; is

S02- NH ( 12,67 6-1set b?&ﬂyﬂo?CQCQ%aw%eﬁbaﬂér&po%Ehﬂhﬂmﬂteyér}mm; Srpo[ysubstltuted '
SO2- NH- Cs- C8- cy € bypakcky/)-akyDO0e,-4Myl, @L-E5a8] dntyuit fBshybyhicktdr S hrtalaltyd ronoSor
SQ2- N( C1=Cs- al kydijsdbstiutedBDhdigei, C(5-alkyk PIO L 4-alan dittb(CE,, afee- al Ky[) 2 i's al so -
pi peri di i3 anchidr pmddpeientip pf opé petherzaratydrogeni @0, srerylbe-Caregalrsttl; iopiipmaltl Cof,-alkyl-
substituted by €jbstBidfefeyotarylogymethiicO- §ug$qypl@qule@|-cs-cw aryl or O-benzyl, unsubstituted or -

3- phenyl -'5- al kox °'f gpﬂysa%étgF%%&Fmgfﬂ'&‘fem&ﬁ'cs AL Ocfrrfist aﬁy' yhichds E‘P’!&{ﬂ% - any.

of claims Ito 5 tno "@’Fﬁ T"""°T3[1‘f‘°‘3?r"‘"m?y N i
T2 1% ol I fégm@%m M S

tetrametllylcymg ¥ XNe S f;@@‘ 6

2- di et hyl'ani noet h,},{drgxg on1 mngﬁ: cloaﬁﬁslrl\RB, ds%lkbl)édfnegen

trl fi uor omet hoxy N&C3akubmiyaiss adwtr&lyrhd;yﬁénahewbmm thPREPI®NNS,or piperazino which

4- chl or ophenoxy, meyteluadulestityied or sybktiamegiby CFytajidl enzplottt §-aytydo- 01-04-alkyl CO-Cg-Cyo-

3, 3, 5-trinet hyl-dpok @‘Pr@ 1Carpitoh §9p1C{ G gyl or SO,-Ce-Cyo-aryl,

2.2.6,6-tetranet e et e gfudﬁaaram:t s:nﬁ%gﬂuFIquogen and Its physiotoglcaily acceptable
2. (dii sopr opyi anfld ‘i' tI'°5’ét°’r'ﬁ“f’f6vsuI fonyi’, o
4- rrgt EXLW ub@lﬁuégi Elphx.lLy ?llotc)p{}#ﬁxgda ol(y %”E%ﬂ ermQIg ag lQ%ed |ﬁ@l Rqﬂmvhich 'one of -
3 phenyl - 5 al koxy- 1,3, O%?g.dl azol - 2- one of the formula I as clai-med in any
of cl aBJrBThé sibetit@ed Fbhedyi-HdkoRi,3,4- &adﬁblb}dne of@ficlidHnila bbﬂd‘dfnhﬁ@{lﬂa@@ybr 200 wikanz y |
and R2 |s: hydrogen; trlfiuoronethoxy, 3,3,5,5-tetranethytcycl ohexyf oxy,
benzyl oxyR'or isShsaikywidhchaRe: unwbhwﬂad@g@mtmeﬂbimm onet hoxy,

3,3,5, 5- tetramat%yl cycl ahexyl oxy, phenoxy, cyclohexyl, phenyl, ghol i no-
sul f ongl Topsubstaut %PP?%W#V&M%W%@M%@%@W@ﬂyfdmmed@an;apff)w@&btg inpgE

]P{)?ﬁﬁ{ ;‘nq:laggglél‘?u?rﬁﬁp@néé ﬁqeghfn re hrﬁyg elioiyq éri?] (g%y g gsttgl %or(t, CE he
ute 3610 rylo(;(yn%lt o g-cycloal b -C1o” OS:?eﬁzy unsubstrtut
: ed or mono- ot polysubstituted by C4- C4-q|ky[ or halogen; 0-01 Ce-aikyl which is mono- or pelysub-
stituted by fluorine, Cg-Cyg-aryl or amino, where amino for its part may be mono- or polysubstituted
by C.Csaliyl; are SO,NH-C-Cg-alkyl, optionally  substituted by N(Cy-Cg-alkyl)s;  are
S0O,-NH-{2,2,6,6-tetramethylpiperidin-4-yl); are SO,-NH-C4-Cg-cycloaikyl, substituted by C-C,-
+ alkyl; are 80,-N(C,-Cg-alkyl); or CO-N{C4-Cg-alkyl),, and N(C4-Cg-alkyl), may afso be piperidino,’
morpholino or piperazino which-can be unsubstrtuted or substltuted by C4-C4-alkyl.

5. The substituted 3-phenyl-5-alkoxy-1,3 4-oxad|azo|-2-one ofthe formula 1 as claimed In any of claims1to 4in which
Y
R2? s hydrogen; Ce-Cm-ary[; 0-C;5-Cq-aryl; unsubstituted or C1-C4-alkyl—substituted Cg-Cygraryloxymethyl, O- -
- benzyl; Is O-C,-Cg-alkyl which Is mono- or polysubstituted by fluorine or amino, where amino forits part may .
be mono- or polysubstituted by C,-C -atkyl, is O- Ca-CB-cycloalkyl which is unsubstituted or mono- or' .
polysubstituted by C,-C,-alkyl; and
R® s hydrogen; Cg-Cyg-aryl; Cg-Cg-cycloalkyl; O-C,-Cgecycloalkyl or O-Cs C,o-aryl which are unsubstituted or
: mono- or pelysubstituted by .Cy-C,-alkyl or halogen; is O-C,-Cg-alkyl which Is mono- or poiysubstituted by
fluorine; Is SO,-NH-C4:Cg-alkyl, unsubstituted or substituted by N(C4-Cg-alkyl),; is 8O,-NH-(2,2.6.6-tetram-



R3 R3 Rl 5 reacting hydrazines of the fornmula 2 wth chloroformc esters of
the formula 3 or other reactive carbonic acid ester derivatives, n which

. Rl, R2 and R3are as defined In any of clains | to 7, to give conpounds of
the formula 4 which are acylated with phosgene, carbonyl dlim dazoe or

di phosgene and cyclized to give the %Z)rrpounds of the. formulag kgg fgs The
substituted 3- phenyl 5- alkoxy 1, 3, 4- oxadi azol - 2- one of the fornula as’
clainmed in. aruyg LA ikt Rul gawlg . an I nhi b|t|n effect on the .

hor mone- sensi e 'E % a YRS RE Y SUBS B BY S el §§Bst‘ﬁch195ed
3- phenyl - 5- al g TSQ I

of clains | tg 41at 1 The useiﬁ%ﬁ)?l%lir%%? [Sgrelzmg w‘wi@f%b@u%u%ﬁtumd ors%ﬂuted by

3- phenyl - 5-al koxy-,"..1, 3, 4- oxadi azol - 2- one of the formula Las claimed in any
of clai fis Th¢SUbatjtut$d$menyp$ dipay-1. hgoxadiszierapet i fofnuia.i addifediERy 2O ADSK WRSH |

SUBSTI TUTED 3- PHENYL - 5--ALKOXI - 1, 3, 4- OXDI AZOL-2- ONES ANR THEI R USE AS
LI PASE | N?ZBI’TW' §t‘]¥5§t‘t}"t'§j’?@w‘?}b raln -5-al koxy- 1, 3, 4- oxdi azol - 2- ones,
their prepar E};Lge ”°“t"ﬁ‘ %Tatﬁseﬁt\sicvplorsmr, banestioesglphenoxy, phenyl,
3- phenyl - Bgal, @f ph?'te r frul a 1 and their

substi tut ed, aamdny sar.n Io hdn ependent|y o anot:

C6-d o-aryl, C3-C8-cycloalkyl, C6-Clo-aryl oxynethyl, Obenzyl '
O C6- C19- %Ubsti@e@pr@an w@ksem Aelagiazd Aiibe EB6re bkl 1 as cﬁmaedmmnpﬁaa@naé tk\)”'nlch
S02-NH(2,2,6,6 tet ;anet hyl pi peridin-4-yl), S02-NH C3-C8- cycl oal kyl,

VLGP fo .
? m h
physi ol og| cal hxnya ,,.,a_, 31 § ’ % "ag‘{%ﬁa%‘{m z"g g\ ord %"@’FY E)’é'ﬂ e"Where
RL is Cl-C6- alolbny, ﬁé{ﬁ Jéﬁl Jﬁbﬁfﬂosu Sueo md é/ulf i? eﬁd?nig- _

S02- N(d -. -aﬁ l‘ 2 Pf°w11%rrbenzv(am% O Cl-C-al kyl, NHCl-Os-al kyl',

NH: C3- C8- g¥Cl D w pci gl oo ) "E‘Z*CY"W%"Y\""V H@Zﬁ%v%wommat the. .
substi t-ut ent sSu %@M’ﬁ for) nﬁ"?ﬁﬁ"é‘%’°"@9é’hﬂﬁ§’u‘§§‘ﬁﬂ%Phﬁﬂy'dﬁmmhoﬂno-
substituted and are “not aned"usly hydrogen. Al so described.is a

pr ocesss.f @rprackeidr p@ﬁaﬁ@ﬂﬁﬁubdﬂtﬂted I-Bﬁ‘enﬁ-@mﬂw-ﬁ' gsf—omtéfol 2bhd d ks I%Irrnlﬁar Y as%farmeegtin on, .
t he hor rmnwcsemmtmvevhlchm&es .

, _ . : . :
S . o-Rt |
: 3 ;.Rarg\ i + 0=< __ A3 O—Fn
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reactlng hydrazines of the formula 2 with chloroformlc esters of the formula 3 or ofher reactlve carbonic acid ester -~
derivatives, in which R1, R2 and R3 are as defined in any of claims 1 to 7, to give compounds of the formula 4

:vhtch are acylated with phosgene, carbonyldlim!dazole or diphosgene and cyclized to give the compounds of the. B
ormula 1. . :

9, The substituted 3-pheny{-5 alkoxy-1, 3 4-oxad1azol 2 -one of the formula 1 8s claimed in any of c!aims 1 to7 havnng -
an inhibiﬂng effect on the homone«sens:tive lipase HSL. ' .

10._ A medicament, compnsing a substftuted 3 -phenyl- -5- a!koxy -1,3,4- oxadlazoI-E-one okthe formula 1 as clalmed in,
_any of claims 1 to 7. )

11, The use of the substituted 3- phenyl—5—atkoxy -1,3,4~ -oxadiazol-2-one of the formuta 1 as ctatmed in any of claims .
1 to 7 for preparing & therapeutic. -





