WD 01/ 66531 5 Descri ption: SUBSTI TUTED

3- PHENYL- 5- ALKOXY- 1, 3, 4- OXDI AZOL- 2- ONES AND THEI R USE FOR | NHI Bl TI NG
HORMONWOSBNSESBYVE LI PASE The i nveny 1 to substi PGiTéEP01/01898

3- phenyl - 5-al koxy- 1, 3, 4- oxdi azol - ZQMWMMMWﬂWM show an inhibitory effect on
hor none-sensitive |ipase, HSL. Certain 5-alkoxy-1, 3, 4-oxdi azol -2-ones with
an or thgsgigaohi t ut ed phenyl ring as 10%$Ubstituent or with fused-on five-
or six-nmenbered rings have anthelmntic (DE-A 26 04 110) and insecti cidal
effects (DE-A 26 03 877, EP-B 0 048 040, EP-B 0 067 471). Certain

5- phengypSh I PUTEDX 8LRPHENYA -8 KUKV, 812-OXINAZOLLSI O NESCANDTPREIR USE as
15 substituents show an endoparasiticidal effect éEP_A 0 419 918). The aim
of the invention waORIMNHBITINEIHOGRMONESEMSITAVEHIRASE i nhi bitory effect

on:hornone-sensitive |lipase, HSL. 20 This has been achi eved by the

sul‘?sti uted 3..phe -5-al koxy-1,3, 4- oxdi_azol - 2- s of e formula 1 R5 R1
01 25 THRTERY RB oo P 3 paet scRarE Y Foxczat dtanss Wkh |

bei ng g bRlighibROryRstdtt @htibdtdne-sensithiedifddsleu i one or nore tinmes by
phenyl, Cl-C4-al kyloxy, S-d-C4-alkyl, 2 N(Cl-C4-alkyl)2, and for phenyl
in turn to be substituted one or nore tines by hal ogen, Cl-C4-alkyl,

Cl- ¢4- | |1, X 23, .4 o |y, of one
anot ney NP Hse HaP g iptar Tl s Wit SR bRy BRE Bigtas
10  substituent or with fused-on five- or six-membered rings have anthelmintic
(DE-A 26 04 110) and insecticidal effects (DE-A 26 03 877, EP-B 0 048 040,
EP-B 0 067 471).

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 This has been achieved by the substituted 3-phenyl-5-alkoxy-1,3,4-oxdiazol-2-ones
of the formula 1

R5
R4 R1
N /
T
R3
R2 ©
0]
1

25 in which the meanings are:
R’ C1-Ce-alkyl, C3-Cgq-cycloalkyl, it being possible for both groups to be
substituted one or more times by phenyl, C;-Cs-alkyloxy, S-C¢-Cy-alkyl,

R
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5 C6-Cl10-aryl - Cl- C4- al kyl oxy, C6-Clo-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-C4-aPkyloxy or Cl-C4-alkyl;
2-oxopyrrolidin-1 yI 2,5-di methyl pyrrol-1-yl or NR6-A-R7, 10 with the

- proviso that R2 , R4 and R5 are not sinultaneously hydrogen and at
| east one dN( QmGnaélwl Jeadnrd for phemy! mum tRge isybstitetechane gr more times by

2- OX0pyrro pet NR6- A-R7, with R6
hydr ogen, cﬁrﬂéﬁe %/P‘* 33266 eW fﬁ{rﬂlgr?%yeﬁ{d where aryl may be 15
subst i RYtRY Fﬁyar’ftﬁRég&iepeﬁlaéntlﬁlbf Gaednbmmwd% éH,-Hdogdrk \itroA a single

bond, COn, SO or CONH_ n 1 or 2; RY hydrogen Cl- C18-al kyl or
C2- C18- al ke‘ﬁypf%ué)ﬂhcb‘pwﬂkﬂﬁxhay be substituted once to three 20 tinmes by

g}‘s& g: ty: o?yé%r nyIéF%g(yWraadl: y@t%b%fr@?'ox l: b@%%ﬁyfl %@Fcéar bonyl ,

ﬁgl (C):lgnar %hogyog—cqbbpglﬁqx)eersmh ?fxmnchpberswbsilmtéw?gcemwidmwwgéI tuted by
C6- C%O arylt '@?S%X%l @é @-‘yé'kdglxb(ﬁr (téyé:c@hﬁ/l?ﬁyl C5- C8- cycl oal kyl ,

C6- C10 25 aw’@?%%cﬂkﬁhw&d%ﬁ@%w‘ QPW”X|R7 d| phenyl - C1- C4- al kyI

I ndanyl, each o be su tute once or tw ce by Cl-Ci18-al kyl,
Cl- C18- al kyl oxy, C3- C8-cyc| oal kyl, COOH, hydroxyl, Cl-C4-al kyI car bonyl ,

PR EATIar Y L et e e

C6 C10- ary|§t‘4b§§t”6/né36b’theﬁﬁdlc@}€ R2 NKSE@* &ORC%t%Q'aafcéiz cb@w%ndeF |,0r
OCF3, where al kyl nay be SubStItléted again by CI-C4-al kyl oxycarbonyl, CF3

or car boxyIZSadim&ihx}Dyrbql il ogNR>-ACRS, Wﬂh Cl- C4- al kyl oxy; or the group
Het-(CH2)r-, 3 withr 0, 1, 2 or 3 and Het = saturated or unsaturated
5-7- menber ed heterocycle mhlch may be benzo-fused and substituted by

Cl- C4-gPkyl hy dr6§e|¢1©1-®f4§dlkylfb@@;%{bra@ﬂ-c%@élk?’“ WHere @yl @ay@bky! oxycar bonyl ,
C6- C10-aryl - Cl1-C4-al C10 aré Cl-C4 | mercapto or nitro, where
befzo- fusedSléps}'ItUt%dMWQ'QQQWQF%@G atkylanyeqy (ByCh'fﬂ"ﬁﬂj»en Cl- C4- al kyl oxy or

CF3 ang al k%!tsﬁdﬁe geﬁgl aégpb)br%n%g and CF3, and their pharnmacol ogically

sui tabl e salts *an aC| f'ion 3sa
n 1or2;

R’  hydrogen;

C4-Cqs-alkyl or Co-C+g-alkenyl, each of which may be substituted once to three

20 times by C4-Cs-alkyl, halogen, CF3 C-Cy-alkyloxy, N(C4-Cs-alkyl),, -COOH,
C1-Cy4-alkyloxycarbonyl, Ce-C12-aryl, Cs-Cqo-aryloxy, Cs-Ciz-arylcarbonyl,
Ce-Cio-aryl-C1-C4-alkyloxy or oxo, where aryl in turn may be substituted by
halogen, C4-Cy4-alkyl, aminosulfonyl or methylmercapto;
Ces-C1p-aryl-C4-Cy-alkyl, Cs-Cg-cycloalkyl-C4-Cs-alkyl, Cs-Cg-cycloalkyl, Cg-C1o-

25 aryl-C,-Cg-alkenyl, C¢-Cio-aryl, diphenyl, diphenyl-C,-Cy4-alkyl, indanyl, each of
which may be substituted once or twice by C4-Cs-alkyl, C1-C1s-alkyloxy,
Cs-Cs-cycloalkyl, COOH, hydroxyl, C4-C4-alkylcarbonyl, C¢-C1o-aryl-C1-Cs-
alkyl, Ce-C1o-aryl-C4-Cs-alkyloxy, Ce-C1o-aryloxy, nitro, cyano, Ce-Cyp-aryl,
fluorosulfonyl, C4-Ce-alkyloxycarbonyl, Cs-C1g-arylsulfonyloxy, pyridyl, NHSO,-

30 Ces-Cio-aryl, halogen, CF3 or OCF3, where alkyl may be substituted again by
C1-Cy-alkyloxycarbonyl, CF3 or carboxyl, and aryl by halogen, CF3 or
C1-Cy-alkyloxy;
or the group Het-(CHz)-,



."10 Said aryl radicals nmay optionally be substituted one or nore tinmes by
Cl- Cg-al kyl,  Cl-C8-al kyl oxy, halogen, trifluoronethyl. Said cycloal kyl
radicals nmay optionally be substi tut®d one or more tines by Ci1-C4-al kyl,
‘C6- C10-aryl, and sai d aI kyl radi cals may be substituted by hydroxyl,

di -Cl-C4-al k | u nis fluor chl orine, brom ne,
plreferabl ;I“f' ﬁm Rg g gc"ﬂ Sa}&p{é&%&%h@gﬂvﬁategﬁ(%rﬁgm Qle,d may 15 be

branched oheterdegsievdsich i §é sey e those in
which: Rl is Clwc4 alﬁ | ; é&f 'bgﬁzéRg 'S ig:rsgggﬁntﬂf‘eéﬁ)y %&I@fl s hydrogen,

hal ogen, C§6€Q+oaﬂiflyylha|merc@1a¢3k-;’alkyiquoﬂ alrkylowcarlbenyb Cat@foraryll-conpounds

f the f d Cl- C4-al kyl

- CLo- ar yioa e P el o Ay gieratpt 5o st beneeriasd o ne_ary
bety by Inad ok Jub &@F‘\i

g?nglg b)c/)nd a)ggﬁﬂgm —bgG émd\b Ba\ltbgéh gﬁk@?am%r may gﬁqseg(gtltut ed by

hal ogen, Clﬂ?s)(a'k&’ilﬁ)’]metbﬁé\h?méi/:sc&l al kyl oxy, CF3-phenoxy, C5-C8-cycl oal kyl
or fluorosul fonyloxy; 30 Cl-Cl2-al kyl which nay be substituted by
Cl- C4- al kyl oxy, phenyl, CF3 or phenyl -Cl- C4-al kyl oxy; C2-Cl12-al kenyl or

the group lHet-theiPharmasblobidally sQitablelsali@nthdBdid adeifion sdied or  unsat ur at ed
5-7-nmenbered heterocycle which nmay be benzo-fused and substituted by

Cl-C4-al kyl or halogen. 4 Additionally preferred conpounds of the formula 1
t )

319 RaE a0 4Bkl B) ool 68Ses RPN AP il by o

subst |G1tﬁ)@dll®§o)dyaha@gan aifldbcombthyh rGaid egsloafkyt Reliéals mdypoptionalptiech: R4 6

71s NR Ai c@i grdrogﬁ%%réj A = single bond and R7 =

hydr o&é‘H ity ”%P.é”&‘?fﬁ Sh¥ [y ear@ tfs tor gyt @d\do‘iadéa!iwl fadieals yay

?fi" 0% skubG%tLﬁé@b? r@@k Y ;@é‘iﬁga ysrpmbbéﬁa hubmtk. A15698h id WiGfdY

chlorlne bromine, preferably fluorine and chlonne Alkyl, alkenyl, alkyloxy etc. may
15  be branched or unbranched.

Preferred compounds of the formula 1 are those in which:
R'is C4-Cs-alkyl; and/or
R’ is hydrogen; and/or

20  R?is hydrogen, halogen, C4-Cs-alkyl, C41-Cg-alkyloxy or amino.

Further preferred compounds of the formula 1 are those in which
R® is hydrogen, C4-Cs-alkyl, Cg-Co-aryl-C1-C4-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”= Ce-Cio-aryl-C4-C4-alkyl which may be substituted by halogen, CFa,
cyano, phenyl-C,-Cy-alkyloxy, CF3-phenoxy, Cs-Cg-cycloalkyl or
fluorosulfonyloxy;
30 C1-C1z-alkyl which may be substituted by C4-Cg4-alkyloxy, phenyl, CF3 or
phenyl-C1-C4-alkyloxy;
C2-Cy2-alkenyl or the group Het-(CH,),-, with r = 0 or 1, and Het = saturated or
unsaturated 5-7-membered heterocycle which may be benzo-fused and
substituted by C4-Cg-alky! or halogen.



_—-C6- Cl0- aryl - C1- C4- al kyl which may be substituted by hal ogen,

Cl- C6- al kyl oxy, CF3, cyano, C5-C6-cycloal kyl, Cl-C4-al kyl oxycarbonyl,

C6- Clo-aryl -Cl-C4-al kyl, 15 C6-Cl0- at4yl - Cl- C4- al kyl oxy, where aryl may
‘agai n be substituted by hal ogen or CF3; C5-C8-cycloal kyl -C1-C4-al kyl; or
the groyp Het-(CH2)r-, withr =1, 2 or nd Het = saturated or

nsat JRQBAaIY, PIAIRGES GamERYTKa s jeuiac &R thage MBIt uted by

hal ogen, C - Ry HY2. - . 404 ds of the
formila 115 i Lhooe2 opirofdindt 1 IR RYo- AR PO 2 and
R7 = Cl- C18CalQeyalkylbiky whicty may baibslivstituteddbyblyalogengamd/ophenyl , phenoxy,
phenyl car bonyl or Cl-C4-al kyl oxycar bonyl, where phenoxy in turn nay be
substituted by nmethyl, hal ogen or nethyl nmercapto; 30 C2-C18-al kenyl which

may be subsghhBbBAdOBS K fehPuld ¥ lin wHic{z10-aryl whi ch may be substituted by
hal ogen, C1- 98- al kg/l , _bhenyl - Cl-C4-al kyl, CF3, OCF3, fluorosulfonyl,
Cl- C4- al kyl BxyiedMRoAyR,, wittenoxy, where aryl in turn may be substituted by

Cl- C4- al kyl g¥y: 10 15 20 30 C6-Clo-aryl-Cl-C4-al kyl where al kyl may
be substitu ed—beyq?rggﬁg)&rg?théﬁg, and aryl by hal ogen; or the group

Het - (CH2) r- A w t Bingleb&nhdBfldHet = saturated or unsaturated 5-7-nenbered
het erocycl e__whi ch ‘may be benzo-fused and substituted by G -C4-al kyl,
hal ogen, OR" €4- Byd{@d6RYy, hal ophenyl or hal obenzyl nercapto, where

e s ST YYD b o B Bl Shoriuibebogtn; =t oy and!or
C,-C,g-alkenyl which may be substituted once or twice by C-Cs-alkyl or
C4-Cs-alkyloxycarbonyl;

Ce-C1o-aryl-C4-C4-alkyl which may be substituted by halogen, C4-Cgs-alkyloxy,
CF3, cyano, Cs-Ce-cycloalkyl, C4-Cs-alkyloxycarbonyl, Ce-C1o-aryl-C4-C4-alkyl,
15 Ce-Cqo-aryl-C4-Cy-alkyloxy, where aryl may again be substituted by halogen or
CFs;
Cs-Cg-cycloalkyl-C4-C4-alkyl;
or the group Het-(CHy),-,
withr =1, 2 or 3 and Het = saturated or unsaturated 5-7-membered
20 heterocycle which may be substituted by halogen, C4-C4-alkyloxy or
C,-C4-alkyloxycarbonyl, and/or

compounds of the formula 1 in which:
R*is NR%-A-R’, with
25 R®= hydrogen,
A -CO- and
R’ = C;-Cyg-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 C,-Cqg-alkenyl which may be substituted by Cg-C1o-aryl;
Ce-C1o-aryl which may be substituted by halogen, C¢-Cg-alkyl, phenyl-
C4-Cy-alkyl, CF3, OCF3, fluorosulfonyl, C4-Cs-alkyloxycarbonyl, phenoxy,
where aryl in turn may be substituted by C4-C4-alkyloxy;



R4 6 'is NR-AAR with R6 = hydrogen, A = -C®2- and R7 = Cl1-C18-al kyl

which is substituted by CF3 or phenyl; C6-Clo-aryl;

C6- Clo- aryl - C1- C4- al kyl which is subs®ituted by Cl-C4-al kyl, hal ogen, CF3

‘or OCF3, benzyloxy or phenyl; or the group Het-(CH2)r-, withr =0 or 1

-and Het = sgturat ed or unsaturated 5-7-nmenbered heterocycle which may be
d

benzo- f used“enfdodn<ei-Curadsy! mhere atiyy) may pe spbslitHiad by aiethexy oRgGFs ands NR

-A-R with = n, A =-S2- and R7 = Cl-C6-al kyl which may be
substi t ut edg@)l/bx:%?dd %g C4- al kenyl which nmay be substituted by phenyl;

C6- Clo- ar y| omthiecdronmyHéte(CGHf)st i t ut ed by Cl- C6-al kyl, hal ogen,

Cl- 4-al kyl o oL b | ; dj phenyl - C1- CA- al kyl_ substituted by hal ogen; or
t he group Hé{im(r O—éﬂn%qa%'i'h 5?{£a@d£{dﬂ]§@ﬁ@?%‘£ét?r H’(eéﬁb?ﬁelém?éﬁmyﬁlﬁed

5- & nmenber { . i fel e in which: R4
o B INR L ARl bz ARt TR GO I HalBadn Ty

whi ch may b€1-€ubalkylouy chialbph@iy! ©¢-haldbanzylneencapto; iwherii(i@nz64uatd gyl2 or

phenyl which may.in turn b upst tuted by hal ogen am nosul fonyl; 5
C6-d o-aryl A BRUE be BH%@H%M@@’QW Qﬁmeﬁ%'-c’é?kw%h ~06- al kyl oxy,
G - C6- al kyl oxycar bonyl, phenoxy, OCF3, benzyl or pyridyl, where al kyl may

agai n be substituted by G -C4-al kyl oxycarbonyl or carboxyl;
C5- C8- cycl oevmpbunds of theaformelas s which:ed by hydroxyl, or indanyl; or the

grﬁjﬁeﬁter égﬁiget\lgfa%_gﬂmﬁit r =0 or 1 and Het = saturated or unsaturated
R®= hydrogen,
A= -CO2- and
R’ = C;-Cyg-alkyl which is substituted by CF; or phenyl;
Ce-Cro-aryl;
15 Ce-C1o-aryl-C4-C4-alkyl which is substituted by C4-C,4-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-C4-alkyl or benzyl, and/or
20 R*is NR®-A-R’, with
R®= hydrogen,
A= -S0;-and
R’ = C4-Ce-alkyl which may be substituted by CF3;
C,-C4-alkenyl which may be substituted by phenyl;
25 Ce-C1o-aryl which may be substituted by C4-Cs-alkyl, halogen, C;-C4-alkyloxy
or benzyl;
diphenyl-C4-C4-alkyl substituted by halogen;
or the group Het-(CHy),-,
with r = 0 and Het = saturated or unsaturated 5-7-membered heterocycle,
30 and/or

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



~which may be substituted by benzyl. Particularly preferred conpounds of the
formula 1 are those in which RL is nethyl. 15 Very particularly preferred
conpounds of the formula 1 are those Pn the group nentioned in Exanples
21, 22, 27, 28, 30 to 34, 36 to 42, 53, 54, 58, 60, 62, 65, 69, 71, 74,

- 92, 97, 107 116, %ﬁﬂ 1%8 136, 139, 142, 152, 166 and 171. The conpounds
of the |nvéﬁt|on e®%rnul a 1 have a surprising |nh|b|tory effect 20

on hor none-geasigj. qu)-lalmﬁﬁmm% @S‘%iﬁ‘%ﬁ f?ﬁg%%ér@a{ )E]yown g@ﬂyt es, which

is inhibited by insulinand I's r sponS| fats in fat
cel I s and fN(Ci-Ge-alkylaresfphenyt which maapdn turode substituted by Halogen st r eam

I nhi bition of .thi enlzyme thus corresponds to an insulin-like effect of

t he conpoun%i@rlﬂ U?fﬂe Yh nvention, which eventuall y leads to a reduction of

frege fatty @8—'0’-1&a'r3ﬂ wmehhhaoﬂeeoesmhtéd B?‘d: b USRGE C145 Etk?lbxfyan thus be
§

enpl oyed for netabolic derangements such or “exanp
non- i nsul i nCd&meaihﬁnnyarbgeyleahmxy tQ@Fs,fbﬁnZNi carb@yridyl sylmnecaibylanayf or

formil a 1 S pERRe 7S G IRBoSATRBSN] Srdemtiinoan por se. Rs H

O RL Ré~_~NC5-Co@yeldikyRavhieh MaylBe SlbatittlediofRAydroxyFor imigHyp! e, substitut ed

3- phenyl - 5-al koxy-1, 3, 4- oxadi azol - 2-ones of the formula 1 can be prepared
by reacti ngohv@rgiﬂuﬁééefo(icﬂﬂne- fornula 2 with chloroformic esters of the

RS e ama MBS L34 MEL SURRNEd BE b URRY K piSmps R e Elaiete i
4, which arwhmhyﬂnayejé subistitated byttsgghe, carbonyl dii m dazol e, di phosgene or
ti phosgene, cyclized and

Particularly preferred compounds of the formula 1 are those in which R' is methyl.

156  Very particularly preferred 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 cells 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 direct
damage to the pancreas.



~converted where appropriate by further chem cal nodification of the

radi cal s R2-R5, such as, for exanple, by reduction of nitro to am no

radi cal s by known processes, and subZequent acylation or alkylation, into
‘compounds of the fornmula 1. Since acids are usually liberated in these

“reacti@ns ronption.is.advi.sable by addi bases such 15 as.pyridine,
oot prarefeBTBYG 4 DR SoP fofiileot ANKE piabeled e ASHGHEMELE “The
react i nmetiRGdPRNERAPef@eOut i n wide tenperature ranges. It has proved
advant ageous as a rule to operate at 0OCto the boiling point of the solvent
used. Exanples of solvents enployed are nethyl ene chloride, THF, DWVF,

tol uene, ethyl acetate, n-heptane, dioxane, diethyl ether. 20 The
hydrazi nes of\the forrmula 2 can be prepared by own mnet hods, for exanple

by diazotizas ofHt he corregpofdi ng anilines ZNN8 Rp R5 hydrazine
@ N hod©-oR1 by
S 4

hydrate /R4 3 \

gt i t lliHpn of sugit ably substitute henwW-—deri vatives 6 (X
= F, d, Brral, ORe2CF3) with hydrazine hydratgqg e h Hui¥qabl e phenyl
derivatives nmaygbe nitro-substd tuted hal obenzenes, preferably fluoro- and
chl oroni trobenzenes, from which the conpounds of the iwention can be
prepared by known nethods at a suitable point in the synthetic route by
reduction and reaction with acylating or al kylating agents such as, for
exanpl e, acid chlorikfes, ar‘?&ri des, isocyanat est®chl or ofar\(rri c esters,

- a

sul fonyl chlorides or aryl al kyl 10 hal i des b 6:ducti ve

al kylation with alkd e efdeply of —tthe=cBrApo! of Nt her'i nvention, of
the formula 1, was tes{se usi\RI he follow ng enz assap=syst ¢ 15
Enzyme preparation: '*Drepa ati gn partially purig MSL: | soRPated rat fat
cells are obtained ffbm e;ﬂzdi dy adi pose tissue trom un,} reated male rats
(Wstar, 220-250 g) by col Isagenase treatnent accordi ng to-published 20

nmet hods (e.g. S. Nilsson et al., Anal. Biochem 158, 1986, 399 - 407; G
Fretri kson et al., J. Biol. Chem 256, 1981, 6311 - 6320; H Tornquist et

al ., JFoPtfhmpfd)@bshiteted 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, into 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 hydroxyde 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 to 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



.1976, 813 - 819). The fat cells from10 rats are washed three tinmes by
flotation wwth 50 m each tine of hog;\)/lgeni zation buffer (25 m tris/HC,
pH 7.4, 0.25 M sucrose, 1 nmM EDTA, 1 DTT, 10 pg/m |eupeptin, 10 pg/m
antipain, 20 pg/m pepstatin) 25 and finally taken up in 10 m of
honogeni zati on bH fer. The fat cells are honpgegized in a Teflon-in-glass
honogeni zer (Bra Mel sungen) by 10 strokes at 1 {00 rpm and 15C. The

honbgenate i s cent !i ged (Sorva| hraﬁ.%gdrgtﬁbes, RPMH 10 min, 4C). The

0
subnat ant bet we atxty | thsd @p‘ et is renmoved and
the centrifugation epeated. The subnatant resul\==yg 30NHherefromis

recentrifuged (ﬁﬁi fal | ?MM tubes, 20 000 rpm 4 i n, x40) . The 9 subnat ant
is renoved and edeMth 1 g of heparin-Sepharose (Pharnaci a-Bi ot ech,
CL-6B, 5 x washed with 25 mMtris/HCI, pH 7.4, 150 NaCl). After the

m xture has been incubated at 4C for 60 mn (shaking at 15-mn intervals),
it is centrifu eduggSorvall SM24 tubes, 3 000 rpm 10 mn, 4C). The

super ridtbsrauRBt rguesor dytiknoy methaisgr by aualgoghiieisabstitution of suitablind

cont r B tfted BBy dHdtes B AECEIPRE T O5cicts) §Bh At hwdate. 10 2.5
n 5of ecHdlitable /pHehyl detivatles mahvbERTe-sbbstititdiakalobds2érfess besteratly mv

DIT, 10 pg/m | eupeptin/ pepstatin/antipain. The suspension isS dial %zed
agai ndtuors- and chlosprittobepeenes franpwhicly the eempounds ofithe inventian ean be

| eupept,i i n t s Ral i I onto a
vl oyeBat L b mefhg dsudatle REBPLR Atind IO BE Ry BRHETRIE " R 10
mV potarskiesavtiphagifthatyatinglor alkyla3iDdpagnts euch as LforéxBihple, adie chidrides, i s
washed Vﬂ't . four vol unes of equil_i bration buffer at a flowrate of 20 to
30 ni /ANNYAREEREISOLKanRAiGs cehlQIAmairesiersu RBITRIY! blorides oxalkyh ang aryiaky!

cqpt ai py 0 i At ﬁ% hen di al yzed (see above) and 15
cg90enﬁlg't@gaog?ﬂr%%-ﬁ%o#gwgﬁth“faf??t ratslt'on (Amicon Diaflo PM 10 filter)
at 4C. The partially purified HSL can be stored at -70C for 4 to 6 weeks.
Assay:.. To.prepare the substrate, 25-50 j, of [3 rioleoylglycerol (in
Lo uenHe S8 AhE dosiini Sflg umeiies, Bbtnedioybulal. wanteRted e the
phosphelibwirésehBAS RB3AY gyétghgl ine/ phosphatidylinositol 3:1 wv) are

m xed, dried witth N2 and then taken up in 2 mM of 0.1 MKP;, (pH 7.0) by
ultrasonic treatnent (Branson 250, mcrotip, setting 1-2, 2 x 1 mn at

1@ n I er addition of 1 nl of KP; and renewed ultrasonic
tr1§|at n%ﬁ%ﬁbé%@%%raﬁé "on ice in 30-sec intervals), 1 m 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
sol ution Prepargtiepf partiadly pywified Hekut ed in

Isolated rat fat cells are obtained 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 ml tris/HCI, pH 7.4, 0.25 M sucrose,
1 mM EDTA, 1 mM DTT, 10 pg/ml leupeptin, 10 ug/ml antipain, 20 pug/ml 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 resulting

30 therefrom is recentrifuged (Sorvall SM24 tubes, 20 000 rpm, 45 min, 4°C). The



20 MM KP;, pH 7.0, 1 mM EDTA, 1 nM DTT, 0.02% BSA, 20 pg/m pepstatin, 10
pg/ M | eupeptin) and i ncubated at 37C for 30 mn. Addition of 3.25 m of
met hanol / chl or of or M hept ane (10: 9:7) 8nd of 1.05 m of 0.1 M K2CO3, 0.1 M
‘boric 30 acid (pH 10.5) is followed by thorough m xing and finally

trif ' 800 0.mn). Afte hase.separ ati on, one, equival ent of
the uppbramss emenEs S mpdoity T o neRA TR seaReIeR ¢ ArSegie AR athd by
|1 qui dCB@RNS L tishiea W28 RIPIRS/HCEH 1al 18D mIONSCHSARBE fife Apeufe mal |y
tested in four independent m xtures. The inhrbition of the L enzymatic
act i vihas bgem inebated bt4 0 der 6 e (shakimpedt H-nsianmtervalg), W is leeatrifuged

i nhi i | tjon. The 1C5Q js_calcul ated vi i nhibition plot
it oAl S s Aol T ) TEE SOBBEARRS SHRteRtaPk 62 |

Coe o sEnite Sellcnen o Mepkaes FRER 0BV RER ulle
No. | C5¢pliekitgd by centrifugatior0(X86alt 8532112 (RErpa3 01 i, 14 °8) Hhd3stispeditledd1l 4010
410- 1 & 533 or S0 mb isTHEI 54 7.0, 1 mM EDTA, 65 mM NaCl, 13% sucrose, 1 mM
DTT, 10 pg/ml leupeptin/pepstatin/antipain. The suspension is dialyzed against
25 mM tris/HCI, pH 7.4, 50% glycerol, 1 mM DTT, 10 ug/ml leupeptin, pepstatin,
10  antipain at 4°C overnight and then loaded onto a hydroxy apatite 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 one volume of equilibration
buffer containing 0.5 M potassium phosphate, and then dialyzed (see above) and
15  concentrated 5- to 10-fold 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:

To prepare the substrate, 25-50 uCi of [*Hjtrioleoylglycerol (in toluene), 6.8 pmol of
20 unlabeled trioleoylglycerol and 0.6 mg of phospholipids (phosphatidylcholine/

phosphatidylinositol 3:1 w/v) are mixed, dried with N, and then taken up in 2 ml of

0.1 M KP; (pH 7.0) by ultrasonic treatment (Branson 250, microtip, setting 1-2,

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 pi 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 ug/ml pepstatin,

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

methanol/chioroform/heptane (10:9:7) and of 1.05 ml of 0.1 M KoCOs3, 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 ml) is

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



.*620. 3 651 690.03 11 710.02 740.04 920.25 970.03 1070.12 1160.1 1280.6
1300.5 1360.5 1390.4 1420.2 1520.2 1660.2 1710.6 The foll owi ng exanpl es
illustrate the preparation nethods i nMQetail without restricti ng them 5
‘12 Exanpl es: Exanple 1: 3-Methyl-4-nitrophenyl hydrazine 5 5 g of hydrazine

hydratg ar.e sl ow y adde r 1 se to a solutjon of 15 9.9 .of.

2 et HvESEnEe Al nB e R foub M eandknt Bryiesy dha abhionaf theom

t enper 1 itgipt ' ' id By i i 4 hours.
Ther priaducq 2y T SRt 0Y (e8] SEDSEREE s Belefmited BY SomRerRg wiltPhn - oa o
wi t h suninhibited rapntret rgaationl The dCq isroalatdated pdm ah.inhibtiowi pdotwith at Beagtm p. :

L R B TR 50 A R A RSB RBLE LR, W™ © 2
5 package GRAPHIT, Elsevier-BIOSOFT.

The compounds showed the following effect in this assay:

Compound of Example No. ICs0 (M)
21 10
22 1
27 10
28 6
30
31 10
32
33 0.2
34 1
36 10
37 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




ﬂExarrpI e 3:

) 2- Chl or o- 4-ni t rophenyl hydr azine Mp.
2- Met hyl - 4-ni t rophenyl hydrazi ne
3- (4- Fl uor obenzyl oxy) - 2- ni t r ophenyl hy'H‘r azi ne
‘tonpound 2-fl uoro-4-(4-fluorobenzyl oxy) ni trobenzene (mp.:

,pr epa \_’d b\l :al I/\II at | on n'F

chlor|de in DWF 1|n the pre

sence of

H-uoro-4-nitrophenol
Ssi um catf

3- (4- FruorobenzZyyoxy)-4-Tit
Exanp|le 7: 4-(4-Chl orophen

rophenyt nWUf‘Z' me (T
oxy)-3-nitroaniline 1.

are afdded to a 8&l uti on of

after-si-i_m_ng_L%r_sﬂ_m_nul_
added| and the Mxture is s

&Q

1.29 g of 048&hl or opher

6 g of 4-fl| uoro-

tlrred at ﬁ?OCfor 31

of water—are
filtered off w

L 1 (]
d—ad—=af

suction and dried’i

' y 11 o,
vacuo at

101 C}| 15 Exanpl¢1e8: 4-(4-Q
of 0.82 g of sodiumnitrite

hl or ophenaxy) - 3-ni trof
in 5 of water js 4

m xt uf e conS|st12‘ﬂg of 1.9 g

of 4-(4- c(hﬁor ophenoxy

20 copcentrat t: %qlul ochtori
the m xture en stirre

P |
actto—an

d at OC f

Lt)r 5Eomm n anc

dropw{se to a smenm on o[f

concenirated HC The preci

8.5 g ofp.sl n dichlor
filtered of

with water,

sus'b%?]ded in 20|b

van ér under I

: 144C 20 Exanpl e 4:

M p.: 135C 25 Exarrpl e b:
M p.:164C The starting

99C) was 30

wi th 4-fl uorobenzyl

bonate. 13 Exanpl e 6:
ernmediate) Mp.: 145C 5

4 g of potassium carbonate

ol in 8 n of DVF and,

3-nitroaniline are 10

wours. After cooling, 80 m

the precipitate is
40C. Yield: 2.0 g; mp.:

bhenyl hydr azi ne A sol ution
\dded dropwi se to a stirred

)-3-nitroaniline, 25 m of
thanol cooled to 0C, and

| subsequently added

i de di hydrate in 8 m of
f with suction, washed
i trogen and deconposed
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Iu”lvsr?h et hyl ag

whichiforns is racted by
162
166 0.2
171 0.6

tion at 25 10-15C. The oil
etate and washed

The following examples illustrate the preparation methods in detail without restricting

them.



W th water, and the organic phase is dried with sodium sul fate. The product
is then precipitated with isopropanglic HCl, filtered off with suction and
dried in vacuo. Yield: 1.1 g; mp.: 1221 C 30 Exanpl e 9: Met hyl

‘N - (4-nitro-2-nethyl phenyl ) hydrazi noformate 0.43 nml of nethyl chlorofornate
was c tlou]sly added dropwi se to a m xture consisting of 0.84 g of

2- et MP'REPt r ophenyl hydrazine, 15 M of NWP and 2 m of 14 pyridine while
cooling in ice, and the m xture was then stirred for 2 hours while slowy
warmng to RT. After dilution with 50 ml of water, the m xture was sitrred
over rixgmopleahid the solid was dried in vacuo at 40C. Yield: 0.81 g;

| d |
Bl E MBS DHAPAGRS WO by | ) hyal as| nof or mat & (1t er medh at &) 10
" B 4 Gflﬁgagagu%( g}drdg@ffgé/blow%éadéﬂ‘d@éﬁ\ni@eﬁbtdwbﬁ&YB} 3 Y gof nof or mat e

kl/m ﬁ 3|2metw' %ﬂnotwmmnneﬁwnﬂ@zmhof Urmatfwlpquiltdonezes@qm fsgzgqéiwres »
26 i e BRuR B riealtd ARG BY 5% Ko BT TrstfrBoietR afaGpiaRd”

(int erbveéid@ihg)m Mi Bf waldrtlndEsanmtered & witke§livtion and recrystallized from
N - (3-(4-fluorobenzyl oxy)-2-nitrophenyl)hydrazi noformate 30 Mp.:193C

Exanpligopm®panethyl N - (4- (4- chl or ophenoxy) - 3- ni t r ophenyl ) hydr azi nof or mat e
10 Yield:13.3g m.p.: 138°C

The following examples were prepared in an analogous way:
Example 2:
3-Fluoro-4-nitrophenylhydrazine

15 M.p.: 130°C

Example 3:
2-Chloro-4-nitrophenylhydrazine
M.p.:144°C

20
Example 4:
2-Methyl-4-nitrophenylhydrazine
M.p.:135°C

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

The starting compound 2-fluoro-4-(4-fluorobenzyloxy)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 potassium carbonate.



Mp.: 147C 15 Exanple 17: Methyl N -(3-p

| peridi no-4-nitrophenyl)hydrazi noformate (-) Mp.: 131C 5 The latter
conpound and t he conpound of Exanple 18 were prepared by reacting nethyl
N -(3-fl uoro 4-n itrophenyl)hydrazi noformate with piperidine and N-benzyl -
pi pera2| ne spect ively, in NWP at 80C. 10 Exanple 18: Met hyl

N - 3 1891 pi per azi no) 4-ni trophenyl ) hydrazi noformate Mp.: 156C

Exanpl 4) oxdi azol -2-one 2.5 g
of net )5%9“131?2\'—%”' IBQ §éhé(ﬁ%w5f% éarite;’mgéncg%@m of pyridine were

t aken Myp: 14536 m of rret hyI ene chloride and, while stirring and cooling in
ice, 3 mM of a 20% strength solution of phosgene in toluene were added
dropwi se. This mxture was left 20 to stand at room tenperature over night
ang Wagy g ¢d with a further 10 nl of nethylene chloride and then washed
3 tinmes w water. After drying over sodium sulfate, the m xture was
concend+(4t@ulorophamoxy)-3enittoamiingr oduct was purified by colum

chromat ography (silica gel, solvents: nethanol:nethylene chl oride = 2:98)
and recrystallized fromisopropanol. 25 Yield:1.5 g mp.: 151 C The

f ol | owh gq @x %&%%&%M&@@r@@dﬂ@d%%‘ Qﬂbfudrpoﬁ(@% &f 4uchfd?6t3ﬁéﬁoﬁﬂ 30

5- Met hoxy= 3- ( 3- net hyl - 4-ni trophenyl)-3-H (1, 3, 4) oxdiazol - 2- one 112C
16 Exa&pmleafﬂMF and, after stirring for 30 mmutes 1.6 g of 4-fluoro-3- nitroaniline are

t hoﬁﬁ % %}&ﬂ)&@ grreoﬁhs%rredyat UL RPN ArdF éodlmg%ﬁ SFAdhtef ON°
5- Vet gy adddabd: SheoB AT RiRgYinerebhrarembtedotiith Sudichahaz ol - 2- one
Mp.: 99C Exanple 23:
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% strength 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 g; m.p.: 221°C

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

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



.10 5- Met hoxy- 3-(2-net hyl -4-ni trophenyl)-3-H (1, 3, 4) oxdi azol -2-one Mp.:
111C Exanpl e 24:

5- Met hoxy- 3- (3- (4-fl uorobenzyl oxy) - 4 ¢t rophenyl)-3-H (1, 3, 4) oxdi azol - 2- one
15 M p.: 137C Exanpl e 25:

consi BN TIS FogBg Thicse aRdge TR MEsIBRB PAJor2 Poues WY -
2- one,w&niing t8 R PihfteradifitidAWitP50 {ﬁﬂ%ﬁ%b[,itﬁ WQ%RSWB%tﬁﬂréﬂqﬁgéJrlﬁgﬁps pheric

pressure at room tenperature unti e cal'culated anount of ogen has
been arskthe sqlid wae drietddhyacud et 40%@. filtered of f, and the solution is

conceng.rat | n.vacug....Ahe remaining semsolid residue is stirred with

i soprgbﬁﬁi)ﬁ)qgtg' fmipt'gpg‘dgoff with 25 suction. Yield: 0.759; mp.: 85C
Exgnpl e 26:

5- Met hoxy- 3- (2- am no- 4- (4-fl uor obenzyl oxy) phenyl )-3-H- (1, 3, 4) oxdi azol - 2-one
30 M Plhe faliowmg gpampies were prepared in an analogous way:

5- Met hoxy- 3- ( 3- ami no- 4- (4- chl or ophenoxy) phenyl ) - 3- H (1, 3, 4) oxdi azol - 2- one

M p.: 133C 17 Exanpl e 28:

5- Met hexamgle #0:am no- 3- net hyl phenyl ) - 3-H (1, 3, 4) oxdi azol -2-one M p.: 114C
5 Exanpl e 29: . _ ] ]

5- Met HIgthyd N 44-aitrephenyhydrazinefpenata onigimpreiafe)) - 3- H (1, 3, 4) oxdi azol - 2- one

M.B.- : Ci38-A&xanpl e 30:
5-19Et h@%ﬁl 3‘}?4&?4 chl or ophenyl acet yl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
201 ng of 4-chl orophenyl acetyl chloride are added dropwi se to a m xture
consisting of 200 ng of
5- met h%’!@‘%Ble( m-arri nophenyl)-3-H-(1, 3, 4) oxdi azol -2-one, 20 m of 15 _
et hy! Rty N 981iRrdadfobnBhyifydp¥zihdidifaggo! ed in ice, and the mixture is
stirred at” room tenperat re¥ r ours. Vol atiles are renoved in vacuo,
and t hd.p.e42d48Cis stirred with water and the solid is filtered off with
sul%ti on and dried at 40C in vacuo.

Example 12:

Methyl N'-(3-methyl-4-nitrophenyl)hydrazinoformate

M.p.: 169°C

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

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

Example 15:
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



Yield: 318 ng; mp.:161 C 20 The foll ow ng exanples were prepared in an
anal ogous way: Exanple 31:

5- Met hoxy- 3- (4- (4-chl or ophenyl acet yl ah? no) - 3- met hyl phenyl )-3-H (1, 3, 4) oxdi a
zol - 2-one 25 M p.:190C Exanpl e 32:

5- Met hoxy- 3- (4- oct anoyl am no- 3- net hyl phenyl ) - 3-H- (1, 3, 4) oxdi azol - 2- one

M p.: 110C 30 Exanpl e 33:

5- Met hggggn{ﬁé 47( 4- heptyl benzoyl am no) phenyl ) - 3- H (1, 3, 4) oxdi azol - 2- one

Mp.: 155C"18 Exanpl e 34:

5- Met hileghd-N'43¢pipendinbphaiisdphenyhhydraginofympiatey})) - 3- H- (1, 3, 4) oxd

I azol - 2- on p.: 135C 5 Exanpl e 35:

5-Meth ?/ 2-3(14-(4- chl or obut anoyl am no) - 3- net hyl phenyl ) - 3-H (1, 3, 4) oxdi azol -
2-gne Mp.: 137C Exanple 36: 10

5- Met hoxy- 3- (4- pi val oyl am no- 3- net hyl phenyl ) - 3- H (1, 3, 4) oxdi azol - 2- one

M p.: Tbedtatsraegimpoadd and the compound of Example 18 were prepared by reacting

5 et Dt LR RRB B BRI RL VAT B ARSI Koy - 3 ) oxe
5- Met hgppyefrgzihé; .(&,;@@W&%{.hgﬂ({ﬂ%%(&m_ no) - 3- met hyl phenyl )-3-H (1, 3, 4) oxdi azo
| -2- 20 one Mp.: 123C Exanpl e 39:

5- Met hoxy- 3- (4- ( 2- phenyl et henyl sul f onyl am no) - 3- et hyl phenyl )-3-H (1, 3, 4) ox

diﬁ;ol Exgﬁ'\p?éqg? Mp.: 129C
Methyl N'-(3-(N-benzylpiperazino)-4-nitrophenyl)hydrazinoformate
M.p.: 1566°C

Example 19:
15  5-Methoxy-3-(4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one

2.5 g of methyl N'-(4-nitrophenyl)hydrazinoformate and 5 ml of pyridine were taken
up in 15 ml of methylene chloride and, while stirring and cooling in ice, 3 ml 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 ml 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
column chromatography (silica gel, solvents: methanol:methylene chloride = 2:98)
and recrystallized from isopropanol.

25 Yield:1.5g m.p.: 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



.Exanpl e 40:

5- Met hoxy-3-(4-(2,2,2-trifluoroethyl sul fonyl am no) - 3- net hyl phenyl )-3-H 30
(1, 3, 4) oxdi azol -2-one Mp.: 151C 19 E'l@mpl e 41:

5- Met hoxy 3 (4 (benzyl oxycar bonyl am no) - 3- net hyl phenyl ) - 3-H (1, 3, 4) oxdi azol
-2- on %15C 5 Exanpl e 42:

5-Met h X ]?a (3, 4-di chl orophenyl am nocar bonyl am no) - 3- net hyl phenyl ) - 3- H

Fenct i oY %“h?’;?h-i“ e Sper S, Ao A PRI B o 2ol - 2- e

with elNupmoilar anobunts of 3 4- di chI orophenyl i socyanate in toluene at 50C.
15 Exanpl e 43:

5- Met hoxy 3-(4- (4-chl orophenyl sul f onyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2-
ne 5 M gxambf®62Exanpl e 44: 20

5- Met hoxy- - (4-(2-chl orophenyl sul f onyl am no) phenyl ) - 3-H (1, 3, 4) oxdi azol - 2-0
ne M p-MethpxyS-Betdrfilerob®nzyloxy)-2-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one

5- I\/Et h %bgé (3- chl or ophenyl sul f onyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2-
ne 41 C Exanple 46: 5-Meth oxy-3-(4-(4-ch lo ro p he nyla cetyl
am no) 3- (4 fl uorobe nzyl oxy) phenyl)-3-H (1, 3, 4)oxdi azol - 2-one 30

M p.:167C Exanpl e 47:

5- Met hbxan®ple 23benzyl sul f onyl am nophenyl ) - 3- H (1, 3, 4) oxdi azol -2-one M p.:

153 28.Methoxy-3-(2-methyl-4-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 111°C

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:
5-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
taken up. The catalyst is then filtered off, and the solution is concentrated in vacuo.
The remaining semisolid residue is stirred with isopropanol 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)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 133°C



Exanpl e 48:

5- Met hoxy- 3- (4-(-2-(4'-chl orobi phenyl1) et hyl ) sul f onyl am no) phenyl) - 3- H

(1, 3, 4) oxdi azol -2-one 5 M p.: 165C Ex& Ie 49:

5- Met hoxy- 3- (4-i sopropyl sul fonyl am nophenyl ) -3-H (1, 3, 4) oxdi azol - 2- one

‘M p.: 190C 10 Exanpl e 50:

5- Met hoxy- 3- (4- di net hyl am no- 3- net hyl phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
Mp.: Bafmpie2ghe |atter conpound was obtained by reacting

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

par af d-Metheky-3edtaminaz3-anettylpheDl-RH-(1r 3 djoxdiagod2aone e and was purified
by collgmw_ Wa%rat ography (silica gel, ethyl acetate:n-heptane = 1:1). 20
Exanpl :

5- et hoxy-3-(4 (4-chl orobenzyl ani no) - 3- et hyl phenyl ) - 3- H (1, 3, 4) oxdi azol - 2-
one MP.: oil The latter conpound was obtained by reacting

5- et FBWHBHZQam no- 3-net hyl 25 phenyl)-3-H (1, 3, 4) oxdi azol -2-one with

foom CMRARLPE AR GOSN O DBt P AR FRErE ca el

et hyl mget Qgs"m heptane = 1:1). Exanple 52: 30
5- Met hoxy -(4-(2-oxopyrrolidin-1-yl)-3-nethyl phenyl)-3-H (1, 3, 4) oxdi azol -2
-one oil The latter conpound was prepared by reacting

t (4 ch
Igrﬁgbzgg%rgéle(é?no) 3- et hyl phenyl )-3-H (1, 3, 4) oxdi azol -2-one with sodi um 21

hydrld@—l\néthdstaﬁemch|bmmmmwm)ﬁhénﬂyetlﬂxnrw4 igzo@eory oduct by

colum chronmat ography (siilca gel yl ene chloride: methanol = 98:2).
Example 53: 5

o - 2. Bgh i S e c aNad Bl Buaea TRoRW SR G Ay phaded barstny Ot 22
5- met hob3OG rigleobBrinmeth8xyr3t (dyaminophenyl)-3-H-(1,3,4)oxdiazol-2-one, 20 mi 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-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 110°C

30
Example 33:
5-Methoxy-3-(4-(4-heptylbenzoylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 165°C -



10 phenyl)-3-H (1, 3, 4) oxdi azol -2-one with equi nol ar ampunts of
acetyl acetone in glacial acetic acid _at 80C and was isolated by
precipitation by adding water and fil 18 ati on. Exanpl e 54:

5- Met hoxy- 3- (4- (2, 5-di net hyl

pyrrolE %U,i met hyl phenyl )-3-H (1, 3, 4) oxdi azol -2-one 15 Mp.: oil The
| atter )?,ac;ﬁB Aﬂ was obt ai ned by reacting 5-nethoxy-3-(4-am no-3-net hyl -

phenyls. w%thbma?(ﬂmomy%@hg%uﬁa%mrﬁb)@ﬁéthaH (4@4}Hx%|ag£ol-99&ﬁé)nyl acetone

in glacial acetic acid a rking up | ace” by lution with
wat er Méxt 13%%G on 20 by shaking with ethyl acetate and col um

chromat ography (silica gel, nethylene chloride) of the crude product
obtai ned after concentration of the dried organic phase. Exanple 55: 25

5- Bkt @R@fnﬁle(%@ fl uor obe
nzyl o g/ met hyl am nophenyl ) -3-H- (1, 3, 4) oxdi azol -2-one M p.: 98C The
latter M@Xﬁh@ (o~ @Jﬁ@mmwwammf%m@éhylbhemwwﬁm@g@)madiaanl -3fone

5- met f]\zﬁ/

3-(3-(4-T11 uor o%enzyl oxy)-4-nitrophenyl)-3-H (1, 3, 4) oxdi azol -2-one with

pl ati num 30 di oxi de as catal yst in nmethanol at roomtenperature under

at nospheric, pressure and after filtering off the catal yst, concentrating
the r2¥aMBI¢ $¥:xt ure and col urm chromat ography (silica gel, nethylene

Cﬂ?“;?%’&%egné 59 £ es?)é@ﬁo%nfeé@y%lg&ﬁyl?@ R, 3‘“&)’0%%&%!’%‘?% anal ogousl y to

5- Met Hdxy: 387G am nophenyl ) - 3 H (1, 3, 4) oxdi azol -2-one M p.: 95C Exanpl e
57: 5-Met hoxy-3-(3-d ibenzyl am nophenyl)-3-H (1, 3, 4) oxdi azoI -2-one 10
Mp.: 71 C Exarrpl e 58:

5- Met hogy 5 gybenzyl am nophenyl) - 3-H (1, 3, 4) oxdi azol -2-one MP.: oil 15
Exanpl e 5’8 5- Met hoxy- 3- (4- (pyri d-2-yl ) am nocar bonyl ani nophenyl ) - 3- H (1,
3, 4) oxarMethoky-3-@n@-ciNbpphedyistifonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-

15 2-one
M.p.: 147°C

Example 38:

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

M.p.: 123°C

Example 39:

5-Methoxy-3-(4-(2-phenylethenylisulfonylamino)-3-methylphenyl)-3-H-(1,3,4)oxdiazol-
25 2-one

M.p.: 129°C

Example 40:

5-Methoxy-3-(4-(2,2,2-trifluoroethylsulfonylamino)-3-methylphenyl)-3-H-
30 (1,3,4)oxdiazol-2-one

M.p.: 161°C



20 Exanpl e 60: 5-Methoxy-3-(3-(4-fluorobe

nzyl oxy) - 4- benzyl oxycar bonyl am nophen%/l )-3-H (1, 3,4)oxdi azol -2-one MP.:
oil 25 Exanple 61: 9

'5- Met hoxy- 3- (4- am no- 2- net hyl phenyl )-3-H (1, 3, 4) oxdi azol -2-one MP.: oil
‘Exanpl . .30,

5- Met h%wngle( Tiret hyl - 4- ( 2- chl or obenzyl oxycar bonyl am no) phenyl )-3-H (1,
3,4)0 n -3- -
BBV e R R S L R G PR e D s U Vo
5 Exanpihe 64:

5- Met chl oro-4-nitrophenyl)-3-H (1, 3, 4) oxdi azol -2-one Mp.: 92C
Exanpr@x%S?1§§F:

5- iget hoxy- 3- ( 2- net hyl - 4- benzyl oxycar bonyl am nophenyl ) - 3- H (1, 3, 4) oxdi azol -2
-one Mp.: 112C Exanpl e 66:

5- Met heXgmplg 42et hyl - 4- (4-tri fl uor onet hoxybenzoyl ani no) phenyl )-3-H 15

Sl et na e8RS e 60%-loror R AR B iamipRkay T thyRbeny DB ox g

i azol - -@B,goxcﬂﬁzéﬂ.monéa)c Exanpl e 68:

126C

5- Met hoxy é3 fluoro-4-nitrophenyl)-3-H (1, 3, 4)oxdi azol -2-one Mp.: 127C
25 Exa
IHet hoxy 3 (4-(4-t-butyl benzoyl am no) phenyl ) -3-H (1, 3, 4) oxdi azol - 2- one
173C

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-dichlorophenyl
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-chlorophenylsulfonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 171°C

Example 45:
5-Methoxy-3-(4-(3-chlorophenyisulfonylaminoc)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-benzylsulfonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 163°C



.80 Exanple 70:

5- Met hoxy- 3- (4- (4-chl or obenzyl oxycar 2od1yl am no) phenyl )-3-H (1, 3, 4) oxd

i azol -2-one Mp.: 177C 24 Exanple 7%

'5- Met hoxy- 3- (2-chl 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-Meth oxy-3-(4-(3,4-dichlorobe

nzoyl am no) phenyl )-3-H (I , 3, 4)oxdi azol -2-one Mp.: 200C Exanple 73: 10

5- Met hexamptd 481 2- (4- chl or ophenoxy) - 2- et hyl prop i onyl am no) phenyl ) -3-H
(1, 3, 4)oxdi azol -2-one M p.: 153C Exanpl e 74:

5- Et hosMethp3yetdn(-R-(4- bl@lﬁquIbh%d)eébvliatéfnnmmmenmh)ensl)ﬂ-t-& 3, 4) oxdi azol - 2-

one p
5-1sop 10?)4)&37(@: %%b%y _4- benzyl oxycar bonyl am nophenyl )-3-H (1, 3, 4)oxd

| azpl - v29: 3687€ M p.: 119C Exanpl e 76:
5- Isopropoxy 3- (3 rret hyl - 4- but yl oxycar bonyl am nophenyl ) -3-H (1, 3, 4) oxdi azol
-2-one 25 Mp.:114C Exanple 77:

5-Isop§ Q%Y 39(3 met hyl - 4- ( 3- chl or ophenyl am nocar bonyl am no) phenyl ) - 3- H
(1, 3 ? i azol -2-one 30 Mp.: 201 C Exanple 78:

5-tertsmmxyi%-(@mtdspyIsmfdagimumaphénylmrlﬁl(m apxdRzel-R-che+ (1, 3, 4) oxdi az
ol - 2-one 25 MP.: 113C Exanple 79:

5- Met thRI PBCmat hyl - 4- phenoxycar bonyl am nophenyl ) - 3-H (1, 3, 4) oxdi azol - 2-0
€0

Example 50:
5-Methoxy-3-(4-dimethylamino-3-methylphenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 71°C

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-yl)-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 M p.: 145C Exanpl e 80:
5- Met hoxy 3- (3 nmet hyl - 4- (pyri d- 3-yl caﬂjonyl am no) phenyl )-3-H (1, 3, 4) oxdi azo
| -2-one MP.: oil 10 Exanpl e 81:
5- Met hoxy 3- (3 met hyl - 4- (i ndan- 2-yl am nocar bonyl am no) phenyl ) -3-H
1,3 d .- 2-
5+ et 1WA ARG Bt 1T Se PRER T 00 PRLRHBH I SRS RIRRHES BHERI 3. 1
(1,

3, 431y aﬂéap%yo(@ﬁiyll et Yfered ‘nfethd
5- Met ﬁ%x?ﬁ% (g,l c4 g%pyrpl d-3- ylﬂeﬁ?ﬂggmr b8?1|y g%%%o)phenyl) 3-H (1

3,4)oxd iazol - 2- one M p.: 232C 25 Exanpl e 84:
5-Met h - %] J‘I uor o- 4- benzyl oxycar bonyl am nophenyl ) -3-H- (1, 3, 4) oxdi azol - 2
-one %?ém " 30 Exanpl e 85: 5-Methoxy-3-(3-fluoro-4-(4-trifluoronethyl

berSZOY‘éambtlﬁ\@)(WB%WK4-030|b'érﬁtLZ—eﬁrﬂ}/@nﬁinbﬁa%eth&lmﬁ@n NM3H- (1%'4)8)5&5%@1”1)' e 86:
5- Met hoxy- 3- ( 3- benzyl oxy- 4 (4 trifluoronethyl benzoyl am no) phenyl ) - 3- H
(1, 3, 4908 azol -2-one M p.: 159C 5 Exanpl e 87:

5I l\/gt Q'r‘){?éy %4@3(;” uor o- 4- (4 tert-butyl benzoyl am no) phenyl )-3-H (1, 3, 4) oxdi az

The latter compound was obtained 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 obtained 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, methylene chloride).



Mp.: 144C 10 Exanpl e 88:

5- Met hoxy- 3- ( 3- net hyl - 4- (2 2,2-trifluoroethoxycarbonyl am no) phenyl)-3-H

(1, 3, 4) oxdi azol -2-one M p.: 141 C 15 ZXanpl e 89:

'5- Met hoxy- 3- (3- et hyl - 4- pi perl d| nocar bonyl am nophenyl ) -3-H- (1, 3, 4) oxdi azol -
2-one _Mp.: 154C Exanpl e 90:

5- Met hwsgntp@u@ésrﬁit Sﬁégflﬁ%weze preraied @naloaausty) iebearevious, (1,

3, 4) oxghdAgRls- 2-0one Mp.: 191 C Further exanples which were prepared by the
processes descri bed above and were 25 characterized by nass spectroscopy
(Mt1l): Exanpl e Chem cal name: Mt1Mol . wt. No.

91N-[ 4- Xy-2-o0xo-[1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 3-net hyl - 362361. 4
benzen%é%mg%g%

923 4I ﬂ“@?mg {i[aﬂm(g’pm%@% g??g°%&'a§?'4i Bxdi azol -3-yl)- 408407. 4

pheny fonam fonic acid

[ 4- (5- Mep.h8BYC2- oxo-[ 1, 3, 4]oxd|azol- 399398. 4 3-yl)phenyl]am de

94N- [ 4- ( 5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -5-nitro- 415414.3
i sopht hal i ¢ acid nononet hyl ester 27

953- (ZEQQ,IT@qé)gi;\enyl) 5-net hyl i soxazol e-4-carboxylic acid 427426.8
[4-(5-neth -2-0x0-[1, 3,4]oxdiazol-3-yl)phenyl]am de

963 3, S-Methbwfﬁ -@-dibenzpianyinophenyp3tb( hod)ozdiazo-2-bne, 4] oxdi azol - 424423. 3
10  M.p.: 71°C

Example 58:
5-Methoxy-3-(3-benzylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: oil

15
Example 59:
5-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.: oll

Example 62:

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



—_-3- yl ) phenyl | - 2- phenyl pr opi onam de

972- Fl uor o- N-[ 4- ( 5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 330329. 3
benzam de 98Tetradecanoic acid [4-( 5-2bt hoxy- 2- oxo-[ 1, 3, 4] oxdi azol -
"418417.5 3-yl)phenyl]am de

‘OON- [ 4-( 5- Met hoxy- 2-oxo0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 2- phenet hyl - 416415. 4
benzanF¥ample 6§1

O Sy 2 Sl SRR dod (4T 10

479478.

1012- (MkRen2@P@©xyphenyl ) - N-[ 4- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 432431. 4
3-yl ) phenyl ] acet am de

102N-[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 492491.5

3, & 3-ELd r opi onani de

103%I\|- [E&%@%ﬁgﬁgxy 2- 0x0-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -3, 5-bi s- 448447. 3

t ri f 1 ubi\detbokyibéhehlorotd-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one

1044- no-N; L4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 337336. 3
benzaﬁ(@é' 9?5‘[1;<Ionanoi c acid

[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 348347.4 am de

106Met hyl 9-[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl - 406405. 4

car banbyaipimBhvat e 107Undecanoi ¢ aci d [ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol -

Lo Caneii B BenayayysabanyrmingRheny el B dgdipzol-2-one

M.p.: 112°C

Example 66:

5-Methoxy-3-(2-methyl-4-(4-trifluoromethoxybenzoylamino)phenyl)-3-H-
15 (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-nitrophenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 127°C

25
Example 69:
5-Methoxy-3-(4-(4-t-butylbenzoylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 173°C

30 Example 70:
5-Methoxy-3-(4-(4-chlorobenzyloxycarbonylamino)phenyl)-3-H-(1,3,4)oxdiazol-2-one
M.p.: 177°C



—894393.3 benzenesul fonyl fluoride 10911- Phenoxyundecanoi ¢ acid

[ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 468467.6 3-yl)phenyl]am de
110N—[4-(5-thhoxy-2-oxo-[1,3,4]oxdia%%l-S-yI)phenyI]-Z,S-diphenyl-
416415. 4 propi onam de

1114- Chl or o- 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 360359. 8
2-meth F@@H¥235de .

L126- ChINEROMY [ d-enters BMlneptditRnidyidntt SRy a-f-0f 3 Bfsaiddor- 23He 40 7
1135- FMup ot 38°C4- ( 5- met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 344343. 3
2- met hyl benzam de 114N-[4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] -
354353.4 2,4,6-trinethyl benzam de

119N [ Exhmipheyboxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl | - 3- napht hal en-
388387.2 Zpy?acrylanide 1165- Oxo- 5- phenyl pent anoi ¢ aci d

[ 4- (5- dddethwoxyB-#A<«(3,438 ¥ MabenzbyBnihe)phaingh) 3-H3(1y3 }idatigzdl-20ne

1173-( 4:2b hbLorobenzyl sul f anyl )t hi ophene- 2-carboxylic acid 509508. 4

[ 4-(5- ‘h 9- -oxo-[ 1, 3, 4]oxdiazol-3-yl)phenyl]am de

1182- Fl uor o- N-[ 4- ( 5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] - 398397. 3
4-trifluoronet hyl benzam de

1191- Hexgmpde F3- ( 5- net hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 3-yl ) phenyl ] ur ea335334. 4

120yt- (g—'l\ﬁét?\%'))(g-%m’-l(ﬂ-'(g’-b['\%r&psﬁgr?otx@?- -h%’d‘?y)f;())r_oﬁdn%/lad'rk%)é ;i)ﬁ(_;.znO)J|): 3’ )6405. 2
(1,3,4)oxdiazol-2-one
M.p.: 153°C

Example 74:
15  5-Ethoxy-3-(3-methyl-4-benzyloxycarbonylaminophenyl)-3-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:
5-lsopropoxy-3-(3-methyl-4-butyloxycarbonylaminophenyl)-3-H-(1,3,4)oxdiazol-2-one
25 M.p.: 114°C

Example 77:
5-Isopropoxy-3-(3-methyl-4-(3-chlorophenylaminocarbonylamino)phenyl)-3-H-
(1,3,4)oxdiazol-2-one

30 M.p.: 201°C

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



3-yl ) phenyl ] urea

1211-[ 3- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi afgl -3-yl) phenyl ] -3-(2- met hoxy-
357356. 3 phenyl )urea 28 122Et hyl
2-[3-[3-(5-net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl J urei do] - 427426. 4

3- phe Irgrgﬂ':aq te -

1231- (2,%e- sopropyl phenyl ) - 3-[ 3- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi 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- (Bx#mglg 68enzyl ) - 3-[ 3- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl )- 359358. 3
phenyl . )

1261- (%%ﬁ%‘ﬁé@ﬂ'}eﬂéwﬁp'(‘%ﬂ?@icﬁ‘&%ﬂyi@’BWPPf%')ﬂ"a'i@i'%r%‘?"—déqiﬂ')z-'°§%5354. 4
phenyl jas.ea 4520t hyl 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 net hoxyphenyl ) - 3-[ 3- (5- et hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 387386. 4

3-yl)p | a 1295- Met hoxy- 3-[ 4-[ (t hi ophen- 3-yl net hyl ) am no] phenyl ] -
304303E§Q§1ﬁ1‘%§,63, 4] oxdi azol - 2- one

1304- [ 5Méthobdpt3(Bepnethylds(dylid334] caxbomiamirio)phe pYIR-8yHA T 3joxaidrol-R=one

437436, 3 benzonitrile trifluoroacetate
1313- [MQ-QQ r ono- 4, 5- di met hoxybenzyl am no) phenyl ] - 5- met hoxy- 437436.3 3H-(1
, 4} 4] oxdi azol - 2- one
1323-[ 4- ( 3- Et hoxy- 4- net hoxybenzyl am no) phenyl | - 5- net hoxy- 486485. 4
Example 81:

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-
(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.: oll

30 Example 85:
5-Methoxy-3-(3-fluoro-4-(4-trifluoromethylbenzoylamino)phenyl)-3-H-(1,3,4)oxdiazol-
2-one
M.p.: ol



3H[1, 3, 4] oxdi azol - 2-one trifluoroacetate 133Met hyl

4-[[ 4- (5- nmet hoxy- 2- oxo-[ 1, 3, 4] oxdi azoﬁ -3-yl ) phenyl am no] - 470469. 4

nmet hyl ] benzoate trifl uoroacetate 6
'1344-[[ 4- (5- Met hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl am no] - 356355. 3
met hy:\tghen | ,acet ate

1355- ‘Pu@)?i}le- %-{ 4- (pent af | uor ophenyl net hyl am no) phenyl ] - 388387.3 3H-[1,

3, 4] oxginembxg-REbé oMn((a:tﬁﬁaaﬂHn?émgsaﬁzbﬂarrnm)aheﬁylb-h:ﬁ: met hoxy-
518517.5 3H[1, 3, 4] oxdi azol -2-one trifllUoroacetate

1373- [ ¢+ 3.3)axdiazoltBoogony| ani no) phenyl ] - 5- met hoxy- 517516. 3

3H[1, 3 4] oxdi.azol -2-one trifluoroacetate

1382- 49'( 5 oxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) phenyl am no] - 323322. 3
metghyl ] benzonitril e 1393-[4-(Cycl ohexy | nethy | am no)phenyl]-5-nmet hoxy-
304303.4 3H-[1, 3, 4] oxdi azol - 2-one

1405- NExAGWYe 87 4- (2, 3, 5-t ri chl or obenzyl ani no) phenyl | - 515514. 7

3H[1, 3, ' - rLhLyor ; i
1a13- 1 S B CEE o R bl A BER AR emu- ity 1. oxgiazgl-2-one
3H-[ 1, K.l ori°gzol - 2-one trifluoroacetate

1423-[ 4- (4- Hexyl oxybenzyl am no) phenyl ] - 5- met hoxy- 512511.5

3H[1, 3, 4] oxdi azol - 2-one trifluoroacetate 1435- Met hoxy-3-[4-[3-(3-trifl

u me noxy) benzy lami no] phenyl]- 572571.4

3:1({)1, g%r’g)l(%l)?g'zol -2-one trifluoroacetate

1443- [ 8-NMéthokigh 3B (B maethpl-442,2; 3rifitlohydthexycerbpindastino YohenyIn-3xisl -
(1,3,4)oxdiazol-2-one
M.p.: 141°C

16  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 processes described above and were
25 characterized by mass spectroscopy (M+1):

Example Chemical name: M+1 Mol. wt.

No.

91 N-[4-(5-Methoxy-2-ox0-[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
phenyllbenzenesulfonamide

93 Quinoline-8-sulfonic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 399 398.4
3-yl)phenyllamide

94 N-[4-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-y|) phenyi]-5-nitro- 415 414.3

isophthalic acid monomethyl ester



497496. 8 3H-[1, 3, 4] oxdi azol -2-one trifluoroacetate

145Met hyl 3- met hoxy- 5-[[ 4- ( 5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 501500. 4
3-yl) phenyl ani no] net hyl ] pyri di ne- 2-cadboxyl ate trifl uoroacetate
“1464-[[ 4- (5- Met hoxy 2- 0X0- [1 3, 4] oxdi azol - 3-yl ) phenyl am no] - 454453.5

met hyl nyl ene ul

1472y(]2p 1 e%??( I ohg ?kﬁ%ﬁé’ﬁ?&%;ﬁt@ (5- met hof3” 2- ox0*2%46415. 5
1,3, 4 o |az '

[1481 (]2 g }\ g‘gf é H@E B g o513 1pHiagol ) ox B2hzol - 485862, 3
3-vyl )phen I [ '1 'fj - 2- 0X0- |[)1 3, 4] oxdi azol 3-vyl %ghenyl]-
419418 4° (4 < = )Vpﬁéﬂ pcj ,29%0 [1, 34oxd|azol -3-ylphenyl]- 330 9.3
1501- (2, 6- D|fP fieny 1) 4 5- et hox -2-0x0-[1, 3, 4] oxdi azol - 363362. 3
3-yl )pheﬁ |]u;l'gt decanmc amd [4( met OXy-2-0X0- [1 4]oxdiazol- 418 417.5
1511- But - eNHIEMixy - 2- oxo- [ 1, 3, 4} oxdi azol - 3- yl ) phenyl ] ur ea307306. 3
1521- ( 2- hox p{ Methog- %—qx%lsﬁrﬂqxﬁ@wﬁy)gb@ylﬂapt;eme}hykdl azélé 37132th.4

3-yl ) phenyl | uP&%a@T®81_ (2 6- Di br ono- 4- f | uor ophenyl ) - 3- [ 4- ( 5- met hoxy- 2- oxo-

503502. 11001, -4 Meihanoi-oR-iRAineingeiPunekenyll-2-(4-methoxy- 479 478.4

1541- ( 4- But ox §PRNeRYI5nitabpazamideret hoxy- 2- oxo- [ 1, 3, 4] oxdi azol - 399398. 4

3-yl ) phet¥l ] ukdérBesybxypheyd)-Ni4Gomathdky @cxo{113.418xdidzok di azok3B- y| ) phatyl ] -

411410. 3 3- (43tYDPffe|"M||lﬂ°®tﬁ@tdﬁoxyphenyl ) ur ea

1561- Bengpl - 3nL44-FreliBly10%¥6-4;3%f6kaladol 3. yhbRErgH-220! - 3-y1) phagy! ] ur eggftd 340. 3
3,3,3-triphenylpropionamide

103 N-[4-(5-Methoxy-2-oxo0-[1,3,4]oxdiazol-3-yl)phenyl}-3,5-bis- 448 4473
trifluoromethylbenzamide

104 4-Cyano-N-[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl]- 337 336.3
benzamide

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

106 Methy! 9-[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenyl- 406 405.4
carbamoyl]nonanoate

107 Undecanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 376 375.5
3-yl)phenyl)lamide

108 4-[4-(5-Methoxy-2-ox0-{1,3,4]oxdiazol-3-yl)phenylcarbamoyl]- 394 393.3
benzenesulfonyl fluoride

109 11-Phenoxyundecanoic acid [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 468 467.6
3-yl)phenyl]lamide

110 N-[4-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenyl]-2,3-diphenyl- 416 415.4
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-ox0-[1,3,4]oxdiazol-3-yl)phenyl]- 347 346.7
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-ox0-[1,3,4]oxdiazol-3-yl)phenyl]- 354 353.4
2,4,6-trimethylbenzamide

115 N-[4-(5-Methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenyl]-3-naphthalen- 388 387.4
2-ylacrylamide

116 5-Oxo-5-phenylpentanoic 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-ox0-[1,3,4]oxdiazol-3-yl)phenyllamide

118 2-Fluoro-N-[4-(5-methoxy-2-oxo0-[1,3,4]oxdiazol-3-yl)phenyl]- 398 397.3
4-trifluoromethylbenzamide

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

120 1-(4-Bromophenyl)-3-[3-(5-methoxy-2-oxo-[1,3,4]oxdiazol- 406 405.2
3-yl)phenyljurea

121 1-[3-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenyl]-3-(2-methoxy- 357 356.3

phenylurea



1571- ( 3- Fl uor ophenyl ) - 3-[ 4- (5- net hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 345344. 3

3-yl ) phenyl ] urea

158Et hyl 6-[ 3- [ 4- ( 5- met hoxy- 2- oxo- [1:¥&Hoxd|azol 3-yl) phenyl]- 393392.4
’ureldo]hexanoate 1591- Bi phenyl - 4-yl - 3-[ 4- ( 5- met hoxy- 2- oxo- [ 1, 3, 4] oxdi azol -

TooButyI 213 ? 8oy 209811 Aok b o 1 - 4Pk, 4
ﬁgxy-

urei do] b
1615- Met! ﬁSPPFPé’V RREY -3 & (SapeibonArsed] PAldigadbhenyftit  4924410.5
3H[1, 3, 4 oxd 5 ﬁﬂatrlfluoroacetate
1625- Met 48xy- 51 P‘H‘éﬂﬂ SAKRZOhY YRR -PaRdyieR | - 4186817, 4 3624
3H[ 1, 3,"4Poxdi; 6' °f2b?m>é| 13- Erorihersaxat b3 4loxdiazol-3-yl)- 359 358.3
1633- ( 3- Hexy IQFWM fenyl ) - 5- nethoxy-3k+£1 3, 4] oxdi azol - 2- one 406405. 4
trifluor 8§cet M%Ethylphenyl) -3-[3-(5-methoxy-2-oxo-[1,3 4]oxd|azol -3-yl)- 355 354.4
1645- N@thoxy- N phen | pr opyl am no) phenyl ] -3H-[ 1, 3, 4] oxdi azol - 440439. 4
2-one t | uoE@&' 48-E6-met] oxy-2 oxo-{1,3,4]oxdiazol-3-yl)phenyl]- 393 392.4
1655- Met hoxy- $€{@SING¥AIR®| ani nophenyl ) - 3H-[ 1, 3, 4] oxdi azol - 2- one 476475.5
trifl uor'@8cet h{&6-Dimethoxyphenyl)-3-[3-(5-methoxy-2-oxo-[1, 3 ,4loxdiazol- 387 386.4
1665- Met hoxy- 3Ypehepglure t rj f | uor onet hyl phenoxy) benzyl ani no] phenyl ] -
572571. 428H- [ §:-MethtkpRU-Hihobheéh-Bylmethylidninnipheaget at e 304 303.3
1673- [ 3- [ ( 2- Chidt ddlgkdiarol-2ro® y| et hyl ) ami no] phenyl ] - 5- met hoxy- 497496. 8
3H[ |, 3, ¥8poxd#-{z¢5-Methore2-bxd-fl |3 4luxdaea3at)phenylamino)methyi]- 437 436.3
1684- [ [ 3- ( 5- Meerzoniyietritiorpapatats, 4] oxdi azol - 3-yl ) phenyl ami no] - 586585. 5
131 3-[4-(2-Bromo-4,5-dimethoxybenzylamino)phenyl]-5-methoxy- 437 436.3
3H-[1,3,4]oxdiazol-2-one
132 3-[4-(3-Ethoxy-4-methoxybenzylamino)phenyl}-5-methoxy- 486 485.4
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
133 Methyl 4-[[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenylamino]- 470 469.4
methyl]benzoate trifluoroacetate
134 4-[[4-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenylamino]- 356 355.3
methyl]lphenyl 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- 518 517.5
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
137 3-[4-(3,3-Dichlorononylamino)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)phenylamino]- 323 322.3
methyllbenzonitrile
139 3-[4-(Cyclohexylmethylamino)phenyl]-5-methoxy- 304 303.4.
3H-[1,3,4]oxdiazol-2-one
140 5-Methoxy-3-[4-(2,3,5-trichlorobenzylamino)phenyl}- 515 514.7
3H-[1,3,4)oxdiazol-2-one trifluoroacetate
141 3-[4-(5-Bromo-2-fluorobenzylamino)phenyl]-5-methoxy- 509 508.2
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
142 3-[4-(4-Hexyloxybenzylamino)phenyl]-5-methoxy- 512 511.5
3H-[1,3,4]oxdiazol-2-one triflucroacetate
143 5-Methoxy-3-[{4-[3-(3-trifluoromethylphenoxy)benzylamino]phenyl]- 572 571.4
3H-[1,3,4]oxdiazol-2-one triflucroacetate
144 3-[4-[(2-Chloroquinolin-3-yimethyl)aminolphenyl]-5-methoxy- 497 496.8
3H-[1,3,4]oxdiazol-2-one trifluoroacetate
145 Methyl 3-methoxy-5-[[4-(5-methoxy-2-ox0-[1,3,4]oxdiazol- 501 500.4
3-yl)phenylamino]methyl]pyridine-2-carboxylate trifluoroacetate
146 4-[[4-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenylamino]- 454 453.5
methyl]phenyl benzenesulfonate
147 2-(2,6-Dimethyl-4-methylsulfanylphenoxy)-N-[3-(5-methoxy-2-oxo- 416 415.5
[1,3,4]oxdiazol-3-yl)phenyljacetamide
148 1-(2,4-Difluorophenyl)-3-[4-(5-methoxy-2-0x0-{1,3,4]oxdiazol- 363 362.3

3-yhphenyllurea



Jret hyl ] phenyl 4-fl uorobenzenesul fonate trifl uoroacetate

1695- Met hoxy-3-[3-(3,4,5-trifl uorobenz&l am no) phenyl ] - 466465. 3

3H[ I, 3, 4] oxdi azol - 2-one trifl uoroaced

~1703- [ 3-(3,5-Bistrifluoronethyl benzyl am no) phenyl ] - 5- net hoxy- 548547. 3

?;ngl( g%gxgﬁﬁ M%ﬁhone é’%’f l 'ﬂg’r %@fﬁg%bg@mq'l 3, 4] oxdi az81? 2- one*¥bhHas9. 5
t
|)

trifl uoro ceta [ cl o ent henet h oxybenzyl am no) phenyl ] -
600599. 6' 1ﬁ QP 2z°’6’nl 3t4|quf"ﬁ%/ﬂ5r oacot 3% 5805
1734-[ [ 3; 5- NEDRBIRIY 4] oxd| azol - Pf phenyl ami ng] met hyl |-
437436. 3! enzarﬁum 1[%(5tff‘?‘f‘ %x&%éé?éloédlazoi 3-Y prichylures 06.3
1745- Met 13 - ng hﬁ@t')rwr&?mem%)l%mﬁéﬂwd)a&ﬁ'r no] phenyf]- 4273%%43
3H—[134oxd| BREYIWER 7t uoroacet at e

1753- [ 3- {%- Berd Ay Piirem ff'élﬁﬁ°ﬁ*ﬁ?"p’hé1ﬁ‘§r(5]'m8hmtzlﬁﬁy- 456455, 4§03 502.1
3H[ 1, 3, 4] oxdil hBlordezshiyRRNeRY ISR acet at e 30

1763- [ 3- {3, 6- Di(#Butoxyrbenid-Hrtbmsihome A k-3 doxdiragly - 448 M3B9 C447388.4
3H-[ 1, 3, 4] oxdilxPererylieR trifl uor oacetate 177Dodecanoi ¢ acid

[ 4- (5- rretfrﬁoxy-1£{4ﬁ5<b‘le{i1mxs{32 Aot iddoxdiez@-3y)phEngliry | ] ami de93 1A80ct ade@1@3enoi ¢
aci d [ 4- ( 5- netHétifluoropethoryphenyhyrex di azol - 3-yl ) phenyl ] - 67 ani de

1792- Met Hxy et1FBanzyi8-[¢-5-methbydrod-[03@ dxdias-3lyOatinpiuoda- 3- yI3p1 2- 113403

met hy| pheafy| | deBFauoetpberyd G314 Bmbtrdxyedpmyid 3olimaigkdl- 3- [ 4- ( 5-348t hoxy324.8x0- [ 1,
3, 4] oxdi azol - 3-Wbhenyhpen

168 Ethyl 6-[3-[4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)phenyl]- 393 392.4
ureido]hexanoate

159 1-Biphenyl-4-yl-3-[4-(5-methoxy-2-ox0-[1,3,4]oxdiazol- 403 402.4
3-yl)phenyljurea

160 Butyl 2-[3-[4-(5-methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)phenyl]- 427 426.4
ureido]benzoate

161 5-Methoxy-3-[3-(7-methoxy-3,7-dimethyloctylamino)phenyl}- 492 491.5
3H-[1,3,4]oxdiazol-2-one trifluoroacetate

162 5-Methoxy-3-3-[(thiophen-2-yimethyl)aminc]phenyl]- 418 417.4
3H-[1,3,4]oxdiazol-2-one triflucroacetate

163 3-(3-Hexylaminophenyl)-5-methoxy-3H-[1,3,4]oxdiazol-2-one 406 405.4
trifluoroacetate

164 5-Methoxy-3-{3-(3-phenylpropylamino)phenyl}-3H-[1,3,4]oxdiazol- 440 439.4
2-one trifluoroacetate

165 5-Methoxy-3-(3-undecylaminophenyl)-3H-[1,3,4]oxdiazol-2-one 476 475.5
trifluoroacetate

166 5-Methoxy-3-[3-[3-(3-trifluoromethylphenoxy)benzylamino]phenyl}- 572 571.4
3H-[1,3,4]oxdiazol-2-one trifluoroacetate

167 3-[3-[(2-Chloroquinolin-3-yImethyl}amino]phenyl]-5-methoxy- 497 496.8
3H-[1,3,4]oxdiazol-2-one trifluoroacetate

168 4-[[3-(5-Methoxy-2-ox0-{1,3,4]oxdiazol-3-yl)phenylamino]- 586 585.5
methyl]phenyl 4-fluorobenzenesulfonate 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-Bistrifluoromethylbenzylamino)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-Cyclopentyl-2-phenethyloxybenzylamino)phenyl]- 600 599.6
5-methoxy-3H-[1,3,4]oxdiazol-2-one trifluoroacetate '

173 4-[[3-(5-Methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)phenylamino]methyl}- 437 436.3
benzonitrile trifluoroacetate

174 5-Methoxy-3-[3-{(6-methyIipyridin-2-ylmethyl)amino]phenyl]- 427 426.3
3H-[1,3,4]oxdiazol-2-one trifluoroacetate

175 3-[3-(2-Benzyloxyethylamino)phenyl]-5-methoxy- 456 455.4

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



2- met hyl phenyl Jurea 1811, 1- Di but yl - 3-[ 4- (5- met hoxy- 2- oxo-[ 1,

3, 4] oxdi azol - 3-yl)-2-nethyl - G| phegﬁ] urea

1825- Met hoxybenzof ur an- 2- car boxyl i c d [4-(5-nethoxy-2-oxo- 199

[1, 3, 4] oxdi azol - 3-yl ) - 2 met hyl phenyl ] am de

1834- Met fayl pi 5- met hoxy- 2- 0 al

3, 4] oxd|Q§ol ﬁzég JF.% Fﬁfﬁﬁé&) gga%e&%ﬁl Met hyl pi peri g%n 4-yl L417'3

[ 4- (5- met hoxy dx' - di azo yl)- 235 2-net hyl phenyl ] car banmat e
185Cycl ohexyl [4-(5- rret hoxy- 2- oxo-[ 1, 3, 4] oxdi azol - 3-yl ) - 2- net hyl phenyl ] -
163 car bamat e 1864- Benzyl pi peri di ne-1-carboxylic acid [4-(5-nmethoxy-2-o0xo-
146 [ 1, 3, 4] oxdi azol - 3-yl ) - 2-nmet hyl phenyl ] am de

1871- (2- Di i sopr opyl am' noet hyl ) - 3- [ 4- (5- met hoxy- 2- oxo-[ 1, 3, 4] ®@di@zol - 3-yl) -
136 2- rre yl phe

1524 (23 | AOCRRR Rl A 2 A AP AP IVIEE ny1 Feny ] - 200
ur ei do} e‘t ﬁyl ) @éﬁﬂé‘h%ﬁmw eahi(Brenethoxy-2-oxo-{1,3,4Joxdiazol-3-yl)phenyl}- 67

igglz(rlmgﬁnfyﬁﬁ er:\ag' n[44(_5 mgthoxy-g-oxg 1, 34]oxd|xz¥>| 32-ylo-)2(-0 [1,3, 4] oxdiazol-3-yl)-
1901- ( 4- Isoer]S EHyIFaroamate, fS met ho oXy- 2- 0x0-[ JOXdI azol 3-y|)- 200
2- et hyl ﬁqenyl j(&nHgdroxycyclohexyl)-3-{4-(5-methoxy-2-oxo- [1 34]oxd|azol- -yl)-

1912- { 3- [ 4- ( 5ARRUNEBAGMIEERo- [ 1, 3, 4] oxdi azol -

I'ig met hyl phen I ] urei do} - 3-
246 meth 1but9r1rQJblﬁﬂ13d4-1@mthzxse2-nx0ffét3r4éﬁ¥9@mﬁa/ﬂi metbyly

4- xyP 4] oxdi az
[4-(5- ma1t 8@0 y %Irql}ﬁloxy 2§fura %-c%rb%xﬁlc acid Y4 25 -methoxy-2-oxo- 199
[1,3,4]oxdiazol-3-yl)-2- methylphenyllamide
183 4-Methylpiperazine-1-carboxylic acid [4-(5-methoxy-2-oxo- Oil
[1,3,4]oxdiazol-3-yl)-2-methylphenyl]lamide
184 1-Methylpiperidin-4-y| [4-(5-methoxy-2-oxo-1,3,4]oxdiazol-3-yl)- 235
2-methylphenyl]carbamate
185 Cyclohexyl [4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)-2-methylphenyl]- 163
carbamate
186 4-Benzylpiperidine-1-carboxylic acid [4-(5-methoxy-2-0xo- 146

[1,3,4]oxdiazol-3-yl)-2-methylphenyllamide

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

188 4-(2-{3-[4-(5-Methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)-2-methylphenyl)- 200
ureido}ethyl)benzenesulfonamide

189 1-(1-Benzylpiperidin-4-yl)-3-[4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 198
2-methyiphenyljurea

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

2-methylphenyljurea
191 2-{3-[4-(5-Methoxy-2-0x0-[1,3,4]oxdiazol-3-yI)-2-methylphenyljureido}-3- 246
methylbutyric acid

192 1,2,3,4-Tetrahydronaphth-1-yl [4-(5-methoxy-2-ox0-{1,3,4]oxdiazol-3-yi)- 159
2-methylphenyljcarbamate

193 1-Phenylethyl [4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)-2-methyl- Oil
phenyllcarbamate

194 4-1sopropylbenzyl [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 88
2-methylphenyl]carbamate

195 4-Trifluoromethoxybenzyl [4-(5-methoxy-2-oxo-[1,3,4]oxdiazol-3-yl)- 82
2-methylphenyljcarbamate

196 3,5-Dichlorobenzyl [4-(5-methoxy-2-ox0-[1,3,4]oxdiazol-3-yl)-2- 169
methylphenyi]carbamate

197 Biphenyl-2-ylmethyl [4-(5-methoxy-2-0x0-[1,3,4]oxdiazol-3-yl)- 138
2-methylphenyl]carbamate

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

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

[1,3,4]oxdiazol-3-yl)phenyl]lamide



159 2-net hyl phenyl ] car bamat e 1931- Phenyl et hyl [ 4- (5- met hoxy- 2- oxo-[ 1,

3, 4] oxdl Lz 3= )-2-methyl - Q1 pheny]]carbamate 1944-1

[4-(5-%@3@3@ xo0-[ 1, 3, 4] oxdi azol iR )- 88 2-met hyl phi’oﬁ%ﬁﬁﬂ@i
"1954-Tri f | uor onet hoxybenzyl [ 4-(5-nmet hoxy-2-oxo-[1, 3, 4] oxdi azol -3-yl)- 82
2- met hﬁéﬁiﬁ%' gar bamat e 1963, 5- Di chl or obenzyl

[ 4-(5- -2-0x0-[1, 3, 4] oxdi azol - 3-yl )-2- 169 net hyl phenyl ] car bamat e
197Bi phenyl - 2-yl met hyl [ 4-(5-net hoxy-2-oxo-[1|, 3, 4] oxdi azol -3-yl)- 138

2- met hyl phenyl ] car bamat e 1985- Chl or obenzof ur an- 2- car boxyl i c

aci d-[ 4- (5-nmet hoxy-2-oxo- 210 [1, 3, 4] oxdi azol - 3-yl)-2-net hyl phenyl ] am de

1995-Chl oro r.an- jc acid [4-(5-nmethoxy-2-oxo- 209
[1,3,%bxdi§%@%ﬁ8ﬁ%§fpﬁﬁﬁgdi WD 01/ 66531 31 Patent claims: 1. A
corfpound of the formula 1 5 RS RL 0 | PCT/EPO1 /01898 in which the

meani ngs are: Rl Cl-C6-al kyl, C3-C9-cycloal kyl, it being possible for both
groups to be 10 substituted one nore tinmes by phenyl, Cl-C4-al kyl oxy,
S-d - C4-al kyl

R4 R1
N /
}’ y°
R3
R2 o
0
1

in which the meanings are:
R C,-Ce-alkyl, C3-Ce-cycloalkyl, it being possible for both groups to be

10 substituted one or more times by phenyl, C;-C4-alkyloxy, S-C4-Cg-alkyl,
N(C4-Cs-alkyl)2, and for phenyl in turn to be substituted one or more times by
halogen, C4-Cs-alkyl, C1-C4-alkyloxy, nitro, CF3; and

R?, R® R*and R® independently of one another hydrogen, halogen, nitro,
C4-Cs-alkyl, C4-Co-alkyloxy;

16 Ce-C1o-aryl-C4-Cas-alkyloxy, Cg-C1o-aryloxy, Ce-Cio-aryl, Cs-Cg-cycloalkyl or
O-C3-Csg-cycloalkyl, each of which may be substituted once, twice or three
times by halogen, CFa, C4-C4-alkyloxy or C4-Cg4-alkyl;
2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or NR®-A-R’,

20 with the proviso that R% R®, R* and R 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-dimethylpyrrol-1-yl or NR8-A-R?, with

R® hydrogen, C4-Cs-alkyl or Cs-C1p-aryl-C4-Cs-alkyl, where aryl may be

25 substituted by halogen, CF3, C4-Cs-alkyloxy or C4-C4-alkyl;
A a single bond, COp, SO, or CONH;
n 1o0r2;

R”  hydrogen;



N(Cl-C4-al kyl )2, and for phenyl in turn to be substituted one or nore tines
by hal ogen, G -C4-al kyl, Cl-C4-al kyloxy, nitro, CF3; and R2, R3, R4 and RS
i ndependent |y of one anot her hydroge®2 hal ogen, nitro, Cl-C4-alkyl,

"€1- Cg- al kyl oxy; 15 C6- Clo aryl -d - C4- al kyl oxy, C6-Clo-aryl oxy, C6-C o-aryl,

C3- C8-cycl aal kyl or - C8- cycl oal kyI each of which may be substituted
once, twi c&b@ﬂ'ﬁu‘éb‘)r @2 ﬁ?egaBSEnNhle@QBrP wirgh Ny log subsijtutsd onge o thege al kyl

2- I I th
ot ol Py pile ana Sl dRy ot akdy, NIE; Gl Loy ",
I2east one :fh Ch}alkykukytcartmrm CERG,F]Z a4 cfEe-B':}g-aSylbkge G@GhﬁaIylcarbonyl
OXOopyrro |net rro -1- A
hydr oggn I%m%’YI% G aﬁ% Qxy S @ff%@néIl"RWm MAK e sbstituied bIﬂIe 25
t I I I kyl; A |
bond | Gon. aiodi? ‘%%%Ia'@?%m%@"@@h B & S il o o

C2- C18- al k@w@;o-aa/dr&fm atkyt I sr@a-chpeloalkipgs € Gyt ey lo Og €Cd-oydibalky, CsiCmps by
Cl- C4- al kyl al k | ox

Cl- C4- al ky|36¥c@ég%€II§?”Y'c%ﬁ'%qaé)f'yﬁjp Vigkip) Ny &I@a 'égy'Icmaé‘b’ble@&Pt%nyl

co; co-aryl ; - stituted b
5 hal ogeny %@é&@%ﬁbiﬁrggﬁﬁuﬁiﬁﬁﬁgwéé ngdLC1é]aﬂ(¥I T E@I’a ARyIDYP, y

C6- Clo- ar yIC£Zs-CHclan C@I'thydy!nxyd;e@k%-al}ﬂylmbahkyﬁs-% e@l—@y—ﬂ‘«,eal kyl ,

HBany !, e ARG @%94%@@% e BRTo o, APS Wy Coraty eaLIK'yI,

Cl- C18- al kyfluoxsullGhy e cTs hngidsyt KAl CRE - an¥dulfoh
C6- C10- aryl - CL- 84 0 aII kg. II@CC:IG?GIIC?II)- éI {IélIII’ IiygéIuk II&Q %@Igﬁgr ony,

nitro, cyarfeC @awidlaétpgepn CF4 QIOQGEGIW aKgl aIk!ZIlm@BI@l whs(tiwgdra@anyby .
C6- C10- I 3 OCF
wher e a?L%Iéub Iééeé' I&IIIILIII %I:%gal n%x@eﬁa%ﬁl IIIIkh?Igg c’g¢E%RPF CC):I:3 or

car boxyl OydCaraiyldny; haI ogen, CF3 or Cl-C4-al kyloxy; 15 or the gr oup
wWthr = 2 or 3 and Het = saturated or unsaturated

H%) CH2)r -
rrenberéﬁthﬁgf%%tlﬂﬂ(@ ch may be benzo-fused and substituted by

gfls g‘lloagkzlv!ﬂth E0-192808 anf Mt 9htulate For BhkulupXd S éniefyd oxycar bonyl ,

heterocycle which may be benzo-fused and substituted by C4-C4-alkyl,

Ce-Cio-aryl, halogen, C4-C;,-alkyloxy, C,-Cs-alkyloxycarbonyl, Ce-C1o-aryl-

C1-Cg-alkyl, Ce-C1o-aryl-C+-C4-alkylmercapto or nitro, where benzo-fused aryl
20 may in turn be substituted by halogen, C1-Cs-alkyloxy or CFs and alkyl in

arylalkyl by methoxy and CF3,

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-C,-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, C1-C4-alkyl, C4-Cg-alkyloxy or amino.



Cl- C4-al kyl, C6-Cl10-aryl -Cl-C4-al kyl nercapto or nitro, where benzo-fused
aryl 20 may in turn be substituted by hal ogen, Cl-C4-al kyloxy or CF3 and
al kyl in arylal kyl by nethoxy and CFB and the phar macol ogi cal |y suitable
Salts and acid addition salts thereof. 25 30 2. A conpound of the fornula 1

' I d | a whi I s.Cl- C4-al.kyl . A d of th
?zrfmaérne a(én Y ‘?fmijl?whglfﬁfrhﬁ@ ‘E%slffalmﬁdvmiciq{néﬂ ’F%g’rﬂ?tvﬁér:'g ﬁn Aocorrpgund
of the forN&oéeﬁqul@qLé‘lﬁﬂ cR- @1oadrmscgl-caoa@ylokwwmr%a?%ﬁu%naw hgoen- 5 A

conmpound o he™f or mul a | ai s

hydr ogen, hallhﬁjéutedam-thﬁaaylmmlet)dly hle|0@Iehbeb6yNBP-PaR1 mith 33 6. A conmpound
ofthefor as_cl ai i.n,claime 1 to 5, in which R3is hydrogen,
Cl- ¢4- al kyI EX%OQP I n%f”éx'dm kyl oxy which nay optionally be

sulgsti t ut edAI ri:t@iﬁgféwbnd@héty by hal ogen, or is NR6-A-R7 with R6 =
hydr ogen or benz = single bond and R7 = C6- C10-aryl - C1- C4- al kyl
whi ch may bR ﬂb@b@mtaéw -Gy-Calioy) avhictCrEy beyah@t;tutmbbwha geqaCliskyl oxy,

CF3- phenoxy u al kyl whi ch may
be substi tu?’éag‘soo%é&g} ﬁ#“ﬁ%‘h@%" éh@ﬁbgﬁg ?%{: °§6‘°§ﬁi¥f§!2 Cl- C4- al kyl oxy;
C2- C12- al kefiybrogulfoRgogy,oup Het-(CH2)r-, with r = 0 or 1, and Het =

saturated or unsaturated 5-7-menbered heterocycl e which may be benzo-fused

and subst i CatCed-ady! @!thmn?aﬁykl% sebstittitesgan C 13- alkylnxmmﬁrmhcpﬁs Othe formul a

1 cl ai ne in which R4 is hydrogen,

2 1?));S(opyrrol 89?’&3”%&/}:%6)@' rret hyl pyrrol -1-yl or C6-Clo-aryl -Cl-C4-

al kyl oxy \AthmeMkéxwlwlﬂsé gtaupelelebmlhal P@atA.r =80 of 1¢ amidestc= shturded e mul a
1 as clainmed in clains in which 20 R4 is NR6-A-R7, with R6 =
hydr ogen or Uﬁé@WWted 5&7=m§n"'lbﬁf%d betesocysde which Wr%@?ﬂz%fﬂls@ﬂzam kyl which

may be substy bbby B, ,-4IRYISS Miodéh ogen:

15 7. A compound of the formula 1 as claimed in claims 1 to 8, in which R* is
hydrogen, 2-oxopyrrolidin-1-yl, 2,5-dimethylpyrrol-1-yl or C¢-C4o-aryl-C1-Cy-
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®
A
R’ = hydrogen;

hydrogen or methyl,

single bond and

C+-C42-alkyl which may be substituted once or twice by halogen;
25 C,-Cg-alkenyl which may be substituted once or twice by C4-C4-alkyl or
C+-C4-alkyloxycarbonyl;
Ce-C1o-aryl-C¢-Cy-alkyl which may be substituted by halogen, C4-Cg-alkyloxy,
CF3, cyano, Cs-Cs-cycloalkyl, C1-C4-alkyloxycarbonyl, Ce-C1o-aryl-C4-Cy-alkyl,
Cs-C1o-aryl-C4-Cy-alkyloxy, where aryl may again be substituted by halogen or
30 CF3;
Cs-Cg-cycloalkyl-C4-Cs-alkyl;
or the group Het-(CH3),-,



25 C2-Cl18-al kenyl which may be substituted once or tw ce by Cl-C4-al kyl or
Cl- C4- al kyl oxycar bonyl ; C6- Cl0-aryl - Cl- C4-al kyl which may be substituted by
hal ogen, C1-C6-al kyl oxy, CF3, cyano, 345- C6- cycl oal kyl ,

Cl- C4- al kyl oxycar bonyl C6- C10- aryl - C1- C4- al kyl ,

oo L0 AL 125 S HAES e BTGRP
withr =1, hate%cy?m@m.éﬂehq @EHEQPt@%dQ%Hé‘I%QEHr @gdaﬁkﬂ gpered

het er ocycl e whi ch may be substituted oxy or

Cl1- C4- al kyl Exyfenalkyloxycarbonyl. A corrpound of the fornula 1 as claimed in
claime 1 to 8 inwhich R4 6 7is NR-A-R with R6 = hydrogen, A = -CO
and R7 = Cl1-C18-al kyl which may be substituted by hal ogen, phenyl, phenoxy,

10 phepy! caAbmmbo@rﬁd ol tHeAfornkid Pa8CaiRfEYin. clahe ¢ t0BSHOXMichn turn may be
substituted y met hal ogen or nethyl nercapto; C2-€18-al kenyl which nay

be substltu 6@& F&M'@ryl C6- C10- aryl which may be substituted by

hal ogen, - b% e;'71henyl Cl-C4-al kyl, CF3, OCF3, fluorosulfonyl,

Cl- 4- al kyI yca r%ﬂ 'phenoxy, 15 where aryl in turn nay be substituted
by Cl-*4-al y\ylﬁxycoc:@nalo aryI Cl- C4-al kyl where al kyl may be substitut ed
by methoxy or CF3 and aryl %/ halogen or the group Het-(CH2)r-, with r =
0 and Het =Reéa uFatled- aikyluvfya hayt bel sgbstititacbly alqwnepbepwt enoXyahi ch may

ol Spnany! - BFERIPELRIDE bt Ed CrakViokycatofyl Whers BREAGRY in futa FHaVbeY, .
S:Jbstl'é ult ﬁdsbbstitatennb!ymm‘thyllehhl@gyen o?rﬁmewaymcmrmen:tttﬂAfﬂ‘R 7t hsm Iﬁr%lg ﬁ Sfo on.
A o T "ot alken] ot N DaAYeH ISR GRG wal: by CF3 or phemyl -

Ce-C1o-aryl which may be substituted by halogen, C4-Cs-alkyl, phenyl-
C4-Cs-alkyl, CF3, OCFj3, fluorosulfonyl, C1-C4-alkyloxycarbonyl, phenoxy,

15 where aryl in turn may be substituted by C4-C4-alkyloxy;
Ce-C1o-aryl-C4-C4-alkyl where alky! may be substituted by methoxy or CF5 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-Cs-alkyl, halogen,
C4-C4-alkyloxy, halophenyl or halobenzylmercapto, 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 NR®-A-R’, with
R® = hydrogen,
A= -COz-and
R’ = C4-Cqg-alkyl which is substituted by CF3 or phenyl;
Ce-Cio-aryl;

30 Ce-C1o-aryl-C4-Cs-alkyl which is substituted by C4-Cs4-alkyl, halogen, CF;or
OCF3, benzyloxy or phenyl;
or the group Het-(CH.),-,
with r = 0 or 1 and Het = saturated or unsaturated 5-7-membered heterocycle
which may be benzo-fused and substituted by C1-C4-alkyl or benzyl.



C6- C10-aryl; 30 C6-Cl0-aryl-C1- C4 al kyl which is substituted by

Cl- &4-al kyl, hal ogen, CF3 or bggzyl oxy or phenyl; or the group
Het-(CH2).-, with r = 0 or 1and Het saturated or unsaturated
'5-7-nmenbered heterocycle which nay be benzo-fused and substituted by

Cl- C4-al kyl or benzyl. 4 35 11. A conpound of the for mula 1 as clainmed in
clainms 1 to 10, in which R4 6 'is NR-A-R with R6 = hydrogen, 5 A =

-S2- qnd R&conﬁ?;somi af #re foruM aaxclé:memhﬂalmtwb ba fafwhich C2- C4- al kenyl
whi ch nmay be substslt ted by phenyl; C6-Clo-aryl which may be substituted by

a - C6- al kyl R* iNReArR'Cwiti- al kyl oxy or benzyl; 10 di phenyl - C, - C4- al kyl
substitut edoby hﬁ{@&% or the group Het-(CHZ)r-, wthr =0 and Het =
saturated or uns B4 5-7- menber ed het erocycl e. 12. A conpound of the
forgrula 1 aAﬁlal.sn@g.érsuclaims 1to 11, in which 15 R4 is NR6-A-R7, with
R6 = hydrogen, A = - and R7 = Cl-Clo-al kyl _which may be substltut ed
by Cl-C4- al Byl‘ox(}@&da@lhyllwmcl‘llmymSélbI%WUﬁQd by Gfteenyl which may in turn be

substi t ut edcﬁk@k%ﬁqﬁvﬁgh rg%ﬁggléﬁggﬂ{ é)cpﬂlph%ylclo aryl which may be

substituted C6- al kyl oxycar bonyl ,

phenoxy, OCES—CJaeaWIyWhmh rosty bd)dubsﬂﬂﬁé@b?ﬂﬁyce-ﬁmyl gegen, B, swiamwdwyt ed by
C - CG4-al kyl oxycar bonyl or carboxyl; C5-C6-cycloal kyl which may be
substi t ut edob eA?¥r oxyl, or indanyl: 25 or the group Het-(CH2)r-, with r =

O 1 and Hﬁthengdét lﬁ“belﬁg ﬁfbsﬁﬁé‘i%gr oc(g% eh: /- membered heterocycle which

may be substrt 'for preparing conpounds of the
formula 1 asrtheaglrtm]b Het-(CHi)ps 1 to 30 12, which conprises

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®= hydrogen,
A= -CO-NH-and
R’ = C4-Cyo-alkyl which may be substituted by C+-C4-alkyloxycarbonyl,
N(C;-Cs-alkyl); or phenyl which may in turn be substituted by halogen or

20 aminosulfonyl;
Ce-C1o-aryl which may be substituted by C4-Cs-alkyl, C1-Ce-alkyloxy,
C1-Ce-alkyloxycarbonyl, phenoxy, OCF3, benzyl or pyridyl, where alkyl may
again be substituted by C4-Cs-alkyloxycarbonyl or carboxyl;
Cs-Cg-cycloalkyl which may be substituted by hydroxyl, or indanyl;

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 claimed in claims 1 to
30 12, which comprises



36 R HR4-( ,-N+ ONHZ RBR2 2 ORLC 3 R4 RS54 R4 ORL O-RL reacting
hydr azi nes of the fornula 2 with chloroformc esters of the fornula 3 or
ot her reactive carbonic ester derivaBbves in which R, R2, R3, R4 and R5
are 5 as defined in clains 1 to 12 to give the conpounds of the formula 4,
Whi ch are agylated wi th phosgene, carbonyld||n1dazole di phosgene or

tri phosgene, \ cyclized and, where appropriate,Rgonverted by further

chem cal nodi Qt i gn of t he tals R2-R5 Such—3 for exanpl e, by
reduct i orf4o @ No ar-no=4di cal s —ane sgh yI atpoemior

al kyl ati on i nFe=¢ he emiypounds gf the fornula 1. \l9-/A4. ﬁ npound of the
formula 1 aggclaigged in clainms 1 to 12 for 4* thr eutical with an
i nhibitory effect on hornone-gensitive I|pase SL. PEs. conmpound of the
formula 1 as clained in clains 1 to 12 for use in a 18 pharnaceutical for
treati ng non-insulin-dependent diabetes nellitus or diabetic syndrone. 16.
A pharmaceuti cal for treating non-insulin-dependent diabetes nellitus or

di abetic syndronme c r|S|n@ at Ieast one conpoufi® of theS&frnula 1 as 20

clainmed in clains 1t

— R4

_R1
RS R O

(=1

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
5 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, converted by 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.

10
14, A compound of the formula 1 as claimed in claims 1 to 12 for use in a
pharmaceutical with an inhibitory effect on hormone-sensitive lipase, HSL.
15. A compound of the formula 1 as claimed in claims 1 to 12 for use in a
15 pharmaceutical for treating non-insulin-dependent diabetes mellitus or diabetic

syndrome.

16. A pharmaceutical for treating non-insulin-dependent diabetes mellitus or
diabetic syndrome comprising at least one compound of the formula 1 as
20 claimed in claims 1 to 12.



