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10
Certain 5-alkoxy-1,3,4-oxadiazol-2-ones with an ortho-substituted phenyt ring as
substituent or with fused-on five- or six-membered rings have an anthelmintic
(DE-A 26 04 110) and insecticidal action (DE-A 26 03 877, EP-B 0 048 040,
EP-B 0 067 471).

15

Certain 5-phenoxy-1,3,4-oxadiazol-2-ones with an ortho-substituted phenyl ring as
substituent show an endoparasiticidal action (EP-A 0 419 918).

Substituted 3-phenyl-5-alkoxy-1,3,4-oxadiazol-2-ones with an inhibitory effect on
20  hormone-sensitive lipase are disclosed in WO 01/17981 (HMR 1999/L 052) and WO
01/66531 (AVE-D 2000/A 015K).

The object of the invention was to find compounds which show an inhibitory effect on
pancreatic lipase, PL.

25
This was achieved with the substituted 3-phenyl-5-alkoxy-1,3,4-oxadiazol-2-ones of
the formula 1
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C2- C4- al koxy-substituted C2-C4-al kyl, where aryl may be a phenyl or
«naphthyl 5 radical which is substitued one or nore tinmes by hal ogen,

Cl- C4-al kyl, Cl-C4- al kyloxy, nitro or CF3; C7-C24-al kenyl ;

3p-chol estan-3-yl; phenyl which is substituted by C6-Cl2-al kyl or by
phenoxy; R2, R3, R4 and R5 independentl¥ of one another hydrogen, hal ogen,
nitro, 10 Cl-4-al kyl, Cl1-C9-al kyloxy, trifluoronmethyl, trifluoronethoxy,
or C6-Cl0-aryl -Cl- C4-al kyl oxy, C6-Cl10-aryl oxy, C6-Cl0-aryl,

C3- C8-cycl oal kyl or O C3-C8-cycloal kyl, each of which may be substituted
once, twincghish ﬂﬂ%ﬂwﬂlﬂgsn%@ by hal ogen, trifluoromethyl, Cl-C4-al kyI oxy or
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be branched mbsuluhearmqr@g;lc:m@a[aymﬁlgd tevgp@yunds are those of the fornul a
in which RL is C7-C22-al kyl, 25 C7-C20-al kenyl , 3(3-chol estan-3-yl or
phenyl which is substitued by C6-Cl2-al kyl or by phenoxy. Further

pr ef er r ez GRIRSUNIFRE | h ani ngs are:
R2 hydr ogen hal ogen, fr@ftp%ﬁa@p%?f %@5%@?’%‘1@%@’%@@ hﬁ}@’s R3 hydr ogen,
Cl- & al kyl , Cf—(}4+al|qupﬁ&ﬂg@t&yloﬂﬁiﬂhﬂ&r&nﬂthmﬂ%mmmw orwhi ch rray
optionally be | ryl noiety hal oge
hydrogen, tri® gg Fbé’t&i &vaﬁﬁy g éﬂﬁ@ﬁﬂ%y- & Crrany €3“CS‘°y& l%yl o
0O-C3-Cg-cycloalkyl, each of which may be substituted once, twice or three
times by halogen, trifluoromethyl C4-Cs-alkyloxy or C4-Cs-alkyl;

15 and their pharmacologically acceptable salts and acid addition salts.

Said aryl radicals may optionally be substituted one or more times by C4-Cg-alkyl,
C.-Cg-alkyloxy, halogen, trifluoromethyl. Said cycloalkyl radicals may optionally be
substituted one or more times by C4-Cy-alkyl, Cs-C1o-aryl, and said alkyl radicals may
20  be substituted by hydroxyl, di-C4-C4-alkylamino and fluorine. Halogen is fluorine,
chlorine, bromine, preferably fluorine and chiorine. Alkyl, alkenyl, alkoxy etc. may be

branched or unbranched.

Preferred compounds are those of the formula 1 in which R’ is C;-Cae-alkyl,
25  C7-Cyo-alkenyl, 3p-cholestan-3-yl or phenyl which is substitued by Ce-C42-alkyl or by

phenoxy.

Further preferred compounds are those of the formula 1 in which the meanings are:
R?  hydrogen, halogen, Ci-Cgs-alkyl or C1-Cg-alkyloxy;
30 andfor
R®  hydrogen, C1-Cs-alkyl, trifluoromethoxy, Cs-C1g-aryl-C1-Cs-alkyloxy, which may
optionally be substituted in the aryl moiety by halogen;
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and/or R5 hydrogen. 5 Particularly preferred conpounds of the fornula 1 are
.those in which RLis C8-Cl6-alkyl. Very particularly preferred conpounds
are those of the formula 1 in which the 10 nmeanings are: Rl CB8-Cl6-al kyl,
R2 hydrogen, R3 hydrogen or trifluoronethyl oxy, R4 hydrogen,
trifluoronethyl oxy or 4-chlorophenoxy &d 15 R 5 hydrogen. Additional very
particularly preferred conpounds of the fornula 1 are those which are
ment i ongghd/gr Examples 1, 2, 3, 4, 5 6 and 16. 20 The conpounds according
to the invention of the fornula 1 have an inhibitory effect on pancreatic
| i pase, L. Tivdregers difiusiomethyorichlarapheReYef conpounds of the fornul a |
in the fq,g [of their racernates, racem c m xtures and pure enanti oners,
and to tH&' T di astereomers and 25 mixtures thereof. Phar maceutical ly
accept alR® sdlydsogare particularly suitable for nedical applications

because of their greater solubility in water conpared with the initial
corrpéunds on which they are based. These salts nust have a

phar mac gl riedlbhy pRSBRBLARINTHAUNRLTHle Mmfilth 10fte thbkd AlRicAENgBCEUt | cal |y

accept abl e aci ts of the conpo or mu 1 are salts
of i nor g2¢g:Cqe-alkylds such as hydrochl oric acid, hydrobromc acid,

phosphoric, netaphosphoric, nitric, sulfamc and sulfuric acids, and of
organic 4 acids such as, for exanple, acetic acid, benzenesul fonic,

benzoi c,y&\tddrfeutarly preferred compounds are those of the formula 1 in which the
10 meanings are:
R'  Cg-Ciealkyl,
R?  hydrogen,
R®  hydrogen or trifluoromethyloxy,
R*  hydrogen, trifluoromethyloxy or 4-chlorophenoxy and
15 R®>  hydrogen.

Additional very particularly preferred compounds of the formula 1 are those which
are mentioned in Examples 1, 2, 3, 4, 5, 6 and 16.

20 The compounds according to the invention of the formula 1 have an inhibitory effect

on pancreatic lipase, PL.

The invention relates to the use of compounds of the formula | in the form of their
racemates, racemic mixtures and pure enantiomers, and to their diastereomers and

25  mixtures thereof.

Pharmaceutically acceptable salts are particularly suitable for medical applications
because of their greater solubility in water compared with the initial compounds on
which they are based. These salts must have a pharmaceutically acceptable anion
30  or cation. Suitable pharmaceutically acceptable acid addition salts of the compounds
of the formula 1 are salts of inorganic acids such as hydrochloric acid, hydrobromic

acid, phosphoric, metaphosphoric, nitric, sulfamic and sulfuric acids, and of organic



et hanesul fonic, fumaric, gluconic, glycolic, isethionic, lactic,
.lactobionic, maleic, malic, nmethanesulfonic, succinic, p-toluenesulfonic,
tartaric and trifluoroacetic acids. It is particularly preferred to use
the chloride salt and the tartaric acid salt for medical 5 purposes.
Sui t abl e pharmaceutically acceptable basic salts are amoni um sal ts,

al kali metal salts (such as sodium and potassiumsalts) and al kaline earth
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phar maceutical | y unacceptabl e anion |Iikewise fall within the scope of the
10 i nven€iheneadifenieffumaria: aluseaicaglsolic isqihiopis: iaticolactahionig; maleic,
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of a conmpound according to the jnyention, for 15 exanple an ester, which is
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a conpound of the fornmula 1. These prodrugs may thensel ves be active or

not. The conpounds of the formula 1 may al so exi st in various pol ynor phous

forms, fgpits WD RaSacHiBEBNPUSacEpLABI¥ Snfdr FRRviee FINNRMAANS stoparsf thY |
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and physiologically 30 functional derivatives thereof as described herein.
5 The ampunt of a conpound of the fornmula 1 necessary to achieve the

desired Thedewyipsidegicaly unstional deiivativeinsad hgrefnui@leisdo anyr exanpl e t he
speci fi ¢ GOBRUR Iy tolerated derivative of a compound according to the invention, for
15  example an ester, which is able on administration to a mammal, such as, for
example, to humans, to form (directly or indirectly) such a compound or an active

metabolite thereof.

A further aspect of this invention is the use of prodrugs of compounds of the formula
20 1. Such prodrugs can be metabolized in vivo to a compound of the formula 1. These

prodrugs may themselves be active or not.

The compounds of the formula 1 may also exist in various polymorphous forms, for
example as amorphous and crystalline polymorphous forms. All polymorphous forms

25 of the compounds of the formula 1 fall within the scope of the invention and are a
further aspect of the invention.

All references hereinafter to “compound(s) of the formula 1" refer to compound(s) of
the formula 1 as described above and to the salis, solvates and physiologically

30 functional derivatives thereof as described herein.
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chosen, the intended use, the node of adm nistration and the clinical
.condition of the patient. The daily dose is generally in the range from
0.3 ng to 100 ng (typically 5 from3 ng to 50 ng) per day and per kil ogram
of body weight, for exanple 3-10 ng/kg/day. An intravenous dose may be, for
exanple, in the range from0.3 ng to 150 ng/ kg, which can suitably be

adm ni stered as infusion of 10 ng to 100 ng per kilogramand per m nute.

| nf usi onTge bHiduPR&f 8 Wohiund ¢Fithé feeRuIR YRR aRR Pl the ddsredexanpl e,
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according to the 25 invention may be produced by one of the known
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the formula 1 can be used for prophylaxis or therapy of the abovementioned states
themselves as compound, but they are preferably in the form of a pharmaceutical
composition with a compatible carrier. The carrier must, of course, be compatible in
the sense of compatibility with other ingredients of the composition and not be
20  harmful to the patient’s health. The carrier may be a solid or a liquid or both and is
preferably formulated with the compound as single dose, for example as tablet,
which may contain from 0.05% to 95% by weight of the active ingredient. Further
pharmaceutically active substances may likewise be present, including further
compounds of the formula 1. The pharmaceutical compositions according to the
25  invention may be produced by one of the known pharmaceutical methods which
essentially consist of mixing the ingredients with pharmacologically acceptable

carriers and/or excipients.

Pharmaceutical compositions according to the invention are those suitable for oral,
30 rectal, topical, peroral (for example sublingual) and parenteral (for example
subcutaneous, intramuscular, intradermal or intravenous) administration, although

the most suitable mode of administration depends in each individual case on the
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subcut aneous, intranuscul ar, intradermal or intravenous) adm nistration,

.al though the nost suitable node of adm nistration depends in each

i ndi vidual case on the 6 nature and severity of the condition to be treated
and on the nature of the conpound of the fornula 1 used in each case.
Coated formnul ati ons and coated sl owrelgease fornulations also fall within
the scope of the invention. Acid- and gastric fluid- resistant fornul ations
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I ncl udesm&thaoeylaim V\:hl ch the 15 active ingredient and the carrier (which
may consi st of one or nore additional ingredients) are brought into
contact. In general, the conpositions are produced by uniform and

honogenegygant ?hﬁﬁnﬁéeﬁtib%l a&hbbana@ﬁfmeﬁmmmuétrat@nl may ibd A RS bnel y
di spersed soli1d carrier, after which the product is shaped if necessary.
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an 15 active ingredient and the carrier (WhICh may consist of one or more additional
ingredients) are brought into contact. in general, the compositions are produced by
uniform and homogeneous mixing of the active ingredient with a liquid and/or finely
dispersed solid carrier, after which the product is shaped if necessary. Thus, for
exlample, a tablet can be produced by compressing or shaping a powder or granules
20 of the compound, where appropriate with one or more additional ingredients.
Compressed tablets may be produced by tabletting the compound in free-flowing
form, such as, for example, a powder or granules, where appropriate mixed with a
binder, lubricant, inert diluent and/or one (or more) surface-active/dispersing agents
in a suitable machine. Shaped tablets can be produced by shaping, in a suitable
25 machine, the compound which is in powder form and has been moistened with an
inert liquid diluent.

Pharmaceutical compositions suitable for peroral (sublingual) administration
comprise suckable tablets which contain a compound of the formula 1 with a

30 flavoring, normally sucrose, and gum arabic or tragacanth, and pastilles which
contain the compound in an inert base such as gelatin and glycerol or sucrose and

gum arabic.
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inert liquid diluent. Pharmaceutical conpositions suitable for peroral
.(sublingual) adm nistration conprise suckable tablets which contain a
conmpound of the formula | with a 30 flavoring, normally sucrose, and gum
arabic or tragacanth, and pastilles which contain the conmpound in an inert
base such as gelatin and glycerol or sutrose and gumarabic. 7 Suitable
phar maceuti cal conpositions for parenteral adm nistration conprise
preferably sterile aqueous preparations of a conpound of the fornula 1,
which are preferably isotonic with the blood of the intended recipient.
These pr §pﬁala!e|pimmar:@ut@%ﬁ@mﬁwsé@nparegteéab@nmmstwi@ncqmwls&al t hough

adm ni st I s

i ntrader h@ﬁtfél nj’e f'%n dhl% }rgbg%ng?%{)%%mmﬁ@g?af e pro%lﬁged by
M xi ng t preferabpoigotbrid wnh\mé blocansf the lintagdéd eedipient. tThege ;ﬂ'@bal’faltlﬁﬁs sterile
and isotonic with bl ood. Jtect abl e conpositions, according to the
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are preferably 1'n si ngle- ose suppositori e ese can be

pr oducedpieferabkyi be pmdmeﬂdwanﬂg thmeompomd! with watehandenakingrtheeresulting
conventi ona carrl L e .cocoa butter, and,shaping the
Fesul t1 ngoltigs gteste 386 & ?'a'sweabh*&f)aa”@ﬁﬁt@@ac OERASAS 91458 1€ Hif cal use
on the sighBnfb® @héfﬁ‘ﬁy%hbﬁnh ﬂoH‘@HB%"}mv\tﬁ thf‘l‘li)'l@EéBtwegzb BfBurigot | on,
paste, spray, roso or oil. Carriers i ch“can used are petrol atum

| ancl@ n, pol yet hyI ene glycols, alcohols and conbl nations of two or nore of
t hese su

concent r gf’lt% e g}%ﬁ?ﬁ?‘%%g s rt@;'j/]ls f r&?fal %h% f@ﬁﬂ‘ﬁ%‘ﬁ?s{e)?% 'I'a%l%mztgﬁarrpl e
from 0. SforiPof2dihgle-dose suppositories. These can be produced by mixing a compound of
the formula 1 with one or more conventional solid carriers, for example cocoa butter,
and shaping the resulting mixture.
15
Suitable pharmaceutical compositions for topical use on the skin are preferably in the
form of an ointment, cream, lotion, paste, spray, aerosol or oil. Carriers which can be
used are petrolatum, fanolin, polyethylene glycols, alcohols and combinations of two
or more of these substances. The active ingredient is generally present in a
20  concentration of from 0.1 to 15% by weight of the composition, for example from 0.5

to 2%.

Transdermal administration is also possible. Suitable pharmaceutical compositions
for transdermal applications may be in the form of single plasters which are suitable

25 for long-term close contact with the patient's epidermis. Plasters of this type suitably
contain the active ingredient in an aqueous solution which is buffered where
appropriate, dissolved and/or dispersed in an adhesive or dispersed in a polymer. A
suitable active ingredient conceniration is about 1% to 35%, preferably about 3% to
15%. As a particular option, the active ingredient can be released by electrotransport

30 oriontophoresis as described, for example, in Pharmaceutical Research, 2 (6): 318
(1986).
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Transdermal adm nistration is also possible. Suitable pharnaceutical

. conpositions for transdernmal applications may be in the formof single
pl asters which are suitable 25 for long-termclose contact with the
patient's epiderms. Plasters of this type suitably contain the active

I ngredient in an aqueous solution whiclgis buffered where appropriate,
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I n Pharmaceutical Research, 2 (6): 318 (1986). 8 The corrpounds accordi ng
to the invention of the formula | can be prepared in various ways by
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For example, substituted 3-phenyl-5-alkoxy-1,3,4-oxadiazol-2-ones of the formula 1
can be prepared by 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 above, to give the compounds of the formula 4, which are acylated

10  with phosgene, carbonyldiimidazole, diphosgene or triphosgene, cyclized and
converted where appropriate by further chemical modification of the radicals R*-R®,
such as, for example, by reduction of nitro to amino radicals by known processes,
and subsequent acylation or alkylation, info compounds of the formula 1. Since acids
are usually liberated in these reactions, promotion is advisable by adding bases such

15  as pyridine, triethylamine, sodium hydroxide solution or alkali metal carbonates. The
reactions can be carried out in wide temperature ranges. it has proved
advantageous as a rule to operate at 0°C io the boiling point of the solvent used.
Examples of solvents employed are methylene chloride, THF, DMF, toluene, ethyl
acetate, n-heptane, dioxane, diethyl ether.

20
The hydrazines of the formula 2 can be prepared by known methods, for example by

diazotization of the corresponding anilines and



4 R2 1 O-R1l For exanple, substituted

. 3-phenyl - 5-al koxy- 1, 3, 4- oxadi azol - 2-ones of the formula 1 can be prepared
by reacting hydrazines of the formula 2 with chioroformc esters of the
formula 3 or other reactive carbonic ester derivatives, in which Rl, R2,
R3, R4 and R5 are as defined above, toggive the conpounds of the formula
4, which are acylated 10 with phosgene, carbonyidil m dazol e, diphosgene or
tri phosgene, cycliggd and converted where approprie by further chem cal
nodi fication of the Nadicals R2-R5, such as, for exgnp e, by reduction of

nitro to amno radi cH y known mpy@shssasate an su acyl ation or
al kyl ation, int®R%ony t

ane usual ly
| iberated in these re ions, pronotion is adV| sabl e/Dy\addiNi, bases such
15 as pyridine, trgg hyI s ne, sodi um hydroxi de sdR3iti orror al kali net al
carbonates. The reacti®ns can be carried out in wde tZnperature ranges.
It has proved advantageous as a rule to operate at OC to the boiling point

of the solvent used. Exanpl es of sol vents enpl oyed are net hyl ene chl ori de,

THF, DVFg cﬁkn ' 20
The hydr azt%éna#%ﬁfr% ? P{uqﬁ?'%@ @gF\ e pr 'gl?%%é@ﬁ@%%%m@ew&dﬁ} Elﬁ (yr
exanpl e s:ybstdiutadqﬂ"lengtdmvad)mes; B XCOF é}h,pﬁmdil (D@O@@Fl;) wits hadchztheRoydrate.
hydr %ZI “§ué‘|¥ suﬁ‘alﬁe phenyl derivatives may be nitro-substituted halobenzenes, preferably

fluoro- and chloronitrobenzenes, from which the compounds according to the
invention can be prepared by known methods at a suitable point in the synthetic
route by reduction and reaction with acylating or alkylating agents such as, for
example, acid chlorides, anhydrides, isocyanates, chloroformic esters, sulfonyl
10  chlorides or alkyl and arylalkyl halides, or by reductive alkylation with aldehydes.

The effect of the compounds according to the invention of the formula 1 was tested

using the following enzyme assay system:

15 The compounds of the formula 1 show an inhibitory effect on pancreatic lipase (PL).
As PL inhibitors, they are able fo prevent absorption of fat consumed with the diet
and thus lead to a reduction in the fat uptake and the body weight or prevent an
increase in body weight. The compounds of the formula 1 are particularly suitable for
treating obesity but may also have a very beneficial effect in various metabolic

20 derangements such as, for example, diabetes, and cardiovascular disorders such as,

for example, hypertension and myocardial infarction.
The activity of the compounds was assayed as follows:

25 1. Preparation of the substrate:
80 ul of tripalmitin (85 mM in chloroform) are mixed with 5 ul of glycerol tri[9,10(n)-
*Hloleate (5 mCi/ml in toluene) in a 12 ml polypropylene vessel. Evaporation in a
rotary evaporator (50°C) and addition of 4 ml of 200 mM Tris/HCI (pH 7.6), 0.8% TX-
100 are followed by ultrasound treatment of the mixture (Branson B-12 sonifier,



subsequent reduction by known nethods or by nucl eophilic substitution of
_suitably substituted phenyl derivatives 6 (X=F, d, Br, |, OSQ2CF3) with
hydrazi ne hydrate. 5 Such suitabl e phenyl derivatives may be
nitro-substituted hal obenzenes, preferably fluoro- and

chl oroni trobenzenes, from which the compounds according to the invention
can be prepared by known nethods at a suitable point in the synthetic

route byoatsd%wem 3&99 rhifagith th‘\hﬁﬂén?é!é’bﬁﬁd:é‘)g.nﬁﬂ aHdfdgeridtusadmet s such
as, for exanple, acid chlorides, anhydrides, isocyanates, chloroformc

esters, SUSPEOAN I&@erﬂQﬁdb des or al kyl and aryI al kyl hal i des or by
reductlve al kyl ation with al dehydes. The effect of the corrpounds accordi ng
to the invention of the formula 1 was tested wusing the follow ng enzyne
assay systmgBayl> The corrpounds of the fornula I show an inhibitory effect
on pancreatic Ilpase PL inhibitors, they are able to prevent

abso®pt ilgpase beHer: @er(g @S/WQ' iﬁplﬁﬁeshisgp mMnMa@h mMb&alls 84MMeduction in
the fat Mz%’fﬁd?. t%trn PRI I@Eﬁe%o )35'%'@@ ré Bnlsr h\‘-l‘e' ght.

The conpoun orfula 1" are rea I'ng
obesi ty day ofthge asag) have a very benef | CI aI effect in vari ous met abol i c 20
derangenents such as, for exanple, diabetes, and cardi ovascul ar disorders
such as, for exanple, hypertension and nmyocardial infarction. The activity

of the Clﬁﬁiﬁ)(g—gﬂﬁfhﬁ?s%t ﬁﬁ@p@é pff‘épézrg'nbﬁ%m B §§ﬁa@5§t(s§hé>6r& No.

substrate: mtin n1\/||nc wth 5 pl
of gIcheIL-@BBQ)d[sgolllde)ilpéﬁq blhfé@ft(éO(JEJ()@mmtsVSOmut)ol uene) inal2mn

pol ypropyl ene vessel. Evaporation in a rotary evaporator (50C) and
addition of 4 m of 200 MM Tris/HClI (pH 7.6), 0.8% TX- 100 are fol |l owed by
ul trasoupghdetigad:nent of the mxture (Branson B-12 sonifier, 10 output |evel

4, 3 x 2 mn wth 1 mnintervals onice) until a hom)geneous m | ky
suspensi 2p! PEtest shrtance (n 1098aPMSO) or DMSO (control) are mixed with 10 ul of

substrate and 5 ul of lipase (in this sequence) and incubated at 30°C (Eppendorf

15  Thermomixer, 350 min™) for 30 min. After addition of 325 ul of
methanol/chloroform/n-heptane (10/9/7) and 105 ul of 0.1 M K,CO3, 0.1 M H3BO3
(pH 10.5 adjusted with 1 M KOH) and vigorous mixing, the phases are separated by
centrifugation (8000 rpm, Eppendorf centrifuge, 4°C). 140 ul portions of the aqueous
supernatant (contains the liberated radiolabeled oleate; 70% recovery) are

20 transferred into 20 m! scintillation vials and mixed with 6 ml of scintillation cocktail
(Beckman ReadySafe). After vigorously mixing and incubating at room temperature
for 2 h, the radioactivity is measured in a liquid scintillation counter (Beckman,
L8008, tritium channel with quench curve, measurement time 20 min).

25
Evaluation:
Substances are routinely tested in each concentration in three independent
incubation mixtures each with duplicate determination after phase separation (SD <
0.02). Background values (reaction under the same conditions but without lipase) are
30 subtracted from all values (corresponds predominantly to the content of giycerol
trioleate or free oleate in the substrate preparation in the aqueous phase, < 5% of

the radioactivity employed). The inhibition of the pancreatic lipase enzymatic activity



5 Lipase buffer: 80 mM Tris/HCl (pH 7.6), 600 MM NaCl, 8 mM CaCl 2, 8 nM
_benzam di ne, 2 mM Pef abl oc (Roche Bi ochemi cals) (add the inhibitors only on
the day of the assay) Pancreatic |ipase: Enriched preparation from porcine
pancreas (Sigma order No. 10 L-0382) dissolved in |ipase buffer (100 000
units 1500, ul) Procedure: 5 N of testi1substance (in 100% DVSO or DMSO
(control) are mxed with 10 Pl of substrate and 5 prl of lipase (in this
sequenceyy ghgsf @&%%&qs@bt@r%écﬁep%a ahisoR wiltPANTRInkRited ¥Mtidl Readkiohor SO
mn. After addition of t hanol / chl or of or mi n- hept ane (10/9/7)
and 105 (anesmceooﬁlupmsaze@% |rmlbjtlmm Hﬂ%&ce(qﬁhpaﬁa 308%; inbibiibnanteach ¢askOH)

and vi or mX| the cenrlf i 8000 rpm
Eppendgrila %8'@ COAfEﬁ 3eﬁb% c’esﬁ 8@8@?%9‘ P¥W ptoa ﬁ%ﬁ nt P
(containg cbh_@eﬁtrémfn@tcﬂdhé eshbt eLipsieined. 'Dlh@%ﬁwaﬂé)ﬂ(aﬂ@g@ RAPMTG(E&%Wer-
transferred into 20 m scintillation vials and with 6 of

sci ntd | | BIQSRFd piscusad for capexditting radd{-sadietermisation. vi gor ousl y m xi ng and

i ncubating at roomtenperature for 2 h, the radioactivity is neasured in a
liquid scintillation counter (Beckman, L8008, tritium channel w th quench
curve, nERSdo/IPRONhdS ishewead the fllowdisg Bffatiliatthierissafubst ances are routinely
tested in each concentration in three independent incubation m xtures each
with duplicate determ nation after phase separation (SD < 0.02).

Backgr oprys ' i nder—t TR conditiions but wi thout |ipase)
are 30 su ?Prhgépﬁ%%){om aHH']chI ues (corP@sp&nds predom nantly to the content
of glyceérol trioleate or free ol eate (.03t he substfrate preparation in the
aqueous nhr-\cn < 504 of the rdadigactivity nmr')l n\lan . The inhibition of the
pancreafic |i pase ?enzymatl c dctivity ﬂzﬁy a test [substance is deternined
by COprd.l I SOIT W LIB all uﬂl nﬂl I I Leu CUIILG 35 [ Ed.bll OTl

4 2.5
5 2.0
6 0.9
15 0.6

10 The following examples illustrate the preparation methods in greater detail without

restricting them.



(presence of lipase = 0% inhibition; absence of lipase 100%inhibition in
~each case after background correction). The IC50 is cal culated from an
inhibition plot with up to 8 concentrations of the test substance. The

sof tware package GRAPHI T (El sevier 5 BIOSOFT) is used for curve fitting and
| C50 determ nation. The conpounds showed the following effect in this
assay: Conpound Exanple No.:1C50 (/JM 10.03 20.25 30.35 42.5 52.0 60.9
150. 6 10gJ48 F@[Iowﬁng exanples illustrate the preparation nethods in
greater etaF wi thout restricting them 12 Exanples: Exanple 1:

5- Dodecyl oxy-3-(4-trifluoronethoxy-phenyl)-3H (1, 3, 4)-oxadi azol -2-one 5
0.43 m ﬁf dope_yl chl orof ormate was cautiously added dropw se to a m xture
consi sti ﬁmBPebr84 g of 4-trifluoronethoxyphenyl hydrazine, 15 m of NW and

2 m of s5pydedy Rym(zﬂ-ﬁiﬂgefdm@mow-ph@gyrl)w(i,Bﬂ)@x&H@a&@:-met hen stirred
for & hours while slowy warmng to . After dilution with 50 m of
wat er, extraction by shaking was carried .10 out with 30 m of nethylene

chl ori ded.48ml afrdpmiecy| ghHarodonwate dvaseckutious|ysarkt agnd ropwiideatoea anixturanhi | e
O G A P T
pyridine while cooling in ice, and the mixture was then stirred for 2 hours while slowly
warming to RT. After dilution with 50 ml of water, extraction by shaking was carried
10  out with 30 ml of methylene chloride, the organic phase was dried with sodium
sulfate and, while stirring and cooling in ice, 5 ml of pyridine and 3 ml of a 20%
strength solution of phosgene in toluene were added dropwise. This mixture was
allowed to stand overnight at room temperature and was diluted with a further 10 ml
of methylene chicride and then washed 3 times with water. After drying over sodium
15  sulfate, the mixture was concentrated in vacuo and the product was purified by
column chromatography (silica gel, solvents:methanol:methylene chioride = 2 : 98).
Yield ; 0.85 g M.p.: 41°C

The compounds of the following examples were prepared analagously:
20 '

Example 2:

5-Hexadecyloxy-3-(4-trifluoromethoxy-phenyl}-3H-(1,3,4)-oxadiazol-2-one

M.p.: 56°C

25 Example 3:
5-Octyloxy-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)}-oxadiazol-2-one
M.p.: oil

Example 4:
30  5-Hexadecyloxy-3-(3-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 83°C

Example 5:



allowed to stand overnight at roomtenperature and was diluted with a
_further 10 M of nethylene chloride and then washed 3 tines with water.
After drying over sodium 15 sulfate, the m xture was concentrated in vacuo
and the product was purified by colum chromatography (silica gel,
sol vents: nethanol : nmethylene chloride $32 : 98). Yield: 0.85 g M p.: 41
C The conpounds of the follow ng exanpl es were prepared anal agously: 20
Exanpl e 2
5. Hexa dec)l/—\eécgge%yl?ﬁyt“4f(4ucéwrl%ro h n0)§}./) I[ﬂ]henyp 3%(1? )oxA?)dlaOz)?égl %I}eol 5 one
M p.: 568@.R55%Enple 3:
5-Cctyl oxy-3-(4-trifluoronethoxy-phenyl)-3H (1, 3, 4)-oxadi azol -2-one MP.:
oil Exanple 4: 30
5- Hexadegyd @3- (3-tri fl uoromet hoxy- phenyl) - 3H (1, 3, 4) - oxadi azol - 2- one
M p.: 53C Exanple 5: 13 5-H exadecyl oxy-3-(4-(4-ch
| or oherfctylpxedwheryH3H1(133.4)- oxa@iazdz‘bpng one Mp.: 52C Exanple 6: 5
5-Cctyl 8@y 33 b&nyl 3H (1, 3, 4) -oxadi azol -2-one M p.: 38C Exanple 7:

3-

5-Cctyl fl uoro- phenyl)-3H (1, 3, 4) - oxadi azol -2-one 10 MP.: oil
Exanmpl e 8:
Example 7:
5-Octyloxy-3-(3-flucro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
10 M.p.: ol
Example 8:

5-Hexadecyloxy-3-(3-fluoro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 58°C

15
Example 9:
5-Hexadecyloxy-3-(3-benzyloxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 65°C

20 Example 10:
5-Hexadecyloxy-3-phenyl-3H-(1,3,4)-oxadiazol-2-one
M.p.: 63°C

Example 11:
25  5-Hexadecyloxy-3-(4-nitro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 72°C

Example 12:
5-Hexadecyloxy-3-(4-methoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
30 M.p.: 66°C



5- Hexadecyl oxy- 3- (3-fl uoro- phenyl )-3H (1, 3, 4) - oxadi azol -2-one M p.: 58C 15
Exanpl e 9:

" 5- Hexadecyl oxy- 3- ( 3- benzyl oxy- phenyl ) - 3H (1, 3, 4) - oxadi azol -2-one M p.: 65C
20 Exanple 10: 5-Hexadecyl oxy- 3-phenyl -3H (1, 3, 4) - oxadi azol -2-one M p.:
63C Exanple 11: 25 14

5- Hexadecyl oxy- 3-(4-ni tro-phenyl)-3H (1, 3, 4) -oxadi azol -2-one Mp.: 72C
Exanpl e 12: 5- Hexadecyl oxy- 3- (4- net hoxy- phenyl)-3H (1, 3, 4) - oxadi azol - 2- one
30 Mp.: 66C 14 Exanple 13:

5- HexadeExeowle 33( 4- benzyl oxy- phenyl ) - 3H (1, 3, 4) - oxad i azol -2-one Mp.:
73C 5 Ex le 14: .

5~ Deoy | ORI AGE YOy ol BRRRIR R LR P -4 3 DO U2 280 2ol - 2- one M P
oi | .10 REKpAPIFCLS:

5- Undecyl oxy-3-(4-trifluoronethoxy-phenyl)-3H (1,3, 4)-oxadi azol - 2- one

M p. :538C Exanpl e 16:

Example 14:
5-Decyloxy-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: oil

10  Example 15:
5-Undecyloxy-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 38°C

Example 16:
15  5-Tetradecyloxy-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 46°C

Example 17:
5-Tridecyioxy-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
20  M.p.: 50°C

Example 18:
5-(2-(2-Hexyloxy-ethoxy)-ethoxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-
2-one

25  M.p.: oil

Example19:
5-((2)-Octadec-9-enyloxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: oil

30
Example 20:
5-(Dodecyloxy-ethoxy)-3-(4-trifluoromethoxy-phenyl}-3H-(1,3,4)-oxadiazol-2-one



15 5-Tetradecyl oxy-3-(4-trifluoronethoxy-phenyl)-3H (1, 3, 4)-oxadi azol - 2- one
Mp.: 46C Exanple 17:

" 5-Tridecyl oxy-3-(4-trifluoronethoxy-phenyl)-3H (1, 3, 4) -oxadi azol -2-one 20
M p.: 50C Exanple 18:

5-(2-(2- Hexyl oxy- et hoxy) - et hoxy) - 3- (4-16i f |l uor onet hoxy- phenyl )-3H- (1, 3,4)-0
xadi azol - 2-one 25 MP.: oil Exanple 19:

5-((2) - CMtpadQﬂ 9- enyl oxy) 3-(4-trifluoronet hoxy-phenyl)-3H (1, 3, 4) -oxadi azo
| - 2- one P.: oil 30 Exanple 20:

5- (Dodecyl oxy-et hoxy)-3-(4-trifluoronethoxy-phenyl)-3H (1, 3, 4)-oxadi azol - 2-
one 15 P. .. P% Exanmpl e 21: 5-(2-(4-Fl uorophenyl

) - et hox X%mt)g 1if| uor oret hoxy- phenyl ) -3H (1, 3, 4) - oxadi azol -2- 5 one M p.:

60C Exanplz( t?-?luoroghen 1)- ethoxy) -3- (4-tr|ﬂuoromethoxy-ﬂhenyl)—3H (1, 3 4)-oxadiazol-2-
5-((3(3- Cholestan- - % oxy)-3-(4-trifluoromethoxy- phenyl -3H- (1, 3, 4) - oxadi

azol &2-oPe 10 M p.: 127C Exarrple 23: 5-(2-B utoxy-et h
oxy) - 3- (ﬂlﬁl’léd gor onet hoxy- phenyl )-3 H (1, 3,4)-oxadiazol -2-o0ne Mp.:
resin

Example 22:
5-((3p-Cholestan-3-yl)-oxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
10 M.p.: 127°C

Example 23:
5-(2-Butoxy-ethoxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: resin

15
Example 24:
5-(7-Phenyi-heptyloxy)-3-(4-triflucromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one

~M.p.: resin

20 Example 25:
5-(Docosyloxy-ethoxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 71°C

Example 26:

25  5-(2-(1-Naphthyloxy)-ethoxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-
one
M.p.: resin

Example 27:
30  5-(4-Octylphenoxy)-3-(4-trifluoromethoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one

M.p.: resin



15 Exanpl e 24:

5-(7- Phenyl - heptyl oxy)-3-(4-trifl uoromethoxy-phenyl)-3H (1, 3, 4)-oxadi azol -2

"-one Mp.: resin 20 Exanple 25:

5- (Docosyl oxy- et hoxy)-3-(4-trifluoronet hoxy-phenyl)-3 H (1, 3,4)-oxad

Il azol -2-one Mup.: 71C Exanple 26: 25 16

5-(2- (1 Napht hyl oxy) - et hoxy) - 3-(4-trifl uoronet hoxy-phenyl)-3H (1, 3, 4)-oxad

i azol - ea@pM 28 resin Exanple 27: 30

5 (4 Oct henoxy) 3-(4-trifluoromet hoxy-phenyl)-3H (1, 3, 4)-oxadi azol - 2- one
r e8i( P_ﬂ's-:‘ngxumhe@ozg)ﬁ (4-trifluoromethoxy-phenyl)-3H-(1,3 4) -oxadiazol-2-one

5 (3 Phemﬂgyéggﬁnoxy) 3-(4-trifluoronethoxy-phenyl)-3H (1,3, 4)-oxadi azol - 2-
one 5 Exanpl e 29:

5- (Dodecyl oxy)-3-(4-trifluor omet hoxy- phenyl ) -3H (1, 3, 4) - oxadi azol - 2- one
M p 41 C Exa | e 30: 10
5- ( D&dec K@WF (3, 4- di chl or o- phenyl ) - 3H (1, 3, 4) - oxadi azol -2-one M p.:

?;‘ﬁa o "B Bodfcyiguh R R RYhefidgdtighyl 3H-{1.34) oxadjazol-2-one

M.p.: 41°C

Example 30:
10  5-(Podecyloxy)-3-(3,4-dichloro-phenyl}-3H-(1,3,4)-oxadiazol-2-one
M.p.: 74°C

Example 31:
5-(Dodecyloxy)-3-(3,5-dichloro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
15 M.p.: 48°C

Example 32:
5-(Dodecyloxy)-3-(3-methoxy-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 51°C

20
Exampie 33:
5-(Dodecyloxy)-3-(4-methoxy-phenyl}-3H-(1,3,4)-oxadiazol-2-one
M.p.: 57°C

25 Example 34.
5-(Dodecyloxy)-3-(3-nitro-phenyl}-3H-{1,3,4)-oxadiazol-2-one
M.p.. 64°C

Example 35:
30  5-(Dodecyloxy)-3-(3-trifluoromethyl-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 43°C



Exanpl e 32: 5-(Dodecyl oxy) - 3- ( 3- net hoxy- phenyl )-3H (1, 3, 4) - oxad

iazol -2-one Mp.: 51 C 20 Exanple 33:

" 5- (Dodecyl oxy) - 3- (4- et hoxy- phenyl )-3H (1, 3, 4) - oxadi azol -2-one Mp.: 57C
25 Exanple 34: 5-(Dodecyl oxy)-3-(3-nitro-phenyl)-3H (1, 3,4)-oxad

iazol -2-one Mp.: 64C Example 35: 30 17

5- (Dodecyl oxy)-3-(3-trifluoronethyl-phenyl)-3H (1, 3, 4) - oxadi azol - 2- one

Mp.: 43y @(@@pl e 36:

5- (Dodecgl oxy) 5-bis-trifluoronet h?f' phenyl)-3H (1, 3, 4? oxadi azol - 2- on
e dedgcﬁagﬁrﬁ -83,8%bis-gifjuosemethyl-phenyl)-3H-(1,3,4)- -oxadiazof-2-one

ecyl oxy) 3= (4-penzyl oxy- phenyl )-3H (1, 3, 4) - oxadi azol -2-one M p.: 65C
Exanpl e ﬂﬂl

5- (Dodecyl oxy) - 3- (3-fl uor o- phenyl )-3H (1, 3, 4) - oxadi azol -2-one M p.: 44C
Exampl e 39:

5- (D&jecﬁxmle%z(S (4-f | uor obenzyl oxy) - 4- ni t r o- phenyl ) - 3H (1, 3, 4) - oxadi azo

|- 2-one 5—3(50%95'/[0){)7333‘; ‘F-}SQHPS(ISXﬁBhenyI)-SH-U,3,4)—oxad|azol—2—one
M.p.: 65°C

Example 38:
10  5-(Dodecyloxy)-3-(3-fluoro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 44°C

Example 39:
5-(Dodecyloxy)-3-(3-(4-fluorobenzyloxy)-4-nitro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
15 M.p.: 71°C

Example 40:
5-(Dodecyloxy)-3-(2-methyl-4-nitro-phenyl)-3H-(1,3,4)-oxadiazoi-2-one
M.p.: 63°C

20
Example 41:
5-(Dodecyloxy)-3-(3-methyl-4-nitro-phenyl)-3H-(1,3,4)-oxadiazol-2-one
M.p.: 62°C



'Dodecyl oxy)-3-(2-nmethyl -4-nitro-phenyl)-3H (1, 3,4)-oxad iazol-2-one

5
"5
R

- (

Mp.: 63C 20 Exanpl e 41:
- (Dodecyl oxy) - 3- ( 3- net hyl - 4-ni tro- phenyl )-3H (1, 3, 4) - oxadi azol - 2- one

Mp.: 62C WO 03/072555 18 Patent clainms: 1. A conmpound of the formula 1 R5
| | 0 WEOB/E2B3501484 5 in which thdgnmeani ngs are: Rl GCDERQH/G1484

C4- C20- al koxy-, C6-Clo-aryl-, C6-Cl0-aryl oxy- or C4-Cl2-al koxy-

C2- CA- al gt ik tuted C2-C4-al kyl, where aryl may be a phenyl or

napht hyl radical which is substitued one or nore tinmes by hal ogen,

Cl- C4-al kyl, Cl1-C4- al kyloxy, nitro or CF3; C7-C20-al kenyl ;

3p-chol egt an- 3-yl : phenyl lch,lg 10 substituted by C6-Cl2-al kyl or by
phenoxy;?RZ, %&%"ﬁf%‘?ﬁ&%&?@ﬂ%ﬁdenuy of one anot her hydrogen, hal ogen,
nitro, Cl-C4-alkyl, Cl-Cg-alkyloxy, trifluoronmethyl, trifluoronethoxy, or
C6- C10- aryl - C1- C4- al kyl oxy, C6-C10-aryl oxy, C6-Cl0-aryl, C3-C5-cycl oal kyl
or 15 O C3-C6-cycl oal kyl, each of I ch may be substituted once, tw ce or

three tinmes by hal ogen, CF3, Cl-CA4-al kyl oxy or Cl-C4-al kyl; and the
phar macol ogi cal | y acceptabl e ngI ts d acid addi k%on salts thereof.

[
/N (9]
N° ™=
}—2/
R2
0

R3

1
5 in which the meanings are: -

R'  C7-Cyp-alkyl; C4-Coo-alkoxy-, Cg-Cro-aryl-, Ce-Cig-aryloxy- or C4-Cqz-alkoxy-
C,-Cys-alkoxy-substituted C,-Cy4-alkyl, where aryl may be a phenyl or naphthyil
radical which is substitued one or more times by halogen, C4-Cgs-alkyl, C4-Ca-
alkyloxy, nitro or CF3; C7-Cap-alkenyl; 3p-cholestan-3-yl; phenyl which is

10 substituted by Cg-C12-alkyl or by phenoxy;

R2?, R? R*and R® independently of one another hydrogen, halogen, nitro,
C+-Cy-alkyl, C¢-Cg-alkyloxy, trifluoromethyl, trifiuoromethoxy, or
Cg-Cyo-aryl-C4-Cs-alkyloxy, Cs-Cig-aryloxy, Ce-Cio-aryl, C3-Cg-cycloalkyl or

15 0O-Cs-Cg-cycloalkyl, each of which may be substituted once, twice or three
times by halogen, CF3 C4-Cs-alkyloxy or C4-Cs-alkyt;

and the pharmacologically acceptable salts and acid addition salts thereof.
20 2. A compound of the formula 1 as claimed in claim 1, in which
R'  is Cs-Cap-alkyl, C7-Coo-alkenyl, 3p-cholestan-3-yl, or phenyl which is

substituted by Cs-C12-alkyl or by phenoxy.

3. A compound of the formula 1 as claimed in claims 1 to 2, in which

25 R? is hydrogen, halogen, C;-Cs-alkyl or C4-Cg-alkoxy.



20 2. A conpound of the fornula | as clainmed in claiml, in which RL is
C7-C22-al kyl, C7-C20-al kenyl, 3f3-chol estan-3-yl, or phenyl which is

“ substituted by C6-Cl2-al kyl or by phenoxy. 3. A conpound of the formula 1
as claimed in clains 1 to 2, in which 25 R2 is hydrogen, hal ogen,

Cl- C4-al kyl or Cl-C9-al koxy. 19 4. A cegpound of the fornmula 1 as cl ai ned
inclaime 1 to 3, in which R3 is hydrogen, Cl-C4-alkyl, trifl uoronethoxy,
C6- C10- aryl - C1- C4- aIkonxy which may optionally be substituted in the aryl
noi ety 2X hal ogen. 5. A conmpound of the fornmula 1 as clained in clains 1
to 4, whi cﬁqcom@wgdwm%&mulaﬂ.aa@@nmebmﬁaaw%ﬂ te Bl brwhikBnoxy. 6. A

conmpound,of t; a | g5 R5 |s
hydrogeﬁR R & s A PiREpR R CF Sl bR alUSd wieh

which Rl is rhg@yGptiondlybe sibstiiuted iﬁ@tﬁ@ammcﬂétytﬂyehémgeml al as cI ai rred in
clains 1 to 7, 1n which Rl is CB-Cl6-alkyl, R2 is hydrogen, R3 is hydrogen
or t®fluoronet hyl oxy, R4 is hydrogen, trifluoronethyl oxy or

4-chl or gg.henomoﬂg;%una%f% fcﬁ‘nﬁ:?fé“]% aun?eq n cﬂéﬂ%eﬁo ﬁofn WhiERE! ing the

conmpoun of the rmul a |l ali rre I'n ch conprises H
O Rl + R R3s hydrogen, trifluoromethoxy or ch[orophenoxy

6. A compound of the formula 1 as claimed in claims 1 to 5, in which
10 R® s hydrogen.

7. A compound of the formula 1 as claimed in claims 1 to 6, in which
R1 is Cs—C1s—alky[.

15 8. A compound of the formula 1 as claimed in claims 1 to 7, in which
R'  is Cg-Ciealkyl,
R? s hydrogen,
R® s hydrogen or triflucromethyloxy,
R* s hydrogen, triflucromethyloxy or 4-chlorophenoxy and
20 R’ s hydrogen.

9. A process for preparing the compounds of the formula 1 as claimed in claims

1 to 8, which comprises

RS R5,

R4 N\ + 0 — ™ R4 N O0—R1
\
NH, Cl N
R3 R2 R3 H
2 3
B 4
R5 o) R5
}-C] )ko
— » R4 N O—R1 — ™ R4 N
N—< N Ng-R1
R3 H 0 R3 R2

25 8




2 NH2 cl RR 3 R5 4 R4 255 1 20 reacting hydrazines of the fornula 2 with
.chloroformc esters of the fornmula 3 or other reactive carbonic ester
derivatives, in which R, R2, R3, R4 and R5 are as defined in clains 1 to
8, to give the conpounds of the fornula 4, which are 5 acylated with
phosgene, carbonyl diim dazol e, di phosggpe or triphosgene, cyclized and
converted where appropriate by further chem cal nodification of the
radicals R2-R5 into conpounds of the fornmula 1. 10. A medi cament conpri sing

at | east one conpound of the fornmula 1 as claimed 10 in clains 1 to 8. 11.
A nedi canent reacting bydneginese the foronda 2iwith ohiprafermig estenseddhe frerudadpound

one of the ool asiVe REreRe Reded el iR RS KR pad R
medi ci ne. as defined in claims 1 to 8, to give the compounds of the formula 4, which are
5 acylated with phosgene, carbonyldiimidazole, diphosgene or triphosgene,
cyclized and converted where appropriate by further chemical modification of
the radicals R%-R? into compounds of the formula 1.

10. A medicament comprising at least one compound of the formula 1 as claimed

10 in claims 1 to 8.

11. A medicament for the treatment of obesity comprising at least one compound
of the formula 1 as claimed in claims 1 to 8.

16 12. The use of at least one of the compounds of the formula 1 as claimed in

claims 1 to 8 as a medicine.



