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BENZAM DI NE DERI VATI VES AS COAGULATI ON FACTOR XA

| NHI Bl TOR The invention relates to conmpounds of the formula I 5

R1 . WO 99/anop2 [err] PCT/EPSBOREYBh 10

Rl err]-C(=NH)-NH2 whi ch can al so be nonosubstituted by - COA

;;E&E)C( R5) 2] m Ar, B%ID%%EI@YVJ@TI&VES AS cm&tfdﬁ‘%‘ﬁgr&'r@hn%pmt ective

[err] [err] 15 R2 isINHIRITORS, N(R5)2, NO2, ON, Hal,

NR5COA, NHCOAr , NHSQ2A, NHSQRAr, COCRS CON(R5) 2, CONHAr,

COR5, S(O. nAor S(O Ar

[C(RS) 2] m CooRbe sgventieg §ﬁ51a5(eF05%t ﬁ%‘f‘P%%d%l%% t%%rm%%é formng a
srrerrbered ring, where R3 is -CcOand X is N, R4 is A

cycl oal kyl, -[C(R5)2] nAr q " [C(R5)2] nHet or 25 - CR5=CR5- Ar,

RS is H A or benzyl, R

in which
10
R! is -C(=NH)-NH, which can also be monosubstituted
by -COA, -CO-[C(R®);]q-Ar, -COOA, -OH or by a

conventional amino-protective group,

N. N.
{\(/ 9] or {\(/_ O
HN N
0 CH3

15 R? is H, A, OR®, N(R%),, NO,, CN, Hal, NR°COA, NHCOAr,
NHSO,A, NHSO,Ar, COOR®, CON(R®),, CONHAr, COR®,
COAr, S(0O)p,A or S(O),Ar,

R? is R® or -[C(R®),;]a.-COOR?,

20
R® and X together are also -CO-N-, thus forming a 5-
membered ring, where R® is -C=0 and X is N,
r* is A, cycloalkyl, -[C(R®).]lzAr, -I[C(R®);]Het or
25 -CR°=CR®-Ar,

RS is H, A or benzyl,

X is 0, NR® or CH,,
30



X _ is ONRS or CH2, 30 - 2- y

i's 0, NR5, N[ C(R5) 2] m Ar, N[ C(R5) 2] m Het ,

[err] N C(R5) 2] m COORS5, 5 N[ C(R5) 2] m CON
(R5)2, NI C(R5)2] m CONRSAr or NNC(R5)2] m 2 - CONAr 2, 10 W Is a
bond, -S2-, -CO, -COO or -CO\IRS- A is alkyl having 1-20 C
atons in Wmch ne Qi two NRS a ere d

atons or by ¥ s -CRSOCRS groups a}ﬁwﬁ ]Cm7@ﬁb ton@l[gg% 22 rep?aced 15
by F, Ar i s naphthyl or phenyl whi ISNJ_I]_SUbStItUt ed or

nono-, di- or trisubstituted by Rl, A A , N(R5) 2, N2,

CN, Hal, NHCOA, NI-EG(bRr)g]mJNP@)SZA 20 HSQ2Ar', COOR5, CON(R5) 2,
CONHAr',  COR5, COAr', S(O nA or S(O) nAr, Ar' is naphthyl
or phenyl which is unsubstituted or nono-, di- or trisubstituted
by R1L, A OR5, N(R5)2, 25 NCG2, OCN, Hal, NHCOA, COOR5, CON(RS)2,
COR5 or S (0) nA Het/ S asm)no- or bi cgcl I c saturated or
unsat ur at ed —N R

R
\Rs N\ ’

N{[C(R®)2]n-CON(R®)2, NI[C(R®)2]u-CONR®AX or NI[C(R®),)n-
CONAr,,

10 W is a bond, -80,-, -CO-, -COO- or -CONR®-,

A is alkyl having 1-20 C atoms in which one or two
CH, groups can be replaced by O or S atoms or by
-CR®*=CR®- groups and/or 1-7 H atoms can be replaced

15 by F,

Ar is naphthyl or phenyl which is unsubstituted or

mono-, di- or trisubstituted by R', A, Ar’, OR®,

N(R®),, NO,, CN, Hal, NHCOA, NHCOAr’, NHSO.A,

20 NHSOAr’, COOR®, CON(R®),, CONHAr’, COR®, COAr’,
S{(0),A or S(0)jAr,

Ar’ is naphthyl or phenyl which is unsubstituted or

mono-, di- or trisubstituted by R, A, OR®, N(R®).,

25 NO,, CN, Hal, NHCOA, COOR®, CON(R®),, COR® or
S{0)sA,

Het 1is a mono- or bicyclic saturated or unsaturated
heterocyclic ring system which contains one, two,
30 three or four identical or different hetero atoms
such as nitrogen, oxygen and sulfur and which is
unsubstituted or mono- or polysubstituted by Hal,
A, Ar’, OR®, COOR®, CN, N{R®),, NO,, NHCOA, NHCOAr’
and/or carbonyl oxygen,
35



het erocyclic ring system which contains one, tw, 30 three or four

identical or different hetero atons such as nitrogen, oxygen and
sul fur and which is unsubstituted or nono- or polysubstituted by
Hal , A Ar', OR5, COOR5, CN, N(R3)2, NO2, NHCOA, NHCQOAr'

and/ or carbonyl oxygen, 35 - 3- Hal
is F, A, Br ogah, ; i , 2, 3 or 4, 5 n is 0, 1 or 2,
and salts thereg?. s F, #%é P%vgﬁt#bn al so provides the optically active

forms, 10 the racemates, the diastereonmers and the hydrates and
sol vat es of t hgse cggp@ungs 2, 3 or14e invention was based on the object of

di scoveri ng novel conpounds haV|ng val uabl e properties, in 15
particular those which can be wused for preparing medi canent s.

It has beensfound that ot he ésnppunds of the fornula | and their salts
have very useful pharnmacol ogical 20 properties, coupled with good
tolerability. In particul ar, they have factor Xa-inhibiting properties
and can therefand balesptbgedofor conbati ng and preventing

t hr onboenbol i ¢ di sorders such as thronbosis, myocardi al infarction

arteriosclerosis, inflammtions, 25 apoplexy, angi na pectoris, restenosis
after angi opl ag‘hy inveahdonl al@pcrrpvifasethit ophically achiveafermani dine

deri vati vepy hayhag itditierbotie dlasé‘éfé&ﬂe?é €akBOWhe T RNAD! gngfrom
EP 0 540 051 BI. 30 Cyclic guanidines for the treatnent of thromboenbolic
solvates of these compounds.

The invention was based on the object of discovering
novel compounds having valuable properties, in

15 particular those which can be wused for preparing
medicaments.

It has been found that the compounds of the formula I
and their gsalts have very useful pharmacological
20 properties, coupled with good tolerability. In
particular, they have factor Xa-inhibiting properties
and can therefore be employed for combating and
preventing thromboembolic disorders such as thrombosis,
myocardial infarction, arteriosclerosis, inflammations,
25 apoplexy, angina pectoris, restenosis after angioplasty

and claudicatio intermittens.

Aromatic amidine derivatives having antithrombotic
action are known, for example, from EP 0 540 051 Bl.
30 Cyclic guanidines for the treatment of thromboembolic
disorders are described, for example, in WO 97/08165.
Aromatic heterocycles having factor Xa-inhibiting
activity are known, for example, from WO 96/10022.

35 The antithrombotic and anticoagulant effect of the
compounds according to the invention is attributed to
the inhibiting action on the activated coagulation

protease, known under the name factor Xa, or to the



di sorders are described, for exanple, in W 97/08165. Aromatic

het erocycl es having factor Xa-inhibiting activity are known, for
exanple, from WD 96/ 10022. 35 The antithronbotic and anti coagul ant effect
of the conpounds according to the invention is attributed to t he
inhibiting action on the activated coagul ati on pr ot ease, known under

t he nanme factor, .Qr, to the . . _é_
i nhi bition of &Pﬁgplgéto%vﬁégf%%?ﬁ naec%%%?%%dsessegh% %EOteaS?%c?g?hV Fa,
factor |Xa or tiackei ¥IIa, fRgtowr IXa ©x bheowpimhe proteases which is

involved in  plde,Conplax HOCESSLRE BLOLLaSOa0Hh Lt Ofs E%ﬁ@r:g{fe_&(aiﬁ

catal yses the conversion of prothronbin into_thronbin. nbi n_cl eaves
fibrinogen i nt $58 bEPHPRBRoMICCaRS cAf blood t epaguiakiprnkifiaptor Xa

contribute sfurdanBRisdld the t&nveréifﬁrpr@ﬂs?f:@tffﬁérhﬁih At 8Cthvaiben , of
t hronbin can re;ult i_n the accurrence qf thrqopboenbolic di so;_‘deﬁs. 10

An i nhibition ¥ Lgaves, P inogen, 1ngR; fPTip,Bonomer sy, wodc
formati on i nvolafegr n thedsArimkiingn of cantribbeonbisndamenthgliynhi boti on

of thrombin can,he neasured, for exanpl he t . E,

Cousi ne ot al - berorERRy rtmatibn 1088 Gyt Syaflohy ot BRERLE | Banon o

factor Xa can tesilgr eventhehragehinrence fof nahromboembolhe ddspudeds.of the
formia | 86COMH NInhopi BERD of MYRRLKBML, lithud L oAl Lihnddiier ¥gge 1 n

the bl ood coaqul at1 on process by Inhibiting factor Xa and thus

i nhibit the forfidien dormatges . involverthe WonpemdsioFmakEen or afil a2
accordi ng to theyrdubdgnvention can furthernore function as inhibitors of

t he blood clotting factors factor, VIl.a, factor | Xa and t hr gmbi n of
the bl ood cl ot tfH5y c‘afg'b‘:i?j‘é"_lon OafCTh"eh’F‘?W'F?’d?ti%?’Pofb‘FacF‘S?s%ieﬁy t he¥
compounds accoredangl3) by tHHee meokedtich GandrF. t leusieasusenwit. ah the
anti - agulati and nt igt,hr ti activity can be
det erm nedigy E:El'Jls s Cinnl\?igtgl‘oggt‘ ??:B\g/l \%zl"r&rét hods. A
Inhibition of factor Xa can thus prevent thrombin
formation.
The compounds of the formula I according to the
20 invention and their salts intervene 1in the blood
coagulation process by inhibiting factor Xa and thus
inhibit the formation of thrombi.

The compounds of the formula I according to the

25 invention can furthermore function as inhibitors of the
blood clotting factors factor VIIa, factor IXa and
thrombin of the blood clotting cascade.

The inhibition of factor Xa by the compounds according
30 to the invention and the measurement of the anti-

coagulating and antithrombotic activity can be

determined by customary in vitro or in vivo methods. A

suitable method is described, for example, by

J. Hauptmann et al. in Thrombosis and Haemostasis 63,
35 220-223 (1990).

The inhibition of factor Xa can also be measured, for
example, by the method of T. Hara et al. in Thromb.
Haemostas. 71, 314-319 (1994).



suitable nethod is descri bed, for exanpl e, by J. Haupt mann et
al. in Thronbosis and Haenostasis 63, 35 220-223 (1990). The
inhibition of factor Xa can al so be neasured, for exanpl e, by the

met hod of T. Hara et al. in Thronb. - Haeoostas. 71, 314-319 (1994).

- 5- The bl ood clotting factor Vila initiates, after binding to
tissue factor, the extrinsic part of the bl ood clotting cascade and
contributes to the activation of 5 factor X to factor Xa. An inhibition of
factor Vila ThethopderzéutsingefaotontVDnaoini'ai:a‘oes Xaa finelr t hirsdEng
subsequent forpnati t T Lhiti ac y the
conpounds ggcot? %%etf(}rafoc{?gg | nven |o%£%ir‘1{c}g%€é ermofgat #gé }){#i CP

ant i coagul ant Céﬂﬁtlagt icelscetisotangd @@mﬁmm&te&:a‘ﬁo bée aCtdé'taérlmnne@f u5| ng

customary idgl VERERSRT 3 “té!' VAJTRENO0ES, an  ABUSIABY YoPr 362 e Oshla
measuring the 1 nhibition of factor Vila'is described, for exarrp e,

y
H. F. Ronni ng thusergvents THignbesmatReseffchfagber &8 amdgthugsa  The
conmpounds of tBebkegithe Fofmat én el madsis . nedlcanents in human and
veterinary nedicine, articular for c ati reventin
t hr omboenbol i cT the dP%’&P&érlggs corfc P?‘Fﬁ%?’rbogfg n%g'c tg'légl ?‘Nf‘%‘?%‘?‘?%n, 20
arterioscler osaecordmﬁgaﬁmthensnveﬁipbm exyd thangeterminatpent asf sthe
rest enosi fte y cl in The
i nventi onslpdraow 88 @%@8%%%%%%3% of Ck?‘%)r M th %gand{ttfﬁel rcag'al S, and
al so a pr ocessdébermeeéruagng cugbompaenden ofithe $orimlwivo amemceﬁlmg to
Gaiml and dorty rpFBEQEQthtffz?nQa'sﬁrﬁﬂgt the 1nﬂ)ib6EQSM e

| i ber at ed from one of uncti on erivatives treat nent
with a sol vol y§pagoroVITla is depguibe@nof9%i avemrkdt PHyH- F- Ronnlng

et al. in Thrombosis Research 1996, 84, 73-81.

15
The compounds of the formula I can be employed as
medicaments in human and veterinary medicine, in
particular for combating and preventing thromboembolic
disorders such as thrombosis, myocardial infarction,
20 arteriosclerosis, inflammations, apoplexy, angina

pectoris, restenosis after angioplasty and claudicatio
intermittens.

The invention provides the compounds of the formula I

25 and their salts, and also a process for preparing
compounds of the formula I according to Claim 1 and
their salts, characterized in that

a) they are liberated from one of their functional
30 derivatives by treatment with a solvolysing or
hydrogenolysing agent, by

i) liberating an amidino group from its
oxadiazole derivative by hydrogenolysis,
35
ii) replacing a conventional amino-protective
group by treatment with a solvolysing or
hydrogenolysing agent with hydrogen or



i) _liberating an amdino group from its oxadi azol e

derivative by hydrogenol ysis, 35 ii) replacing a conventional
am no-protective group by treatnent with a sol volysing or
hydr.ogenol ysi ng agent wi th hydrogen or . g _ | i berating an
am no group which is protected ~by a conventional protective
aroup: o mis O O PloebhBlndOLnPLERAL! gdcomaunds of Lhs-Lorgyia |
CH3 10 R3 and Xbyogetbtmvent sond 0 dtqtdduisref guoupg a 5-

menbered ring, y is NR5, [err] or 15
R5 R5 W is -SQ2- or -CO, 20 and R2 and R4

are as defined in CPE&Iim1,
5 Db) that for preparing compounds of the formula I

in which R! is

{\(/N‘o {\(/N\O
HN N=

or

(0] CH,
10
R* and X together are -CO-N-, thus forming a 5-
membered ring,
Y is NR® — — — or
\—/ \rs
15
RS RS
\ rd
/N/\/N\
b4
1 is ~-80,- or -CO-,
20 and R? and R* are as defined in Claim 1,
a compound of the formula II
R1
i
H
R2 _0
3
R
25

in which



a conpound of the fornmula I [err]

[err] [err] 25 I n which
-7- Rl is [err] [err] R3 and
X together are -CON, thus formng a 5- & - menbered ring,
is NR5, -N N, N or R5 R5
[err] 10 and R2 and R5 are as defined in Claiml, S
reacted with a conmpound of the forrmula |11 R4- W L
11 15 in which { N. W

Z 0

iﬁ\g%?&Lc9r - CO,
1 & N—
R* 1s HN _<o or —-<CH3 ,

R® and X together are -CO-N-, thus forming a 5-

5 membered ring,
NR, —N N Q—Nj
Y is . B R or
/ RS
RS RS

AN 7 '
N
/N/\/ \
10 and R? and R® are as defined in Claim 1,

is reacted with a compound of the formula III

R*-W-L 11T
15
in which
W is -80;- or -CO-,
20 R* is as defined in Claim 1,
and L is Cl, Br, I or a free or a reactive
functionally derivatized OH group,
25 or

c) that for preparing compounds of the formula I



20 R4 is as defined in daiml, and Lis d, Br, | or a free

or a reactive functionally derivatized OH group, 25 or

c) that for preparing conpounds of the fornmula I

-8-. in which RL is HN . g - or [err]

[err] CH3 R3 and X toget her are-CON— thus formng a 5-
menbered ring, 5 Y s O W bond and R2
and R4 are as defined in Claiml, { , 0a conp /Nf‘aheforrmlall
Y H ) . 0 in
whi ch 15 in whigh/R" is l-m-r-{\ N 754\ N,
[err] CH3 CH3

R® and X together are -CO-N-, thus forming a 5-
membered ring,

5 Y is O,
W is a bond,

and R® and R* are as defined in Claim 1,

10 a compound of the formula II

in which

s HN or N=

0 CH,

15

Rl

R?® and X together are -CO-N-, thus forming a 5-
membered ring,
20 Y is O,
and R® is as defined in Claim 1,
is reacted with a compound of the formula IV

25 R*-W-OH IV

in which



R3 and X together are -CO N, thus formng a 5- menbered ring, 20

Y is O and R2 is as defined in daima1l, is reacted
with a conpound of the fornmula IV 25 R4- W CH

IV, in which W ¢ i_s a bond, and R4 is
as defined in Caima1, 5 or d) that for preparing conpounds
of the formula I . [ n ﬁ/ﬂicthis HN[ err] or N=
[err] 10 RY and*& ?068’9 er are -CON, thus forning a 5-

nmenbered ring, Y is N N, 15 W is a bond,
Ra is -[C(RS)2] mAL ar [ QL RO) 2} AHBLS in claim 1,

d) that for preparing compounds of the formula I

{ /N‘O { /N‘O
in which R?! is \Hg—& or \{l""

0O CH,
10
R?® and X together are -CO-N-, thus forming a 5-
membered ring,
Y is —-'N N— ’
\—/
15
W is a bond,
R is -[C(R®).)eAr or -I[C(R®).].Het,
20 m is 0,
and R? is as defined in Claim 1,
a compound of the formula V
25
R1
\"
X/\/\L
2
R 0

R3

in which



20 m is O, and R2 is as defined in daiml1l, a

conmpound of the formula V 25 R1 [err]
R2 i n which - 10 -
Rl i.s HNerr] or N= 0
CH3 R3 and X together are-CON— thusform’ngaS- 5
menbered ring, and L is CI Br or a free or a reactive
functionally derivatized OH group, and R2 is as defined in Caim
1, is reacted {\nth N. corrpound {[\eﬂj ormula Vi
R is HN—& or ,

R®> and X together are -CO-N-, thus forming a 5-
5 membered ring,

and L is Cl, Br, I or a free or a reactive

functionally derivatized OH group,
10 and R? is as defined in Claim 1,

is reacted with a compound of the formula VI

R*-W-Y-H VI
15
in which
W ig a bond,
. / \
Y is —N N—,
20
RY is - [C(R®);]AY or -[C(R®),lyHet and
m is 0,
25
or
e) that for preparing compounds of the formula I

in which R is HN—Q or N=< )
20 o) CH,



R4- W Y-H Vvl 15 in which W is a bond,

Y is -N N, 20 R4 Is -[C(R5) 2] mAr or -[C(R5) 2] nHet and
m is 0, 25 or e) that for preparing conpounds of the
formul a | inwhich RLis - 1HNerr] or N= 30
CH3 R3 and X together are -CO N, thus formng a 5-
menbered ring, 3 i NRS, -N .o . N _ or
5 R5R and J%/ t?%eéher are -CO-N-, %111\? Nformlng a 5 W
is - CONH, membered ring,
5 /~ \ /
Y is NR® —N N—,6 — N or
—/ \r5
5
RS RS
N\ 7/
N
/N/\/ N\
?
W is -CONH-,
10 and R? and R*® are as defined in Claim 1,
a compound of the formula II
R
n
H
R2 _0
3
R
15
in which
{\(/N“o I~¢"o
R is HN or N= ,
o) CH,
20 R® and X together are -CO-N-, thus forming a 5-

membered ring,

/7~ \ /
Y is NR® —N N—,— <—_—>—N or
\/ RS



10 . and R2 and R4 are as defined in Caiml, a conpound of
the fornmula I1 R1

[err] R2 0 R3 15

in which Rl is HN [err] - 12 -or N=

0 CH3 20 R3 and X together are -CO N, thus
formng a 5- nenhpred ring, R5 Y Is NR5, -N N

N or N / N err]

- 12 - RS N \_-NR5 and R2 and R5 are as
as defined in Caima1, 57 IS r\eac,ted with a conpound of the fornula
VI

and R?® and R® are as as defined in Claim 1,

5 is reacted with a compound of the formula VII
R*-N=C=0 VII
in which
10
R* is as defined in Claim 1,
or

15 £) that for preparing compounds of the formula I

N

{(~No {~\‘f? 0

O

in which R' is \H{J—{ or N= ,
o CH,

R® and X together are -CO-N-, thus forming a 5-
20 membered ring,

Y ig N[C(R®),]n-COOR®,
w is SOz,
25

and R? and R* are as defined in Claim 1,

a compound of the formula II



R4- N=C=0 VI | in which 10 R4 is as defined

in Caiml, or 15 f) that for preparing conpounds of the
formula | in which RL is HN[ err] or N=
[err] CH3 R3 and X tpgether are -CON, thus formng a
5- 20 menbered ring, Y I's N[ C(R5)2) m COOR5,
w s SO2, 25 and4R2 and R4 are as defined in daiml,
a conmpound of the fornmula I - 13 -
Y H R2 i n which
I
x/\'/\Y/H
R2 _0
3
R
in which

lis HN N=

R or R
CH
5 o 3
R* and X together are -CO-N-, thus forming a 5-
membered ring,
10 Y is N([C(R’)3]}n-COOR?®,
and R? and R® are as defined in Claim 1,
is reacted with a compound of the formula VIII
15
R*-50;-L VIII
in which
20 L is Cl, Br, I or a free or a reactive
functionally derivatized OH group,
and R* is as defined in Claim 1,
25 or
g) that for preparing compounds of the formula I
in which
30

X is NH and



[err] Rl is HNerr] or N CH3

R3 and X together are -CO N, thus formng a 5- menbered ring,
10 Y is N[ C(R5)2] m COOR5, and R2 and R5 are as defined
in Claim1, Is reacted with a ¢gnpound of the fornmula VIII 15
R4- S02- L VI i n which 20 L is d, Br, |
or a free or a Fpeac&%v% functionally derivatized OH
group, and R4"1Tsas defined in Caim1l, 25 or g)
that for preparing conpounds of the fornula I in which 30
X Is NH and and R, R?, R*, Y and W are as déffhed in Claim 13 IS
5 these compounds are liberated from their

oxazolidinone derivatives by treatment with a
solvolysing or hydrogenolysing agent,

or
10
h) that for preparing compounds of the formula I
in which R' is -C(=NH) -NHj,
15 a cyano group is converted into an amidino group,
or
i) in a compound of the formula I, one or more
20 radicals Y, RY, R?, R® and/or R* are converted into
one or more radicals R', R?, R® and/or R?,
by, for example,
25 i) hydrolysing an ester group to give a carboxyl
group,
ii) reducing a nitro group,
30 iii) acylating an amino group,
and/or
k) converting a base or acid of the formula I into
35 one of its salts.

For all the radicals which occur several times, such
as, for example, R®, the meanings thereof are

independent of one another.



and. Rl, R2, R4, Y and Ware as defined in daim1l, 5 t hese

conpounds are | i berated from their oxazol i di none
derivatives by treatnment with a sol vol ysi ng or hydrogenol ysi ng
agent, or 10 h) t hat forigreparing conpounds of the
formul a | in which RL is -C(=NH) -NH2, 15 a cyano group
I's converted into an am di no group, or 1) in a
conpound of the formula |, one or nore 20 radicals Y, Rl, R2,
R3 and/or R4 aHerednabDvedahdthereinbelowoneherradiealadbraparﬁmetéﬁ$ R3
O i ve Lok, RO @Al Crt, @2 ana b) navBYEhO! ¥ELAGAD ester
group to give a caﬂb oup, UCI

nitro group, 93gen forl itihe aéprauilag ah &% nBIHF oupinless expresg}.yj/or
k) converglngtgtgasgtg@raggg of the formula | into 35 one of its
sal ts. For all the radicals which occur several times, such as,
for exanple, R5, the neanings t her eof are I ndependent of one
anot her . Solvates is [sic] addition compounds with, for example,

organic inert solvents, such as, for example, with
alcohols such as methanol, ethanol or propanol.
10
In the above formulae, A is alkyl, is 1linear or
branched, and has 1 to 20, preferably 1, 2, 3, 4, 5, 6,
7, 8, 9, 10, 11 or 12 C atoms. A is preferably methyl,
furthermore ethyl, propyl, isopropyl, butyl, isobutyl,
15 sec-butyl or tert-butyl, furthermore also pentyl, 1-,
2- or 3-methylbutyl, 1,1-, 1,2- or 2,2-dimethylpropyl,
l-ethylpropyl, hexyl, 1-, 2-, 3- or 4-methylpentyl,
1,1-, 1,2-, 1,3-, 2,2-, 2,3- or 3,3-dimethylbutyl, 1-
or 2-ethylbutyl, l-ethyl-1-methylpropyl, l-ethyl-2-
20 mwethylpropyl, 1,1,2- or 1,2,2-trimethylpropyl, heptyl,
octyl, nonyl or decyl.
A is furthermore, for example, trifluoromethyl,
pentafluoroethyl, allyl or crotyl.

25 OR® is OH, OA or benzyloxy, with OA preferably being
methoxy, ethoxy, propoxy, butyloxy or hexyloxy.

Cycloalkyl is preferably <c¢yclopropyl, cyclobutyl,
cyclopentyl, cyclohexyl or cycloheptyl. Cycloalkyl is,

30 for example, also the radical of a bicyclic terpene,
such as, for example, 3-menthyl; particular preference
is given to the camphor-10-yl radical.

COR® is acyl and is preferably formyl, acetyl,
35 propionyl, furthermore also butyryl, pentanoyl or

hexanoyl.

Hal is preferably F, Cl or Br, but also I.



Her ei nabove and herei nbel ow, the radicals or paraneters L, W X, Y, R

R2, R3, R4, R5, mand n have the neani ngs given for the fornulae | to
VIT1, unless expressly 5 stated otherw se. Sol vates is [sic]
addi.ti on conpounds with, for exanple, _ ,grganic inert solvents, such as,
for exanple, with aI cohols such as net hanol et hanol or propanol. 10
In the above fqrmul ae, Egyl |s I ear Qranched and.has 1 to
20, preferably™, QS:BP§F °§lnﬂ0 §818F189, c REGRETSA i s

preferably netHydine, ﬁiyrdrfmenytior etrielthybbcy, pr ephbxyi, soplroppky, buhykro,

| sobutyl, 15 ut I but [nore

2- or nethylb%ﬁn% %ﬁf%ylfafh° dé“?tg' bﬁ%PprS h?ﬁ§8188 &%ﬁtPélo yl,
hexyl , 1-, 2-, a&ingr, 4- wmmmﬂmeQ3M sulfobatido]l, 2- nexhglsuzf@nam2d31 or

33d|rreth bu et hy] - ot vl
1. et hyl - y Eﬁ%t yFulfonﬁkld% %QH&XkEIS I%é%xitﬂ?%py p&@?ﬁ

octyl, nonyl oﬁuéé@ﬂx . eth¥1ﬁﬁiflnwﬁntﬁ@ﬁ#ﬂﬂ§UIfP6V1 @%& BY; fonyl
trifluoronethyl henylsl&qfftl %lluoroqgﬁgﬂ ls’=lil|ﬂ6nyqr cro@ Yano, 25ca985xy§ OH, OA

or benzyl oxy, abl y _bein ethox r
but yl oxy or m%yca%)ony c|Faycarbon g‘r?ef oﬁ% %% 9F}//1

cycl obutyl, weneeeit.yl , cycl ohexyl or cycloheptyl Cycl oal kyl is, 30
for exanpl 2SO0 _t he r adi cal icyclic terpene, such as, f or
exanpl e, fﬂen?% Fs’pé?t?%ﬁF%?u ?Efé?énce is given to the canphor-10-yl
radi cal . |s acyl and is preferably fornyl, acetyl, 35
propi onyl h ty ep r xapoy! 4

Hal is preferatﬁa q a%ﬂ,y %’t %%é%yjfp ek of CHzCOdE’ =

partlcular H

R* is preferably, for example, A, cycloalkyl, Ar, CH,Ar,
15 CH,CH,Ar, CH;Het, CH,CH;Het or CH=CH-Ar.

R® is H, A or benzyl, but in particular H.

X is O, NH, NA or N-benzyl, furthermore also CH,.

R® and X together are also -CO-N-, thus forming,

together with the -CH;-CH-O- unit, a five-membered
20 ring.

Y is preferably, for example, O, NH, N-methyl, N-ethyl,

N-Ar, N-CH;-Ar, N-Het, N-CH;-Het, N-COOA, N-CH,-CCOA, N-

CH,-COOH, N-CH,-COObenzyl,

I\ . N/ RS Rs
_'N N_ v ' N /\/N/
/ RS N N

NCH,-CONH,, NCH,-CONHA, NCH,-CONA,, NCH,-CONR°Ar or NCH,-
CONAT,.

25

30 W is preferably, for example, a bond, -S0;- or -CO-,
furthermore also -COO- or -CONH-.

Ar 1is preferably unsubstituted phenyl or naphthyl,
furthermore preferably mnaphthyl or phenyl which is
35 mono-, di- or trisubstituted, for example by A,
fluorine, chlorine, bromine, iodine, hydroxyl, methoxy,
ethoxy, Propoxy, butoxy, pentyloxy, hexyloxy,



- 16 - R2 is preferably H fluorine, chlorine, brom ne,

| odi ne, hydroxyl, nmethoxy, ethoxy, propoxy, nitro, am no,

met hyl am no, di net hyl am no, ethyl am no, diethyl - am no, acet am do,
sul fonam do, met hyl sul fonam do, 5 phegylsul fonam do, met hyl t hi o,
et hyl t hi o, met hyl - sul finyl, ethylsulfinyl nethylsulfonyl

et hyl sul f onyl henyl sul fj nyl henyl sul cyan ar boxyl ,
net%oxycarbgnyPen5YE8%¥éarboﬂb?¥e?ﬁ¥%%§¥hnreqﬁqégiﬁgﬁo' ?hﬁéﬁger 10
R2 is, in partnemhaﬁsumflnyl R3 isthykherfabipl A, benmekhyThRTOGhY by
CHZCII)A but r pr ex

cycl oal kyl, %teﬁ%ﬁﬁg%%ggy 2%§Eﬁ¥ls%§%h$gﬁ C&%%h%&gﬁlf ﬂgﬁzciﬁgﬁfo, R5
is H A or ben?ﬂlnobut | meshyipmings H ethykaming, NH, dimeshyhebénoyl

furthernores al 99 e€Hy: am1noR3 HUarliRE! NS sm A S0 '5§bﬁﬁon§ﬂ5ﬁ1ﬁ8r”1ng1
together with the - 2-C}+t) unit, a f|ve nenper ed 20

preferably, foPUsXZpREIng, N maEREtFHA oGS, | etthﬂPlfRPE?Ed?v
N-Het, N-CH2- H@&opyiﬁﬁiﬁonéhihB CﬁﬁﬁylgulfonaﬁlaoCCEHenﬁiEh@f&EEhﬁ@éY'

R5 25 [err]

[err] NCI-(lé %ﬁﬁﬁlpﬁéﬁgﬁgﬂﬁiﬁ LB cONA2, - NCH2- CEREBRKYBRL RS-
CONAr 2. 30 mhmbogyethoapbymethbxgmanbbﬁylmebhﬁﬂy - iePhorycatbbnyl -
furthernorege,al era tuted
phenyl orP na%ﬁ'ﬁ?g?o B{Idjfur et?}ﬁ%r% 1'riayrdf]‘ﬁer’é’eltﬁ)1 dph %}{Po%égéyﬁé

which is 35 mﬁboxyldu m@rthoxycgnbgnyi.ut edethoxmarbawtbl e @yancA,

fluorine, Chlo?h@% lQhQHbBSrbbﬁglneac?idU?QBeniH?ﬂ“”%hrtherﬁ&ﬁnglso
pr opoxy, LY ey penty oxy, héxyl o

15 Ar is therefore preferably, for example, o-, m- or p-
tolyl, o-, m- or p-ethylphenyl, o-, m- or p-
propylphenyl, o-, m- or p-isopropylphenyl, o-, m- or p-
tert-butylphenyl, o-, m- or p-hydroxyphenyl, o-, m- or
p-nitrophenyl, o-, m- or p-aminophenyl, o-, m- or p-(N-

20 methylamino)phenyl, o-, m- or p-acetamidophenyl, o-, m-
or p-methoxyphenyl, o©-, m- or p-ethoxyphenyl, o-, m- or
p-carboxyphenyl, o-, m- or p-methoxycarbonylphenyl, o-,
m- or p-(N,N-dimethylamino)phenyl, o-, m- or p-(N-
ethylamino)phenyl, o-, m- or p-(N,N-diethylamino)-

25 phenyl, o-, m- or p-acetylphenyl, o-, m- or p-
formylphenyl, o-, m- or p-fluorophenyl, o-, m- or p-

bromophenyl, o-, m- or p-chlorophenyl, o-, m- or p-
methylsulfonylphenyl, o-, m- or p- (phenyl-
sulfonamido)phenyl, o-, m- or p-(methylsulfonamido)-

30 phenyl, o0-, m~ or p-methylthiophenyl, furthermore
preferably 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-
difluorophenyl, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-
dichlorophenyl, 2,3-, 2,4-, 2,5-, 2,6-, 3,4- or 3,5-
dibromophenyl, 2,4- or 2,5-dinitrophenyl, 2,5- or 3,4-

35 dimethoxyphenyl, 3-nitro-4-chlorophenyl, 3-amino-4-
chloro-, 2-amino-3-chloro-, 2-amino-4-chloro-, 2-amino-
5-chloro-, or 2-amino-6-chlorophenyl, 2-nitro-4-N,N-
dimethylamino- or 3-nitro-4-N,N-dimethylaminophenyl,
2,3-diaminophenyl, 2,3,4-, 2,3,5-, 2,3,6-, 2,4,6- or



- 17 - benzyl oxy, phenet hyl oxy, met hyl t hi o, et hyl t hi o,

nmet hyl sul fi nyl, et hyl sul finyl, nmet hyl sul f onyl , et hyl sul fonyl ,
phenyl sul finyl, phenylsul fonyl, nitro, am no, met hyl am no,

et hyl am no, di met hylam no, 5 diethylagino, formam do, acet am do,
propi onyl am no, butyrylanino nethylsulfonanido et hyl sul f onam do,

propyl sul f ona md pheny

(4-nethy|phen§b73u nﬁg 8pﬁeny? g 60 y %ﬂ%&goxyphe%%}boxye?ﬁoxy,
nethoxycarbonyhudtbaxy} ﬁedhohyoaophale 10-iethphenyl hydr 6xdmehhoxy;
hydr oxyet hoxy, XY, oxYy ar bo y 4.
ethoxycarbonyl4 %ﬁh%%ﬁ%%h?? 4nflg%?§o§a% ongﬁﬁﬂgﬁ%f e%%8§F° ¢
furthernore al§éomophﬁpﬁﬁenylz 5- ﬂ%flﬂprps4th§©@©9h@n$leferébbyomﬂoﬁ-

exanpl e, o-s mme@.'l'lo&yphenyﬁ()' Yl3-cRroro 8- méHhO)Bfgﬁ{éMlQhGHXLchIOQO 4-m or
p- propylphen¥ p-isQ opylphe o-, m or_p- .

tert-butyl phen@ce 8mldRPh8PY§ hy&ré}gﬁﬁénﬁrmeB okyphepyl,  B-aAmirsphenyl
o-, m o_rdp- ﬁmmmsye@hbnym,, m3421hmn(d:w4-%@ﬁtmltlhbbaéhw)phwl,hg;s-Ln olr
p- acet am dophe t hoxyphenyl, o-, m or p-ethoxyphenyl,
o-, m or gﬁgﬁFﬁngg%8H§Pr°8hgn§f or p- nethoxycarbonylphenyl o-,

m or p-(N, N-dlnethylan1no)phenyl o-, p- (N-

ethyl am nojphenyl . ;50 verf? pa%lc%u(a'w dps&?x{fgﬁaegwphe%@l PagKk 5. ™
p- f 1 uor ophenyl uns(btbstrx\tuzgﬁdpor monprondphenyl tr@subﬁtlbutpdchYoampheny|

o-,i m or p- OR5 mlS‘deonXh.Rpfnﬂav1ngo‘lwlo HbrbonoratoméD (@ﬁﬂ;nyl
sulfonan1do)ph m  or (ne Isulfonan1do 30 phe o-,

m _met h)ﬂl‘g ¢%)'ptfé¢ﬁ‘/3l ACHHRREN NH) -BHef e'g hyxzcerboayh orp 5.,
3_, 6h| 3 4h Orl %t&oxycarﬁbﬁf{mgroﬁﬁﬁﬂﬂérm&:é ,na%ﬂ'f%:hylZ ﬁrh.lcgl 213 3mﬁno©|r 3, 5-
| C oro , , 2, , 4= oa) "y 1. 0Or o n

o o or CONERY mBekinubsl vy aRy afecniy il S st Bav RS "T0E

3-ni t r o- 4- chl orepheny ktoms3aadi absd- unsubsti tutced Riphema-.3- chl or o-,

2-am no-4-chl oro-, 2-am no- 5-chl oro-, or 2-am no-6-chl orophenyl,
2-nitro-4-N, N di met hyl am no- or 3-nitro-4-N,N—dinethylaninoghenyl,
2, 3-di am nophedsyd’, iz 3ini-paptiznplar,? op-exangle, phenyl or naphthyl,

furthermore preferably, for example, o-, m- or p-tolyl,
20 o-, m- or p-ethylphenyl, o-, m- or p-propylphenyl, o-,
m- or p-isopropylphenyl, o-, m- or p-tert-butylphenyl,
o-, m- or p-hydroxyphenyl, o-, m- or p-nitrophenyl, o-,
m- or p-aminophenyl, o-, m- or p-(N-methylamino)phenyl,
©o-, m- or p-acetamidophenyl, o-, m- or p-methoxyphenyl,
25 o-, m- or p-ethoxyphenyl, o-, m- or p-carboxyphenyl,
o-, m- or p-methoxycarbonylphenyl, o-, m- or p-(N,N-
dimethylamino)phenyl, o-, m- or p-{N-ethylamino)phenyl,
o-, m- or p-(N,N-diethylamino)phenyl, o-, m- or p-
acetylphenyl, o-, m- or p-formylphenyl, o-, m- or p-
30 fluorophenyl, o-, m- or p-bromophenyl, o-, m- or p-
chlorophenyl or o-, m- or p-methylsulfonylphenyl.

Het is preferably, for example, 2- or 3-furyl, 2- or 3-
thienyl, 1-, 2- or 3-pyrrolyl, 1-, 2-, 4- or 5-
35 imidazolyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4- or 5-
oxazolyl, 3-, 4- or 5-isoxazolyl, 2-, 4- or 5-
thiazolyl, 3-, 4- or 5-isothiazolyl, 2-, 3- or 4-
pyridyl, 2-, 4-, 5- or 6-pyrimidinyl, furthermore
preferably 1,2,3-triazol-1-, -4- or -5-yl, 1,2,4-



18 - 3,4,5-trichl orophenyl, 2,4,6-trimet hoxyphenyl, 2-

hydr oxy- 3, 5- di chl or ophenyl , p-iodophenyl, 3, 6-dichl oro- 4- am nophenyl ,
4-f 1 uor o- 3-chl orophenyl 2-fl uoro-4- br onophenyl ,

2, 5-di fl uoro- 4- bronophenyl , 3- brono-6-41g¢5_ net hoxyphenyl ,

3-chl or o- 6- met hoxyphenyl, 3-chl oro- 4- acetanidophenyl

3-fluoro-4-net nyl, 3- nlno 6- t hyl
3-chl or o- 4- ace?gﬁl&%ggh)é{nyl 3a 55yl rT?dl %péTgﬁt@ﬁ%]rﬂpheﬁy? 3- 10
Ar is very parkidibaoly4- prererab+ylph@wﬂ 44and1a2di 3- wvesubstiiyted or

nono-, di- or tripsybsi:tut yoan 0o , al k aving 1-10

car bon at ons, Cllff?? M e %%%S? &:F ace% z%’m’dol Ijad; ﬁ%}‘a }éh 9 &z

nethoxycarbonylsob’1 étﬁo&y%b#%ﬁﬂ%@OIwitheﬁnnreSﬂEbhthyl mhpwh i - mono-

15 substityit egyBY gHakn E\),qi n%,g,lgglzggwo ory al kay @aw g 11|5 ‘ 2L bon at oms
a

and al so unsubstlt ted Di phenyl . Ar' is 1n partlcu for exarrple
phenyl or napht EIL-eL ﬁrttfé'?nn?éliﬁ@?@?%y tor eRampl é- 0-OT mSor

p-tolyl, 20 obenmmaaaaoeymyl phenyl, 8-, By, 0p- poﬁrep}ééﬂasﬁykazezyl m

or p-isopropyl ghenyl or ert but p eny K m
p-hydroxyphenyP o}‘ll ‘m drrg ro:ﬂ‘?é’rﬁﬂ %1*1 m %or psam%op‘h’énz/T o-,

m or p-(N-net byhamsn&)préyfyl 2 40;, 58} 6F praaebaﬁkdtmh@iwlylp 2- {?’ olr
p- met hoxypheny _ O%, r of oxypheny
o-, m orp%@rret héxycérgongfr ﬁeﬁefﬁgg%ﬁggggyﬁ’({l gn : oraj}hb Xg
d| et hyl am no) Bhén?hoxgdlamlﬁl, -2N- et Byl amdnp) phenyl§-, 7o0-,om &+

p- gl(;lr nNyFIpﬁte%: %ﬁhﬁ&?menﬂp géé q;.l uorophenyl"ace%%(lthgé%un?%l% p%e’nyl
o-, m or p- 27/ &hlrorfophehyl©Br 8ocinhel ryb. nt hyfsul Sonyl6pherRd .ox

Het is pref er abhyuihapo®xapp| e5-2-0r0r6 inl:'icyialﬁwl O;|3- -itfye yé44_ 1;)}
g- py(r);zol y rrgl qulr é 2K~ %ehzoi}aﬁg?’)??mn%f {Ert : °5'e| sB’;”(%&%’F%lP Y 2-,
4- or 5- 1t Birbenkydliox8t;5-vik, or 1,3-eoizoddoabyl6-y2;, 32 103~ 4-

pyridyl, 2- Eenéot§£a§19¥5inldquj %ugih ar 5%, 3- bgﬂggfgg' aYol-5-
1, 2, 3- trlazol
-19 -
The heterocyclic radicals may also be partially or
20 fully hydrogenated.
Het may also be, for example, 2,3-dihydro-2-, -3-, -4-
or -5-furyl, 2,5-dihydro-2-, -3-, -4- or -5-furyl,
tetrahydro-2- or ~3-furyl, 1,3-dioxolan-4-yl,
tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-,
25 -4- or -5-pyrrolyl, 2,5-dihydro-1-, -2-, -3-, -4- or
-5-pyrrolyl, 1-, 2- or 3-pyrrolidinyl, tetrahydro-1-,
-2- or -4-imidazolyl, 2,3-dihydro-1-, -2-, -3-, -4- or
-5-pyrazolyl, tetrahydro-1-, -3- or -4-pyrazolyl, 1,4-
dihydro-1-, -2-, -3- or -4-pyridyl, 1,2,3,4-tetrahydro-
30 1-, -2-, -3-, -4-, -5- or -6-pyridyl, 1-, 2-, 3- or 4-
piperidinyl, 2-, 3- or 4-morpholinyl, tetrahydro-2-,
-3- or -4-pyranyl, 1,4-dioxanyl, 1,3-dioxan-2-, -4- or
-5-yl, hexahydro-1-, -3- or -4-pyridazinyl, hexahydro-
1-, -2-, -4- or -5-pyrimidinyl, 1-, 2- or 3-

35 piperazinyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-,
-6-, -7- or -8-quinolyl, 1,2,3,4-tetrahydro-1-, -2-,
-3-, -4-, -5-, -6-, -7- or -8-isoquinolyl, 2-, 3-, 5-,

6-, 7- or 8-3,4-dihydro-2H-benzo[l,4]oxazinyl, further-
more preferably 2,3-methylenedioxyphenyl, 3,4-



triazol-1-, -3- or -5-yl, 1- or 5-tetrazolyl, 1,2, 3- oxadi azol -4- or

-5-yl, 1,2, 4-oxadiazol -3- or -5-yl, 1, 3, 4-thiadiazol -2- or -5-yl,

1, 2, 4-thi adi azol - 3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3-
or . 4- 5 pyridazinyl, pyrazinyl, 1-, 2p,_3-, 4-, 5-, 6- or 7-

i ndol yl, 4- or 5-1i soi ndoI yl, 1-, 2-, 4- or b5- ben2| m dazolyl, 1-, 3-,

4-, 5-, 6- n razol enz xazol yl, 3-,
4-, 5-, 6- or ?‘-el%%y &&BWI’ 2‘»2 %Jetgglengdlﬁ‘y?g got hi az8ryl ,
2-, 10 4-, 5- et&ylenealbxyphenym azol yl ,3 4- (diflnﬁyrometﬁymenedloxy) -

21 3 oxadi azopylonddy s dinydrondiiaptligll o on -BUI0 Ml ackoiofor ¢

5-, 6-, 7- 2-,

4-, 5-, 6-, 7- nmthylen@dq@pcmhpbbnmcl &r or eesqw ndxeil dn?lbfsirQrZHBl 55-, 6-,

15 7. or 8s2tienzol [llaxé%%aél Ny, -1 fhefﬁm&elgﬁﬂéfﬁi)éferably 2,3-

1, 3- benzodloxol 5-vyl benzodi ox

benzot hi adi azoldidydgiebenzpf uganyl 103. %e%z‘ék%ﬂﬂ%?o? -gxofurangl . The

het erocyclic radicals nmay also be partially or 20 fully hydrogenated

Het may al so be, for exanple, |hgdro 2- Ai - -fur;

2, 5-di hydr o- 2- HetS is_jn t&?‘ T mangy aﬂ§drRP QfsubStd-ItUted 3b¥uryl,
1, 3- di oxol an 4341,, A afret, r gbpdf p-@N, Q¥ (R°32} @y Ar-Zodwmdichydr o- 1-, - 2-,

-3-, 25 or, yrroI o-1-, -2- -3-, -4- or
E oyt SRR Zemd MR e pends, S ¢

-4- mhdgzol {I HZetS Jda Fwyeskryo - partlczixlarlly ,prefexably thﬁamla-m yl4- or

t et rahydro- 1- & Yy 0

-4-pyridyl, 1,2, 3 tet reﬁ?ﬁ og T 1 8 YlZ cﬁ%@éﬁgﬁ 6! Yt Bgrlagn 5)rfdyl

1-, 2-, 3- or 43~ Orpl'p%Tded n;@erlZ\lCh& 201 @ noTHHE! n?lenzp‘e'biglq €no- 2-,

-3- or -4-pyr a@dy]_ 1 i ﬂlﬂéﬁikﬂloﬂoﬁ-@ 06@” 25-ryl4 101?1 benzbéi?ékan 5-—
hexahydro-1., -3- p)érl daz ny

-5-pyrim dllﬁyl or 15 Yl G 3- 9t bPaégﬁfn%’ Of, 2 -5- ﬁ%t Md?% | -,
-2-, -3-, -4- mﬁmbstltutéd 017 motio-~ gwlpelyéubiitﬂc&édtbyra{mmom ;
-2- s Or ui n

or 8-3,4- d| hydlpglefl}-'i-lben%[’ Cz'ﬁ%%am%h{n ?ﬁq)tzheﬁ\llcyz’ Igﬂn%(?é' NgSPBPSP%% y

2, 3- et hyl enedlamdyphenyh:bonyl OXygena-

20 - nethylenedioxyphenyl 2, 3- et hyl enedi oxyphenyl , 3, 4-
et hyl enedi oxyphenyl , %dlfluoronethylened|o§%% phenyl ,
2, 3-di hydr%Ben?@ﬁJr%ﬁmﬂ‘}mT&S ylthey Boymula ol may aevs| é’ﬁédeﬁﬁky‘P‘aﬁ@nyl

or else 3, 4ndirAydri@ntltel 3md may therefore be present in various
stereoisomeric forms. The formula I embraces all of
these forms.

25 Consequently, the invention provides in particular
those compounds of the formula I in which at least one
of the abovementioned radicals has one of the preferred
meanings given above. Some preferred groups of
compounds can be expressed by the following moieties Ia

30 to Ii which correspond to the formula I and where the
radicals which are not defined more specifically have
the meaning given for the formula I, but where

in Ia R? is H;
35
in Ib R® is R® or - (CH;)n-COOR®;
in Ie¢ R* is A, cycloalkyl, - (CH,) pAr [sic],

- (CH;) pHlet or -CH=CH-Ar;



5 benzodi oxepin-6- or -7-yl, furthernore preferably 2, 3-

di hydr obenzof uranyl or 2, 3-di hydro-2-oxof uranyl . Het is unsubstituted
or nono- or polysubstituted by Hal, A Ar', COOR5, CN, N(R5)2, N2,
Ar-CONH CH2. 10 "Poly" neans di, tri, -tedra or penta. Het is very
particularly preferably thiazole-2-, 4- or -5-yl, thiophen-2- or -5-yl,
chroman-6-yl, pyridin-2-, -3- or -4-yl, pyrimdin-2- or -5-yl,

benzot hi ophen- 2-yl, 1, 3-benzodi oxol -4- or -5-yl, 1,4-benzodi oxan-5- 15

or -6-yl, 2, 1i8-B8nzo¥hi adi akz®l - £, oNR’5-yIN (@th-A%, N (@slbHet ut ed or
mono- or pol ysubstituted by H@yﬁﬁah_COORphenyl, OR5, COOR5, CN, N(RS)2,
NO2, NHCOA, NHCOphenyl and/ or  car bonyl oxygen. 20 The conpounds of
the formula I may have one or nore chiral centres and may therefore be
present in various stereoi sogerix forms. The formula | enbraces all of
t hese forns. 25 Consequent =N theN-thvention provides in particular
t hose conpaunds of the formula | Nnofhi ch at | east one of the
abovenenti oned radi cals has one of the preferred meani ngs gi ven
above. Some preferred groups of conpounds can be expressed by the
following noieties la 30 to Ii which correspond to the fornmnula I and where
t he radi cal s which are def ined nnrﬁsspecificalhs have t he
meani ng gi ven for the fopnm£§Z£>—ﬂWt where'™ inla® R, is H 35
inlb R3 is RS or -(CH .5 iINTOA, (s A
cycloalkyl, -(CH2) Ar [sic], 7 - (CH2) nHet or
- CH=CH- Ar; -21 - inld Y
is 0, NR5  NCH2)mAr, N(CH2) m Het , N( CH2) mCOORS,
10 1in Ie A is alkyl having 1-20 C atoms in which
one or two CH, groups may be replaced by
-CH=CH- groups and/or 1-7 H atoms may be

replaced by F;

15 in If Ar is naphthyl or phenyl which is
unsubstituted or mono-, di- or
trisubstituted by R', A, phenyl, OR®,
N(R®),, NO,, CN, Hal, NHCOA, NHCOphenyl,
NHSO,A, NHSO,phenyl, COOR®>, CON(R®),,

20 CONHphenyl, COR®, COphenyl, S(0)sA or
S (O) uAr;

in Ig Ar’ is phenyl;

25 in Ih Het is thiazol-2-, -4- or -5-yl, thiophen-2-
or -5-yl, chroman-6-yl, pyridin-2-, -3-
or -4-vy1, pyrimidin-2- or -5-yl,
benzothiophen-2-y1, 1,3-benzodioxol-4-
or -5-yl, 1,4-benzodioxan-5- or -6-yl or

30 2,1,3-benzothiadiazol-4- or -5-yl which
is unsubstituted or mono- oxr

polysubstituted by Hal, A, phenyl, OR®,
COOR®, CN, N{(R®),, NO,, NHCOA, NHCOphenyl
and/or carbonyl oxygen;

35



_N_
i s al kyl

N, 5

groups may be repl aced by
atons may be

napht hyl or phenyl whi ch s

having 1-20 C atons in which

-N  Nerr] or [err] 10 inle

A

one or two CH2

-CH=CH groups and/or 1-7 H

repl aced py F; 15 in If Ar is

unsubsti tut ed

or

nono-, di - I r| bstl tuted b hepyl ,
OR5, in 2% R*\(Rrs) 2% NoF (% éﬁ{ 2 H éﬁgﬁenﬁl sNBY
NHSCRA, NHBCQphenyI COORS5, mon@EnbéﬁﬁyuQedZGn’ -COA -CO- (CHOQNPphenyl ,
COR5, COphenyl, (0) NA  OLeooa o S (O, nAr; inlg
Ar' i s phenyl; 25 inlh Okbtor Fé t hi azol -2-, -4- or -5-yl,

t hi ophen- 2- or -5- yI chronan-6-y|, pyridin-2-, -3-

or -4-yl, pyri m din-2-

benzot hi ophen- 2-yl ,

1, 4- benzodi oxan-5- or -6 yl

or gg
1, 3- benzodi ox 'Xﬁf? or -5-yl,

2,1, 3- benzothladlazol 4-

0pr39sg. —(J
is ns stltuted or nmono-

or -5-yl which or
polysubstitgted by Hal, A phenyl, OR5, COOR5, CN, N
(R5) 2, NQO2,~” NHCOA, NHCOphenyl and/ or carbonyl oxygen; 35
- 22 - inli Rl i's -C(=NH)-NH2, which can also be
R? is H,
R’ is R® or - (CH;)n-COOR®,
R® and X together are also -CO-N-, thus forming
10 a 5-membered ring,
R? is A, cycloalkyl, -{CH,)mAr, - (CH,) Het
or -CH=CH-Ar,
R® is H, A or benzyl,
X is 0, NR® or CHy,
15 Y is 0, NR®°, N(CH;)u-Ar, N(CH;)n-Het,
N (CH,) n~COOR®, N N— ,
<:::>__ / RS RS
_— N \ /
\R5 or /N/\/N\ ,
20
NCH,-CONH,;, NCH,-CONHA, NCH,-CONA,, NCH;-
CONR°Ar or NCH;-CONAX,,
W is a bond, -80,-, -CO-, -COO- or -CONH-,
A is alkyl having 1-20 C atoms in which
25 one or two CH, groups may be replaced by
-CH=CH- groups and/or 1-7 H atoms may be
replaced by F,
Ar is phenyl which is unsubstituted or
mono-, di- or trisubstituted by NH;, OR®,
30 Hal, CN, alkyl having 1-10 carbon atoms,

CF;, CH3S0,, OCF;, acetamido, -C{(=NH)-NH,,
methoxycarbonyl or ethoxycarbonyl,



nmonosubstituted by -COA, -CO (CH2) m Ar, - COQA or OH,

[err] or is [err]

CH3 5 R2 is H, R3 is RS or -(CH2) nTCOOR5,
R3 and X together are also -CON, thus fpsmng 10 a
5-menbered ring, R 4 is A cycloal kyl, -(CH2)nmAr,

- (CH2) nHet Ar 5 ia _A or
benzyl , X [ f@& &%ﬁg}t Eap]ilghyl Whléi/ e ‘lﬁcs) , NR5,
N(CH2) m Ar, N(CH2) m Het , substituted by Felorpfimetookeniper rpr

RS RS th &ﬁﬁrilsozﬁhs bstituted biphen

NCH2- CONH2,  NCH2- CONHA,  NCH?- CONAD, B PR RS A or
NCH2- CONAY 2, oty 18 Fglaz%na- - stp- OF. OB YL BB OBREBOENH

A is akkyl having 1-20 Coat omsyiln v&hle&maaﬁs -yl, pyridin-2-,0ne3er tvvo
CH2 groups may be repl aced by . .aCH:§:H- groups gndior 1-7
H atons may be or  rdp¥aced ByTEmidin-Z= TOT A =S¥y
phenyl which is wunsubstitubedzobhiophen-2-yl, 1,3- basnnodionlbl oF
trisubstituted by NH2, OR5, 3 el _ hayi 1-10
carbon at ons, 3 azil’d-lg'slclﬁ],oe%éioacet ani g?o é(Q%H) NH2,
met hoxycarbonyl or et hoRytaBbbeptothiadiazol-4- or -5- -yl which

- 23 - 10 is unsubstituted or mono- or

polysubstituted by Hal, A, phenyl, OR®,
COOR®, CN, N(R®°),, NO,, NHCOA, NHCOphenyl
and/or carbonyl oxygen.

15 The compounds of the formula I and also the starting
materials for their preparation are otherwise prepared
by methods known per se, such as are described in the
literature (for example in the standard works such as
Houben-Weyl, Methoden der organischen Chemie [Methods

20 of Organic Chemistry], Georg-Thieme-Verlag, Stuttgart),
and in particular under the reaction conditions which
are known and suitable for the reactions mentioned. In
these reactions, variants which are known per se and
are not mentioned here in more detail can also be

25 utilized.

If desired, the starting materials can also be formed
in situ, so that they are not isolated from the
reaction mixture but are immediately reacted further to

30 give the compounds of the formula I.

Compounds of the formula I can preferably be obtained

by liberating the compounds of the formula I from one

of their functional derivatives by treatment with a
35 solvolysing or hydrogenolysing agent.

Preferred starting materials for the solvolysis or
hydrogenolysis are those which otherwise correspond to
the formula I but, instead of one or more free amino



furthernore naphthyl which is nono- substituted by Hal,

di met hyl am no or nmet hoxy and al so unsubstituted bi phenyl.
Het is thiazol-2-, -4- or -5-yl, thiophen-2- 5 or -5-yl,
chroman-6-yl, pyridin-2-, -3- - 24 - or -4-yl, pyrimdin-2-
or -5-yl, benzot hi ophen- 2-yl , 1, 3- benzodi oxol -

or -5-yl, 14be xan-5- .or_-6-yl, . .
2,1, 3- benzot hi &4 %@ X?dl]r(?r’cxl‘s-%ﬁo‘*ﬂé'cﬁofﬁaln correspondingg protected
unsubstituted amimo amibfor hydopxyl groups, preferqh‘ilwstﬂms$étwhédhby Hal |

A, phenyl, OR5,, ( %%%i Ncgﬁ henyl
and/ or carbonyﬁJ§¥§§§% of e Iil'he conpouﬁ%g og Eh gr Qﬁ and a sb the
starting metagryal anf gmineeipropespavat | roup e dbhepawscpraipakbase

met hods known Rayi 3£, SHRRE ﬁ%ﬁ%ﬁ@ré%' Ncd an k*ll@r EHﬁﬁ (far
exanple in theéfsﬁ andard wor ks such, as uben- , Met hoden der

or gani schen Ch&fRi€H M hots 80 IPine RERLCTHMR sEF?PPf “Othi ERES¥er | ag,
Stuttgart), Wl’ﬂrﬁﬂl i ﬁﬂéitrefaldcuifaltﬂéndlebtbhﬁ ol‘fe&Chly@lifo&de'g‘erp$ vhirep

are known and swég ](_)r the reactions mann% I n t hese eaﬁtions,
variants whi ch %r BYRRGHAT pRTCSECHIYE 9T4Pe nit® nﬁ?ff"‘anﬁgd e i K e
detail can alsmﬁmrdébammltmzeue formuld dediuted, inseesd aofi ry AEDOHI al s

can al so b r | |t t t.he t shbSolate he
eaction Mg srrbibaret yeRory chor kB R, R So50R oL
conpounds of tRrdteahiivg group. Conpounds of the formula I can preferably
be obtai ned by liberating the conpounds of the formula I from one

of their functional derjvatives by treatnment_with a 35 soIvonS|n or

hydr ogenol ysi ngZ&gerred  stagmtdngr r efasezielfg nﬁﬂéPlalénFéP £he

sol vol ysi s or oxad”i)é&roQ@emHI)iSﬁa%:@re% W V&arpfb@tb@ﬁwﬁee@oiﬁe@pand to
theforrrulil but |nst<§ado e or nore free am no

- 24 - Sand BTSSP, (j‘f“& 8O EQRPSFHY% or r espondi ng pr ot ect ed

The introduction of the oxadiazole group is effected,
for example, by reacting the c¢yano compounds with
hydroxylamine and reaction with phosgene, dialkyl
20 carbonate, chloroformic ester, N,N’-carbonyldiimidazole

or acetic anhydride.

It 1is also possible for several - identical or
different - protected amino and/or hydroxyl groups to

25 Dbe present in the molecule of the starting material. If
the protective groups present differ from one another,
in many cases they can be cleaved off selectively.

The term “amino-protective group” is generally known
30 and relates to groups which are suitable for protecting
(blocking) an amino group from chemical reactions but
which can easily be removed after the desired chemical
reaction has been carried out at other sites of the
molecule. Typical such groups are, 1in particular,
35 unsubstituted or substituted acyl, aryl, aralkoxymethyl
or aralkyl groups. Since the amino-protective groups
are removed after the desired reaction (or reaction
sequence), their nature and size is otherwise not

critical; however, those having 1-20, in particular 1-8



am no and/ or hydroxyl groups, preferably those which, instead of an H
atom which is bonded to an N atom carry an amno-protective group, in
particular those 5 which, instead of an HN group, carry an R -N group, in
whieh R is an am no-protective group, -angsor those whi ch, instead of
the H atom of a hydroxyl group, carry a hydlroxyl bprot ectltvedgr]?up, for
exanpl e those I o] ornula | .but |r),s ead_of a - COOH
10 rrSroup, carw aq"lzjénrs afé’éf%?gﬁdeé &ﬁ Eer‘ns 3CP{)]/dr ’b‘?o{’ﬁctlve
group. Pﬁ@t@ﬁpﬁéteét it hlg,e hmzaeiesdd ssem$¢s0in jominebtion heith

oxadi azol e deriryat i yassafy chr688gke c&nvgﬁé%%%@t gcgg‘l aié?ugcsorE‘S%E%g' ng

am di no conpounds. The 1 nt roduct I on e OX group 1s
ef f ect ed, ffé”Pﬂbx%\Hﬁféatlbg/ r 85l ipaEhe, cpapmatdmpamdbeterhcyclic

hydr oxyl ami me @ﬁd‘bbﬁ?@.hbo@.d&'dtsh clsﬂgoggﬁgsmél akbkyk, f%ggﬁﬂgogﬁk%cuﬁar
hi f S on I | m dazo] e o]
ft Io;oalo;(r)n Soggﬁgf’é‘yfléi'&’g lir aryligryragboryl  apdsferdheve pratkcted
am no and/ or hgadadlkpkygamhpﬁylogz‘bupfse Eeffiled Nof hgut&ﬁld%i}le Fotpe

t L tectlve ups_presen iffe romone
Ztng[ th:apg i elr hg‘rran%/{]({:%% 'thé?y acﬁeggaeg %f‘?pjs%mé]ct |°\3r’el§u tyryli The
term "am no- ppoeékaheylgr ospth |sasger1ﬂ‘raiytl)adem 3&r)cf;;r1d r ehwdles 49 f

wh ab f t.ect i ng am no up from

chem ¢ il ab‘én%k!gi of Qromhﬁcan def;&q yabe in%% er The

chem cal reactions ved & fred
chenmi cal ré&&??‘hfﬁaHBQHb%en carrfeghout atasther shepBoxycatiponyl,

mol ecul e. Typi @ahoﬁy@argbﬁyps are, z @Mltdl'ﬁlgr%reth%gkycﬁgﬁgﬂgﬁl tut e.é"’oéfi’
substituted acygé fr al k ég/ ar al rou Si nce the
ami no- prot ecti v ’égoﬁbgy OXYGF 'ed2a??@‘?eWFé’%%ﬂ?erea%WHWkor
reaction segyeaebpnyl hei r siathur e aag Si ze:gzsl ot hqew\giggo]@@ﬁzoxyu
critical; veyer . hos hav 0 cu

S o TN S hORTReR W v, DPDES ovabdonyl syope as

i nterpreted i nMthe Br@ﬁdesedsemsnowrr@mmme araugd are BOC and Mtr,
and furthermore CBZ, Fmoc, benzyl and acetyl.

The term “hydroxyl-protective group” is also generally
20 known and relates to groups which are suitable for
protecting a hydroxyl group from chemical reactions but
which can easily be removed after the desired chemical
reaction has been carried out at other sites of the
molecule. Typical such groups are the abovementioned
25 unsubstituted or substituted aryl, aralkyl or acyl
groups, and furthermore also alkyl groups. The nature
and the size of the hydroxyl-protective groups is not
critical, since they are removed again after the
desired chemical reaction or reaction sequence; groups
30 having 1-20, in particular 1-10 C atoms are preferred.
Examples of hydroxyl-protective groups are, inter alia,
benzyl, p-nitrobenzoyl, p-toluenesulfonyl, tert-butyl
and acetyl, benzyl and tert-butyl being particularly
preferred.
35
The liberation of the compounds of the formula I from
their functional derivatives is effected - depending on
the protective group used - for example with strong
acids, expediently with TFA or perchloric acid, but



t he present process. It includes acyl groups derived from aliphatic,
aral i phatic, aromatic or heterocyclic 5 carboxylic acids or sulfonic

acids, and in particul ar al koxycarbonyl, aryl oxycarbonyl and,
above all, ar al koxycar bonyl groups26Exanpl es of such acyl groups
are al kanoyl, such as acetyl, propionyl or butyryl; ar al kanoyl , such

as phenyl acetylals%rOWJ.tl'?uc@tl?& 105 tﬁf&ﬁé’yllﬂéré%ia’l %éiaéoxyehéﬁnoxg such

as PQOA; alkox car bonyl , oxycar bonyl
et hoxycar bony!| B r@C;lzﬂ?rtlﬁ cﬁpéfioe%oxwaﬁ%w amd,Bo@trong organic

(tert-butyl oxywmwmc aclladoetB@ésucaé@orﬁ&lcwc&id@deuc a@xycar enyl
such "car&obenzogy 15 met hox benéﬁgox rbonél,
ENOG ar yi sul f SPOHETich Se1ds B (RS 6. BroCLUERSEIgEgaRE ar o
BOC and Mr5 aciand TMtbeeeaneeCBif fmmeddbeﬁmnlalandmemets’élvent isThe
term "hydroxyl - prot.ectiv roup’ also g ener I nd.rel ates
to groups mhlcﬁpé¥%?ﬁSU|?n%1e¥E$ alwaygrotng%ﬁS¥X hy8r0§m$l§roﬁﬁer om
chemi cal react isgiyengts areAMﬁnﬂfaxableaspkgabecr@mﬁvedtattéprthsampébred
cheni cal [ RGOS Loagh CAUYAPLOUCA 101 hEIa ST Lefe Pl [Bhch as
Typi cal su e the a

nol ecul e. hgr oups ar ovenention unsubstrtuted or
substituted arSgtrahyidgiofyprang, orgcydioxangyr oueideshd feit¢her adr eDYFso

al kyl groups. thadphated h @f&éf&rﬁé Zes@bnt he haﬂémlkoxﬁw&a&sadl vgrgr oups

S e TN S T S
particul ar 1- 1&56p&ﬁplmoareajf&fﬂﬁaﬂ. Mixtixesapbestht Ia}adlvem)ehtmbﬁbacti ve
groups are, |nter nzyl n|t I toJuenes | fo
VertThutyl | BATREE Rre e oK e RS Y neThE (i ¢ PESERFRPLY
preferred. 35 usedﬂmnlexeea$|wmtbbutheddanpounmi(ﬂ ﬁhethernﬁbéVEntrom
thei r funCison%Jndngé e L6l hechedy 1AeRRAIEBIN0BE o mibe 9§0§ect' ve
group used - for trong acl ds, expeglent % H
perchloric aci g&cefdec ac1d and 70'6 perchloric ac1d in a ragio of 9:3Fso

with other strafg i ”Qégé‘ﬂiGnaC't@'ﬁvpe&ﬁ%hréé foflydrcaehl ldaidd Ohre
sul furic acid, strong organjc carbgﬁg such_as trlcrI0£oacet|c
eﬂe-

acid, or s FPRGHEEdYdSPERYRER a 2R GbPHiue%%sul
aci d. The pr esereetdbnani @dgirkfenrablyneairrdedvenit i at betpeesi bl bnd not

al ways necggsar o U|table iner solvents are, preferably, organic
sol vent s, g%)arrpl temperatcure) .

The groups BOC, OBut and Mtr can preferably be cleaved
off, for example, with TFA in dichloromethane or with
about 3 to BN HCl in dioxane at 15-30°, and the FMOC

25 group can be cleaved off with an approximately 5 to 50%
solution of dimethylamine, diethylamine or piperidine
in DMF at 15-30°.

Protective groups which can be removed by
30 hydrogenolysis (for example CBZ, benzyl or the
liberation of the amidino group from its oxadiazole
derivative) can be cleaved off, for example, by
treatment with hydrogen in the presence of a catalyst
(for example a noble metal catalyst, such as palladium,
35 expediently on a support, such as carbon). Suitable
solvents for this reaction are those mentioned above,
in particular, for example, alcohols, such as methanol
or ethanol, or amides, such as DMF. The hydrogenolysis
is generally carried out at .temperatures between about



carboxylic acids, such as acetic acid, ethers, such as t et rahydr of ur an
or di oxane, am des, such as DVF, 10 hal ogenated hydrocarbons, such as

di chl or onet hane, or furthernore al so al cohols, such as nethanol,

et hanol or i sopropanol, and water. -MXTures of the abovenentioned
solvents are furthernore possible. TFA is preferably used in excess

wi thout additignagfi aobur URBersSpkrk8BliredShebRdeRCAEHEOr 1 Cangi tlod Spased in

the formof a m xture of cetic acid and 70% perchloric acid in ratio
of 01 O ThBrereheblEn 2t cAferat urBs foi0 PRE. dpeiRcYgie of
expedi ently bethweercBzbagttoup ahal abbetted| eealiland folre examplegctdrons+ s
preferably carrigd t tween .15 and. .20 _30[ err om f enperat ure).
The groups BOC,1 O&lﬂ(‘.&v tgng‘%q?et\(@%r?%&re rer"g t'-rzkil %rgm% {elg%'/e%égmat%f ,n?g?gé
exanpl e, wi%h TEAhydrdgeh) oonnBdh@nen onetiantpl /DMEABOUL203- 308 .5N HC1 i n

di oxane at 15-30[err], and the FMOC 25 group can be cleaved off with an
approximately 5 to 50% sol ution of dinethylam ne, diethylamne or

pi peri di ne Cemppnrdat ofstBe[ Ep¥pula I protective groups which  can
be renmoved by 30 hydrogenolysis (for exanple CBZ, benzyl or the
| i beration of the am dino group fromitgs oxadi azol e deriyative) can be
cl eaved off, for exanple, by t{ t nbvm'th hydrogdnx).ip presence of
a catal yst ipf @hiexarpl£s a nobl e nyt al jcat al ysér such as parl adium 35
expediently on a support, such as ciN . Suitable NJ'-F?\ents tor this
reaction are those nentioned above, i hyparticular, for exanpye,

al cohol s, such as net hanol or ethanol, “or anides, such as DMF® The

hydr ogenol ysi s is generally carried out attenperatures between about
-27 - 0 agg 100 under pressures between about 1 and 200 bar,

preferabl y1&t BO-30feXr Fogpther 18rear COHYdr offewd| forsing a 5-membeRX group
is effected readihly, for exanple, on 5- 10% Pd/ C in nmethanol or with
anmoni um formate {instead 5 of hydrogen) on Pd/ C in methanol/DVF at

20-30[ err]. Compounds of the fornula I

Y is NRS __,N N-— ._N
' /

/
N or
\gs

RS RS
\ N/
,/N’/\\// N
15 >

W is -80,- or -CO-,

and R?* and R* are as defined in Claim 1,
20 can preferably be obtained by reacting compounds of the
formula II with compounds of the formula III.

In the compounds of the formula III, L is preferably
Cl, Br, I or a reactively modified OH group, such as,

25 for example, an activated ester, an imidazolide or
alkylsulfonyloxy Thaving 1-6 C atoms {preferably
methylsulfonyloxy), or arylsulfonyloxy having 6-10 C
atoms (preferably phenyl- or p-tolylsulfonyloxy).



in which RL is [err] [err]

[err] [err] 10 R3 and X together are
-CO-N, thus formng a 5-nenbered ring, Y is [err]
[err] or {ees]- 15 W is -SQ2- or

and R2 and R4 are as defined in Claiml1, 20 can preferably be
obtai ned by reagld N8eaERREHNSs Ofgdrial ly T QLEULEAl ok t i OmROURdS Pl the

formula I11. he caonpounds of formula |11, L 1s preferably
a, Br, | or ascdaefitvelip rfhf (PERPIFYrotipansaehdadindsT.  prefexahpyre, an

activated est%{n aBhli mdkazol h@ro®ide, c@fﬂsdzhé&éf@ﬁyb%arboﬁaﬂéwr 1-6

C atons (prefer nmet hy] sul f onyl o ylsulfon ony haV|ng
6-10°C " at o (e kh i y ERBRY! - meEa. « g osgyEoNat
-28 - Fhe pieabomaties ganesfl ahzyotclaérl edlbubfl Y anaakneatdld of sehgent ,

In the presence an aci d bi nder f rabI | k
hydr oxi de, car58%§ﬁ§cwe%?%ar onatlk'gcr%'eL ne' 2 nhmﬁﬁﬁ$¥% ?ﬁ?%$%¥ ot
hydr oxi de, car ptassiom,5 sddicar, barstad,uno ronf caert der §b¢taddlaluaahfacid

of the al kal a&gte{ﬂl% Yakd @dw%sea%&t@@g%aneprgfiﬁ{e%ﬂgxaahme,

pot assi um sodi um ¢iumor caesium tion’o organi ¢ base
such as tri et hypvaiidiele dpreingdiinienedr of panj dE¥eessr qfi fdle namépeof an

excess of jhe PRkt cerpoprBt fofmuife i ordnil & |Ehe0ralﬁ§1aﬁh8n
al kylation derivative of the formula III may also be favourable.
Depending on the conditions used, the reaction time is
between several minutes and 14 days, the reaction
temperature 1is between approximately 0° and 150°,

15 usually between 20° and 130°.

Suitable inert solvents are, for example, hydrocarbons,
such as hexane, petroleum ether, benzene, toluene or
xylene; chlorinated hydrocarbons, such as
20 trichloroethylene, 1,2-dichloroethane, carbon tetra-
chloride, chloroform or dichloromethane; alcohols, such
as methanol, ethanol, isopropanol, n-propanol,
n-butanol or tert-butanol; ethers, such as diethyl
ether, diisopropyl ether, tetrahydrofuran (THF) or
25 dioxane; glycol ethers, such as ethylene glycol
monomethyl or monoethyl ether {methylglycol or
ethylglycol) or ethylene glycol dimethyl ether
(diglyme}; ketones, such as acetone or butanone;
amides, such as acetamide, dimethylacetamide, N-
30 methylpyrrolidone (NMP) oxr dimethylformamide (DMF);
nitriles, such as acetonitrile; sulfoxides, such as
dimethyl sulfoxide (DMSO); carbon disulfide; carboxylic
acids, such as formic acid or acetic acid; nitro
compounds, such as nitromethane or nitrobenzene;
35 esters, such as ethyl acetate, or mixtures of the
solvents mentioned.



derivative of the formula Il may al so be favourable. Dependi ng on the
conditions used, the reaction tine is bet ween several m nutes and 14
days, the reaction tenperature is between approximately O[err] and
150ferr], 15 wusually between 20[err] andd30[err]. Sui tabl e inert
solvents are, for exanple, hydrocarbons, such as hexane, petrol eum
ether, benzenegytoly lene; b

such as 20 %I’I c%?% gt hyalte@iaqg 02de gé%‘“?%%%en %a(rébolclaf %lf‘? a-
chl ori de, chl o88Re¥FaL &Y bﬂ@ﬁhorﬁh@%ﬁaﬂblchl%nﬁomgve%ucmpwevekw camrgvdanol |

et hanol , lSO@f@?éB@h by HePhO@&Nown ped-dWitanol or tert-butanol;
et hers, such as di et hyl et her, dllsopropyl et her, tetrahydrofuran ( THF)
or 25 dioxane; glycol ethers, such as ethylene gl ycol

nmononet hyl 5 or compeun&s hyf thetheFmald net hyl gl ycol  or et hyl glycol) or
et hyl ene gl ycol di met hyl et her (diglynme); ketones, such as acetone
or but anone; am des, such as acetam de, dlnethylacetanlde N- 30
met hyl pyrrolidone (NWP) or di hyl {N{ mam de ( DVF) { Nutrlles such
as acetonitrile; #g_gﬂxhdelss such asY” O net hyl 1:sulfo>h€([@/50); car bon
di sul fide; car oxy aci ds, sucpwfs ormc &¢id or ac acid, nitro
conpounds, such as nltronethane [trobenzene; 35 "est , such
as ethyl acetate, or mxtures of th sol vents menti oneds

- 29 - The starting materials of the fornulae Il and Ill are
general ly known. Those which are novel, however, can be pr epar ed by

[Tet hfds known Rerars®.x to@e@%[m(&ﬂ]@s-@ﬁ -Nhe él@ismlﬁ@rrﬁlng a 5- rhé}n}!(lé'&é]‘ci‘

err err [err

R3 and X togetﬁe?gare -CO-N-, thus formng a 5-menbered ring, 10 Y

is O 10 Y is O,

W is a bond,

and R? and R* are as defined in Claim 1,

can preferably be obtained by reacting compounds of the

formula II in which Y is O with compounds of the
15 formula IV in a Mitsunobu reaction in the presence of,

for example, triphenylphosphine and diethylazo

dicarboxylate in an inert solvent.

The starting materials of the formula II in which Y is

20 O, and those of the formula IV, are generally known.
Those which are novel, however, can be prepared by
methods known per se.

Compounds of the formula I
25

N, (N
in which R! is {\(/ O or \(l: 0
HN =

0 CH,

R® and X together are -CO-N-, thus forming a 5-membered
ring,



W is a bond, and R2 and R4 are as defined in Claiml, can
preferably be obtained by reacting conpounds of the formula Il in which
Yis O with conpounds of the 15 fornmula IV in a Mtsunobu reaction in the
presence of, for exanple, tri phenyg phosphine and di et hyl azo

di carboxylate in an inert solvent. The starting materials of the
formula Il in which Y i 0, and those of the fornula IV, are generally
known. Thosg which g avel, however, can be prepared by met hods
known per se. 18 & ’i@. of "'the formula | 25 in which RL is

[err] [err] [err]

R3 and X together are -CO N, thus formng a 5-nenbered

- 30 - Yis -N N, W is a bond, R4 is -[C(R5)2] mAr or
-[C(R5) 2] nHet, w5 niksaCbonds O and R2 is as defined in daimi1l,

can preferably be obt ai reacting s of the forrruIavath
conpounds of t Re forful gg\d&}‘b’yﬂm% Fn” {ﬁgﬂﬁdﬁrjrbr}g%%ds of the formula VL is
preferably EI n [siBd, |ier0a reactively nodified OH group, such as, for

I t l'id
o kvt sul fonyl ofgS Fave e Fqfiped A cBEX0 I8, 2L

met hyl sul f onyl &2p) pr@rfesrasaﬂyubﬁoﬁpp@xpeﬁabyngeacmn@ gempoun@s ¢preherably
phenyl - or p-telyhsubf 9Nk @XYtompounds of the formula VI.

10 In the compounds of the formula V L is preferably Cl,
Br, I or a reactively modified OH group, such as, for
example, an activated ester, an imidazolide or
alkylsulfonyloxy having 1-6 C atoms (preferably
methylsulfonyloxy), or arylsulfonyloxy having 6-10 C

15 atoms (preferably phenyl- or p-tolylsulfonyloxy).

The reaction of the compounds of the formula V with
compounds of the formula VI is preferably carried out
in an inert solvent and at temperatures as indicated

20 above.

The starting materials of the formulae V and VI are
generally known. Those which are novel, however, can be
prepared by methods known per se.

25
Compounds of the formula I

N. {~ N
in which R? is {\(/ O or \(_O
HN N
o) CH,

R® and X together are -CO-N-, thus forming a 5-membered
30 ring,



The_reaction of the conpounds of the fornmula V with conmpounds of the

formula VI is preferably carried out in an inert solvent and at
tenperatures as indicated 20 above. The starting materials of the
formul ae V and VI are general |y knawnzi Those which are novel, however,
can be prepared by nethods known per se. 25 Compounds of the
formul a | in which RL is [err] [err]
[err] R3_and X together afe O N, this orm'élg a 5-nmenbered 30
ring, Y is NR® —N N— ,3+N NY i®F NR5, -N N
- N or \—/ RS \o5 RS
N 5 W is -CONH, and R2 and R4 are as defined in Caiml,
can preferably be obtai ned by reacti ng conpounds of the formula |
in whichRL is or [err]
[err] RS /R5

N\

5 W is -CONH-,
and R® and R* are as defined in Claim 1,
can preferably be obtained by reacting compounds of the
formula IT

N
(< (e
in which R® is ~¢ © or \(;_0
HN

0 CH,

10 R?® and X together are -CO-N-, thus forming a S5-membered
ring,

Y is NR5 —N N——'_.N
' —/

/
N or
RS

15 *

W is -CONH-,
and R® and R® are as defined in Claim 1,
with compounds of the formula VII.

20
The reaction of these compounds of the formula II in
which W is -CONH- with compounds of the formula VII is
preferably carried out in an inert solvent and at
temperatures as indicated above.

25



10 _R3 and X together are -CO N, thus form ng a 5-nenbered r
Y is NR5[err] R5 R5 15 w
- CONH- and R2 and R5 are as defined in Cdaiml, wi t h conpoun
the.formula VI1. 20 The reaction of tdwese conpounds of the fornmul
I n which Wis -CONH with conpounds of the formula VII is

preferabl y cargjed oyt .0 a,t0gtL: soL¥eRt et fbna 11 IR G5 £

i ndi cat ed abovée
mat eri al s of thEONBr mara | pfi nthi dormuilsa VIICENe gerdeovhlipe Korwrud
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nmet hods known per se.

I n whic

i s [ er rpethods known per se. [err]

[err]
ring, 10 Y

defined in O afRi@

the formula I

10

15

20

25

30

3 and X together are -CON-, thus form ng a 5-nenbered

IS R5) 2 s SQ2, and R2 and R4
ngﬂsp? f%P%bﬁarmulaw&é obt ai ned by reacting conpoun

N\ { N\
in which R! is {\(/ O or \g/_o
HN

0 CH,
R® and X together are -CO-N-, thus forming a 5-membered
ring,
Y is NIC(R®),]n-COOR>,
W is SOz,

and R? and R*® are as defined in Claim 1 can preferably
be obtained by reacting compounds of the formula II

in which
N. {~ N
R' is {\(/ % or \(__ o
HN N

O CH,

R?® and X together are -CO-N-, thus forming a S5-membered
ring,

Y is N[C(R®),],-COOR®

and R®* and R® are as defined in Claim 1, with compounds

of the formula VIII.

In the compounds of the formula VIII, L is preferably
Cl, Br, I or a reactively derivatized OH group, such
as, for example, an activated ester, an imidazolide or
alkylsulfonyloxy having 1-6 C atoms (preferably
methylsulfonyloxy) or arylsulfonyloxy having 6-10 C
atoms (preferably phenyl or p-tolylsulfonyloxy) .

The reaction of the compounds of the formula II in
which Y is N[C{(R®),]n-COOR® with compounds of the

i ng,
S

ds of

a ll

arting
a Vil
ed by
h Rl

are as
ds of



15 in which Rl is or [err]

[err] [err] R3 and X together are
-CO-N, thus formng a 5-nenbered ring, Y is NCR5)2]

m COOR5 20 and R2 and R5 are as defined g Claim1l, with conpounds of
the formula VII1. In the conpounds of the formula VIII, L is

preferably a r, a. reactively-.derivati zed grou such. 25 as,
for exanpl e, arjftogg]tu&\?at {e’Jd?éstle%, p§ﬁf|eﬁia§%i¥olcfa egloera:J o%al k@l gau fgﬁﬁrgxy
having 1-6 @Golyeossand ptetbeabkyperatueesygsveh oxydoxy) or

aryl sul fonyl oxy having 6-10 C atons (preferably phenyl or

p-tol yl sul fonyl oxy). 30 The reaction of the conpounds of the fornmula I
in whi ch  Yonpoungscelsrhe fromaks Ivwirhwhi@kmpounds of the

- 33 - sfoxmul a1\ iy iagigereferably carried out in an inert sol vent
and at the tenpgratures given above. Compounds of the fornmula | in
which 5 X & NHI&E& R3 is H and Rl, R2, R4, Y and Ware as

gef! ned in C aiangilxl, R? cat,bg la'ﬁaewaéﬁd lagoaefﬁeécn mémdiind:mone 1o

erivatives t.reat pent Wi a_solvol,ysi ng or . rogenol yzi

Coent i s B r NS bUBSANES omh: Fhant” prezSLiBLaete BR et r it nger

"protective grdgp rteeatakeht with Cbrrmpfkmtslpsfiﬂ@e cfrormrldaogehn_lyohiing Rl is

“C(=NH) - NHR, o fah fugdhernor e, fies Qbt ginedn LOMLLN8: €001 £5PORAI PAoLa cyano

conpound. € conversion of ‘a cyano group 1rnto an am di no group
described under “protective group removal”.

Compounds of the formula I in which R' is -C(=NH)-NH
can furthermore be obtained from the corresponding
15 c¢yano compound.
The conversion of a cyano group into an amidino group
is carried out by ©reaction with, for example,
hydroxylamine and subsequent reduction of the
N-hydroxamidine with hydrogen in the presence of a
20 catalyst, such as, for example, Pd/C.
To prepare an amidine of the formula I (R' = -C(=NH)-
NH,), ammonia can also be added onto a nitrile of the
formula I (R' = CN). The addition is preferably carried
out in several stages by a procedure in which, in a
25 manner known per se, a) the nitrile is converted with
H,S into a thiocamide, which is converted with an
alkylating agent, for example CH.I, into the
corresponding S-alkyl-imidothiocester, which in turn
reacts with NH; to give the amidine, b) the nitrile is
30 converted with an alcohol, for example ethanol, in the
presence of HCl into the corresponding imidoester, and
this is treated with ammonia, or c¢) the nitrile is
reacted with 1lithium bis(trimethylsilyl)amide and the
product is then hydrolysed.
35
Furthermore, it is possible to convert a compound of
the formula I into another compound of the formula I by
converting one or more radicals Y, R?, R?, R® and/or R*
into one or more radicals Y, RY, R?®, R® and/or R*, for



is _carried out by reaction wth, for exanple, hydr oxyl am ne and

subsequent reduction of t he N- hydr oxam di ne with hydrogen in the
presence of a 20 catal yst, such as, for exanple, Pd/C To prepare an
amidine of the formula | (RL = -C(=NH)-. 34 NH2), ammoni a can al so be added
onto a nitrile of the formula | (RL = CN). The addition is preferably
carried out in several stages by a prqcedure in which, in a 25 _nanner
known per se, &FRA enity | #eY TEC LoRvaR GO FTOUP 188 FRABCEPY A3k de,

whi ch i s converreaips t({fcan exam@llkybyat hpdrogeeation 6ver Ranapl aick€EH3|
into t he or i ng. S-al kyl -Lm dothj oest e ich_j

reacts with NH?Crt oﬁgi(g%ifd%rg %’?1 %Pn)ei,heg? %(h%&t‘]"r?&%r’i Isj’éiclhs I@%ﬁl\}%}ril :gdoﬁi th an
al cohol, for exdipin®ldt tanaminongrheps. presence of HCl into the
correspondi gg i m doester, and this is treated with ammonia, or c) the
nitrile is reacted with lithiumbis(trinmethylsjilyl)amde and the
product is thefshadifolGadede aydrolysed nefomprexample swhblspEebi€oaedfvert a
conpound of o hgitar @ | dt gognoihekvageoundr &f-time foyr myhaek-by
converting one or nore radicals Y, R R3 and/or R4 into one or

, . R 2,
more radi cal s PLIOZPRNERAL RETREIASPTRE befygpen 0 and 100°.

- 34 - exanpl e by acylating an am no group or reducing nitro

groups (for .ex l.e drogenati on.over _Raney.nickel or._Pd/carbon in

T hert SBPvert B e ERE R poad e T REARE Bren, aphorB60bs

Esters can be hydral ysetomhgy e with aeetacybcichlorider aw t chdOH or

KCH in water, %{rﬁfdﬂ'd% OBrWaESr'allarlgié)X%I@t airfm?&{s%tb.‘ért%u%ﬁ""es&‘ 0 and
acyl at e

1000. 10 It 1s*furthernore possibfe to > free am no groups In
a customary mafvdstiittredn adylylchhedide or sxprdientlynhyari @8 oinest
al kylate wth apiyrsbstdddt et odichlofdsindnd sk atly| Habjee. igxpadi ently

in an inert sol vent, such as dichl oronet hane or THF, and/or ,in the 15
presence 0F5alﬁ%ﬁiegﬁﬁﬂ?éﬁﬁt??%ﬁhy?%ﬁ?n@SoFrbﬁFpﬁﬁﬁ@}ne Or o PYFdRpBFat ur es
bet ween -60 ancht+3mplerhtures beAwbaae-eb &hé $®orul a | can be converted
into the associated acid addition salt with an acid, for exanple

A base of the formula I can be converted into the
associated acid addition salt with an acid, for example
20 by reaction of equivalent amounts of the base and the
acid in an inert solvent, such as ethanol, and
subsequent evaporation. Acids which give
physiologically acceptable salts are particularly
suitable for this reaction. Thus, it is possible to use
25 inorganic acids, for example sulfuric acid, nitric
acid, hydrohalic acids, such as hydrochloric acid or
hydrobromic acid, phosphoric acids, such as
orthophosphoric acid, sulfaminic acid, or furthermore
organic acids, in particular aliphatic, alicyclic,
30 araliphatic, aromatic or heterocyclic mono- or
polybasic carboxylic, sulfonic or sulfuric acids, for
example formic acid, acetic acid, propionic acid,
pivalic acigd, diethylacetic acid, malonic acid,
succinic acid, pimelic acid, fumaric acid, maleic acid,
35 lactic acid, tartaric acid, malic acid, citric acid,
gluconic acid, ascorbic acid, nicotinic acid,
isonicotinic acid, methane- or ethanesulfonic acid,
ethanedisulfonic acid, 2-hydroxyethanesulfonic acid,

benzenesulfonic acid, .p-toluenesulfonic acid,



20 Dby reaction of equivalent anbunts of the base and the acid in an

i nert solvent, such as ethanol, and subsequent evapor ation. Aci ds
whi ch gi ve physi ol ogically acceptable salts are particularly
suitable for this reaction. Thus, it is pgssible to use 25 inorganic
acids, for exanple sulfuric acid, nitric acid, hydrohalic acids,

such as hydrochlo cid or dro acid phospho aC|ds
such  as h&%ﬁg§8ﬁoPPB°aC|8¥ Bfﬁﬂh§P81%C|ﬂCI@? ﬁ?&heﬁﬁﬁf@l'
organi ¢ aci ds, sumfpaﬁtlewyﬂ‘eﬂaxﬂﬁuwtthabhyyﬁbloglaﬁllprahhpheptable

aromatic or cat er %Clexamg% 1cfra°cr %oggé)a&%ec% cgopoxgaigtl&ql fonic

or sulfuric acn&s S or ¢ Fel e pr Opi oni ¢
aci d, p|vabmd/oacpdrlfldaenhylaﬁethe cenpeindsredfortiie fammuda I.
succinic ackd, pinelic acid, fumaric acid, maleic acid, 35 lactic acid,
tartaric acid, malic acid, citric acid, | uconic acid, ascorbic
aci d, ni coti Ac thecpeher handeniceppionnds atﬁg dthe népramea Iorcan be

et hanesul f oni ¢ copvieded wethangdiewl f(eBiC eRghphe %bl&M(ﬂlErpXM989§ﬂ§§é”f0mC
aci d, benzenesul fonic t ol uenesul foni c

id,
- 35 - naPRtRgSeHE nﬁ‘ﬁémﬁﬁgedl sﬁBfin\"‘c geraerang | ghr yPOtaSSl‘é‘ﬂl furic
acid. Salts wﬁhbrbbmstebogmmwIqhauuﬁxxﬂﬁpﬂﬂding métax$ if opaexaopl &r

P crates, £6", B gen! S0, spe AAOR R SOl 0k

formula | can berrespondmagtammmnlhmbaabsS(for exanple sodi um hydr oxi de,

pot assi um hydr gx) de, 296l UBLEBLBIRALE Ao ObAIELURasca LRy DBAL) abILO Lhe

correspondi ng net |cu Ine earth neta
salts or into Pﬁ@aﬂlc béﬁﬁéspéﬁ@hn@sanﬁ%ﬁl%#ﬁ@QJQs ethanqglanigey| so possibl e
to use physiol ogically acceptable organi c bases, such as, for exanple,

et hanol ani ne. 15 CMAng to their mol ecul ar structure, the c?gggungs of
the formul %1 R0E5Edi Beihe MOhRSHHIA0 SERUGISY  he  compgy

consequent |y th@rQ$ﬂﬂM1bnDuaUdmxﬂmm@amm(ﬁﬁﬁlinventidﬂr&anTbeycnnyal
therefore be present in racemc k e g%lcall active form
J¥oPS: P

m._20.
Since the phar AR (BFc&PREERNGPF nated2ERErS ena8£l?ﬂ%rlc
st ereoi soners dorise irpoumds Eteveihrg be phesent iimveradeon aveyr difif er,

it may be deSiQ@QHQaHQYUQStROQ form.

20
Since the pharmaceutical activity of the racemates and/
or the stereocisomers of the compounds according to the
invention may differ, it may be desirable to use the
enantiomers. In these cases, the end product or even

25 the intermediates may be separated into enantiomeric
compounds using chemical or physical means known to the
person skilled in the art, or they may even be employed
as such in the synthesis.

30 In the case of racemic amines, diastereomers are formed
from the mixture by reaction with an optically active
separating agent. Suitable separating agents are, for
example, optically active acids, such as the R- and
S-forms of tartaric acid, diacetyltartaric acid,

35 dibenzoyltartaric acid, wmandelic acid, wmalic acid,
lactic acid, suitable N-protected amino acids ({(for
example N-benzoylproline or N-benzenesulfonylproline)
or the wvarious optically active camphorsulfonic acids.

A chromatographic separation of the enantiomers can



enantionmers. In these cases, the end product or even 25 the internedi ates

may be separated into enantioneric conpounds usi ng chem cal or physical
means known to the person skilled in the art, or they may even be

enpl oyed as such in the synthesis.- 330-1In the case of racem c am nes,
di astereonmers are forned fromthe m xture by reaction with an optically

active —  separalipng agenby SULLARLE2eRALAt NG 0GH Sl CaihOhe an

exanpl e, opticalTy active acl h~as
tartaric aci deptxiakkryl tagtiae ¢ sapaatgtwg di @gmbyl t bffomr i exargle

mandelic aci ddmi@c?k?erh_é’c%}% oyr1 rdl%ll e ,acidly 13idsabl & p;e(gta ct ed,,am no

acids (for exanpl e ol'i ne or benzenesul pro |ne) or
the various op®tleer| Faé'(hqh)’élré&ﬁph@?§w’¢‘bh?%ﬁ a@irdsChlralA ig§aphi c

separati onsof H&EnLPALAEONEr SoPPAlers immobilized on silica el) - 36 -

al so be advanta eousl carried out with the ai ti c I active
separating ag® gorahje?&lrrpﬂ? suifiaR erobfgﬁ'z %ﬁ‘l'?e 1"g}flp ay
cel lul ose tri caghiedes oror al@cbllﬂ@h@arsmwtatm:dmra@tl ‘sas:hora@hl rEalr

derivatized 5 _nethacr ate bilized. 0 ilica

Sol vent' s whi che’é?%pg?ﬂ t c{pso?érSPSﬁngzgge;%lgnl%qUeg Of aé‘ﬂ) c%ol iC
sol vent n‘ixturm,tlse:lclt'atam §20115:3. exanpl e,

hexane/ i sqpropanol /acetonitrile, for exanple inthe ratio 82:15:3. 10
The invention furthernore provides the use of the conpounds of the

formula | and/BRet herverphyan olfagithermpre paevégeabl ehealuse f Bif { fidie

prepar at! on Ofc REL UL Cathe fortﬁﬁa{mi A hONSs ﬂﬁbﬂarﬁﬂf&hcﬂrodqwa@lly
non- chem cal route 1lejlr For th| ose,

t hey can be brong I nto ai
sui tabl e RISEER %%%b%%h WEBR: i SREEat 16Me o FRATIAGHT T ca
an%pr sem - | f@]ﬂhlﬁilatci?c!sris er l?orpamd]ﬁ yby andnohf chemiaabr Qwutahe in
conbi nati more further oun e
i nventi on(ﬂf ur]%%]ér 5 pblfggf’gestt%ﬁﬁ’arc "3&% % ?ué)h gﬁul atsll'lolts‘.’lb-l‘:L
conprising at dessge ofiervonpmethesf wheh at flganil aome asdléd, onegpfid t s
physi ol ogi cal lé(n ﬁﬁx.em anle- llguffé‘l t Sarsler cf-@esgmfcgif%)gt' ogggcan foe used

0SSI

as nedi canents veterinary I Ci ne e carriers are
or gani ¢ approprlate in comblnatlon with one or more further
active compounds.
20
The invention  furthermore ©provides pharmaceutical
formulations comprising at least one compound of the
formula I and/or one of its physiologically acceptable
salts.
25

These formulations can be used as medicaments in human
or veterinary medicine. Possible carriers are organic
or inorganic substances which are suitable for enteral
(for example oral), parenteral or topical
30 administration and do not react with the novel
compounds, for example water, vegetable oils, benzyl
alcohols, alkylene glycols, polyethylene glycols,
glycerol triacetate, gelatine, carbohydrates, such as
lactose or starch, magnesium stearate, talc and
35 petroleum Jjelly. Tablets, pills, coated tablets,
capsules, powders, gJgranules, syrups, Jjuices or drops
are used, in particular, for oral administration,
suppositories are used for rectal administration,
solutions, preferably oily or aqueous solutions, and



or inorganic substances which are suitable for enteral (for exanpl e

oral), par ent er al or topical 30 admnistration and do not
react with the novel conpounds, for exanple water, vegetable oils,
benzyl al cohol's, al kylene glycols, zpolyethylene glycols,

gl ycerol triacetate, gelatine, carbohydrates, such as | act ose or

SLareh  TRgne o83k b Rpell bna " dyiTas BRLT LM, LELLY o TROLA! ©

pills, coated apsu 88 ufe ces or
drops are lige“dpamnp@rraflcmdmimfsorabnah,adnﬂnpsnmenba, creams or
supposi tori es gaused o fg'Jé%?E%of“%%ﬁﬂéﬁfaé&ﬂfnlstraEEBﬁ”'fﬂé nggg%erably
oily or aqueous sol utions

furthernmore suSEWSLSAS, @3l Slees be ilvedritls zede amdd the repuphiBvat eral

adni ni stratsonay@%ﬂlqhgtaﬁeats,ca@r ey Qlsed, pﬂytderéc&ﬁﬂélsedfcﬁpr tpai cal
adm ni stration novel npounds _can be | yop hilized and the

resulting 5 I?Eﬁﬁ?F@§éP@s°@aﬁn5§CG§88 PSWUiQEﬁﬁpé B? fRemulations

preparati on of nmemjté@ohiedn f afarul at bens sthe-ifiazed ati@md/or nMesipened  can
be sterilized nd/ or co .ar

2 arie S E g br gs, such e Aty es
lubricants, preeerdatedes, staSFllz HOTARAPEP wet PERGSRYRRL LSS
emul sifiers, salttabxl@zeﬁrer and/h:h’r uwettmgg ageats,osemuiici fiquressaakts
buf f er §ub ce avo a ver a
further actlve%%%ﬁpoéﬁﬁggxﬁﬁgfﬁ %é()néﬂéﬁéﬁﬁh ng%&%?%ég% ns.bufggr
compounds  of SUbﬁﬁénceﬁmrn1¢¥§Stu fsuandflaVﬁéFans Pl ogbedergl
accept abl e sal gy ¢88rbea8ERYAY eohPbunds, CHHRL IAGYIE PER¥ENbENOmore
t hronboenbol i ¢ di sorders, such as t hronbosi s, myocardi al infarction,
arteri oscl er osi¥&aMNSjnf | anmat i ons, apopl exy, angi na pectoris, restenosis
20 after angioplasty and claudlcatlo intermttens. For this purpose,

t he subst es ccordln to the entio ar.e al | pre rably

adniniste?gg i"fe Sgﬁﬁgg'of 6§imeg: abod?zﬁ 53% X gﬁ?ffular

25 between 5 gm@siﬁmoggcpélyda&a@@uﬁhke éhbtdmdqndbeagaploya&;for

preferably bety% tagdoﬁréggn%g gg ggoﬂﬁogﬁg¥llc aYELehLrs HOYGYRT, Lhe
eac epen

speci fic dose pat i ent s ont nost |verse factors, for
exanpl e on theas thxembeistig, ofmyoisardiadi infazehpoundashprdgedlesasife age,

30 body wei ghtinragpeaakosikat eagbp ey | N.arkfha digRlcto® st Nerestenosis

20 after angioplasty and claudicatio intermittens.

The

For this purpose, the substances according to the
invention are usually preferably administered in
dosages of between about 1 and 500 mg, in particular

25  Dbetween 5 and 100 mg per dosage unit. The daily dosage
is preferably between about 0.02 and 10 mg/kg of body
weight. However, the specific dose for each patient
depends on the most diverse factors, for example on the
activity of the specific compound employed, on the age,

30 body weight, general state of health, sex, diet, on the
administration time and route, and on the rate of
excretion, medicament combination and severity of the
particular disease to which the therapy applies. Oral
administration is preferred.

35
All temperatures hereinabove and hereinbelow are given
in °C. In the following examples, “customary work-up”
means: water is added, if necessary, the pH is brought

to values of between 2 and 10, if necessary, depending



adnministration tine and route, and on the rate of excretion, medi canent

conbi nation and severity of the particul ar di sease to which the therapy
applies. Oal adm nistration is preferred. 35 Al'l tenperatures

her ei nabove and hereinbeIOM/are given - 3gn-[err]C In the follow ng
exanpl es, "custonary wor k- up" means: water is added, if necessary, the
PH LS brought o i valugs. aLobelpeen 2 and d0oalde NeEgssaly depengi ng

- 38 - Uhe 'stricture or the en prod ure I's

extract ed vvitheettth'?lctgdetm@i oethydhlmeﬁmtmane di@lorormﬂﬁjameo pbhse is
separated of f d Ovehasadi u &Egi ryat nd esi due
is purified byong? Fongtggrap A Se é%gglca ge %ﬁ c??g?alfégg%éon

Rf val ues are Fodigtei cady e?"al?ﬁ?fﬁtl piad ethet IWISldue deetReifiadhabyl 9: 1.
Mass Spectrgwebm&oﬁﬁsbgraghilov@@ Rty | canap&za&y@ehlwzamoEAB

g;asgfatgn}go( meVh Péfl ayr for 51§§ca gef mé%lle p%a%%lonetg§l 100

oxadi azol - 3- yIbpheaybyméthaﬁenazkm:1-y|nethyl- oxazol i di n-2-one ("A")
[ obt ai nabl e by reaction of 3-[4-
(5-methyl -[1, 2, 4] oxadi azol - 3-yl ) phenyl ] - 2- oxoxazol i di n- 5-yl net hyl

met hanesul phon¥aes speattrhmetry I{M8krt- 20 but oxycarbonyl pi perazine and
sodi um b'f@rb%ﬁaQEIe on laﬁgggnigﬁiégtléﬁpqyal of the BOC group with

HCl / di oxane treat nent with sodium hydroxide
solution] and 28 ﬁéaéF Qt@mePWbéﬁ¢@¢@bbnﬂ%ﬁﬁbuIphonyl chioride in 10
m of dichloronmethane is adm xed with 25 400 ng of 4-di nethyl am nopyri di ne
on pol ystyrene_and stirred at roomtenperature for 18 hours. The

m xt ure i's and the solvent is renoved, giving 3-[4-(5-

met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] 5-[4- (24, 6-tri -
chi or opheny subf oyl piper azj p- 13 loety! ] 9azql i n52;,o8y1 99 2 FAR.
oxadiazol-3-yl)phenyl] -5-piperazin-1-ylmethyl-
oxazolidin-2-one (™A*) [obtainable by reaction of 3-[4-
(5-methyl-[1,2,4}oxadiazol-3-yl)phenyl] -2-oxoxazolidin-
5-ylmethyl methanesulphonate with l-tert-
20 butoxycarbonylpiperazine and sodium bicarbonate in
acetonitrile; removal of the BOC group with HCl/dioxane
and subsequent treatment with godium  hydroxide
solution] and 110 mg of 2,4,6-trichlorobenzenesulphonyl
chloride in 10 ml of dichloromethane is admixed with
25 400 mg of 4-dimethylaminopyridine on polystyrene and
stirred at room temperature for 18 hours. The mixture
is filtered and the solvent is removed, giving 3-[4-(5-
methyl-[1,2,4]-oxadiazol-3-yl)phenyl]}5-[4-(24,6-tri-
chlorophenylsulfonyl)piperazin-1-ylmethyl]oxazolidin-2-
30 one, FAB 586/588.

Similarly, reaction of “aA”

with 4-biphenylylsulfonyl chloride gives
35 3-[4-(5-methyl-[1,2,4]-oxadiazol-3~yl)phenyl]-5-
{4- (4-biphenylylsulfonyl)piperazin-1-ylmethyl] -

oxazolidin-2-one;



Simlarly, reaction of "A" wi t h 4-bi phenyl yl sul fonyl chloride gives
35 3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
[4 (4 blphenylylsulfonyl)plpera2|n 1-yl nethyl]- oxazol i di n- 2- one;
- wi t h 2- phenyl vi nyl sul fonyl chloride gives
3 [4 (5-nmet hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phet?/I1 - 5-
[ 4- ﬁz phenylvLwyt?ubr?hyhymvpﬂyaﬁunfbnyln@hrwijde givesxazolidin-2-one; 5
th 2-nitrophenyls n
[4-(5-methyl - 1, 234][2 ng %Yi ?ﬁ%pﬁin%?d%aml -3-yl)phenyl]-5-
2- ni tr opherig-d@Fbbeny) pipel aul fohyy) pipéwd 3in-1-ylmetdwdlli-di n- 2- one; 10
2, 5-di net syl yl chloride gives
(5 met h IEP%E§H§?¥éxgd;§§bl 3-yl)phenyl]-5-
2, 5- d|d@thoxyphenylsulfonyl)plpera2|n 1-yl et hyl ] -
0I|d|n-2-o thld- n1tr8bﬁ@n§1§§PﬁéH¥i5&%16%%ﬁe‘61#%& de gives
- (5- net hyl [1 2,4] - oxadi azol %E
2-naphthy|su|foﬁy|?p|BeWﬁEbﬁlllil %hy@ﬁ%ﬁ&ﬁ%ﬂl?ﬁ?Yl)Phenyﬂjoﬁe; 20
th 2-chloro- 44f.|(uomabepnéﬁyléanfdmympipéiﬁagirvas-ylmethyl]-
[ 4- (5-net hyl - %% b di azol - 3-yl) phenyl ] - 5-
[ 4- (2- chl or o- 4°FPEEH5BABA Fgﬂ?fonyl)plpera2|n 1-yl -
met hyl ] oxaz®l i di n- 2- one; W th
(2-acet am do- 4- hyl t.hj ifde gives
3-[ 4- (5- met hyl | ho¥ % é@é L% %gé%g\gﬂorﬁ 1 S il
[4-((2- acetanldo 4- ﬁeﬂhyKﬁhmasz15I¥lgs%ﬂfQK@d%aZQﬂ}3 yl)phenyl] -5-

pi per azi n- 1-yl ngthyl, koﬁi‘%@{:hgkgpﬁeﬁﬁfsulfor%yl)%f Bl 2 AN Q§J1y hgalyfonyl

W
3-[ 4-
[4-(
Wi th
3-[4-
[4-(
oxaz
3-[4
[4-(
W th
3-

chloride gives 4] oxadlazol I)phenyll-5-
[ 4-(2- cyanopheﬁ?ﬁ§8ﬂﬁ9h§r?pPB%ra2|n ylnethyl] oxazol i di n- 2- one;
15

with 2-naphthylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- {2-naphthylsulfonyl)piperazin-1-ylmethyl]oxazolidin-

2-one;
20
with 2-chloro-4-fluorophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (2-chloro-4-fluorophenylsulfonyl)piperazin-1-yl-
methyl]oxazolidin-2-one;
25

with (2-acetamido-4-methylthiazol-5-yl)sulfonyl
chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
[4- ((2-acetamido-4-methylthiazol-5-yl)sulfonyl) -
30 piperazin-l-ylmethyl]loxazolidin-2-one;

with 2-cyanophenylsulfonyl chloride gives
3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (2-cyanophenylsulfonyl)piperazin-1-ylmethyl] -

35 oxazolidin-2-one;

with 5-nitro-2-methylphenylsulfonyl chloride gives



Wi th 5-nitro-2-nethyl phenyl sul fonyl chloride gives

- 40 - 3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

[ 4- (5-nitro-2-nmethyl phenyl sul fonyl) pi perazi n-1-yl -

met hyl ] oxazol i di n- 2- one; 5 with benzyl sul fonyl chloride gives
3-[4-(5-methyl -[1, 2, 4] - oxadi azol - 3-yl ) pheh¥I1- 5-

((14- bfanz?/:c sul }‘ony: pi ggr[azi(maheyth@;&t-hyl , 20x8zekadi 8zt omeyl) pheny Vi 13+
ecyl sul f ony e

ST (e ot byl r - Piedes mESkyinhepHheH} Fomel) piperazin-1-yl-
(4-decy|sulfonwknﬂpéﬂamﬁmolyﬂlmeﬂhyhﬁaxazoI|d|n 2- one; with
2-trifluoronethyl phenyl sul fonyl chloride gives
3-[4-(5-nmethyl-[1,2,4]-oxadiazol | ) phenyl]-5- 15

[4-(2-triflBor mmgqqmwdﬁuéﬁpmﬁyp%épp@ﬁazghmsy|

met hyl ] oxazol i di n- 2@ (s- netgyﬂLWISZC@goéﬁaél££&PI9

chl oride gives 3-[4-( - oxadj azol - phenyl] 5- 20
[ 4- (3-chl or o- 4- 1hﬂﬂﬁﬂ%ﬁ¥}¢§@WﬂBh?F¥ﬁFbErézY%mﬁt?Yl)Ova°1l e
met hyl ] oxazol i di n- 2- one; wi th 4-chl oro- 2, 5-di met hyl phenyl sul f onyl

chl oride gives 4] - oxadi azol - 3-yl ) phenyl ] - 5-
25 [4-(4- chIOPGP?!§9ﬁY&§PﬁyP%H&n§%2éF?8%y9 g?%era2|n | -
yl met hyl ] oxazol i di n32-[@nrg5-methylwi[ih2241 Foradphazol/t 3w X phenydil-&+ de gi ves

3- [ 4- (5- net hyl @ lsﬁ%;] s?fi%% i1 érX%Bh?n% vh ?ﬁlyf’poxazoll i3 P e

[4-(2-fluorophe onyI) Zi n- oxazolT1din

3, 4- dlbronDphenyIsquonyI chlorlde gi ves

wth

3-[4- (5- et hyl 5

[4-(3, 4- dlbrOng%%%ﬁ;f%gﬁ?%%?@%%%tgygghgﬂgﬂ¥F1fény§ Chlorlégugiﬁﬁim n- 2- one;
- [4-( met yl-1[1,2,4] oxadlazo -3-yl)phenyl] -5-

15 [4- (2-trifluoromethylphenylsulfonyl)piperazin-1-yl-
methyl] oxazolidin-2-one;

with 3-chloro-4-fluorophenylsulfonyl chloride gives
3-[4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
20 [4- (3-chloro-4-fluorophenylsulfonyl)piperazin-1-yl-
methyl]oxazolidin-2-one;

with 4-chloro-2,5-dimethylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
25 {4-(4-chloro-2,5-dimethylphenylsulfonyl)piperazin-1-
ylmethyl] oxazolidin-2-one;

with 2-fluorophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
30 [4- (2-fluorophenylsulfonyl)piperazin-1-ylmethyl]

oxazolidin-2-one;

with 3,4-dibromophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
35 [4- (3,4-dibromophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;

with 3-chlorophenylsulfonyl chloride gives



wi th 3-chl orophenyl sul fonyl chloride gives
41 - 3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

- (3-chl orophenyl sul fonyl ) pi perazi n-1-yl met hyl ] - oxazol i di n- 2- one;

[4
with 2, 6-dichl orophenyl sul fonyl chloride gives
3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phefyl ] - 5-

5

[4-(2,6-dichIorophemyuguutoaﬁkhgﬂpquazim}loxhaf&hg1}3 yv1) ploxaziol H5H n- 2- one,

3214 (5 ot hyi -1, O -FPAGR L 941 PR R P2 yamechy1) -

[4-(3, 4- d|chlomnphmﬁyhanlﬁenmb)plpera2|n 1-yl methyl] - oxazol i di n- 2- one;

15 with 3,5-dichl orophenyl sul fonyl chloride gives
3-[4-(5-nethyl-[1, 2,4]-oxadi azol - 3-yl ) phenyl

[ 4- (3, 5- d|cﬁloW@ﬁﬂeﬂyWs@lﬁ@ﬂyﬁpphpévéﬁuhfbnyln@hh@t}de giveskazol i di n- 2- one;

20 wi th 2-napht hyl garfQnygl- ek ?ﬂng 9'¥?Soxadlazol 3-yl)phenyl] -5-

3-[ 4- (5-net hyl oxadi azo

[ 4- (2- napht hy| c&r'b‘é’n# F&%P&E’PH‘*P%?HEFH?Y}LR’aE%?“I‘%Pr%'l -ylmetnge:
th net hyl sul famHolGldier-i2deng;ves
-[4-(5-methyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

- et hyl sul f onyl pi per azi n- 1- yl net hyl ) oxazol i di n- 2- one; wth
met hyl sulLbonwipitenyl4sdichipropheayildel fioupgs SAloride gives

\M
3
(4
2-
3-[4-(5-methyl -[1, 2,4 d 3-y|

[4[ 2(rretn$1yl)s/ul1gonyl pjh%%%suh‘l%@h’l X. %gggn&;fé”‘?"l -3-yl)phenyl]-5-
3

[ 4-

t
[4- (5-met hyl -f.dy 214ksix3diaeq! - 3-yl ) phenyl ] - 5-
2-ni trobenzyl sul fonyl ) pi perazi n-1-yl net hyl ] -
15 with 3,5-dichlorophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (3,5-dichlorophenylsulfonyl)piperazin~1l-ylmethyl] -

oxazolidin-2-one;

20 with 2-naphthylcarbonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-

[4- (2-naphthylcarbonyl)piperazin-1l-ylmethyl]oxazolidin-

2-one;

25 with methylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5~

{4-methylsulfonylpiperazin-1l-ylmethyl)oxazolidin-2-one;

with 2-methylsulfonylphenylsulfonyl chloride gives

30 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
[4- (2-methylsulfonylphenylsulfonyl)piperazin-1-yl-
methyl]oxazolidin-2-one;

with 2-nitrobenzylsulfonyl chloride gives

35 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (2-nitrobenzylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;

25

4-
(
hyl)oxazol|cﬁ%rC&Aﬁﬂ@lChlorOphenﬁlguhf@ﬂﬁbénzy¢3@¥i@n@ﬁYkmﬁﬁhﬂliy gi ves 35
4-
(



oxazol i di n- 2- one; - 42 - W th

(4- met hoxycar bonyl - 3- net hoxyt hi ophen- 2-yl ) sul f onyl chl oride gives
3-[4-(5-nmethyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] - 5-

[ 4- ( (4- met hoxycar bonyl - 3- net hoxyt hi ophen-2- 5
yI)squonyI)piperazin-l-yInethyl]oxazoﬁtﬁ%ﬁ?-one; W th

3-trifl uoronetWythhe@matdHaxydardangili-de mgithegythiophen-2-yl) sulfonyl
3-[4-(5-net hyl - - jazol - 3-yl ) phenyl ] - 5-
[4-(3-trif|uor8%%?%§#%h§%§€§ulfony|)piperazin-1-y|- 10

met hyl ] oxazol i di n- 23ehés (5-mevhyh- B 12 4] twrastistdedxBplydnphemlyldnpglk chl ori de

gi ves (7= da (BefRbbytabiodyfls aradiaealn drpieny | -5

[4-(4-trifluoronethoxyp , I pi perazin-1 i
met hyl | oxazdl i gLhepléasyliBipreragin i (vipeyhdharszolddim-2s@nesonyl chl ori de
gi ves 3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
[4-(((I S)canmphor-10-yl|)sul fonyl)pi perazi n-1-yl nethyl - . ,
oxazolidin-2-oWéF%Z6'tglgt??ﬁgT%§5§iQﬁﬁﬁékﬁu%iﬂW¢5é%hFHH@F GRIV6Si de gi ves
3-[4-(5-nethyl -[1, 234] 4 oxaehhezioyt 3ty I phleryptddimzol -3-y1) phenyl] -5-
[4-CCC1 R carphos - 39 ¥L) 2L OONL LR AL AR 16 r AR Bk razin-1 -y -
(2,2,5,7, &hennatbyhybrhzohbdiB-349rsai f onyl chloride gives
3-[4-(5-nethyl ;| 1,244} 5 j -13< - ; :
[4-((2,2,5,7, 8‘-”%%% 'érrlétr%%gﬁ%‘gn%%ﬁo ; %gs}ﬁlggodr%%rfﬂs@hlonde gives
pi per azi n- 1-yl met hyPt dkazdt pefy D= bhe2, 4] -oxadjiazels3i-ydppdepypheRyl sul f onyl
chloride giVes (4- (4-trifBublohdiBfitedyh R tomiadipeelry3nyh) gheny! ] - 5-
[ 4- (4-1sopropyl heniLsulfO£%%£$|£era2|n-l-ylnethyl - '35 oxazolidi n-2-one;
with 4-tert- buPGFPKERFREP "<t de gi ves
15
with (1S)-(camphor-10-yl)sulfonyl chloride gives
3-[4-(5-methyl-{1,2,4] -oxadiazol~-3-yl)phenyl] -5-
[4- (((18)camphor-10-yl)sulfonyl)piperazin-1-ylmethyl] -

oxazolidin-2-one;

20
with {1R) - (camphor-10-yl)sulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4-{{(1R) camphor-10-yl)sulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;
25

with (2,2,5,7,8-pentamethylchroman-6-yl) sulfonyl
chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5~
{4-((2,2,5,7,8-pentamethylchroman-6-yl)sulfonyl) -
30 piperazin-l-ylmethyl]loxazolidin-2-one;

with 4-isopropylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (4-isopropylphenylsulfonyl)piperazin-1-ylmethyl] -
35 oxazolidin-2-one;

with 4-tert-butylphenylsulfonyl chloride gives



43 - 3-14- (5-nmet hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

[4-(4-tert- butylphenylsulfonyl)plpera2|n 1-yl met hyl ] - oxazol i di n- 2- one;
5 with 4-butyl phenyl sul fonyl chloride gives
3-]4- (5-net hyl - [1,2,4]-oxadiazol-3-y|)ph§£¥I]-5-
[ 4- (4- butyl phenyl sul f onyl ) pi perazi n-1-yl hyl ] - oxazol i di n- 2- one; 10
gﬁfz ?SS-diEifr014 BEEmOXSPmeﬂM&BUtiﬁEWAILaﬁa&iakbuﬁmuyi)phenylj -5-
-(5-net hy
L (3o ainitr oA et kst BRER TR ee R AR R bRt razin- 1-yinethyl] -
yl met hyl | oxazobxdizol2dbne2-onéb w th ethyl sul fonyl chloride gives
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
(4- et hyl sul fonyl pi perazi n-1-yl met hyl ) oxazol i di n- 2- one; W th
4-ni tropherfy| sulitbn¢rbuhybphery hswkforngl chloride gives
3-[4-(5-methyl -[1, 2341[40>6§danéé9§113w'épiuems&aldl%zol 3-yl)phenyl] -5-
[4- (4-nitrophenyl sulfony perazin- oxazol | di n- 2-one;

h 2- tr|f|uoﬂénééhB%9§ﬁ@§§P§h$¥%ﬁ@4Yﬁ§9%ﬂﬁ%ﬁ?kﬂwkaykmﬁt hyl]

t

3-[4- (5-met hyl okdzd14hiaxadbag&ol - 3-yl ) phenyl ] - 5-
[4-(2-trifluoronmet hoxyphenyl sul fonyl) pi perazin-1 -

yl met hyl ] oxazol i di n- 2- one; with 2,4-dinitrophenyl sul fonyl chloride
g

[

Wi

ives 30 10 w3th43(5- dfhhyfe{4rﬁbﬂﬂexy@hﬁnylﬁquqdﬁMﬂmh&p&th—glves
4- (2, 4-dini trophen L n e n;l- it hyl] Li di n-2-one;
wi th isopropyl sul fo%yl ﬁ?o%%%geyf) tlg’?'B%] é’xa@laﬁlol 3- yl)p?fé%%r‘i g
3-[4-(5-met hyl {p1,(2, a}donauraz©+memh¢$xnhnqusuifonyl)plpera21n 1-
(4-isopropylsu 2250 diyl S Ayl ) oxazol i di n-2- one; Wi th
4- ethylphenylsgpﬁgﬁ§?hpﬁ%or?dé E?ves
15 with ethylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4])-oxadiazol-3-yl)phenyl]-5-
(4-ethylsulfonylpiperazin-1-ylmethyl)oxazolidin-2-one;

with 4-nitrophenylsulfonyl chloride gives

20 3-[4-({5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (4-nitrophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;

with 2-trifluoromethoxyphenylsulfonyl chloride gives

25 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (2-trifluoromethoxyphenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-2-one;

with 2,4-dinitrophenylsulfonyl chloride gives

30 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
[4- (2,4-dinitrophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;

with isopropylsulfonyl chloride gives
35 3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
(4-isopropylsulfonylpiperazin-l-ylmethyl)oxazolidin-2-

one;

with 4-ethylphenylsulfonyl chloride gives



- 44
[ 4-
it

3-]

[ 4- (4-brono-2-trifluoronet hoxyphenyl sul T otyl") pi perazi n-
1-

c

[

4 - 3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

(4- et hyl phenyl sul f onyl ) pi perazi n-1-yl net hyl ] - oxazol i di n- 2- one;
h 4-brono-2-trifl uoromet hoxyphenyl sul fonyl chloride gi ves

4- (5-nmethyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
(
I
o]

4
h?/ ﬁ?é hyl ] oxazol i dBn-[Z-QBegfleiﬁyl— [%]wiatm]l %ﬁiéxaiér4wm@malgynsﬁ45f-owl ]

riae I ves - - - = [0)¢ | en -
o (2 500ty T 1o o RERYREhERS TG Eoel Lt ferd a8 A PRl ) Pheny

yInethyl]oxazohmamnlidanez ¢8e; wth 3,4-difluorophenyl sul fonyl chloride
gi ves 3-[4-(5-nmethyl-[1, 2, 4] -oxadi azol - 3- yI)phenyI] 5-

[4-(3, 4- d|f|uorophenylsulfonyl)plgera2|n 1-yl nmet hyl] -

oxazol i di n-2- owdth204-browpth-br @Qmmemmmhﬁmslwlcf@ﬂylchpblpaédgu ves
3-[ 4- (5- net hyl ({12, 4] - oxadi azol - 3- yI)phenyI] 5-

[4-(2, 2, 2- trlfluoroethylsulfonﬁlipkﬁera2|n- -

yInethyI]oxazoI|d|n32 [6nd5-psthy t - Bl nexadtaz ekt hipl PidisnyadiBony |

chloride gives [4- (4-bromd-b4tidfIEbhYhet Holydhemyasibzadly 3 pilpehesiyl-] - 5-
[4-(3-n|tro-4-g$tQéJgﬁggxlsulfgnéﬁ% Lper azi n- 1-yl -
net hyl ] oxazol i di A-25ME1 853201 it Bh“ 2°0Ft r o- 6- chlorophenylsulfonyl

chl oride gieges 3-[4-(5-nmethyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] - 5-
4-(2-nit 6- chl

%etgyl?gx;goll t%ZQPEeQ¥§§EEEBB¥L%ﬁé§§£Q§iPO iy s ornﬂ%ﬂ?ﬁxﬁ chl ori de
gi ves 3 [43654né5hyﬁtpyl2[h}2o&hd@%é@#a%Piz%Tﬁkﬁﬂhqnxi] -5-

[4- (2, 5-di met hopgypBenyhacet ¥h)Br-BeRER Dad1 ¥&MPL Widerazin-10xazol i di n- 2- one;
yvlmethyll}oxazolidin-2-one;
15
with 3,4-difluorophenylsulfonyl chloride gives
3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5~
[4-(3,4-difluorophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;
20
with 2,2,2-trifluoroethylsulfonyl chloride gives
3-{4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5~
[4-(2,2,2-trifluorcethylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-2-one;
25
with 3-nitro-4-methylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (3-nitro-4-methylphenylsulfonyl)piperazin-1-yl-
methyl] oxazolidin-2-one;
30
with 2-nitro-6-chlorophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (2-nitro-6-chlorophenylsulfonyl)piperazin-1-yl-
methylloxazolidin-2-one;
35
with 2,5-dimethoxyphenylacetyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4~-(2,5-dimethoxyphenylacetyl)piperazin-1-ylmethyl] -

oxazolidin-2-one;



- 45 - wi th 3,4-dichl orobenzoyl chloride gives

3-14-(5-nethyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] - 5-

[4- (3, 4-di chl or obenzoyl ) pi perazi n-1-yl methyl]- 5 oxazolidin-2-one;

with 3- quorobenzoyI chl oride gives

3-[4- (5-methyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phémyl] - 5-

[4-(3-f|uorobenzoy|)p|pera2|n 1-yl met hyl ] oxazol i din-2- 10 one; wth

4-trifluoromet hoxybenzoyl orJ de ve

3-[ 4- (5- et hyl Wﬁﬁ%z?nf%&%ﬁ%’z’ 4"?%2‘8’(]) Tlgrids; gives

[4-(4-trif|uoroneth@x&behiewé;h?beftuﬂrﬂthXadmdndqﬂB-ya)p@wawdﬂk&kn-2-one;

with 3-pyridyl n ¢ -

3-[ 4- ( 5- met hyl q?lqg 3] agenebide ’g%é!ﬁ \RipeTgins 1-ylmethyl]

[ 4-(3- pyrld@Ic@KQéﬁ?Fﬁpﬂp@r@E@n 1-yl met hyl ] oxazol i din- 20 2-one;

wi th 2-benzot hi enyl car bonyl chlorlde glves

3-[4-(5-nmethyl-[1, 2 4% oxadj azol - %h% ]-5-

[ 4- (2- benzothlgﬁﬁbcar $H9F?B?B%?%&l Q tQﬁﬂﬂs 25 oxazol i di n- 2-one;

\é\nth 21 chi oLolohenyl acﬂyl(scrhéomlzlie[gm/,e@] -oxadiazol-3-yl)phenyl] -5-
4-(5-nmet hyl -[ 1,2, Zo

[4-(4-ch|orophé%i“éég%VPfﬁ %%?%¥}ﬁ9§9%f%ﬁﬁﬁ%ﬂ §3Wﬁ§hX$&%§ﬁ%%%lﬁlﬁ “8ne:

wi th 1-napht hybaarbonyl chloride gives

3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

[4-(1- naphthylcarbonyl)plfera2|n 1- InethxdéoxazoLidini 35 2-one;

with (1,3-benzwdtbxértsiflyeneperyoxyrenzoyie ¢ihagide gives

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (4-trifluoromethoxybenzoyl)piperazin-l-ylmethyl] -
15 oxazolidin-2-one;

with 3-pyridylcarbonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (3-pyridylcarbonyl)piperazin-l-ylmethyl]oxazolidin-
20 2-one;

with 2-benzothienylcarbonyl chloride gives
3-[4-{5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (2-benzothienylcarbonyl)piperazin-1-ylmethyl] -
25 oxazolidin-2-one;

with 4-chlorophenylacetyl chloride gives
3-[4-(5-methyl-{1,2,4] -oxadiazol-3-yl)phenyl}-5-
[4-(4-chlorophenylacetyl)piperazin-1-ylmethyl] -
30 oxazolidin-2-one;

with l-naphthylcarbonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (1-naphthylcarbonyl)piperazin-1-ylmethyl] oxazolidin-
35 2-one;

with (1,3-benzodioxol-5-yl)carbonyl chloride gives



- 46 - 3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
[ 4- ((1, 3- benzodi oxol - 5-yl ) car bonyl ) pi perazi n-1-yl -

met hyl ] oxazol i di n- 2- one; 5 wth 3-nitrobenzoyl chloride gives
3-[4-(5-nethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

[ 4- (3-nitrobenzoyl ) pi perazi n-1-yl net hyl] Zol i di n- 2- one, 10 wth
4- bi phenyl yl car bonyk-¢hl¢5idetayyesl, 2, 4] -oxadiazol-3-yl)phenyl] -5-
3-[
[ 4-
Wi
3-

4- (5- met hyl -+ di
(4- blphenyl %céi%bny %?%%%gg?f % %¢i§§?$4ﬁ§a)PlP%§%%é& |d|n “2-one;

th cycl opent pethybboybzehidind2-gheps 15

[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5- o
[ 4- (cyclopentylcarbonyl)pﬁgera2|n 1- flneth yl] oxazol i di n- 2- one;
with [B- cHESho3 1D BrpeeRyPYherloride pgmé%l -4-yl]- 20 sul fonyl
chloride gives 3-[4- %5meéﬁyimtilyi 4{]]-vc?xaf’dra02€ﬁd13a§ﬂ|)p%'ehlyh9h@ﬂy|] 5-
{4-[5-chl oro- I-g neth§ pheny )-IFprrazoI- - vl
yl ) sul fonyl ] pi g réélﬁl r?Pﬁ%?ﬂ¥}}E&E&¥ﬁ?%ﬁr??¥¥ﬂﬁ? yllggazgligin-2-
4- chl or ophenyl sgkf.onyl chl ori de gi ves
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl) phenyl | - 5- o
[4-(47chlorophenylsulfpnyl)plpera2|n-I-yInEthyI]-‘ oxazol i di n- 2- one;
Sgl mqéh 10 E;Eh74%buphé?yly2céﬂbéhﬁ&t¢hlmﬂi@dtgﬁ?HQCTtyl ) sul{ogy
chl oride gives - éggal ny -
{4-[5,7,7- trlnethyl3 [ %g é §§¥fe ﬂ % ?j%%éé% 2403 %é%&h@ %
sulfonyl]plper&érﬁ41byphﬁﬂh¥Y}©&§§QmY¥ﬂFﬂﬂﬁﬁﬁﬁinfﬁsYlmthYﬂH‘

2- but oxy-5-(1, gxgbgggayhpﬁogﬁé)phenylsulfonyl chl ori de gives
47 - é yl-11,2 oxadlazol 3- yI)phenyI] 5-
{4 [ 2- but oxy- SW(L?Ehch ﬁepﬁym%gm Rr¥dhygive
15 3-[4-(5-methyl-[1,2, 4] -oxadiazol-3-yl)phenyl] -5-

[4- (cyclopentylcarbonyl)piperazin-1-ylmethyl] -

oxazolidin-2-one;

with [6-chloro-1-{4-methylphenyl) -1H-pyrazol-4-yl] -
20 sulfonyl chloride gives
3-{4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
{4-[5-chloro-1- (4-methylphenyl) -1H-pyrazol-4-
yl)sulfonyl]piperazin-1-ylmethyl}oxazolidin-2-one;

25 with 4-chlorophenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (4-chlorophenylsulfonyl)piperazin-1l-ylmethyl] -
oxazolidin-2-one;

30 with 5,7,7-trimethyl-2-(1,3,3-trimethylbutyl)octyl-
sulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
{4-15,7,7-trimethyl-2-(1,3,3-trimethylbutyl)octyl-
sulfonyl]piperazin-1l-ylmethyl}oxazolidin-2-one;
35
with 2-butoxy-5-(1,1-dimethylpropyl)phenylsulfonyl

chloride gives



pi perazi n-1-yl net hyl } oxazol i di n- 2- one; 5 wth

2-but oxy-5-(1, 1, 3, 3-tetranet hyl butyl ) phenyl - sul fonyl chloride gives
3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
(4-[2-butoxy-5-(1, 1, 3, 3-tetranet hyl butyl ) phenyl -

sul fonyl ] pi per azi n- 1-yl met hyl } oxazol i di n-2-one; 10 Wwith
2-nitro-4-trifluorofettyl(pheayhyglt f bn¥] 4 ctbxadicezol -3 gilghenyl] -5-

3-14-(5-nethyl th1,3. dikazol 13 = 5 _

[ 4[ ( 2E hitro- 3%. it u%lr}%%?h? ‘éﬁ'ein ?%/‘%‘J%W%Jp‘?ﬁe)rp:ﬁﬁnﬁlsﬂfonyll

1-yl met hyl ] oxaP&PPERALIR- bk metth/d@:ﬁasza#% ~qfthy | phenyl sul f onyl

chl oride gives 3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
4- (4-brono- 2- et hyl phenyl sul_f oanyl ) pi perazin-I -yl -

Lret §1yl ] oxazdl i iy, one?/ fcrbutc}/’#‘t%ﬁp(btlwﬁf'Pa&%&ﬁé‘fﬂﬁ{jm%@%ﬂm}ﬁ%‘

chl oride givessulfonyl cBib#idé-gttdyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
[4-(4-trifluoronethyl phenyl sulfo pi per azi n;.1-vyl.-

met hyl ] oxazol i di n- 2%&%;’%5‘“‘3&1’%4%' %&ﬁ?‘?’fad’o%%%‘ﬁy‘|yp}ﬁé°ﬁﬁn§&|] f3nyl

chl oride gives {4-[2-buto8y[ 8- (5, re? hy ttix@nehydtadivdz@hednl-) phenyl | - 5-

Lgigs[}LL;LEF{g?%%§¥%22§§é%§g%iﬂa%%%F%égﬁiﬁi#%éﬁ%%ﬁ%%%ﬂ%ﬂﬂnfdnyI chl ori de

gi ves _10 3-[4-(5-nethyl-[1,2, 4] - oxadi azol - 3-yl ) phenyl ] -5-
[4- (3, 4-di fl uogephenyl suhhenyl xpkpehazbReinyl PRENY] dul fony0Xa2RQ] b e 2- One;
35 wi th 1-napht hyl sul fonyl chloride gives

3-[ 4- (5- net hyl SEY€8, 4] - oxadi azol - 3-yl ) phenyl ] - 5-
[ 4- (I - napht hyl sul f oByl[} pi( peinaghyt + { V) 7mps yddnxiazli-3i -1 ) phend10R6 -

o 12 (6o b 4R DEAPDEIH UL LI S S8 HIEH ) psperacin:
[ 4- (4- met hoxy phegyinsthfbhgka popbd izt 2-dned met hyl ] - 5 oxazol i di n- 2- one;
with 4-bromo-2-ethylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (4-bromo-2-ethylphenylsulfonyl)piperazin-1-yl-
methyl]oxazolidin-2-one;
20
with 4-trifluoromethylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4])-oxadiazol-3-yl)phenyl] -5-
[4- (4-trifluoromethylphenylsulfonyl)piperazin-1-yl-
methyl] oxazolidin-2-one;
25
with 4-trifluoromethylphenylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (4~-trifluoromethylphenylsulfonyl)piperazin-1-yl-
methylloxazolidin-2-one;
30
with 3,4-difluorophenylsulfonyl chloride gives
3-{4- (5-methyl-[1,2,4}-0oxadiazol-3-yl)phenyl]-5-
[4-(3,4-difluorophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;
35
with l-naphthylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
[4- (1-naphthylsulfonyl)piperazin-1-ylmethyl]oxazolidin-

2-one;



with 4-tolylsul fonyl chloride gives
3-14-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

[4-(4-tolylsul fonyl)piperazin-1-ylnmethyl]oxazolidin-2- 10 one; W th
4-propyl sul fonyl chloride gives

3-[4- (5-nmethyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phet§17 - 5-

[ 4-(4- propylsulfonyl)piperazin 1-yl met hyl ] oxazol i di n-2- 15 one; W th
6- chl or o- 2- naph f

3-[4-(5-neth |“%?¥b %1oxa ﬁ9§98}?5§§f Tlgrlde gives

[ 4- (6-chl or o- 2- naphﬁhﬁﬁsdﬁf@ﬁybyérﬂénazﬁh Qxydh%¥%y+§ -yl)phenyl] -5-

l'i di n-2- Q i d
> Tas (5 ot M 3 fﬁe%‘xa PR A SERS Ry ey el sl fomaigalior e gl ves

{4- [ 2- (naphPh- RPXAZEANS S P&ﬁyup. per azin- 1-
yl met hyl } oxazol i di n- 2 one, wi th isobutyl chloroformte gives

F4[?SE§UP§Tgi;égiﬁgﬁskfgyg Pﬁ&i-§#i§?ﬁa¥i ;gé%lidin- 2-one. 30
Exa(rjr_pl e I2 | ﬁ\ 6! 4t-i (Brmeahyl 100, 2ng] -okad Badl { B5-yketphyenyfl], -5 4] -
gﬁ?fbﬁi?)p?péré%’%QyEH#%%Lﬂlﬁ%g%%ggﬁﬁéggggﬁ8%25?%é52§§§OvaOI%d ﬁ%anol IS

adm xed wi LA 1@Merg of Raney ni ckel and a drop of acetic acid and

hydr ogenated at room tenperature for 8 hours. The catalyst is filtered
of f and the solvent is _remved. This gives, 4-{2-o0xo0-5-][4-

- 49 - (2, ¥igh ﬁ-mcwéﬁﬁéﬁypm FBP]S’F}ﬁ?p%%‘é??n | -

yl melt hy: | oxazol i di n33-pal-}(seneanydine, 2, 4] a6R4@ £z01 -3 FAD pheny6/548. 5
L e a0 - Sen vablves, el ove ety coa S alficd from
15 one;
with 6-chloro-2-naphthylsulfonyl chloride gives
3-[4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (6-chloro-2-naphthylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one;
20
with 2- (naphth-1-yl)ethylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
{4-[2- (naphth-1-yl)ethylsulfonyl]lpiperazin-1-
ylmethyl }oxazolidin-2-one;

25
with isobutyl chloroformate gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
[4-isobutyloxycarbonyl)piperazin-1-ylmethyl]oxazolidin-
2-one.
30
Example 2

A solution of 100 mg of 3-[4-(5-methyl-{1,2,4]-
oxadiazol-3-yl)phenyl] -5-[4-(2,4,6-trichlorophenyl-

35 sulfonyl)piperazin-i-ylmethyl]loxazolidin-2-one in 15 ml
of methanol is admixed with 100 mg of Raney nickel and
a drop of acetic acid and hydrogenated at room
temperature for 8 hours. The catalyst is filtered off
and the solvent is removed. This gives 4-{2-oxo-5-[4-



4-{2- ox0-5-[ 4- (4- bi phenyl yl sul fonyl ) pi perazin-1- 10

yl met hyl ] oxazol i di n- 3-yl } benzam dine, trifluoroacetate, FAB 520;
4-{2- ox0-5-[4-(2-phenyl et hyl sul fonyl ) pi perazin-| -

yl et hyl ] oxazol i di n-3-yl ) benzam dine, trifluoroacetate, 15 FAB 472;
4-{2-oxo-5-[4-(2-aninophenylsquonyI)pibe?%zTn-l-
yl?ethylIox?zoHbdM063tyﬁﬁhﬂﬂzgphdrp9fulfb?yunpfpﬁxﬁzﬁN%1— FAB 459; 20
4-{2-0x0-5-[4- 5-di net hox n u -4

o1 ber s - 1oyl NATRIYOISISF AR LS 3T Y DRSRAFBI GRS @S oaceFAPe,
504; 25 546-/F28ax0- 5- [ 4- ( 2- napht hyl sul f onyl ) pi perazi n- 1-

yl met hyl | oxazol i di n- 3-yl } benzam di ne, trifluoroacetate, FAB 494,
4-{2-0x0-5-[4-(2-chl oro-4-fl uorophenyl sul fonyl)- 30

pi per azi n- 15y mdmiliardyaz ol thE n- Bepeppédiagi didggivativesi f |kpkPacedste,
496, obftali%re@X O Rorh 4t hb 2-REGIARMAL0-SbtBidnd t hhazelamp1¥l )T by

sul fonyl ) pi perazi n- 1-yl net hyl ] oxazol i'di n-3-yl}- 35 benzam di ne,
trifl uor oacet atydnoggngsson

4- { 2- ox0- 5-[ 4- (2- cyanophenyl sul f onyl ) pi per azi n- 1-

yl met hyl ] oxazol i di n-3-,yl } benzam dine, .trifluoro tate, . FAB 469;
750 - a A Rgos T At SR RBeaY hE R R RIS -

pi perazi n- 1oyl ynatHydl exalzodidid-g+ybéhearadidine, trifilubrorcatetate,
473; 5 FA§¢§Q%¢OXO-5-(4-benzyIsulfonylpiperazin-l-

4-{2-0x0-5-[4- (2-phenylethylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-B—yl}benzamidine, trifluoroacetate,
15 FAB 472;

4-{2-0x%x0-5-{4- (2-aminophenylsulfonyl)piperazin-1-
ylmethyl]loxazolidin-3-yl}benzamidine, trifluorocacetate,

FAB 459;
20
4-{2-o0ox0-5-[4- (2, 5-dimethoxyphenylsulfonyl) -
piperazin-1-ylmethyl] oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 504;
25 4-{2-0x0-5- [4- (2-naphthylsulfonyl)piperazin-1-

ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 494;

4-{2-0x0-5-[4- {(2-chloro-4-fluorophenylsulfonyl) -
30 piperazin-1-ylmethyl]}oxazolidin-3-yl}benzamidine,
trifluorcacetate, FAB 496;

4-{2-0x0-5-[4- ((2-acetamido-4-methylthiazol-5-yl) -
sulfonyl)piperazin-1-ylmethyl] oxazolidin-3-y1l}-
35 Dbenzamidine, trifluorocacetate, FAB 522;

4-{2-0x0-5-[4- (2-cyanophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 469;

FAB

FAB

FAB



yl met hyl | oxazo

l'i di n-3-yl }benzam dine, trifluoroacetate, FAB 458;

4-{2- 0oxo0- 5- (4-decyl sul f onyl pi perazi n-1-

yl met hyl ] oxazo

| idin-3-yl}benzam di ne, trifluoroacetate, FAB 508;

4-{2-ox0-5-[4-(2-trifluoronethyl phenyl sul fonyl)- 15

pi per azi n- 1-yl met hyl ] oxazol i di n- 3-yl } benZhi di ne, trifluoroacetate,

512;

4-{2-0x0-5-[4-(3-chl oro-4- quorophenyIsquonyI)-

10

FAB

pi perazi n-1- ylnethyl] azol i benz 0 _trifluoroacetate, FAB
496: 4- {é 5980 [g E{]ﬁ éﬁr% ‘ag]’ ‘{}Bﬂér 1%ny(1%‘
sulfonyl)piper@ipar&zyhnﬂkyyhébhﬁzbbxdzolﬁdym}B yl}bdnz&mudmﬁene,

trifluoroaceta
4-{2-oxo0-5-[4-

(5108500 25

uorop eny?sﬂl?ony?g%fperazin-1-

yl met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 462;
4-{2-0x0-5-[4-(3, 4- Q'350628h§”¥h55é§?g1é&1f 1p1pera21n— -

pi per azi n- 1-yl nmet hyl ]

600/ 602/ 604;

pi per azi n- 1 yl met hyl ) oxazol i di n- 3-yl } benzam di ne,

512;
[ 4- (3 4- dICh|O
pi perazin-1-yl
512;

15

20

25

30

35

xazolidin-3

enzam trifluoroacetate,

FAB

ylmethyllozsa{zglésaénﬁ, ful %elémm%m%nyltmﬁ%ﬁypysﬁbémm n- 1-
yl met hyl ] oxazolgpgi @58-yl } benzam dine, trifluoroacetate, 35 FAB 478;
4-{2-ox0-5-[4-(2, 6- dlchlorophenylsulfonyl)

4-{2-ox0-5- (4-decylsulfelglpiperazin-1-4-{2- oxo- 5-
FAB 508;

4-{2-0x0-5-[4-(2-trifluoromethylphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 512;

4-{2-ox0-5- [4- (3-chloro-4-fluorophenylsulfonyl) -
piperazin-1-ylmethyl]loxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 496;

4-{2-0x0-5-[4- (4-chloro-2,5-dimethylphenyl -
sulfonyl)piperazin-1-ylmethyl]loxazolidin-3-yl}-
benzamidine, trifluorocacetate, FAB 506;

4-{2-0x0-5-[4- (2-fluorophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, acetate, FAB 462;

4-{2-0x0-5-[4- (3,4-dibromophenylsulfonyl) -
piperazin-1-ylmethyl]loxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 600/602/604;

4-{2-0x0-5-[4- (3-chlorophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 478;

4-{2-ox0-5-[4-(2,6-dichlorophenylsulfonyl) -
piperazin-1-ylmethylloxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 512;

trifluoroacetate,

FAB

#ﬁ‘f’rﬁﬁ?‘ﬁi”' a2 ibia-aryhibenremidine. CTAFIFPESROSa e, FAB



5 . 4-{2-0x0-5- [4-(3,5-dichl orophenyl sul fonyl) -

pi per azi n- 1-yl net hyl ] oxazol i di n-3-yl benzam di ne, acetate, FAB 512;
4-{2-0x0-5- [4- (2-naphthyl carbonyl)pi perazin-1- 10

yl et hyl ] oxazol i di n- 3- yI}benzanidine acetpte, FAB 458;

4-{2- 0x0-5-(4-met hyl s

| fon Z|n
yl met hyl ] oxazol i di n 3% Fﬁé %aﬁ#dl é&gF%?EOPQQEY%ﬁﬁgfonYﬁﬁ
4-{2- oxo- 5- [4p@§e&&kﬁﬁlaubﬂmeyhyh@nxhsulidﬁm#3 -v1 }bempigretdime)- 1- yl net hyl

oxazolidin-3-y zam din e FAB 522; 4-{ 2- oxo- 5-
[ 4- ( 2- ami noben3y ri“1"0 Eagsraz?% k223, yl met hyl |
oxazolidin-3-y|}benzan1d|ne acetate, FAB 473; 4-{2- oxo- 5-

sul fonyl ) pi perazi n- oxaz enzanld'ne acet at e,

[4-((4- nethgxycarb0%¥}2 PfﬁXtQ505 dlc%PQFQp X#iésulfon

FAB 538; 25 plperamn{z ~§ @eghyploxe@hd%nu%r Fpdiesul f onyl ) -
pi perazi n- 1-yl ngidpyltle ,0%az0khdi.n- 3-yl } benzam di ne, acetate, FAB 512;
30 4-{2- oxo- 5- [4 (4- trlfluoronethoxyphenylsulfonyl) -

pi perazin-1-yl met hyl | oxazol i din-3-yl }benzam di ne, acetate, FAB 528;

4-{2- |OX3 5- [4I (E) (19 czgmb@&m Y&} napht ppYtarbSayl phes e in-1-y| met hyl
oxXxazol |l dl n= en | he
Oaa o A e Y ARy Sl 0 pRS Sk ) B AR ¢ A7%5RES . FAB 458

plpera2|n-l-ylnethyl]oxazolldln 3-yl }benzam di ne, acetate, FAB 518;
5 4-{2- 0x0- 5- [A-(6( &3 (4 8rBENL REY BYLGIE A0BRs Biny -1 -

ylmethyl]oxazolidin—B-yl}benzamidine, acetate, FAB 382;

15 4-{2-0x0-5-[4- (2-methylsulfonylphenylsulfonyl) -
piperazin-1-ylmethyl] oxazolidin-3-yl}benzamidine,
acetate, FAB 522;

4-{2-0x0-5-[4- (2-aminobenzylsulfonyl)piperazin-1-
20 ylmethylloxazolidin-3-yl}benzamidine, acetate, FAB 473;

4-{2-0x0-5-[4- ( (4-methoxycarbonyl-3-methoxythio-
phen-2-yl)sulfonyl)piperazin-1-ylmethyl]loxazolidin-3-
yl}benzamidine, acetate, FAB 538;

25
4-{2-0x0-5-[4- (3-trifluoromethylphenylsulfonyl) -
piperazin-1-ylmethyl] oxazolidin-3-yl}benzamidine,
acetate, FAB 512;
30 4-{2-0x0-5-[4-(4-trifluoromethoxyphenylsulfonyl) -

piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
acetate, FAB 528;

4-{2-0x0-5-[4- (((18) ~-camphor-10-yl) sulfonyl) -
35 piperazin-1-ylmethyl]loxazolidin-3-yl}benzamidine,
acetate, FAB 518;



yl ) sul f onyl ) pi perazi n- 1-yl net hyl ] oxazol i di n-3-yl }- benzam di ne,
acetate, FAB 570; 4-{2-0x0-5-[4-(4-isopropyl phenyl sul fonyl)- 10
pi perazi n-1-yl net hyl ] oxazol i di n- 3-yl } benzam di ne, acet ate, FAB 486;
4-{,2-0x0-5-[4-(4-tert-butyl phenyl sul fonylgz -

pi perazin-1-yl met hyl ] exazol i di n- 3 Ii% nzam.dine, 15 . acet ate;

4-{2- 0X0- 5- [ 4- ( 4- bu?yﬁgﬁ%ﬁrga{f?ar‘.gf f“é?‘&%??ﬁ‘llo‘ysl) AT -

yl met hyl | oxazobigeragiptl bghwanhdl hexazackt éire; 3 FAB sdlzami Rithe,

4- {2- oxo-5-[ 4- sdLankpg- t hoxyphenyl -
sulfonyl)piperggfg?g?yrﬁéghéFngazolidin-3-y|}- benzam di ne, acetate,
FAB 504; o 4-{2- oxo- 5- (4-et hyl sul fonyl pi perazin-1-yl - 25

met hyl ] oxazgl i di n- 3zylrbbepzasi dine (2 as et 2y 63 - el 3 hyl chroman-6-

4-{2- ox0-5-[4-(4-ni trophenyl sul f onyl plﬁgéa2|n-l- o

yl met hyl ] oxazoPildsiEopyi hRhpekrai el - wteerrel ] axgpolbglin-33y1} -

4-{ 2- oxo- 5- [ 4- Knkanfibiaeonatboxyehenys ssié onyl ) - ,

pi perazi n-1-yl net hyl ] oxazol i di n- 3-yl } benzam di ne, trifluoroacetate, FAB
528; 4-{2-0x0-5-[4-(2, 4-di am nophenyl sul fonyl)- 35

pi perazi n- 1-yl met hykl¢Razrbi i 14 3{¥} } sepreopy Dbhenylsul faestidt-e, FAB 474;
4-{2-0X0-5;(4-| sul J i Sl .

31 ot iyl 1 okbzoP LA Ra gD Fbbnaarrd FEPLEL > i bppami aine,

- 53 - acetate, FAB 486;

4-{2-0x0-5-[4- (4-tert-butylphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
15 acetate;

4-{2-0x0-5-[4- (4-butylphenylsulfonyl)piperazin-1-
ylmethylloxazolidin-3-yl}benzamidine, acetate, FAB 500;

20 4-{2-0ox0-5-[4-(3,5-diamino-4-methoxyphenyl-
sulfonyl)piperazin-1-ylmethyl]oxazolidin-3-yl}-
benzamidine, acetate, FAB 504;

4-{2-0ox0-5- (4-ethylsulfonylpiperazin-1-yl-
25 methyl}oxazolidin—3—yl}benzamidine, acetate, FAB 396;

4-{2-0%0-5-[4- (4-nitrophenylsulfonyl)piperazin-1-
ylmethyl] oxazolidin-3-yl}benzamidine, acetate, FAB 459;

30 4-{2-0x0-5-[4- (2-trifluoromethoxyphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 528;

4-{2-0x0-5-[4-(2,4-diaminophenylsulfonyl) -
35 piperazin-l-ylmethyl]loxazolidin-3-yl}benzamidine,
acetate, FAB 474;

4-{2-0x0-5- (4-isopropylsulfonylpiperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, acetate, FAB 410;



4-{2- ox0-5-[ 4- (4- et hyl phenyl sul f onyl ) pi per azi n- 1-
yl met hyl ] oxazol i di n- 3-yl } benzam di ne, trifluoroacetate, FAB 472; 5
4-{2-0x0-5-[4-(4-brono-2-trifluoronet hoxyphenyl -

sul fonyl ) pi perazi n-1-yl net hyl ] oxazol i din-33yl }- benzam di ne, acetate,
FAB 606/ 608; 10 4-{2-0x0-5-[4-(2,3,4-trifluorophenyl sul fonyl)-
pi per azi n- 1-yl net hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 498;

4-{ 2- ox0- 5- [ 4- ( 3, 4- di-f{Ruoxopberigl$aléohylphedplsulfonyl)piperazin-1-

g per ozt | LUt B XU OO e 5,09, 886ec OB 100

oxazol i di n- 3- y[FpBed#Zam di ne, 20 trifluoroacetate, FAB 450;
4-{2- 0x0- 5-§4-(3-am no- 4- et hyl phenyl sul fonyl ) -
pi perazin-1- ylnethyl] xazol i di n- B(Qﬁ%benzanldlne trlfluoroa et at e,

473; 25 4- E218x6%9-pa 12 (AnPRENE- 2 nE B BhHRERMG] -
pi perazin-1- yl@%ﬂ&ﬂﬁb&» gbrahmn31yy1ﬁ@aﬁyn]ax@£c11d1n¢34j1pmroacetate

g?gera2|n 1- yIﬁﬁ?ﬁ%WnggfolF&F%gggyﬁkggtggﬁyggﬁnylacetgLLtate, FAB 482;

4-{2-0x0-5-[4-(3, 4-di chl or obenzoyl ) pi perazin-1- 35
yl met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 476;

- o4 4-{ f,Lugr pb )

y|nethy|]o%%zo||d|n%3 ylf%Enzag?d(%ég FOERLEYLI ALBSLAA dlinFony1)
piperazin-1 ylmethyl]oxazolldln 3- yl}benzamldlne,
acetate, FAB 498;

4-{2-0x0-5-[4-(3,4-difluorophenylsulfonyl) -
15 piperazin-1-ylmethylloxazolidin-3-yl}benzamidine,
acetate, FAB 480;

4-{2-0x0-5-[4-(2,2,2-trifluorcethylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
20 trifluoroacetate, FAB 450;

4-{2-0x0-5-[4- (3-amino-4-methylphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 473;

25
4-{2-o0x0-5-[4- (2-amino-6-chlorophenylsulfonyl) -
piperazin-1-ylmethyl] oxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 585;
30 4-{2-0x0-5-[4-(2,5-dimethoxyphenylacetyl) -

piperazin-1l-ylmethylloxazolidin-3-yl}benzamidine,
acetate, FAB 482;

4-{2-0x0-5-[4-(3,4-dichlorobenzoyl)piperazin-1-
35 ylmethylloxazolidin-3-yl}benzamidine, acetate, FAB 476;

FAB

FAB



4-{2-0x0-5-[4-(4-trifluoronethoxybenzoyl)- 5

pi per azi n- 1-yl net hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 492;
4-{2-o0x0-5-[4-(3-pyridyl carbonyl) pi perazi n- 1-

yl et hyl ] oxazol i di n-3-yl } benzam di ne, acetgate, FAB 409; 10

4-{2- ox0- 5-[ 4- (2- benzat hi enyl car bgonyl.) pi perazin-1: . .

yInethyl]oxazolidinggﬁfrfﬁﬁ%féﬁﬁdﬂ éFlgegPé?E?oﬁikpﬁE@faZln"1’

4- { 2- 0x0- 5- [ 4- (A rehthyldperzplddeny ) pil ppeazanifiind5 acetate, FAB 426;

yl met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 456;

4-{2- ox0- 5-[ 4- (1- napht hyl car bonyl ) pi per azi n-1-

yl met hyl ] oxazol i di n43-{@-Jaxensariiddi(detraédtaremeEagxyissnzoy Do

4-{2- ox0- 5- E4- ({:1, 3~ di 13- i di

o1 per azi ne 15y BEE T arasor A T YRR gl oy benzamiding g 4.

4-{ 2- ox0- 5- [ 4- CF4RtFob AP0V PGi per azi n-1-yl - 25

nmet hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 423;

4-{2-0x0-5-[4-(4-biph | ylI car honyl) pi per.azi n- 1- , .

yl met hyl ] oxazol i di n-%iyq%%fé 4di(ﬁé§Y§&@¥iF@,r%%%Blh%k?era%’él‘1’

4-{ 2- ox0- 5- [ 4- (viyed tipdnionacalidiyl- B piypébenkzamidine, acetate, FAB 409;

ylnethyllo§ zol i di n-3-yl } benzam di ne, acetate, FAB 400;

4-{2-oxo-5-?4-[5-chloro-l-(4-nethy|phenyl)-lk+

pyrazol - 4-yl ) sul f ony-]{@-pxcasi-T4t-(¢+renapt hoeay btadbory B pergdiendani di ne,

acetate, FAB 5358;  qim_2 L 34 .

4-{2-0x0-5-[4-( Pgﬁ?%?ééﬁﬁﬁﬁléﬁﬁPoﬁyV}5?88?%?%ﬁ???' acetate, FAB 463;

yl met hyl ] oxazol i di n- 3-yl } benzam di ne, trifluoroacetate, FAB 478;
4-{2-0%x0-5-[4- (4-chlorophenylacetyl)piperazin-1-

15 ylmethyl]oxazolidin-3-yl}benzamidine, acetate, FAB 456;

4-{2-0x0-5-[4- (1-naphthylcarbonyl)piperazin-1-
ylmethyl] oxazolidin-3-yl}benzamidine, acetate, FAB 458;

20 4-{2-0oxo-5-[4-((1,3-benzodioxol-5-yl)carbonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
acetate, FAB 452;

4-{2-0x0-5-[4- (3-aminobenzoyl)piperazin-1-yl-
25 methylloxazolidin-3-yl}benzamidine, acetate, FAB 423;

4-{2-0x0-5-[4- (4-biphenylylcarbonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, acetate, FAB 484;

30 4-{2-0x0-5-[4- (cyclopentylcarbonyl)piperazin-1-
ylmethylloxazolidin-3-yl}benzamidine, acetate, FAB 400;

4-{2-ox0-5-{4-[5-chloro-1- (4-methylphenyl) -1H-
pyrazol-4-yl)sulfonyl]piperazin-1-ylmethyl }oxazolidin-
35 3-yl}benzamidine, acetate, FAB 558;

4-{2-0%x0-5-[4- (4-chlorophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 478;



-55 - 4-{2-0x0-5-{4-[5,7,7-trinmethyl-2-(1,3,3-trinethyl -

butyl ) octyl sul fonyl ] pi perazi n- 1-yl net hyl } oxazol i di n- 3- yl } benzam di ne,
trifluoroacetate, FAB 620; 5

4-{2- oxo-5-{4-[ 2- but oxy-5- (1, 1-di met hyl prepyl ) -

phenyl sul f onyl ] pi per azi n- 1-yl et hyl } oxazol i di n- 3- yl } benzam di ne,
trifluoroacetate, FAB 586; 10

4- { 2- oxo- 5- { 4- [ 2- butseXp~bxpol51 {3-351 @f raneihgthyl-2-(1,3,3-trimethyl-
?E}{}Lg?ggggf;g&%&gkg%ggg%%&k%h%iXbEB&?XLl&ffzyiﬁé%ﬂyf%oxazoﬁﬁéﬂﬁﬂﬁéa”‘d'“61
4-{2- 0x0- 5- [ 4- (y2-joenzamd diinef, | toibleohyapbeaye, HEB 620;
sulfonyl)pigerazin-l-ylnethyl]oxazolidin-S- yl } benzam di ne,
trifluoroacétate; 4-{2- 0x0-5-[ 4- (4- br ono- 2- et hyl phenyl sul fonyl ) -
pi per azi n- 1- yl net hy 4 -dRap#or8i-f43 {3 Pubazdn? di hel -@brethy IRKARYEDet at e, FAB
550/ 552; heny14ull208%91 Dibdrhdi ht i tL ves onpt hokdhemyd syl fonyl ) -
piperazin-1-y|%%fﬁ?ﬁ]é&azq??d?nks enzgnidine pe gpetate, FAB 512; 25

. -yl 1D

4-{ 2- oxo- 5- [ 4- (Y@a}&ﬂn@raﬁllﬂ-lﬁ‘&phFH}ﬁiHPFSﬁ?P‘}@te' FAB 586;

pi perazi n-1-yl nmet hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 528;
30 4-{2-o0xo0-5-[4-(isobutyl oxycarbonyl )pipe in-1- _

yl met hyl ] oX8zol i di n-%ifl')ob‘é’ﬁ é?{#aﬁ%é,gug% é%‘e,"?é@; goacetranethyle o Y,
reaction of bukyfl3ptenydsotifehyl2pdpeoaain-1-ylmethyl}oxazolidin-3-

di azol - 3-yl ) ph l.]-5-pi. Zi Q- ol Lghn 5 2-one wth
6-ch|oro-2-napﬁ@ﬁ%%ggﬁﬁgﬁgﬁg’cﬁf%??gggggﬁégééé's%%%e%%%ht hydr ogenat i on
gi ves the conpound - 56 -

4-{2-0x0-5-[4- (2-amino-4-trifluoromethylphenyl-
15 sulfonyl)piperazin-1l-ylmethyl]oxazolidin-3-

yl}benzamidine, trifluoroacetate;

4-{2-ox0-5- [4- (4-bromo-2-ethylphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
20 trifluoroacetate, FAB 550/552;

4-{2-o0oxo-5-[4- (4-trifluoromethylphenylsulfonyl) -
piperazin-1-ylmethyl] oxazolidin-3-yl}benzamidine,
acetate, FAB 512;

25
4-{2-0x0-5-[4- (6-chloro-2-naphthylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
acetate, FAB 528;
30 4-{2-0x0-5-[4- (isobutyloxycarbonyl)piperazin-1-

ylmethyl]oxazolidin-3-yl}benzamidine, acetate, FAB 404.

Similarly, reaction of 3-[3-(5-methyl-[1,2,4]-oxa-
diazol-3-yl)phenyl] -5-piperazin-1-ylmethyloxazolidin-

35 2-one with 6-chloro-2-naphthylsulfonyl chloride and
subsequent hydrogenation gives the compound



3-{2-0x0-5-[4-(6-chl oro-2-napht hyl sul fonyl ) -

pi per azi n- 1-yl net hyl ] oxazol i di n- 3-yl } benzam di ne, m p. 118[err] C 5
Simlarly, reaction of 3-[4-(5-nmethyl-[1, 2, 4] - oxa-
di azol - 3-yl ) phenyl | - 5- pi perazi n-1- ylnethykbxazolldln 2- one with

6- met hoxy- 2- napht hyl sulf hLor} d qﬁgﬁggga gnati on

gi ves the conpound é ?BYJD 8 !; ;4 ?Gatggj[%r ;me oX 2s napﬁ?ﬂyl sul fonyl) -
pi per azi n- 1- yIpepbyhkonazoyiméhh31y¢$¢%m&$dﬁmh3ﬁ¥1}benzaWQQﬁqQarIym P.
reaction of 118°k4-(5-nethyl-[1, 2, 4] - oxa-
diazol-3-y|)pheny|I-5-piperazin-l-ylnethyloxazolidin-2- 15 one wth

2-fl uorobenzyl chl oride and subsequent hydr ogenati on gi ves the

conmpound 5 slmlaﬁ 2- 0><9e5ct£ﬂox€2 fdfuor ghegrzyk)-pephyazin; 2; ¥] -oxa-
met hyl ] oxazol i dj,n

100 ngy of dﬁ&zP%yﬁeyﬁgpgfgy%Paf plperaz1nf¥q§lmé%hyloxazolfa¥ UE'On
oxadi azol - 3- y| ppleenysittb- [g'ﬁékhbfyiz4ﬂﬂﬁhﬂhxﬁuﬂﬁﬂony25 chloride and

| f I l i di n:2- f th | i
admi X0 W1 h 3 SHPSBHER aHEERee Chat o 17 e, TPl on and st rred |

of

at 60[err] for 48 hours. This gives, after customary work-up,
3-[4-(5-nei byl al xagi azc ¥ p@%m inlediAn()2, 6- di chl or o-
30 4- nethogyphenylsu&?oﬁ§F 5 ?grngﬁ?gh %i il dﬁg') 556/ 558.
Simlarly, 3®iperpzipslny ﬁ9 hyllczxafo @r %ﬂ% BRSNS - 5- [ 4-

(3, 4-di fluorophenyl sul fonyl) pi perazin-1-yl nethyl]- oxazol i di n- 2- one

gi ves

s . - 57 - .
3-[ 4- (5- met hyl P12 2%1 YoxadF 826t Ry | )%enﬁ'ﬁ4' (5-methyl-[1,2,4]-oxa-
diazol-3-yl)phenyl] -5-piperazin-l-ylmethyloxazolidin-2-

15 one with 2-fluorcbenzyl <chloride and subsequent
hydrogenation gives the compound

4-{2-ox0-5- [4- (2-fluorcbenzyl)piperazin-1-yl-
methyl] oxazolidin-3-yl}benzamidine.
20
Example 3

A solution of 100 mg of 3-[4-(5-wmethyl-[1,2,4}-
oxadiazol-3-yl)phenyl] -5-[4-(2,4,6-trichlorophenyl-

25 sulfonyl)piperazin-1l-ylmethyl]loxazolidin-2-one in 8 ml
of methanol is admixed with 3 ml of 1N aqueous sodium
hydroxide solution and stirred at 60° for 48 hours.
This gives, after customary work-up, 3-[4-{(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenylamino] -1-[4-(2,6-dichloro-

30 4-methoxyphenylsulfonyl)piperazin-1-yl]lpropan-2-o0l, FAB
556/558.

Similarly,
35 3-[4-(5-methyl-[(1,2,4] -oxadiazol-3-yl)phenyl]-5-[4-

(3,4-difluorophenylsulfonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one gives



am no] - 1-[ 4- (3-fl uor o- 4- net hoxyphenyl sul fonyl ) -

pi per azi n-1 -yl ] propan-2-ol; 5
3-[4-(5-nmethyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] -5-[4- (I -
napht hyl sul f onyl ) pi per azi n- 1-yl net hyl ] oxeé&dl4 di n- 2- one gi ves

3-[4-(5-methyl -[1, 234]4 Oﬁﬁdhé€ﬁ#131¥li ?PE&XA iazol - yl%?henyﬁi

am no]-1-[4-(1- naphth I's erazin yl ] propan-

3-[ 4- (5- nethyIaP}n2]4P dﬂad?a%ép08°y4)mﬁ%h9$ eyl qulfonyl) -
tr|fIuggonethyb@gg%ggggL&?gyPbp?pgﬁi%Lgl1dylnefhgl]l) ] orazolidin-Z-one
gi ves -[4-(5-me oxadi azo yl) pheny

am no]-1-[4-(4-trifluoronethyl phenyl sul fonyl) pi perazi n-

1-yl] propans 2- gl-;[4- (5-methyl-[1,2,4]) -oxadiazol-3-yl)phenyl]-5-[4-(1-

3-[ 4- (5-net hyl di azol :3-yl)phenyl]-5-[4-(4-_20. 5.
bi pheny y& sul { BREFEBFRERA PRI D RETRETT ok BT eI Ra 2ol igip-a-ome
3-[4-(5- met hyl glive®, 4] - oxadi azol - 3- yl') phenyl -
ST (5 methyl <[ 1 2o S SarERyt LB PELEE Brdatagon W hhoRAanal - 25

- oXadl az
tr|fIuoronethyﬁph@@9kéuﬂﬂoﬁyrpﬁpbﬁhﬁk$ﬂlﬂ99y ¢B@xaz1n 1 -9{d RAARGYT- 2- one
gi ves 10 23004-(5-nethyl-[1, 2, 4] - oxadi azol - 3-yl) phenyl - 30
am no] - 1-[4-(3- trlfluoronethylphenylsulfonyl)plpera2|n-
1-yl ] propan-2-ol;
3-[4-(5- nethyl3L 42<$}m@xa¢uazmlz34yLbﬁa@natélEs{y&xghenyll 5-[4-(4-

tg.r ves o o e P B TR S LS A bR

1-[4- (4-trif|uumamaﬂhdxmphenybsghvesyI)p|pera2|n | - yI]propan 2-o0l;
- 58 - 4-(5- 4-
|sopropylp%englsﬁlfgeJP¥éF%é?§z?l ngghg $§§h§gﬂéﬁ“§gyﬂ)§%§ g one gi ves

3-[ 4- (5- et hyl ain@l4[L- dﬁadﬂazﬁufkuyrymﬁéhylphenylsulfonyl)plpera21n-
1-yllpropan-2-ol;

3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-[4- (4~
20 biphenylylsulfonyl)piperazin-l-ylmethyl]oxazolidin-2-
one gives
3-[{4-({5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1-[4- (4-biphenylylsulfonyl)piperazin-1-
yllpropan-2-01;
25
-{4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-[4-(3-
trifluoromethylphenylsulfonyl)piperazin-1-ylmethyll] -
oxazolidin-2-one gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
30 amino]-1-[4-(3-trifluoromethylphenylsulfonyl)piperazin-
1-yl]propan-2-01l1;

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-[4-{(4-
trifluoromethoxyphenylsulfonyl)piperazin-1-ylmethyl] -
35 oxazolidin-2-one gives
3-[(4-{5-methyl-[1,2,4]oxadiazol-3-yl)phenylamino] -
1-[4-(4-trifluoromethoxyphenylsulfonyl)piperazin-1-
yl]lpropan-2-0l;



5 amno]-1-[4-(4-isopropyl phenyl sul fonyl) pi perazi n- 1- yl ] pr opan- 2-ol ;
3-14-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] -5-[4-(4-
butylphenylsulfonyl)piperazin-1-y|nethyl]oxazolidin-Z- 10 one gives
3-[4-(5-nethyl-[1, 2, 4] oxadiazol 3-yl) phesyl--

am no] - 1-[ 4- (4 b I | )pi 1- n ol ; 15
3-[4-(5- nethyl ggy(g Sgg Egp¥ Qb‘¥g enfﬂ?’ ?&)F§eh9&?p% Qh %4
nethoxyphenylsu$¢pquYhPQQMEk$mﬂﬂpqukhﬂﬂnﬂQaﬁmnmﬂ*Yd“ﬁthyl] -2-one gives

3-[ 4- (5- net hyl N ohanl
am[ no]( 1m[34 y40%%%ﬁlf&}lﬁi%§?§%f¢1@éé’ ) pheny

Y erazin-1-yl]- 29 %ropan 2-o0l;
3-[4- (5- et hyl -[ 1, 2324 okaopesyls Jy'l?f;ﬁ%e-rﬂm dimnzcd. {34;;1 phenyl-

tolylsul fonyl) BinPRERZE D14 = Y4 DRSSy Elalec)s ves-25
3-[4-(5-nethy I-Et 6P %ngad azol - 3- yI)phege] )pipest

am no] - 1-[ 4- (4Y P§PE T%n? } pi per azi n- 1-yl ] propan- 2- ol ;
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ]-5-[4-(4- 30

propyl phenyl su nyI nmet h zal i di 0 ves

3- 4- ( 5- nethylg 24 (%pmggg ag%lzyi |3x%gﬂa%gi &% yQ)%h%nyI] -590g- Qh

am no] -1 - [4 (4bptybphphghgﬂbﬁ¢ﬂwh&p%mﬂqﬁﬁxnmMTYﬂqﬁqhyl]oxappépdnn22ol 35

3-[4-(5-mef % é ? goxadi azol - 3- yI)phenyI] 5-[4-(6-
chl oro- 2- naphtﬁy i onyk%plpera2|n | -yl met hy oxazol i di n- 2- one gi ves
- 59 - 3-[ 3= (4= fBtAGTLY - l-ﬂhﬁxém%miﬂ-yé ehenyl-

5 3-[4-(5-methyl-[1,2 oxadiazol ) phenyl | -

anmi noj - 1- [ 4- ( 6amhhey 011@@@15&@1{5& éﬂﬂlﬁfyﬂz)gl‘r%r(azzz.n Y] propan- 2- ol ;
phenyIV|nyIsuIY$h9F?E?B +2%7 %

f ylnethyl]oxazolldin-Z-

15 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-(4-
methoxyphenylsulfonyl)piperazin-1l-ylmethyl]oxazolidin-
2-one gives

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1- [4- (4-methoxyphenylsulfonyl)piperazin-1-yl]-

20 propan-2-ol;

3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-{4-(4-
tolylsulfonyl)piperazin-l-ylmethyl]oxazolidin-2-one

gives

25 3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1-[4- (4-tolylsulfonyl)piperazin-1-yl]propan-2-
ol;

3-[4-(5-methyl-{1,2,4]) -oxadiazol-3-yl)phenyl] -5-[4- (4~
30 propylphenylsulfonyl)piperazin-1l-ylmethyl]oxazolidin-2-
one gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1- [4- (4-propylphenylsulfonyl)piperazin-1-yl] -
propan-2-ol;
35
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-(6-
chloro-2-naphthylsulfonyl)piperazin-l-ylmethyl] -

oxazolidin-2-one gives



one gives 3-[4-(5-nethyl-[1, 2, 4]-oxadi azol - 3-yl ) phenyl -

ami no] - 1- [ 4- ( 2- phenyIV|nylsulfonyl)plpera2|n 1- 10 yl]propan-2-ol;
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3- yI)phenyI} 5 {4 [ 2-

(napht h- 1- yI)ethyIsquonyI]plpera2|n 1-\d oxazol i di n- 2- one

glmyﬁz] -1;5-{4 [ 2- (naéh'g[g g@ %g{lkéféﬂ O%i;?‘(fj%ﬁ‘%]eafza%ﬁ)fﬁnpqyelﬂy}propan 2-0l .

Simlarly, am1no]41f24exe Shldr¢ 62 nesplotlyy Rsulaphtyiipigirazin-1-

sul f onyl ) pi pe 0= -yl yl ] oxazol i di n- 3-yl } benz- am di ne gives the
conmpound E;ﬁbgogﬁgé{ge%(zlroxy 3-[ 4- (6- net hoxynapht hal ene- 2-

sul fonyl ) pi perazi n-1-yl ] propyl am no} benzam di ne, 25 diacetate, FAB 498 and

4-{2- oxo- 55[43@%4LR§0h89ﬁ91¥k192P@IaékéﬁﬂaﬁQI 3- yl)pheny%g—s [4- (2-
met hyl ] oxazol i di n- 3-yl } benzam di ne, gi ves, t he conpaoun 0

4-{2-hydr oxy- @hFE¥%§1PV&5P%E@H¥}??bP%%?%&?r#jx%wqthYl oxazolidin-2-
propyl am no} benzagiieese, acetate, FAB 386. Exanpl e 4 35 A

solution of 60 of, _ 3-[4-(5- hyl -[1,2,4]-
oxadiazol-3-y|)pheﬁgﬂéﬁ#ﬁaT?gb¥gf{g?%L%je$%%§iﬁ 21-3-yl) phenyl-
met hoxyphenyl auiihodyl) 4 péeaghenytyihpl spbferdsDipiperdzin-1- 5 m  of

nmet hanol t ng of Raney ni ckel and a drop of acetic
acid and ydrgggﬁ%gggh ? ?gbn1 - 60 -

tenperature for 8 hours. The catalyst is filtered off and the sol vent

is removed. Thig40i(¥egefni3-[4; ﬁ24§—oxad1azol 3 y%?phenyl] -5-{4-[2-
di chl or o- 4- nethoxgphenylsulfony glpera2|n-1-y ]
5%

hydr oxypr opy| drPRSFBehz¥M arhglsutienyd] piperamigy g lmethyllsi nilarly, the
conpounds bel ewaabe iabhapnedef goweshe

15 3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1-{4- [2- (naphth-1-yl)ethylsulfonyl]lpiperazin-1-
yvl}propan-2-ol.

Similarly, 4-{2-0x0-5-[4- (6-methoxy-2-naphthyl-
20 sulfonyl)piperazin-1-ylmethyl]oxazolidin-3-yl}benz-

amidine gives the compound

4-{2-hydroxy-3- [4- (6-methoxynaphthalene-2-
sulfonyl)piperazin-1-yllpropylamino}benzamidine,
25 diacetate, FAB 498 and

4-{2-0x0-5-[4- (2-fluorobenzyl)piperazin-1-yl-
methyl]oxazolidin-3-yl}benzamidine gives the compound

30 4-{2-hydroxy-3-[4-(2-fluorobenzyl)piperazin-1-yl]-
propylamino}benzamidine, acetate, FAB 386.

Example 4

35 A solution of 60 mg of 3-[4-(5-methyl-1[1,2,4]-
oxadiazol-3-yl)phenylamino] -1-[4- (2, 6-dichloro-4-
methoxyphenylsulfonyl)piperazin-1-yllpropan-2-ol in
5 ml of methanol is admixed with 50 mg of Raney nickel
and a drop of acetic acid and hydrogenated at xroom



propan-2-ol derivatives |listed under Exanple 3 by hydr ogenati on 10
4-{3-[4-(3-fl uoro-4-nmet hoxyphenyl sul f onyl ) -

pi perazi n-1-yl]-2-hydroxypropyl am no} benzam di ne, acet ate, FAB 466;
4-{3-[4- (1- napht hyl sul fonyl ) pi perazi n- - gl0] +2- 15

hydr oxypr opyl apahod Berzag dhpe g @RﬁhﬁiefmﬁﬁBcéﬁglyst is filtered off
4-{3-[4-(4-trifluoronethyl phenyl sul f onyl

pi per azi n- 1- y| §29- W’Gro‘i(?/JpY?be/I afi n'%ﬂ%f?i%rm Thihg, gives,cht il ol4 Hib Yss:
4-{3-[ 4- (4- bi phesl ytsud fnayhopypresmazl sullforyll) piperazin-1-yl] -2-

hydr oxypr opy! benzam | ne tate FAB 494;
4-{3-[4-(3- tr?ﬁ’%{) g{ﬂ g acetate, FAB 516/518.

pi perazin-Byl]-2- hydroxypropylan1no}benzan1d|ne acet ate, FAB 486;

4-{3-[4-(4- tri%ig?%ydr%hogﬂ@1#9%§%ﬂ ykélo are %Ftained frogAthe

pi perazin-1-yl kypr opy no enzam acet at e, B 502;
4-{3-[4-(4- |soprop§!np21e<n§rl s@ﬁefbmlb\rﬁtﬁ)erhlzﬁ»ﬁﬁd under Example 3 by

yl]-2-hydroxyp nzam di ne, acetate, FAB 460; 35
4-{3-[4-(4- but%?aﬁeﬁg% %?ﬁnyl)piperazin-l-yl]-2-
hydr oxypr opyl am no} benzam di ne, acetate, FAB 474,
4-{3-[4- (ﬁiﬂEthOXypbeEyl§¥lf3”Bdﬁdﬁdﬁﬂiﬁ@ﬁhdkﬁﬁﬂenylsulfonyl)—

2- hydr oxypr opyl am no cetate, EAB .44
4-{3-[4-(4- t0|9}gﬁF§% gpy g?? bylaminojbenzamidine,

hydr oxypr opy| agtapabenzreas di 6x; acetate FAB 432;

4-{3-[4- (1-naphthylsulfonyl)piperazin-1-yl]-2-
15 hydroxypropylamino}benzamidine, acetate, FAB 468;

4-{3-[4- (4-trifluoromethylphenylsulfonyl) -
piperazin—l—yl]—2—hydroxypropylamino}benzamidine,
acetate, FAB 486;

20

4-{3-[4- (4-biphenylylsulfonyl)piperazin-1-yl]-2-

hydroxypropylamino}benzamidine, acetate, FAB 494;

4-{3-[4-(3-trifluoromethylphenylsulfonyl) -
25 piperazin-1-yl]-2-hydroxypropylamino}benzamidine,
acetate, FAB 486;

4-{3-[4- (4-trifluoromethoxyphenylsulfonyl) -
piperazin-1-yl] -2-hydroxypropylamino}benzamidine,
30 acetate, FAB 502;

4-{3-[4- (4-isopropylphenylsulfonyl)piperazin-1-
y1l] -2-hydroxypropylamino}benzamidine, acetate, FAB 460;

35 4-{3-[4- (4-butylphenylsulfonyl)piperazin-1-yl]-2-
hydroxypropylamino}benzamidine, acetate, FAB 474;

4-{3-[4- (4-methoxyphenylsulfonyl)piperazin-1-yl]-
2-hydroxypropylamino}benzamidine, acetate, FAB 448;



5 4-{3-[4- (4-propyl phenyl sul fonyl ) pi perazin-1-yl]-2-
hydr oxypr opyl ami no} benzam di ne, acetate, FAB 460;
4-{3-[4-(6-chl oro- 2- napht hyl sul f onyl ) pi perazi n- 1-

yl ] - 2-hydroxypropyl am no} benzam di ne, acetiate, FAB 502; 10
4-{3-[ 4- (2- phenyl vi nyl sul fonyl ) pi perazi n-1-yl ] - 2-

hydr oxypr opyl am no} benzam di ne, acetate, FAB 446;

4-{3-{4-[ 2- ( napht h-4- {33 &4 h{4 st ¥orau Tl fsmen) piperazins1-yl] -2-

R o e e Ay

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-yl } met hane- sul fonate, 6.73 g

of 4-BOC- arg nopi per4d{@e[@nd4§a£o;gfl henyl Q%o pekanahe1ip109-m  of
acetonitrile is heated or 40 hours. Cg§tgn8ry wor k- up

25 gives hygroRyReepRiA %b?lp%%rvcﬂw{frgﬂ mECRRFE3- F

met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] oxazol i di n- 2- one. The BOCC

group is cl eave ! TEA di_ chl aor.onet hane
gi vi ng 5- (4- anlng {%eildf% Shfgko:ﬁ)naphthylsulfonye )piperazin-1-

met hyl ) - 3-[ 4- (ﬁlhe2thdtdxﬁQIprw&mmnn&ﬁen%qmgiﬂmenybpetate,OEABOBDEVn 2- one
("B"). 10 Simlarly to Exanple 1, reaction of "B" 35 wth

( 3- net hoxy-4- nethoxycarbonylthlophen 2-yl ) sul fonyl chl oride gives

N (1-{3-]4-(5-net ¥t {31[%; B -rhenilazglaulfonyl) piperazin-1-yl] -2-

phenyl ] - 2- 0x00x% 3 8bi ¢ Popy VARBIAMM é:pza%rdlqiéw 4ed¥chte3- FAB 446;
nmet hoxy- 4- nethoxycar ony hlophen yl)sulfonanlde

- 62 -
4-{3-{4-[2- (naphth-1-yl)ethylsulfonyl]piperazin-1-

15 yl}-2-hydroxypropylamino}benzamidine, acetate, FAB 496.

Example 5

A solution of 10.0 g of methyl {3-[4-(5-methyl-I[1,2,4]-
20 oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-yl}methane-

sulfonate, 6.73 g of 4-BOC-aminopiperidine and 8.5 g of

sodium bicarbonate in 200 ml of acetonitrile is heated

under reflux for 40 hours. Customary work-up

25 gives 5- (4-BOC-aminopiperidin-1-ylmethyl) -3-[4-(5-
methyl-[1,2,4] -oxadiazol-3-yl)phenyl]oxazolidin-2-one.

The BOC group is cleaved off using TFA in
dichloromethane, giving 5- (4-aminopiperidin-1-yl-

30 methyl)-3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-
oxazolidin-2-one (“B”).

Similarly to Example 1, reaction of “B”

35 with (3-methoxy-4-methoxycarbonylthiophen-2-yl)sulfonyl
chloride gives
N- (1-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl) -
phenyl] -2-oxooxazolidin-5-ylmethyl }piperidin-4-yl) -{(3-
methoxy-4-methoxycarbonylthiophen-2-yl)sulfonamide



[err] [err] wi th benzenesul fonyl chloride gives
5° N-(I-{3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl) -

phenyl ] - 2- oxooxazol i di n-5-yl et hyl } pi peri di n-4-yl)- benzenesul f onam de;
wi th 3, 4-di net hoxybenzenesul fonyl chlor4 d&@ gi ves 10

3, 4-di net hoxy-N-(1-{3-[4-(5-nmethyl-[1, 2,4]-

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5- Inethyl}

pi peri di n-4- yI)bg& nes am th o wbtonyl chl oride gives
15 N(1-{3 N1, 2] 4] - [ zol* yI)

phenyl ] - 2- oxoox INchn- met N Qpi pen b yl sul f onam de;
with 2,4,6-trinmethyl benzenesul f @nyl chl ori de glves 29
2,4,6-trinmethyl-N-(1-{3-[4-(5-@thyl-[1,2,4]- S o—

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } -

pi peri di n-4-yl)benzenesul f onam de; wth phenyIV|nyIsquonyI chl ori de
gives 25 phenyl vinyl -N- (I -{3-[4-(5-nmethyl-[1, 2, 4] -

oxadi azol - 3-yl ¥yphbnbéhzeneswbkery! i ehkpsidd rauitved | -
pi peridin-4syl)sul fﬁ“@ﬂlg§+ [4- (5~ m&ﬁﬁ%r@tfu'%& lanylhenzengsul f onyl

chloride gives 30 hyl sul f N-(1- [4-(5- nethyl gl 2,4] -
oxadi azol - 3- yIPbﬁ§ﬁ§1122069%6&%§¥ﬂ@%ﬂ AV S PPPerldln
pi peridi n-4-yl hbppegessutbeaaiade; wth 4- blphenylylsulfonyl chl ori de

gi ves

with 3,4-dimethoxybenzenesulfonyl chloride gives

10 3,4-dimethoxy-N- (1-{3- [4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxocoxazolidin-5-ylmethyl }-
piperidin-4-yl)benzenesulfonamide;

with butylsulfonyl chloride gives

15 N-(1-{3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl) -
phenyl] -2-oxooxazolidin-5-ylmethyl }piperidin-4-yl) -
butylsulfonamide;

with 2,4, 6-trimethylbenzenesulfonyl chloride gives
20 2,4,6-trimethyl-N-(1-{3-[4- (5-methyl-[1,2,4]-

oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-

piperidin-4-yl)benzenesulfonamide;

with phenylvinylsulfonyl chloride gives

25 phenylvinyl-N-(1-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
piperidin-4-yl)sulfonamide;

with 2-methylsulfonylbenzenesulfonyl chloride gives
30 2-methylsulfonyl-N-(1-{3-[4-(5-methyl-[1,2,4]-

oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-

piperidin-4-yl)benzenesulfonamide;

with 4-biphenylylsulfonyl chloride gives



- 63 - 4- bi phenylyl -N- (1-{3- [4- (5-methyl- [1,2,4] -

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } -

pi peri di n-4-yl)sul f onam de; 5 wth 5-di net hyl am no- 1- napht hyl sul f onyl
chl.oride gives 5-di met hyl am ne- B3( :-{3-[4-(5-nethyl -[1, 2, 4] -
oxadi azol - 3-yl ) phenyl | .2 120! j-di iy Syl e - -
piperidin-4-y|)-1-n%§%%ék§%ﬁ€$%ﬁgn¥hé¢; P%O@?kg%%§%-gééﬁfﬁjlsulfonyl
chloride gi vesoxadiazol-hey))phenyllsa-2 (sxarsanalicin-5-yLmekidiazol -3-yl) -

phenyl ] - 2- oxooxagof{ 8i M- -yl y@itwddahirgs i di n-4-yl) - 1-

napht hyl sul f onam de. 15 " By hydrogenation simlarly to Exanple 2, these
gi ve the conpounds bel ow

4|—§5-|[]f1-((|3; mﬁh)@nys%ﬂﬁémwﬂmmdﬂdﬁmhﬂmﬂ-fonyl chloride gives

yl ) sul f onyl am no) pi peri di n-1 -yl met hyl .- 2-.0Xx00Xx |i.di R- (20 _

3-yl }benzani di ne, a é?%T%§h¥$é#%ﬁﬁgﬁcal_{3'fﬁ_(%%%etgya £02,4]

4-{5-[ 4- (benzearsdi&poyt any ho)pemel )i - toxoantazolidin-5-ylmethyl} -

”Ethyl]'2‘Oxooﬁgégkigiﬁé%;%i9£¥H$%§%ﬁﬂ§¥%uf¥gﬂémﬁﬁe;FAB 458; 25

4-{5-[4-(3,4-d oXy nesu
am no) pi peri di n- 1-yl met hyl ] - 2- oxooxazol i di n- 3- yl } benzam di ne, acetate,

FAB 518; 0 .4 = 5 Iﬁw!ng@y M QiRieRer i di n-1-yl met hyl ] -
2-oxooxazoc?diﬁ}%?yff%éﬁhgﬁ¥%?%%¥$acetaté%ggk% 43§?€

4-{5-[4-(2, 4, 6-tri nBt kYT bRnEenESUIH RS ok rfo)d] -oxadiazol-3-yl) -

pi peridin-1-yl ﬁﬁéhzl] - 2- OXOex@ZS1 i dli -B-yingdenZdpidiera di35 4 -gt¢tate, FAB

500; - [ 4- ( pheny] et hyl sul f onyl am no) pi peridin-1I -
gY#ﬁ?££%9?¥¥%%hzanidine, acet at e, FAB 486;

4-
yl met hyl | - 2- oxB8RE
15 By hydrogenation similarly to Example 2, these give the

compounds below

4-{5-[4- ((3-methoxy-4-methoxycarbonylthiophen-2-
y1l)sulfonylamino)piperidin-1-ylmethyl] -2-oxooxazolidin-
20 3-yl}benzamidine, acetate, FAB 552;

4-{5-[4- (benzenesulfonylamino) piperidin-1-yl-
methyl] -2-oxooxazolidin-3-yl}benzamidine, acetate, FAB

458;
25
4-{5-[4-(3,4-dimethoxybenzenesulfonyl-
amino)piperidin-1-ylmethyl] -2-oxooxazolidin-3-
yl}benzamidine, acetate, FAB 518;
30 4-{5-[4- (butylsulfonylamino)piperidin-1-ylmethyl]-

2-oxooxazolidin-3-yl}benzamidine, acetate, FAB 438;

4-{5-[4-(2,4,6-trimethylbenzenesulfonylamino) -
piperidin—l—ylmethyl]—2—oxooxazolidin—3—yl}benzamidine,
35 acetate, FAB 500;

4-{5- [4- (phenylethylsulfonylamino)piperidin-1-
ylmethyl] -2-oxooxazolidin-3-yl}benzamidine, acetate,
FAB 486;



- 64 - 4-{5-[4-(2-net hyl sul fonyl benzenesul f onyl am no) -

pi peridin-1-yl net hyl]-2-oxooxazol idin-3-yl}benzam di ne, acetate, FAB
536; 5 4-{5-[4- (4-bi phenyl yl sul fonyl am no) pi peridin-|I -
yl.ret hyl ] - 2- oxooxazol i di n- 3-yl } benzam di 64, - acet at e, FAB 533; 10

4-{5-[4-(5- dinethylanino 1- napht hyl sul f onyl -
am no) pi peridi n-1-yl Y ] - 2- oxqoxazal i di n- 3- }benzam di ne, acetate,
FAB 551; 47 %5 ‘tnﬁ%1@%&%%%}&%%@&}6%@?%%1 yl - 15

nethyl] -2- Oxwﬂaﬂhr& 3y whetrefizian -Hxtdoxa3eatidie- 3FAB} benz4h8dine,
Exampl e 6 20 solutlon f_10.0 g of nethyl {3-[4-(5-nethyl-[1,2,4]-

oxadi azol - 3- yl FPRENVF &azol i di n-5-yl } met hane- sul fonate, 7.4 g
of N,N - dlﬁBtherthernedlanlne and 8.5 g of sodlun1bicarbonate in 400

m  of aceton'tr'le h t.e ng fI onar
wor k- up 25 Igi vles F? kqul% gél[yhyﬁ ar#)n lﬁl‘)%%gg#o]% } 3-y
[4-(5-nethy|-[ilmeﬂmybkaﬁfQumnxaanQQﬁnﬁ%Hﬂ vergamdidine,  2- &ﬂﬁxqtﬁs).
NH ? gerr [err] 30

e

Simlarly to , reaction of "C' W th
2,4, 6- trichlorophenylsulfonyl chl oride gives

2, fh6| t[ll clzhnl Z]ro N- (rjwl {w{ t4\l=[%dfﬂ?éﬁnma{rﬁﬂ&a(-‘%a%?éhylsulfonyl-
me oxad|] aZzo oxooxazol i di n-
Syl et byl § am O3B0 H R ERiB AL MR 2 -oxboxazol Tain-3 -

yl}benzamidine, acetate, FAB 551;

4-{5-[4- (1-naphthylsulfonylamino)piperidin-1-yl-
15 nethyl]—2—oxooxazolidin-3-yl}benzamidine, acetate, FAB
458,

Example 6

20 A solution of 10.0 g of methyl {3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl}methane-
sulfonate, 7.4 g of N,N’'-dimethylethylenediamine and
8.5 g of sodium bicarbonate in 400 ml of acetonitrile
is heated under refiux for 40 hours. Customary work-up

25 gives 5-{ [methyl- (2-methylaminoethyl)amino] methyl}-3-
[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]oxazolidin-
2-one (“C”) .

NH

-N O VAR
6N O ad -
/lQN )/O
0]

Similarly to Example 1, reaction of “C”

30

with 2,4,6-trichlorophenylsulfonyl chloride gives
2,4,6-trichloro-N-methyl-N-[2- (methyl-{3-[4- (5-
35 methyl-[1,2,4]-oxadiazol-3-yl)}phenyl]-2-oxooxazolidin-
5-ylmethyl}amino)ethyl]benzenesulfonamide



- 65 - [err] [err]

[err] with 2-trifluoronethoxyphenyl sul fonyl chloride gives 5
2-trifluoronet hoxy-N-net hyl - N-[ 2- (et hyl - {3-[ 4- (5-

met.hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- ®&cexazol i di n-

S-yl met hyl } am no) et hyl ] benzenesul f onam de; W th
2,4,6-trichlorophenylsulfonyl chl ori de glves 10

2,4,6trich|oroN—bi5N pt h ﬂ(S

met hyl -[ 1, 2, 4] - oxad zoN - -ox oxazil@I A |n

5-yl net hyl } am no) et penze | fo

4-trifluoromethyl phenyl'sul fonyl chl r|de glves

4-trifluoromethyl - N methyl - N-[2- (n&@hyl - {3-[ 4-( cl :
met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazolﬁmln-

5 yInethyl}anlno)ethyl]benzenesulfonanlde W th

4-i sopropyl phenyl sul fonyl chloride gives 20

fl i sopropyl - N- ggthyb- Nri?lﬁ@?éthé{thcﬁﬁyﬂﬁeﬁﬁls’tﬂtﬂm{yl chloride gives

1,2,4 di I I | i.di
yl et hl/l ? arg In(cj:)Z ot hyP}/BéggiﬁéE%‘F? Ry o methy 1™ Ny B ey (Brdiyi(Sar f onyl
chl ori de glgeSmBEhyl (1,3, p]eaxédfhzmﬂ*gﬂyI¢ﬂHbdyﬁﬂ4aHoﬂﬁbﬂé&o@ﬁdﬁa%hyI-
1,2,4]- i = 3- - idiprde o
L2, oxad agol g e e Rromatel s e

4- acet am dophenyl sul fonyl chl ori de gives 30

4-acet am do- N- EHYE E§%2t£ f%foéﬁ%ﬁf&éé&fﬁﬂﬁm”dhlorlde gives

[1,2,4]- oxadlazol ooxazol i d

-yl
yl met hyl } ak® no) et hyP}ﬁeﬁzéﬁég TeppaiierEhyl-N- [34 e SudadRe <& onyl
chloride givesmethyl-{(1,2,4]-oxadiazol-3-yl)phenyl] -2-oxocoxazolidin-

5-ylmethyl }amino) ethyl]benzenesulfonamide;

with 4-trifluoromethylphenylsulfonyl chloride gives

15 4-trifluoromethyl-N-methyl-N- [2- (methyl-{3-[4-(5-
methyl-[1,2,4] -oxadiazol-3-yl)phenyl}-2-oxooxazolidin-
5-ylmethyl }amino) ethyl]benzenesulfonamide;

with 4-isopropylphenylsulfonyl chloride gives

20 4-isopropyl-N-methyl-N-[2- (methyl-{3-[4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }amino) ethyl]benzenesulfonamide;

with 4-propylphenylsulfonyl chloride gives

25 4-propyl-N-methyl-N- [2- (methyl-{3-[4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }amino) ethyl] benzenesul fonamide;

with 4-acetamidophenylsulfonyl chloride gives

30 4-acetamido-N-methyl-N- [2- (methyl-{3-[4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }amino) ethyl]lbenzenesulfonamide;

with 2-naphthylsulfonyl chloride gives



- 66 - N-met hyl - N-[ 2- (et hyl - {3-[4-(5-methyl -[1, 2, 4] -
oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-

yl met hyl }am no) et hyl ] - 2- napht hyl sul f onam de; 5 wth
3-txifluoronethyl phenyl sul fonyl chlori deeégi ves

3-trifluoromethyl-Ngr L+ NI 25( {3 ld- (% _ _
met hyl -[1, 2, 4] - oxagﬁrg%{y%; w) e%%ﬁrwzl o%oo@azél im(‘iit"rkll-y1 n'%-’éﬂ met hyl
am no) et hyl | bepradeazd ohad deheny 10- 2 windeoxpzeligia-8-ni t r ophenyl sul f onyl

chloride gi vesyimethyl }afiidd) Xy By 1Y I mRdurchakdgeret hyl - {3-[4-(5-
methyl -[1 2. 417 SeepyLbae 3%2 )p*ﬁfelﬁrw G e
5-yl nmet hyl } am no) et hyl ] benzenesul f onam de; 15 w th phenyl vinyl sul f onyl

chl g_ri deI gi:?/els‘)vitr:]h 3|—tri2f\bﬁ@£‘<5‘tblétﬂlx\iﬂgﬁte(rfﬁ5 tdwlfon$ ] 4hlorigehylivesd, 2, 4] -
oxadi azol - 3-yl ) phenyl ] - 2- oxooxazal i.di n- 5-
yl met hyl } ami no) et hy?]'}ﬁe %W@'&M%'&ﬂ‘é‘?ﬁ%&flw‘i@“ WethYbed3yit4alPany
chl ori de gi vesmethyl- [1, Z;4Y +dtamiaael BHyINphetniptl] -B-pZopwatby i df{8-[ 4- ( 5-
met hyl -[ 1, 2, 4] zoxadj azol 1 3-) | ],-.2-.0%0 i_di.n- .
5-y|nethyl}ani%oyg?%€%¥%%ﬁ%%+%f§§¥§%#%%h§é%égg?%aﬁ%ﬁ%gfdIyIsulfonyl chl ori de
gi ves 4- et hyl - N-met hyl - N-[ 2- (net hyl - {3-[ 4- (5- et hyl -
[1,2,4]-0 i 32y V- ]--1g§99§g@ [7H = - ; ;
ylnethyl}éﬁgngﬁg%%y?] %ﬁggﬁe%Lﬁ%%H1rn ;(gdggyﬁﬁ% fﬁlffﬁgf giygﬁenylsulfonyl
chloride gives 4-chlaromt Hokr NNty INN -2 feefwvle 33 44 ¢ 45met hyl -
[1,2,4] - oxadi agethyiylid phedyldzLd taeoxaz el )PHemyl] -2 -oxooxazolidin-
yInethyl}anlnogety%llbefignes Ifqﬁij?de; 5}.Mﬁth‘ - napht hyl sul f onyl
chloride gives>-Ylmethy rﬁ’e‘?%g a][zbe(rf?ﬁr}ﬁﬁu EeTPRI08 et hyl - [ 1, 2, 4] -
oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-
yl methyl } a no%?%ﬁyglal]lér%}_rfé I?}fg&fyélgﬁn%ﬂl%%ide gives
N-methyl-N-[2- (methyl-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-
ylmethyl }amino) ethyl] phenylvinylsulfonamide;

20 with benzylsulfonyl chloride gives
4-trifluoromethyl-N-methyl-N-[2- (methyl-{3-[4-(5-
methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -2-oxooxazolidin-
5-ylmethyl }amino) ethyl]lbenzylsulfonamide;

25 with tolylsulfonyl chloride gives
4-methyl-N-methyl-N-[2- (methyl-{3-[4~(5-methyl-
[1,2,4) -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }amino) ethyl] benzenesul fonamide;

30 with 4-methoxyphenylsulfonyl chloride gives
4-methoxy-N-methyl-N- [2- (methyl-{3-[4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxocoxazolidin-5-
ylmethyl }amino) ethyl]l benzenesulfonamide;

35 with 1-naphthylsulfonyl chloride gives
N-methyl-N- [2- (methyl-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }amino)ethyl] -1-naphthylsul fonamide;



- 67 - wi t h 4-bi phenyl yl sul fonyl chloride gives

N-met hyl -N-[ 2- (nethyl -{3-[4-(5-nethyl-[1, 2, 4] -

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-

yl met hyl } am no) et hyl ] - 4- bi phenyl yl sul f en&mi de; 5 W th

21 j— g: H or op tﬁ@lﬂ:ﬁ@?’%@%ﬁ}dﬁ%ﬁgﬁﬁgﬁrlde gives
met hyl -[ 1, 2, 4] - oxacwamhxelw %eemqh -dRodtais-methyl-{1,2,4]-

5-yl et hyl } am ge)et i benzenasilhanantig@oxb@ol1idin-th
4- pentylphenylsulfonyl chl’orid

I I3
4- pent yl - N- methymetd X Qm&ﬂqﬁﬁ(ifikqﬁqﬁ}ﬁhﬁﬂﬁ}y;sulfonamlde;
[1,2,4]-oxgﬁiazol 3-yl) phenyl ] - 2- oxooxazolidin 5-

yl met hyl anin th e e I 4- b | ph | sul f
chlorlde}glves yé]f gﬂfg 3 Q#S quyﬂzc ngfﬁBF ?ég%§ ?Sezgtﬁyl_ony
[1, 2, 4] - oxadi azol - 33y4)qiﬂ‘@1;d1]o-2¢m&tmydz—m—l[@| r(n@thyl -{4-(5-

yl methyl } am nﬂ%?{}ﬁ% L Tonsc?ﬂarcﬁ] fec d% a&Qgheny‘i‘]t B -oxooxazolidin-

4- et hyl sul fo
4- et hyl sul fon?’ryl\ma'@ltml/] amrﬁqz) e(trmtlﬂgqeq@r{ezﬁn(l;onamde,

met hyl - [ 1,43 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-

5-yl net hyl } am no ethyl]benzenesulfonanlde 25 Wi th
6- chl or o- 2- naphi I%t@?%ﬁx4 PRamBkSHE nleshloride Gives

6- chl or o- N- net hyl - %@ﬁg@ﬁlNdméghjybﬁiiznwmaﬁhyl {3-[4- (5-methyl-

[1, 2, 4] - oxadi azol 0 azol.i.din

ylnethyl}anlnoi%t%y?¥ %&%éhﬁ%%%ﬁ%s ﬁﬁ &é 23€x°°xa§$lﬁgapoaenatlon
S|n1IarIy to Eyhmethyﬂ}amtmmkemhyﬂahdn2enesuﬂﬁqmamads bel ow 4-{5-
[ (et hyl -[methyl -(2,4,6-trichl orobenzene- 35

sulfonyl)é‘ no]ethyl}anlno)nethyl] 2- oxooxazol i di n- 3- yl } benzam di ne,
trifl uoroacet aveth FABGYUglBsnylsulfonyl chloride gives - 68 -

4-butyl-N-methyl-N- [2- (methyl-{3- [4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-
ylmethyl}amino) ethyl]lbenzenesulfonamide;
20
with 4-methylsulfonylphenylsulfonyl chloride gives
4-methylsulfonyl-N-methyl-N-[2- (methyl-{3-[4-(5-
methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -2-oxooxazolidin-
5-ylmethyl }amino) ethyl] benzenesulfonamide;
25
with 6-chloro-2-naphthylsulfonyl chloride gives
6-chloro-N-methyl-N-[2- (methyl-{3-{4- (5-methyl-
(1,2,4] -oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-
ylmethyl}amino) ethyl] -2-naphthylsulfonamide;
30
By hydrogenation similarly to Example 2, these give the
compounds below

4-{5- [ (methyl-{2- [methyl-(2,4,6-trichlorobenzene-
35 sulfonyl)amino] ethyl }amino)methyl] -2-oxooxazolidin-3-
yvl}benzamidine, trifluoroacetate, FAB 548/550



[err] [err] [err]
4-{5-[(methyl -{2-[ met hyl - (2-trifluoronethoxy- 5

benzenesul f onyl ) am no] et hyl } am no) net hyl ] - 2- oxo-

oxazol i di n-3-yl } benzam di ne, acetate, EABg530; 4-{5-

[ (methyl -{2-[methyl -(4-trifluoronethyl -

benzenesul f onyl ) am no] et hyl } am no) net hyl ] -2- 10

oxooxazol i di n- 3-yl } beHNam dise te aa

[ (met hyl -{2-[ et hyl - (4- Nsag i\
squonyI)anino]ethyILp\ no)

4-{5-

yl } benzam di ne,

acetate, FAB 488; 15 2 4- {5-# (et hyl - { 2- [4ret] 4- propyl benzene-
sul fonyl ) ani no] et hyl } ami no) et hyl ] O2- oxooxazol i'di n-3 gil}b'enzanidine,
acet ate, FAB 488; 20 4-{5-[ (met hyl - { 2- [ mg@lhy[™( 4- & et am dobenzene-
sul fonyl ) am no] et hyl } am no) net hyl ] - 2- oxooxazol i di n- 3- yl } benzam di ne,
trifluoroacetate, FAB 503; 4-{5-

[(methyl -{2-[nmethyl; (2-n t sul.fanyl )} =125, . . _
aninolethyl}anino)ﬁ%tﬁ%l?gg?gééb 5%@%%5%ﬁ}3§§lf?lf1u°58ﬁ§%%$ﬁ¥ne, acet at e,
FAB 496; 5 benzenesylEdnyistanino]2thydyapino3meehyyllio? opeehy! -

benzenesulfony&%fﬁ%{?ﬁfﬂJ§%#¥I§éﬂ¥ﬁﬂ§%i

T %‘H,'%‘ce%gte, FAB 530;
oxooxazol i din-3 enzam tri uor oacet at e, FAB 514;
4-{5-[ (et hyl -{2-[ et hyl - (3-amni no-4-
chlor obeln_zg_nesg | f lomgi =i @%&iﬂd {}zamn@@h@%tA-hxlzllzgzﬂﬁéromechyl-
oxo0xazot| In-bégégnéggi on%framfﬁ% %% %ﬂ}am?no?méthyl]—z—

10 oxooxazolidin-3-yl}benzamidine, acetate, FAB 514;

4-{5-[ (methyl-{2- [methyl- (4-isopropylbenzene-
sulfonyl)amino] ethyl }amino) methyl] -2-oxooxazolidin-3-
yl}benzamidine, acetate, FAB 488;

15
4-{5-[(methyl-{2- [methyl- (4-propylbenzene-
sulfonyl)amino] ethyl }amino) methyl] -2-oxooxazolidin-3-
vl)}benzamidine, acetate, FAB 488;
20 4-{5-[(methyl-{2- [methyl- (4-acetamidobenzene-

sulfonyl)amino] ethyl }amino)methyl] -2-oxooxazolidin-3-
yl}benzamidine, trifluoroacetate, FAB 503;

4-{5-[ (methyl-{2-[methyl- (2-naphthylsulfonyl) -
25 amino]ethyl}amino)methyl]-2-oxocoxazolidin-3-yl}-
benzamidine, acetate, FAB 496;

4-{5-[(methyl-{2- [methyl- (3-trifluoromethyl-
benzenesulfonyl)amino] ethyl }amino) methyl] -2-
30 oxooxazolidin—B-yl}benzamidine, trifluorcacetate, FAB
514;

4-{5-[(methyl-{2- [methyl- (3-amino-4-
chlorobenzenesulfonyl)amino] ethyl }amino)methyl] -2-
35 oxooxazolidin-3-yl}benzamidine, acetate, FAB 495;



4-{5-[ (et hyl - { 2-[ met hyl ( phenyl et hyl sul f onyl ) -

ani no] et hyl } am no) net hyl ] - 2- oxooxazol i di n-3-yl } - benzam di ne,
trifluoroacetate, FAB 474; 5

4-{5-[ (net hyl -{2-[ net hyl (benzyl sul f onyl.) g% no] -

et hyl } am no) net hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne, trifluoroacetate,
FAB 460; 10 4-{5-[ (nmet hyl -{2-[ net hyl - (4-tol yl sul fonyl )am no] -
ethyl}anino)nethyl]42{9x©0metmy1d{m-Bmmﬂhﬁbﬁﬂaﬂbdkm@ylsulf@@gﬂat FAB 460;

guf?0L§r?;2¥Lo%gf%§f?€%¥%g Gﬁ%&%ﬁgﬁg%%g%égq&olagln 3 }benzanldlne

trifl uoroacet abenz&AB176, trlfluoroacetate, FAB 474

4-{5-[ (et hyl - {2-[ et hyl - (I-naphthylsulfonyl)

am no] et hyl} am no) net hyl ] - 2- oxooxazol i di n-3-yl }- 20 _ benzam di ne,
trifluoroacetate, FAB{Z96{methyl-{2- [methyl(benzylsulfonyl)amlno]—

4-{5-[ (et hyl - é@hiﬂ?éﬁYﬁofﬂe@h?f?ﬂyldiééﬁiéﬁmdﬁrn 3- yl}benzamldlne,

am no] et hyl } am no) et hyl ] - 2- oxXooxazol i di n- 3-yl } benzam di ne,
trifluoroacetat&t #}ABrB? etake, F 604-{5-[ (met hyl - {2-[ net hyl - (3, 4-
d|f|uorobenzenesulfonyl)an1no]ethyl}anlno)nethyl] 2-

oxooxazol |4 - 3y ) pepgani g ng,s LA Luorgaretalen JRa conyt)Giniid) -
sulfonyl)anlnohehyyﬂpmmnobmeehhy]}2£bxnmxazn&ﬂdxnﬁiiyl}benzwhpﬂenganld|ne

trlfluoroaceta%? ﬁ? ﬁ 4-{5-[ (et hyl - {2-[ nmet hyl - (4-
but yl benzenesul'tony énlno]e? Y1} am no) net hyl ] - 2-
oxooxazol i di n-3-yl } benzam dine, trifluoroacetate, FAB 502;

- 70 - 4-{5-[(methyl-{2- [methyl- (4-methoxybenzene-
15 sulfonyl)amino] ethyl }amino)methyl] -2-oxooxazolidin-3-
yllbenzamidine, trifluoroacetate, FAB 476;

4-{5-[ (methyl-{2- [methyl- (1-naphthylsulfonyl) -
amino]ethyl}amino)methyl]—2—oxooxazolidin-3—yl}—
20 benzamidine, trifluorcacetate, FAB 496;

4-{5-[(methyl-{2- [methyl- (4-biphenylylsulfonyl) -
amino] ethyl }amino) methyl] -2-oxooxazolidin-3-yl}-
benzamidine, trifluorocacetate, FAB 522;
25
4-{5-{ (methyl-{2- [methyl-(3,4-
difluorobenzenesulfonyl)amino] ethyl }amino)methyl]-2-
oxooxazolidin-3-yl}benzamidine, trifluorocacetate, FAB
516;
30
4-{5-[(methyl-{2- [methyl- (4-pentylbenzene
sulfonyl)amino]ethyl }amino)methyl] -2-oxooxazolidin-3-
yl}benzamidine, trifluoroacetate, FAB 516;

35 4-{5-[(methyl-{2- [methyl- (4-
butylbenzenesulfonyl)amino] ethyl }amino) methyl] -2-
oxooxazol;din—3;yl}benzamidine, trifluorocacetate, FAB
502;



4-{5-[ (et hyl

-{2-[ et hyl - (4- net hyl sul f onyl -

benzenesul f onyl ) am no] et hyl } am no) net hyl | - 2-

oxooxazol i di n-3-yl } benzam dine, trifluoroacetate, FAB 502; 5
4-{5-[(nethy|-{2-[nethy| (6-chl oro- 2- naphidyl

sul fonyl ) am no] et h 2 0X0 ben am di ne,
t?iflugréacetale, v ?§%8Q%HE%EX g? §F$szgl #ﬁ#iﬁ?%;o i

6- chl or o- N—neth&hzunh%uaﬁenyyba@3npnet5yhéamyme[mgﬁhym} 2-

oxadi azol - 3-yl -0X0 th

ani nlo) ot hyl ]y2}3%%%%%%??%3??‘6%%@&% %@ga%/ éerecog%ﬁ%’éomﬁ%etate' FAB
4-[3-({2-[(6-chIO@r0- 2- napht hyl sul f onyl ) net hyl -

anino]ethylgnethylanino) 2- hydr oxypr opyl am no] - benzam di ne, acetate,
FAB 504 [err]
20 and  7- rret t‘%m{y‘i NH{meERy - AR fre ey hy (6 (g iorq =2 arihyl

[1tﬁ |4% oxadl) atwlf% l)ﬂhﬁﬁké'] btR m}@@xﬁapdneﬂhﬁf»z/i?xooxazohdm 3.d -
me am no)e nam ae | VES e coO oun
LSS 09 rsah @fyﬂﬁhyF%%?BﬂW?ﬁ%% Lo ras 40, v

am no] et hyl } net hyl am no) - 2- hydr oxypr opyl am no] benz- am di ne, acetate,
0 Iar ayage of the oxazolidi none

1§ Eﬁfglffhgi Eﬁ%ggf ghylg%g %Iphenylylsulfonyl)anlno]

ethyl}anlno)newhphﬂozoeﬂbmxahyﬂrurm23(meybﬁhzéh1Eﬁfﬁﬁ gshyl-[1,2,4]-

FAB 500.
ring of

71 -

15

20

25

30

35

oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
amino) ethyl] -2-naphthylsulfonamide gives the compound

4-[3-({2-[(6-chloro-2-naphthylsulfonyl)methyl-
amino] ethyl Jmethylamino) -2-hydroxypropylamino] -
benzamidine, acetate, FAB 504

HN /\(\N/ | o
2 /]
208
Cl

and 7-methoxy-N-methyl-N- [2- (methyl- {3~ [4- (5-methyl-
[1,2,4]-oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl-
methyl }amino) ethyl] -2-naphthylsulfonamide gives the
compound

4-[3-({2-[(7-methoxy-2-naphthylsulfonyl)methyl-
amino] ethyl }methylamino) -2-hydroxypropylamino] benz-
amidine, acetate, FAB 500.

Similar to Example 3, cleavage of the oxazolidinone
ring of

4-{5-[(methyl-{2- [methyl- (4-biphenylylsulfonyl)amino] -
ethyl }amino)methyl] -2-oxooxazolidin-3-yl}benzamidine,



4-{5-[ (et hyl - {2-[ met hyl - (4-i sopr opyl benzenesul f onyl ) -

am no] et hyl ) am no) net hyl ] - 2- oxooxazol i di n- 3-yl } - benzam di ne, 5
4-{5-[ (et hyl - {2-[ et hyl - (| - napht hyl sul f onyl ) am no] -
et hyl } am no) net hyl ] - 2- oxooxazol i di n- 3- y| Fhenzam di ne, gi ve t he

Gty et hyl ark 9~ BRSO o oo w2 AR g R 2 e Ol

(Mr - NH2) ; 1&mino] et Hy] Part{rds )[nfettyddpromydecezedsddanft-3nyl } et hyl -

am no] et hyl } met hyl am no) - 2- hydr oxypr opyl am no] - benzam di ne, di acetate,
El 461; ”Bbegzg'ﬂl-‘? U1 2-1 (1- napht hyl sul f onyl ) met hyl ami no] et hyl }- 20
nmet hyl am no) - 2- hydr oxypr opyl am no] benzam di ne, di acetate, ElI 469.

oxadi azol - net hane- ul fonate and 3. 17

Exanpl e 7 5 25§_ﬁge§]@lk 1&219%(&3 zxig% il'g?lﬁ{%l[ts{l th{y?rshif(aﬁymzam%oﬁl,ZA]-
g of sodium azegbﬂﬁarsbn%m%ffhyll-%ﬁmﬁ%mhiéiins%ﬁé%t}ganﬁﬁ@é 1R€f| ux for

40 hours. guséomary work-up gives 5-azidonethyl-3-[4-(5-nmethyl- 30

[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] oxazol i di n- 2- one. 7.7 g of azido conpound
are suspended in ethyl ene gl ycol dimethyl ether, 3.6 m of trinethyl
phosphite ghe tbepoatdedoelslvt he mixture is stirred under refl ux

for 1.5 hgﬂ£s. 4.9 mM of half-concentrated HO are 35 added and the

m xture i oiled for a further 3 hours. Cust omary work-u gi ves
5-aninonethyl-3-[4-Q5{&E(h&+£(4-biphenylylsu1fonyl)methylamino?-

[1, 2, 4] - oxadi azp} az. 0l J Al 25 ; . Qe L de.
I e A Lt N Aok s e
diacetate, EI 460 (M" -NH;);

15 4-[3-({2-[(4-isopropylbenzenesulfonyl)methyl-
amino] ethyl }Jmethylamino) -2-hydroxypropylamino] -
benzamidine, diacetate, EI 461;

4—[3—({2-[(l-naphthylsulfonyl)methylamino]ethyl}-
20 methylamino) -2-hydroxypropylamino]benzamidine,
diacetate, EI 4689.

Example 7

25 A solution of 10.6 g of methyl {3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl jmethane-
sulfonate and 3.17 g of sodium azide in 50 wml of
acetonitrile is heated under zreflux for 40 hours.
Customary work-up gives 5-azidomethyl-3-[4-(5-methyl-

30 [1,2,4]}-oxadiazol-3-yl)phenyl]oxazolidin-2-one.

7.7 g of azido compound are suspended in ethylene
glycol dimethyl ether, 3.6 ml of trimethyl phosphite
are then added and the mixture is stirred under reflux
for 1.5 hours. 4.9 ml of half-concentrated HCl are

35 added and the mixture is boiled for a further 3 hours.
Customary work-up gives 5-aminomethyl-3-[4-{(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl]loxazolidin-2-one,
hydrochloride.



wi th basic ion exchanger and stirred for 2 hours. Renoval of the ion
exchanger and the sol vent gives 5-

am nonet hyl - 3-[4-(5-methyl -[ 1, 2, 4] - oxadi azol -3-yl)- 5

phenyl | oxazol i di n-2-one ("D"). SLnyFaLIy to Exanple 1, reaction of
"D wi th 3, 4-difluorobenzenesul fonyl ch|oride %Evif 10 )

3, 4- di | uor o- NFYS- E@MPQUREt HyA - puspengedyani dighloromethane, admixed
3-yl) phenyl ] - 2z0x00%320]d diienS- gkBRbhYET bestEEnetirredsuEbenani desurs.

wi th 4-nmet hoxybenzenesulf

4- et hoxy- N { BFHRYEE B thl}él[ f%gll ?ﬁr}ls v ie\ggqr_} _the solvent gives 5-

yl) phenyl ] - 2- cxmbxemet iyl 18 5t4/4 (Eindidenize2edil-bandiazolaftgeé) - with
4 ohl or 0. 3501 PRV O FRE LR oY BB es 20

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } - benzenesul f onam de;
w th butylsulf ri ' 25 - £ wp

N-{ 3- [ 4- { 5- net ﬁi;'}{‘l‘ﬁpjz‘?ﬁgg%’gé ol 3 5T oheny T 2-

oxooxazol i di n-5-yl met hyl } but yl sul f onam de; W th

3-trifluoronethythenzenest] dorpecidde fiMeshloride gives

phenyl ] -2 akooxazol § of FRSE VBT YT 43 L3~ (cieritds dir dn v gEadiakol-yy ¢
i;?gthh{IsuIfﬁnyl)pﬁéﬁyiﬁezgﬁx@ﬁxazolidin—5-y1methyl}benzene-
-[4-(5- et =[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] 2- 35
¥ Frdefidy

oxooxazol i di n- 2- napht hyl sul f onam de. SSmlarly to
Exanple 2, the conpounds below are obt ai ned by hydrogenati on of
the SU|f0na”‘d$§th 4-methoxybenzenesulfonyl chloride givéé B

15 4-methoxy-N-{3-[4-(5-methyl-[1,2,4]-oxadiazol-3-

y1l)phenyl] -2-oxooxazolidin-5-ylmethyl }benzenesulfon-

amide;

with 4-chloro-3-nitrobenzenesulfonyl chloride gives
20 4-chloro-3-nitro-N-{3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-

benzenesulfonamide;

with butylsulfonyl chloride gives
25 N-{3-(4- (5-methyl-{1,2,4]-oxadiazol-3-yl)phenyl]}2-
oxooxazolidin-5-ylmethyl }butylsulfonamide;

with 3-trifluoromethylbenzenesulfonyl chloride gives
3-trifluocromethyl-N-{3-[4- (5-methyl-[1,2,4]-
30 oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-ylmethyl}-

benzenesul fonamide;

with 2-naphthylsulfonyl chloride gives
N-{3-{4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]2-
35 oxooxazolidin-5-ylmethyl}-2-naphthylsulfonamide.

Similarly to Example 2, the compounds below are
obtained by hydrogenation of the sulfonamides



4-{5-[(3,4-difl uorobenzenesul f onyl am no) met hyl ] - 2-
oxooxazol i di n- 3-yl } benzam di ne, acetate, FAB 411,

4-{5-[ 4- met hoxybenzenesul f onyl am no) nethyl]-2- 5
oxooxazol i di n- 3-yl } benzam di ne, acetate, 78AB 405; 4-{5-

[(S'anin0'4'Ch|Orngpﬁﬁ?géiq%5§¥@fﬂg%§%ghzenesu%fogylapigo)metﬂ%i]‘%b

nmet hyl ] - 2- oxooxazol1d bénzam dine, acefat

4- {5- (but yl subferrdzed ibdmst 1yl oehzedcdiaeo| rdetiate, FBBytlbenzami di ne,
acetate, FAB 355; 4-{5-[(3-trifluoromet hyl benzenesul f onyl am no) -
15 nethyl]-2-oxooxazplidin-3-yl}benzam dine, acetate, FAB 443;
4-{5-[ (2= napht hy| su& fcryl4nfetdiaretgpgenesul fonylamino) methyl] -2-

oxooxazol i ¢ n-Sxybrbaizadl Nes1 Al dindB 42etake, rFapExesple 8
Simlarly to Exanples 3 and 4, 25

3,4-difluoro-N-{3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) -

phenyl ] - 2- oxooxazol o+ B ni & \dmiridvd Jdanzebesizehesatfdaylamigobyes

4-13-(3,4-di fluoro nesul f.onyl.am_na) - Cqs

vl oxypr opy ARGy Der AT Sieara s Y A Rg ggRiggne,  acetate, TAB

[err] 424; [err] [err]

4- met hoxy-N-{3- [ 4- (5-net hyl -[1, 2, 4] - oxadi azol - 3-yl) -

phenyl ] - 2- oxooxazol i di n-5-yl et hyl } benzenesul f onam de 35 gi ves
4-{5-[(butylsulfonylamino)methyl] -2-oxooxazolidin-

3-yl}benzamidine, acetate, FAB 355;

4-{5-[(3-trifluoromethylbenzenesulfonylamino) -
15 methyl]-2-oxooxazolidin-3-yl}benzamidine, acetate, FAB
443;

4-{5-{(2-naphthylsulfonylamino)methyl]-2-
oxooxazolidin-3—yl}benzamidine, acetate, FAB 425,
20

Example 8

Similarly to Examples 3 and 4,

25 3,4-difluoro-N-{3-[4-{(5-methyl-[1,2,4]-oxadiazol-3-yl)-
phenyl] -2-oxooxazoloidin-5-ylmethyl }benzenesul fonamide
gives

4-[3-(3,4-difluorobenzenesulfonylamino) -2-
hydroxypropylamino] benzamidine, acetate, FAB 385
30

4-methoxy-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl) -
phenyl] -2-oxooxazolidin-5-ylmethyl }benzenesulfonamide
35 gives I



- 74 - 4-[ 3- (4- met hoxybenzenesul f onyl am no) - 2- hydr oxy-

propyl am no] benzam di ne;
4-chloro-3-nitro-N-{3-[4-(5-nethyl-[1, 2, 4] -oxadi azol -3- 5 vyl

phenyl ] - 2- oxooxazol i di n-5-yl nmet hyl } benzeneg- - sul f onam de gi ves

4-[ 3- (3-am no- 4-chl orabenzenesul f onyl am no) +2- . o _
hydroxypropylanino]'éﬂghgfﬁﬁéﬁboxygﬁgzenesuafonylaman) 2-hydroxy

N- { 3- [ 4- ( 5- netgndpy g ot - eredimdddine3- yl ) phenyl | - 2- oxo-

oxazol i di n-5-yl net hyl } but yl sul f onam de gi ves
4-[3-(buty|su|fony|anino)-2-hydroxypropy|aninoﬁ- benzam_ di ne, acetate,
FAB 329: 15 4-3hkqnaforvidaacV-{R-{[4-[(B-msthyinyl. P14 -9¥2diasP bzt -
3-yl ) phenylg] - 2, o070l 1 didk e ARty h-BepapRehy] }befilehonani de gi ves
4-13-(3-trifldoronet hy] benzenesul f onyl am no) - 2-

hydr oxypr opy! a##-HePPAEMASSiHiIRE acetate, FAB 417; 20

N-{3-[ 4- (5-net hyl - [4, P3 4]3-adidicazclchlopiobeheeykbul foxglamino) -2-
oxazol i di n-5-yl|

4-[3-(propy|sJﬁ%ﬁé%%§#é§£ﬁgg%#§ﬁ%%%%%gbsﬁgggng- benzam di ne, acetate,

FAB 391. 25 Exampl e 9 A solution of 30.0 g of nethyl

{3-[4-(5- thy%,: _,6.4-- - - i -3- h -2-0x0-
oxadiazolgé-yl pgén ?]133%§389a26'Fd#%-§?§9f#€?%aﬁe¥l§8 egﬁ}%ona?ﬁpand 300
m of aqueous P2y} bddme soingtid bntylsuddonamide FieSs heated under

pressure at 80[ err] L {9r (thiylsul TR anh) QBB LY WSkl pEEpPL ¥RSNo] -
5- net hyl am nonet hyl - 3-

[ 4- (5- met hyl - [RenZapidiagy £t Fpfed??ioxazol i di n- 2-one ("E'). 35
Simlarly to Exanple 1, reaction of "E wi th butyl sul fonyl chloride
gi ves

N—nethyl-Nﬁ%3-fan%ﬁ}ﬁR?@W%ﬁﬁX%zNﬂ{}6Qg6#5§gpigyi—[l,2,4]—oxadiazol—

3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-

sulfonamide gives
4-[3-(3-trifluoromethylbenzenesulfonylamino) -2~

hydroxypropylaminolbenzamidine, acetate, FAB 417;

20
N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -2-oxo-
oxazolidin-5-ylmethyl}-2-propylsulfonamide gives
4-[3- (propylsul fonylamino) -2-hydroxypropylamino] -
benzamidine, acetate, FAB 391.
25

Example 9

A solution of 30.0 g of methyl {3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl}methane-

30 sulfonate and 300 ml of agqueous methylamine solution in
300 ml of THF is heated under pressure at 80°C for 18
hours. Customary work-up gives b5-methylaminomethyl-3-
[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]oxazolidin-
2-one (™E”).

35
Similarly to Example 1, reaction of “E”

with butylsulfonyl chloride gives



yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } but yl sul f onam de; wth

4-i sopropyl benzenesul fonyl chloride gives 5

4-isopropyl -N-methyl -N-{3-[4-(5-nethyl-[1, 2,4]-

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-4 net hyl } - benzenesul f onam de;

with 3-trifluoronet %%?ﬁ6§52§§§5{Eg%gééégéﬁéfﬁﬁf¥ﬁqﬁﬁJg%adiazol—3—

3-trifluoronethyl -

[1, 2, 4] - oxadi agd) pBepy) pheapkdoRapabidiazos +imetthyl Jbutylsulfonamide;

met hyl } benzenesul f onam de; wi t h phenyl vi nyl sul fonyl chloride gives 15
N-net hyl - N-{3-[4-(5-nethyl -[1, 2, 4] - oxadi azol - 3- . .

yl ) phenyl ] - 2- owdthas ol edbnoByybepzenesphtenylighdoride gyefonani de;

with 2- naph§ hyl sul fqnxgﬁggbﬁglgﬁz]qéyﬁﬁ%@-{z- [4- (5-methyl-[1,2,4]-

N- et hyl - N-{ 3- [ 4- ((5- net - oxadi azol - .

yl ) phenyl ] - 2- oRB3SABEPLAPNY ) pheRyhl T3 - 5opEd PR Adin- 5-Ydmetdndnide;

wi th 4-propyl bgaaesasell eybhmelkori de gives 25

4-propyl -N-nmet hyl -N-{3-[4-(5-nmethyl -[1, 2, 4] -

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } - benzenesul f onam de;
wi t h 4- met hoxykernhesesut FonpronbthylbdengenesuBfonyl chloride gives

4- met hoxy- N- met hyl - 3= [4-.(5- [ N (24 (e _

oxadi azol - -yI)phen??}yi%g%ég§§§%gygi%??égﬁ%%fﬁyii-[4 (5vg§ﬁggﬁésulfonanide;
with 2,4, 6-trirat,Rykbepxedésabl odyyl thery k- i eeoREzolidin-5-yl-
R e

[1, 2, 4] - oxadi azol 2- oxooxazol i di n-5- yl net hyl
} benzenesul f onam de; wi th benzoyl chloride gives
with phenylvinylsulfonyl chloride gives

15 N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-
yl)phenyl]-2-oxooxazolidin—S-ylmethyl}phenylvinyl—

sulfonamide;

with 2-naphthylsulfonyl chloride gives
20 N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-
yl) phenyl] -2-oxooxazolidin-5-ylmethyl}-2-naphthyl-

sulfonamide;

with 4-propylbenzenesulfonyl chloride gives

25 4-propyl-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide;

with 4-methoxybenzenesulfonyl chloride gives

30 4-methoxy-N-methyl-N-{3-[4-(5-methyl-{1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide;

with 2,4, 6-trimethylbenzenesulfonyl chloride gives
35 2,4,6-trimethyl-N-methyl-N-{3-[4-(5-methyl-
[1,2,4])-oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-

ylmethyl }benzenesulfonamide;

with benzoyl chloride gives



- 76 - N-net hyl - N-{3-[4-(5-net hyl -[1, 2, 4] - oxadi azol - 3-
yl) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } benzam de; wth

2- napht hyl carbonyl chloride gives 5

N-net hyl - N-{3-[4-(5-nethyl -[1, 2, 4] - oxadi &s0l- 3-

yl ) phenyl ] - 2- oxooxagol L 8i Nt Sqyhaethyld - }ﬂgghi Yiy a1 _ [ ankde;
With cyclohexylcarb%né%g%ﬂ}g¥iL%Eg?vg%f%% 'z, 41 ox%@%g%é

N- met hyl - N- { 3- 72 pBenst hy? - prooxazo bidid drof gt hyl }benzamide ;

yl ) phenyl ] - 2- oxooxazol i di n-5-yl met hyl } cycl ohexyl - car boxam de;
wi t h 4-bi phenyl yl carbonyl ch] oride gives 15 ,

N- et hyl - N-{ 3- Fatps2 n@%mthﬂ?@?mng&aqﬂ%d%sms

yl ) phenyl ] -2- oxooxagomé ghit SNy { se{dy | §-dedhyaheny,2yl4] -oxaddarzbaxari de;

wi th 4-chl orobenzoyl chloyxide gives. 20.

4- chl or o- N- met w@fpﬁe{%ﬂ 227 8% ?\?/‘Fl’[‘%ré', 5yimethyl}-2-naphthyl-

oxadi azol - 3-yl rpheoybkhi@epxooxazol i di n-5-yl net hyl } - benzam de;

W th 4- (1, 1-di et hyl propyl ) benzenesul f onyl chloride 25 gives

4- (1, 1-di met hyl propyl ) - N-met hyl - N-{3-[ 4- ( 5- net hyl -

[ 1, 2, 4] - oxadi awdkh3cyt}phenyl arboxybxeldyidgla B ves

yl met hyl } zenesul {;0 i g€in. (30 k »1di 4l worgqh sehfanyl

chl ori de élbf@es iy Hég%,gg-%i {?U([)‘%)(I)v(%\l-hnnegctka{lll q\lk'?% 4?4%:@%% E{}I -g[ 1,2,4]-
oxadi azol - 3- y| YPhERGRY1D- dxevResare i $im-51 HeeRyL] cyclohexydinesul f onani de:
35 wth 4-tertzbubxhhReagenesul fonyl chloride gives
4-tert-butyl-N-nmethyl -N-{3-[4-(5-nethyl-[1,2,4]-

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } - benzenesul f onam de;
with 4-biphenylylcarbonyl chloride gives
15 N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-

v1)phenyl] -2-oxooxazolidin-5-ylmethyl}-4-biphenylyl-

carboxamide;

with 4-chlorobenzoyl chloride gives
20 4-chloro-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol—3—yl)pheny1]—2—oxooxazolidin-5—ylmethy1}—

benzamide;

with 4-(1,1-dimethylpropyl)benzenesulfonyl chloride
25 gives
4-(1,1-dimethylpropyl) -N-methyl-N-{3- {4~ (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl }benzenesulfonamide;

30 with 3,4-difluorobenzenesulfonyl chloride gives
3,4-difluoro-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-

benzenesul fonamide;

35 with 4-tert-butylbenzenesulfonyl chloride gives
4-tert-butyl-N-methyl-N-{3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide;



- 77 - with 4-trifluoronethyl benzenesul fonyl chloride gives
4-trifluoronethyl - N nethyl -N-{3-[4-(5-nethyl -
[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-

yl met hyl } benzenesul f onam de; 5 wi t h- #pent yl benzenesul fonyl chlori de

gi ves 4-pept yl - - i As 3ﬂ§% - b i
oxadiazol-3-yIY%E§n§Ifgég%gg%géé%§§%§%é%§é§%na %ﬁ%}_k%l%mégﬁa ﬁggﬁlfonanide;
10 wi th 1- napht Aytsifleayometliyt i Nrenefilvigls-N- {3~ [4- (5-methyl-

N-met hyl - N-{ 3- [14- 65z et hyki b2 g4§4-5y§g% | - 3- 1idin-5-
yI)phenyl]-2-o§obgé%gfgg¥n}5-3lnet%yl - #ﬁﬁq ﬁg%ﬁ?ﬁvfgjlﬁghanide. 15
Simlarly to EY&WBFBY§5b?ﬁéeéﬁﬁﬁkiﬁﬁﬁm%ﬁﬁbm/are obt ai ned

5-{5-[ ((butyl sul fonyl ) met hyl am no) net hyl ] - 2- 20
?é???a20|ldln_%1¥£}2?Bégg§9£2§éegggﬁf¥§%¥i?%%fg¥%de gives

5-{5-[ ((4-i sopropyl hepzadesulifeaeyhyhet-hil ap nh-mthyl- (1,2, 4] -

met hyl ] - 2- oxooxazql.i di n- 3- nzan din cetate, . F. 1;
5- (5-[((3-trif Pﬁ%ﬁ&%?%?bﬁ%i@ﬁ%ﬁﬁﬂ gény%?r%’?%zs Aidin-sYimethyl
am no) net hyl ] - BeozeorandEodami@eyl } benzani dine, 30 acetate, FAB 457,
S-{5-[ ((phepyl et hyl sul fonyl ) met hyl am no) net hyl ] - 2-
oxooxazol i'di n-3-yl } benzam di ne, acetate, FAB 417, 35
5- { 5- [ (( 2- naphwhybs d-narPFRkEnyf amy -hoj e idg -glves
0X00X320|'d'n'3'y|}ﬁeﬁéEH&gLﬁe{B—[4—(5-methyl—{1,2,4]-oxadiazol-3-
y1l) phenyl] -2-oxooxazolidin-5-ylmethyl}-1-
naphthylsulfonamide.
15
Similarly to Example 2, the compounds Dbelow are

obtained

5-{5-[((butylsulfonyl)methylamino)methyl]-2-
20 oxooxazolidin-3-yl}benzamidine, acetate, FAB 369

o
I
HN -
O T
H,N ¥ o)
0

5-{5-[((4-isopropylbenzenesulfonyl)methylamino) -
25 methyl]-2-oxooxazolidin-3-yl}benzamidine, acetate, FAB
431 ;

5-{5-[((3-trifluoromethylbenzenesulfonyl)methyl-
amino)methyl] -2-oxooxazolidin-3-yl }benzamidine,
30 acetate, FAB 457;

5-{5-[( (phenylethylsulfonyl)methylamino)methyl]-2-
oxooxazolidin-3-yl}benzamidine, acetate, FAB 417;

35 5-{5- { ((2-naphthylsulfonyl)methylamino)methyl]-2-

oxooxazolidin-3-yl}benzamidine;



- 78 - 5-{5-[((4-propyl benzenesul f onyl ) net hyl am no) -
met hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne; 5

5-{5-[ ((4- nmet hoxybenzenesul f onyl ) met hyl am no) -

met hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne;78 -
5-{5-[((2,4,6-trinethyl benzenesul f onyl ) net hyl -

anlno)nethyl] 2- oxooxazol i di n- 3-yl } benzam di ne;

5-{5- [(benzoylnethyﬁahﬁnéXﬁﬁthy¢9¥$b¢ﬁ@ﬁn@§uﬂﬁqnxi)methx?%ﬂ?P@énzanld|ne
5-{5-[(2- naphtH¥£ﬁ?iPoﬂ¥6£8&ﬁﬁééﬁ1&EHI§ﬂ§E@ﬂe&%aﬁ%élne,

oxooxazol i di n- 3-yl } benzam di ne;
5-{5-[ (cycl ohexyl car bonyl net hyl am no) net hyl ] - 2-

oxooxazol i &4 n-3-yl } be EaWK@4nﬁetho£ enzenesulfonyl)methylamlno)

5-{5-[(4- blphen §¥|Eirgoﬁ¥é$§%2 ifﬁg cgrn¥fggdzamldlne,

oxooxazol i di n- 8%
5-{5-[ (4-chl orobenzoyl met hyl am no) net hyl | - 2- oxo-

lid b d . Si.d |
?éafz kSIEEEhgl} ené g% E§gdl§gs tﬁ&é%gﬂ}fgéﬁQenégﬁfpényl)methyl—

yl) phenyl ] - 2- onmonaimethyhl52y¢$quazqk%dﬂnrﬁnﬁk§benzammﬂlne, but yl ami ne
give the ound 5- but yl am nonet hyl - 3-[ 4-

(5-nmethyl-]1,2,4]- oxa i azol - 3-yl phenyl]oxazolldln 2- 30 one & -1")
Reaction of "E 1" 5 - \hil PEN B HIQ i AR AT J-Gmprosrpaei aélarves

6- chl or o- N- but gL mgggn&gmiélﬁ@thyl [1,2,4]-
oxadiazol-3-y|)pﬁeny|] - oxooxazol i di n- 5 yl nmet hyl } - 2-

napht hyl sul f onani de; wi t h 4-bi phenyl yl sul fonyl chloride gives
5-{5- [ (2-naphthylcarbonylmethylamino)methyl] -2-

15 oxooxazolidin-3-yl}benzamidine;

5-{5- [ (cyclohexylcarbonylmethylamino)methyl] -2-

oxooxazolidin-3-yl}benzamidine;

20 5-{5-[(4-biphenylylcarbonylmethylamino)methyl] -2-

oxooxazolidin-3-yl}benzamidine;

5-{5-[(4-chlorobenzoylmethylamino)methyl] -2-oxo-

oxazolidin-3-yl}benzamidine.

25
Similarly, methyl {3-[4-(5-methyl-[1,2,4]-oxadiazol-3-
y1l)phenyl] -2-oxooxazolidin-5-yl }methanesulfonate and
butylamine give the compound 5-butylaminomethyl-3-[4-
(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]oxazolidin-2-

30 one {(“E-1")

Reaction of “E-1*

with 6-chloro-2-naphthylsulfonyl chloride gives

35 6-chloro-N-butyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-2-

naphthylsul fonamide;

with 4-biphenylylsulfonyl chloride gives

35



- 79 - N-butyl -N-{3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) -
phenyl ] - 2- oxooxazol i di n-5-yl net hyl } - 4- bi phenyl yl - sul f onam de; 5wth
2- napht hyl sul fonyl chl ori de gives

N-hutyl -N-{3-[4-(5-nethyl-[1, 2, 4] - oxadi-azz® ~-3-yl) -

phenyl ] - 2- oxooxazol {;0j v et hyl } qﬁgﬂg;hy swl f,an, : hdg._ 10
Exanpl e 10 SI%?Q??:)[/ %IgF g%wg}%s 3 nld HA%,'LH'IQ ?xadla%@l 3-y1)
N- et hyl - N- { 3- PaepBl he? ngkop1aso b} d i wbsg thyl 4 -biphenylyl -

phenyl ] - 2- oxooxaxdbhaiid®; yl net hyl } but yl sul f onam de gi ves

4-{3- [ (butane-1-sul fonyl)net hyl am no] - 2- hydr oxy-

propyl am no} benzam di ne . , [err]
[err] with 2—napP§hy}sulfonyl chloride giv&s ] 20

4-i sopropyl - N-met hyk=blu{ 31 [ 8- (5- @t teimdthhy2l 4]1,@xa] -oxadiazol-3-yl1) -

gives P BB R N e PR shtgbRneT °°

hydr oxypr opyl agra8gbenzani di ne, acetate, FAB 405;
3-trifluoromethyl-N-methyl-N{3-[4-(5-nmethyl-[1,2,4]- 30

oxadiazol-fsyl% henxl]-g-oxooxazolidin-5-y|nethy|}- benzenesul f onam de
gi ves —géﬁg—ﬁ%é—trifluoronethylbenzenesulfonyl)nethyl- ,
am no] - 2- hydr oxypr opyl am no} benzam di ne, acetate, FAB 431; 35

N-met hyl - N-{ 3- E4mb P2 PRy hyb - Etampfds OXagh@zp) - 3-y1) -

N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl) -
15 phenyll-2-oxooxazolidin-5-ylmethyl }butylsulfonamide
gives
4-{3-[(butane-1-sulfonyl)methylamino] -2-hydroxy-
propylamino}benzamidine

0

I
HN -
@HNMN ﬁ\/\/
20 N ©

4-isopropyl-N-methyl-N-{3-[4- (5-methyl-[1,2,4] -oxa-
diazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-
25 sulfonamide gives
4-{3-[(4-isopropylbenzenesulfonyl)methylamino] -2-
hydroxypropylamino}benzamidine, acetate, FAB 405;

3-trifluoromethyl-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
30 oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide gives
4-{3-[(3-trifluoromethylbenzenesulfonyl)methyl-
amino] -2-hydroxypropylamino}benzamidine, acetate, FAB
431;
35 )
N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl) -
phenyl] -2-oxocoxazolidin-5-ylmethyl }phenylvinylsulfon-
amide gives



phenyl ] - 2- oxooxazol i di n-5-yl met hyl } phenyl vi nyl sul f on- am de gives
- 80 - 4-{3-[ (phenyl et hyl sul f onyl ) net hyl am no] - 2-

hydr oxypr opyl am no} benzam di ne;

N-net hyl - N-(3-[4-(5-nethyl-[1, 2, 4] - oxadi agpl-3-yl)- 5

phenyl ] - 2- oxooxazol i,di;g- 5- -2- 1 S &1 de gives
4-{3-[(2-naphthy|suﬁfégyﬁfé%EE%?é%$%%?gggﬁéiﬁiﬁﬁﬂﬂiﬁémlno] A oy
propyl ani no} behr8rPayRECPYEamane | Peppanidine; 10

6-chl oro- N-nmet hyl - N-{3-[ 4- (5-net hyl -[ 1, 2, 4] - oxadi azol -

3-yl)phenyl ] -2-0xo0xazoli din-5-yLnethyl 1-2-napht hy] -.. sul fgnam de gi ves
4-{3-[(6-chl or &~ ?%)é‘éfﬁfhyﬁéﬁllgé&l"f‘ﬁ@)ﬁ%l’ g}nn%b‘{ﬁ- g%/xadlaml S ]
hydr oxypr opy| aphesyBén2ankdprezohtdint &,y ey} -2-saphthylsulfon-
4-propy|-N—netgxhag-ggvgg-(S-nethyl-[1,2,4]-oxadiazol-

3-yl) phenyl ] - 2- oxooxazql i.di n- 5- h benzene- sul.f m de gi ves
4-{3-[(4-propy|benzéﬁégﬁﬂggﬁ???ﬁ%ﬂﬁ;?é%%ﬂ%?fﬁmeEﬁylamlno]}yl yd%°£%"

hydr oxypr opy| apropylleniaoi}teneamadéheat eacEpEl0FAB 413 ;

4- met hoxy- N-nmet hyl - N-{3-[ 4- (5-net hyl -[ 1, 2, 4] - oxadi azol -

3-yl) phenyl ] - 2- oxooxazol i di n- 5-y] met hyl } benzenesul f on- anj.de gives 25
4-13-[ (4- m’é% ho@@@%ﬁéﬁ@%ﬁf“ﬁ&ﬁﬁyﬁémfﬁy?fém?%bf]‘@%@‘ (2%, 41 o813 -

hydr oxypr opy! arsi-ya)) phensgii] dbrexcagetal £difAB-BRBethyl}-2-naphthyl-
2,4,6-trinethyl_- ;- Nf 3-L4- (5-nethyl -[1, 2, 4] -

oxadiazol-3-y|f%h§%§l -g?ogggigzolidin-S- | et hyl }- 30 benzenesyl f onam de
gi ves 4-{ 3-4[-({2,-4}6:9#1#%9n%rﬁ%ﬂlzéwé%wymvm Lamino]-2-

am no] - 2- hydr oxydreRypasoplhhensibetdari dinept adeat SARFAB 4405, 35
5-{5-[(ben£9ylnethylanino)nethyl]-2-oxooxazo|idin-3- yl } benzam di ne

i ves 4-13-[ (benzoyl net hyl am no] - 2- hydr oxypr opyl am no} -
genzanidine; 4-;;og§ —N—me%hyl~N¥{3—[4—%5—meg£yl—Yf12}Qﬁ—oxadéﬁzol-

3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-
sulfonamide gives
4-{3-[(4-propylbenzenesulfonyl)methylamino] -2-
20 hydroxypropylamino}benzamidine, acetate, FAB 405;

4-methoxy-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-
3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzenesulfon-
amide gives

25 4-{3- [ (4-methoxybenzenesulfonyl)methylamino] -2-
hydroxypropylamino}benzamidine, acetate, FAB 393;

2,4,6-trimethyl-N-methyl-N-{3-{4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
30 Dbenzenesulfonamide gives
4-{3-[(2,4,6-trimethylbenzenesulfonyl)methyl-
amino] -2-hydroxypropylamino}benzamidine, acetate, FAB
405;

35 5-{5-[(benzoylmethylamino)methyl]-2-oxocoxazolidin-3-
yvl}benzamidine gives
4-{3-[(benzoylmethylamino] -2-hydroxypropylamino}-
benzamidine;

40 5—{5—[(2—ﬁaphth&icarbonylmethylamino)methyl}—2-oxo—
oxazolidin-3-yl}benzamidine gives



40 5-{5-[(2-napht hyl carbonyl net hyl am no) net hyl ] - 2- oxo-

oxazol i di n- 3-yl } benzam di ne gi ves - 81
- 4-{3-[ (2- napht hyl car bonyl net hyl am no] - 2- hydr oxy-
pr apyl am no} benzami di ne; - 81 -

5 {5 [ (cycl ohexyl ca bony| gt,tgggv@m@a% W kie?n9t Qi o] - 2 -hydroxy -

oxazol i di n-3-yl } benz

4- { 3- [ (cycl ohexaPR%E B HRENHEASAIRS:- 2- hydr oxy-

pr opyl am no} benzami di ne;

5-{5-[ (4-bi phegyg FRLS b%%eﬁ,gglhcvasr%@n%m&waln&o‘?%agthw1 ~2-oxo-

oxazol i di n- 3-yt}

4-{3-[ (4- b|5phewyag/¢1:aq1qu/+yﬂe b zeniddne giy@soxy -
propyl am no} benzam gi [(c clohexylcarbonylmethylamlno} -2-hydroxy-

5-{5-[ (4-chl orobenz anlno net hyl ] - 2- oxo-

oxazol i di n- 3- fo%%ﬁﬁ%

4-{3-[(4- chlorobenzoylnethylanlno] 2- hydroxy- pr opyl am no} benzami di ne;
4-(1,1- dlnethygp 9DY y N Idrfr et TR R no? Rethyl] -2 -oxo-
[1,2,4]- oxadlazo ﬂiﬁ 2 oxoo azolidin-5-yl-
nethyl}beﬂ%bne@ﬁ??%%h nzamidite gives

42{ﬁ 5(4 (1,1- dLnethy{p¥Dpy+biphﬁnymymﬁdﬁhqﬂgmmetﬁzéaiggpﬂggfhgﬁroxy-
- ydr oxypr op etate ;
3, 4-difluoro- 8€¥f€%€ﬁ?§@%ﬁ£%é$§ma -[1, 2, 4] - oxa-

di azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5 ylnethyl}benzene- sul f onam de
giyes] . 54{ § 31 [ £ 3chlswoslverzoEinphyienrens melthydy - prekbyl - 30

am no] - r ox ate, FAB 411,
tert butsl - NREFRDIRE %?PF%%@ n%“‘*hd%%i 3 o

di azol - 3- yI)phenyI]42{%x b&a%@ﬂ??ﬁbﬁﬁ?%ﬂ 1aﬁéﬁf@n8 h¥8XoZYrf onani de
gi ves pﬁobﬁiéﬁﬂn@pméniumﬁdimguenesulfonyl)nethylanlno] 2-

4-(1,1-dimethylpropyl) -N-methyl-N-{3-[4- (5-methyl-
20 [1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl-
methyl }benzenesulfonamide gives
4-{3-[(4-(1,1-dimethylpropyl)benzenesulfonyl) -
methylamino] -2-hydroxypropylamino}benzamidine, acetate,
FAB 433;
25
3,4-difluoro-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxa-
diazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-
sulfonamide gives
4-{3-[(3-fluoro-4-methoxybenzenesulfonyl)methyl-
30 amino] -2-hydroxypropylamino}benzamidine, acetate, FAB
411;

4-tert-butyl-N-methyl-N-{3-[4-(5-methyl-{[1,2,4]-oxa-
diazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-
35 sulfonamide gives
4-{3-[(4-tert-butylbenzenesulfonyl)methylamino] -2-
hydroxypropylamino}benzamidine, acetate, FAB 419;

4-trifluoromethyl-N-methyl-N- {3-[4- (5-methyl-[1,2,4]-
40 oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide gives



hydr oxypr opyl am no} benzam di ne, acetate, FAB 419;
4-trifluoronethyl -N-nethyl -N-{3-[4-(5-nethyl-[1, 2,4]- 40

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl } - benzenesul f onam de
gi ves - 82--82 -

4-{3-[(4-trifluorongt I Jgﬁ%! I _

am noj - 2- hydroxyprq? P%nlnoqgghz I'n XHH%%%?SPgsulﬁxgyl)meﬁ§¥l 5
4-pentyl - N net%mn%f{%flﬁxﬁ{@:mwlw@ Vpengeadrane, - acetate, FAB
3-yl) phenyl ] - 2433x00xazol i di n-5-yl met hyl } benzenesul f on- am de gives
4-{3-[ (4-pentyl benzenesul f onyl ) net hyl am no] - 2-

hydr oxypr opyl am no} benzam di ne, acetate, FAB 433; 10

N- met hyl - N§{ 3-{@%@%1&3111&'6[@321%]{30x%i (Zroletdyyl)1,2,4] -oxadiazol-

phenyl ] - 2- oxoox f%QQJE¥JBQ£2651 Eh%h%hﬁgkhgﬂ}benzeﬁgggffgﬁyes
4-{3-[(1-naphthy fon met hyl am no] - 2- - 15
propyl am no} bed2Hi d$ﬁ%§sacetate FAB 413;

6- chl or o- N-but y! - N-,{ST;{AE(@- ﬂ}bﬂ]be[n]z.e%e%]ul(f g'lf)‘ﬁ@th‘}iamlno] -2-

yl ) phenyl ] - 2- azol i di t hyl napht sul f onam de gi ves 20
4-{3-[(6- chlor%Yér riﬁﬂ#qﬁ%% %&ﬁpnochtate, FAB 433;

hydroxypramylanlno}benzanldlne

%gﬁm y- gio&ia‘é%% n}}wS J ] gtﬁ‘:] I“}e)@ éhén )fl gxﬁgl P%ona}ﬁlhe gi ves

4-{3-[ (4-bi phemmwbmzmqmqmlaimm@ ﬂmethyl} 1-naphthylsulfon-
hydr oxypropyl ag n9s di ne;

N-butyl - N-{3-[4-(5- g -[1, 2, 4] - oxadi azol - 3-yl ) -

phenyl ] - 2- oxooxazol4d 3rE#%nqﬁﬁhﬁﬂn1591ﬁ§ﬁﬂtﬁ@ﬁ§hyﬂéﬁln°] 2 ghydEcRi ves

4-{ 3- [ (2- napht hidsyl d@ind Jhui2dndid ite], - 2@y FaB 413;
pr opyl am no} benzam di ne.
6-chloro-N-butyl-N-{3-[4- (5-methyl-[1,2,4] -oxadiazol-3-
v1)phenyll -2-oxooxazolidin-5-ylmethyl}-2-naphthyl-
sulfonamide gives
20 4-{3-[(6-chloro-2-naphthylsulfonyl)butylamino] -2~

hydroxypropylamino }benzamidine;

N-butyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)-
phenyl] -2-oxooxazolidin-5-ylmethyl}-4-biphenylyl-
25 sulfonamide gives
4-{3-[(4-biphenylylsulfonyl)butylamino] -2-
hydroxypropylamino}benzamidine;

N-butyl-N-{3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)-
30 phenyll-2-oxooxazolidin-5-ylmethyl}-2-naphthylsulfon-
amide gives
4-{3-[{2-naphthylsulfonyl)butylamino] -2-hydroxy-
propylamino}benzamidine,

35 N-methyl-N-{3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)-
phenyl] -2-oxooxazolidin-5-ylmethyl}- (7-methoxy-
2-naphthyl) sulfonamide givesg



35 Nnethyl -N-{3-[4-(5-nethyl-[1, 2, 4] - oxadi azol -3-yl) -

phenyl ] - 2- oxooxazol i di n-5-yl net hyl }- (7- met hoxy- 2- napht hyl ) sul f onam de
gi ves - 83 -

4-{3-[ (7- met hoxy- 2- napht hyl sul f onyl ) nethydzam no] -

2- hydr oxypr opyl am ng} ben 1 di he, acet at FAB X ,

N- et hyl - N-{ 3- [ 4- ( 52 ﬁ§$ ﬁjﬁ[@‘?g}}ﬁﬂ‘ bﬁw@}%ﬁ:ﬁf_@?@g) methylamino] -

phenyl ] - 2- oxoo2ahplrdkppbeopyhenhyd } bétzaetdine,- acetaZ-enafdBhykBsul f onami de
gi ves 4-{3-[ (6- et hoxy- 2- napht hyl sul f onyl ) met hyl am no] -

2- hydr oxypr opyl am no} benzam di ne, acetate, FAB 443. 10 Exanpl e 11

A sol ution of NomethydfN3{B4leyahonehyl) [B-widrogadiazol-3-yl) -

met hyl oxazod | iy €2 ( ofodxazoPidils B muagpNend-mekhoxdh. 2 g of

tri phenyl phosphi ne”an . g of diethyl” azo- di carboxylate in 250 m
of THF is stirPc82ph8Brlafulionamide phEYesS of protective gas for 4 hours.
Cust omary wor k-up gives 3-(4-cyanophenyl ) -5-[ ( 3- cyanophenoxy) -

nmet hyl ] oxazol i di n- 2- one. A sol utian of. 8.5 f. th i cyan

Compaund. 505 g of -4} &6 Rs AR S LRGeSy meFprd S E0de  Sogi um
carbonate i n 120hybrokyPbbpytamineflieehzdmbdires r |deftmte3 FAB Haadr.s.

Cust omary rk-up gives 3-(4-N hydroxyam di no- 25

phenyl ) -5-T(3- N hydr oxyam di nophenoxy) net hyl ] - oxazol i di n- 2- one.
Simlarly to EExappée2llby hydrogenation, this gives t he

conpound 3- (4-am di nophenyl )-5-[(3- 30

am di nophenoxy) net hyl ] oxazol i di n- 2- one, di acet at e, 159-160[err] C,

. m p.
FAB 354. Asimelurign Pactfoh of of 3- (§5cyppprhenyl) -5-hydroxy-
- hydr oxybi phenyletfyeakheBl L 8ihe2-of€aqivren , W id g ofydreyxheprendLMm

chloride a?g r%%?%tbogfgk¥€§h%g§1phosphine and 13.1 g of diethyl azo-

dicarboxylate in 250 ml of THF is stirred under an
atmosphere of protective gas for 4 hours. Customary
work-up gives 3-(4-cyanophenyl)-5-[(3-cyanophenoxy) -
methyl]oxazolidin-2-one.
20
A solution of 8.5 g of the dicyano compound, 5.5 g of
hydroxylammonium chloride and 11.2 g of sodium
carbonate in 130 ml of DMF is stirred at 60°C for 3
hours. Customary work-up gives 3-(4-N-hydroxyamidino-
25 phenyl)-5-[(3-N-hydroxyamidinophenoxy)methyl] -

oxazolidin-2-one.

Similarly to Example 2, by hydrogenation, this gives
the compound 3- (4-amidinophenyl) -5- [ (3-

30 amidinophenoxy)methyl]oxazolidin-2-one, diacetate, m.p.
159-160°C, FAB 354.

Similarly, reaction of “F”

35 with 4’-hydroxybiphenyl-4-carbonitrile, reaction with
hydroxylammonium chloride and reduction gives the
compound )

3-{4-amidinophenyl) -5-[ (4’ -amidino-4-biphenylyl-
oxy)methyl]oxazolidin-2-one, diacetate, m.p. 214-224°C;



conpound 3- (4-am di nophenyl)-5-[(4'-am di no-4-bi phenyl yl -

oxy) net hyl ] oxazol i di n-2-one, diacetate, mp. 214-224C,

84 - wi th 4-cyanophenol, reaction wth hydroxyl amoni um
chl.oride and reduction gives the conpoungs -

3- (4-am di nophenyl)-5-[ (4-am di nophenoxy)nethyl]- 5 oxazol i di n-2-one,

di acetate, mp. 1l64[err]C (deconposi - tion); wth

4- cyano- N- ( et haxtsicar hbeayhhbpherobsul renanida gwieh hydiwxydemraumiciml 0

N-[ 3- (4- cyanop ) 5.2- oxnaoxazol.i.di n-5- vyl hyl ].-

N- et hoxycar bonéﬁef%?%%%nagrb&;r%‘zeg%uecstuﬁ%noﬁgrﬁé g,% edf:%%lg?gfmel, FAB 489.
Exanple 12 15 /3 s 64 taniohi refp el Uiy Sofl (ke BinGphene8y pebpyl]t, 2, 4] -
oxadi azol - 3-yl rrPXexaz i fidk- o } 1angggoc SRRy 240 g
of phenyl p?’per%}g?%%w%%l 1é2)0 g ogiﬂ&s%cﬁy’ummgitdgar bonat e idl:laIO m olf
acetonitrile i®i®hted 20 at 80[err]C for 18 hours. Customary work-up
gives 3-[4-(5- met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5- (4- phenyl -
E;gﬁ;?g'g"{K!Qf%ﬁ{gégégﬁglﬁgkéEﬁZﬁgﬁérbonyl)ﬁ@%ﬁ@ﬂgéﬂ Sﬁgdggéﬂégdég’ly to

4-[ 2- oxo0- 5- ( 4- phenydbmpdpeidzi n- 1- yl met hyl ) oxazol i - di n- 3-yl | benzam di ne,
acetate, EAB 380. jmlarl t reaction_of ."A' wt
5- br omonettfyl benzo-N~ 13- FJZ—,W,aﬁoﬁgﬁ%’gﬁa_fdloém&ix\‘?ggﬁtlﬁéné)énﬁ%g REPg -
3- [ 4- ( 5- net hyl| N} 4t Roxfcaniashydz-cl ~Srarioheneeylepuf fonamide, diacetate,
[4-(benzo-[2,1%§é-§@§adiazol-5-ylnethyl)piperazin-l-yl-

in-2-

nmet hyl ] oxazol i one. By hydrogenation simlarly to Exanple 2,
this gives 35 4-{2-oxo0-5-[4-(benzo-[ 2,1, 3] -thiadiazol -5-yl -
nethyl)piperazﬁgaggygrgghyl]oxazolidin-3-y|}benz-

15
A solution of 400 mg of methyl {3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl}methane-
sulfonate, 240 mg of phenylpiperazine and 120 mg of
sodium bicarbonate in 10 ml of acetonitrile is heated
20 at 80°C for 18 hours. Customary work-up gives 3-{4-(5-
methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5- (4-phenyl-

piperazin-1-ylmethyl)oxazolidin-2-one.

By hydrogenation similarly to Example 2, this gives
25 4-[2-0x0-5- (4-phenylpiperazin-1-ylmethyl)oxazoli-
din-3-yllbenzamidine, acetate, FAB 380.

Similarly, the reaction of “A” with 5-bromomethylbenzo-
[2,1,3]-thiadiazole gives the compound

30 3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (benzo-[2,1,3] -thiadiazol-5-ylmethyl)piperazin-1-yl-
methylloxazolidin-2-one.

By hydrogenation similarly to Example 2, this gives

35 4-{2-0oxo-5-[4- (benzo-[2,1,3]-thiadiazol-5-yl-
methyl)piperazin-1-ylmethyl]oxazolidin-3-yl}benz-
amidine, acetate, FAB 512,



am di ne, acetate, FAB 512. - 85 -
Simlarly, reaction of nmethyl {3-[4-(5-nethyl-[1,2,4]-

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5-yl } met hane- sul f onat e 5
with 2-piperazin-1-ylpyrimdine gives - 85 -

3-[4- (5-net hyl oxadi

[4-(pyrimdin- §£%?%%?% fa%%n%%q Pné%% |d| és methy% El 2 ﬁb wth

benzyl pi per azi agagigegl-3- yl)phenyl] 2 oxooxazolldln 5- yl}methane-
3-[4- (5-net hyl g{j1fdndteoxadi azol - 3-yl ) phenyl ] - 5-

[ 4- benzyl pi perazi n- 1-yl net hyl ] oxazol i di n- 2- one, wth
(benzo-[ 2,1, 3]-thiadi azol -5-yl ) pi perazi ne gives 15

?4[?b(5 mc:ngI1 w%']&htZZ% 058 24101 - gﬁ ofnend g'zves
enzo- 0 perazin

met hyl ] oxazol i di n- 22 i = 16%m Eh;i?t#d%ﬂfi QK?q%é%ﬂ&'ésyé)Bhﬁnxl]fﬁe cl eavage
of the 20 OvaQI-I(ﬁynﬁ)mEdinF@-ﬁIlei amad-llawn@t&iyﬂgoxazolldﬁ.n 2-

3-[4- (5- et hyl 2, 4] - oxadi azol - 3-yl ) phenyl ] -5-[ 4-

(pyrimdin-2- y?&pfpera2|n 1-yl met hyl ] oxazol i di n- 2- one gi ves 25

4-[ 2- hydr oxy- 3- (4- pyrinidin-2-y|piperazin 1-yl)-

propyl am be . of

3-[4-(5- ne%tahylwﬁng%ﬁqg%lxﬁ gé%%‘f”é enyI _5-[ 4-

benzyl pi per azi n- 1- yBmbt h{5 jrsiaot i b . 4&(ﬂﬂ¥%ﬂhﬁ§§l3@ -yl)phenyl] -5-

4-[ 2- hydr oxy- 3{44béﬁﬂ§y¢p¢@§é@£ﬁmlymaﬂ{ﬂnﬂxazol1daELQOLH@r)Zam di ne,
acetate, FAB 3

3-[4-(5-nmethyl-[I,2,4]-oxadi azol - 3-yl ) phenyl ]-5-[ 4-

(benzo-[2, 1, 3] wi bhadbezsh- 5zy1mipﬁnaazimzblwmtlhpllbera&inexgzeéisdi n-2-one

s e i

[4- (benzo-[2,1,3] -thiadiazol-5- yl)plperazin—l—yl—

methyl]oxazolidin-2-one.

Similarly to Examples 3 and 4, the cleavage of the
20 oxazolidinone ring and the oxadiazole ring

of 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-
(pyrimidin-2-yl)piperazin-1-ylmethyl]oxazolidin-2-one
gives

25 4-[2-hydroxy-3- (4-pyrimidin-2-ylpiperazin-1-y1l) -
propylamino]benzamidine, acetate, FAB 356;

of 3-[4-(5-methyl-{1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-
benzylpiperazin-1l-ylmethyl]oxazolidin-2-one gives

30 4- [2-hydroxy-3- (4-benzylpiperazin-1-yl)propyl-
amino]benzamidine, acetate, FAB 368;

of 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-
(benzo-[2,1,3] -thiadiazol-5-yl)piperazin-1-ylmethyl] -
35 oxazolidin-2-one gives
4- [2-hydroxy-3-(4- (benzo-[2,1,3}-thiadiazol-5-yl) -
piperazin-1-yl)propylamino] benzamidine, trifluoro-
acetate, FAB 412.



acetate, FAB 412. - 86 -

4-13-(5-net hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-[ 4-

(3, 5-di net hoxybenzyl ) pi perazi n- 1-yl met hyl ] oxazol i di n- 2-one gives
4-{2- hydroxy-3-[4- (3, 5-di met hoxybenzyl )pigger.azi n- 5

| /tLpropylam nobbenzam dine: (FAR H2%xaaiazor¥Mh hbnyagastiign of methy!
oxadi azol - 3-yl Y phengithe Phoxpioamzyl ) gli perazin-tetfiaeechyl] oxsgbfiodatte with
4-piperazin-l-x[gxridigesgives 10

3-[ 3- (5- net hyl 2] ,3,%]:-%xadi azol - 3-yl ) phenyl ] - 5-

[ 4- (pyri di n-4-yl) pi pefazhydtroyy rbt M4 |odarbinetihpxybeneyl) pipkiraBins
converted hyd ' i L 34

3 {25 oxor 51 4 Loy RTar RhESTY B PRenamiding A 428

oxazol i di n-3-yl } benzam di ne, acetate, FAB 381, mp. 15 152-165 (deconp.).
Exanple 13  gimf1gelyli @aeki300 oW wéthyl §nd[66 (sumethPput yl, 20 -

i socyanate in 10 m, of_dich|oronethane is stirred for 4 ours. 400 ny
of aninonethylﬁﬁﬁgg?ﬁP%ﬁé“ﬁ JRoet - 2Rkooxazqld i Y e tEPPPred for a
further 12 hougslfdhete wiphl ¥spipenszand sdpsentdiaree giemsved, gi vi ng,

after customary k- up -1 4z, (5- et hyl 5 A i | =3- 25

yl ) phenyl ]:L - (4- but #gﬁn" r(ngfz‘g?'f)%%ﬁ H 'p%’r‘iajf_i ;}’@ yasz-ozl 3 qué%g}h%? >
nethL)ox?zplidnﬂ4@ymmdin-4—yl)ﬁipér@zi@h1+ximgﬁhyihgxaquidigez-@pgh

cycl ohexyl iso te.oj - . .

(5-mot hyl - [ 1, 287 a8l S%‘ﬁ‘?‘?’éFz‘F)%%e?%‘?%‘?nat“’? A

(cycl ohexyl ani nocar Bong+ppeper 47 feYridimt 4y )-piveraggpgiopilgeriyldne; 35
Wi th 4-nmet hoxyphaoyh i i$ACYapaIBebdfEdine, acetate, FAB 381, m.p.

3-[4-(5-nmethyl -[ 1, 2, 4] - oxadi azgl - 3-yl ) phenyl ] - 5- {4 - [N (4
-nethoxyphgﬁylF%ﬁfﬁééa#ﬁ%ﬁ?WPp}perazin-l-yl- net hyl } oxazol i di n- 2- one;
Example 13

A solution of 200 mg of “A” and 66 mg of butyl

20 isocyanate in 10 ml of dichloromethane is stirred for 4
hours. 400 mg of aminomethylpolystyrene are added, and
the mixture is stirred for a further 12 hours. The
polystyrene and solvent are removed, giving, after
customary work-up, 3-I[4-(5-methyl-{1,2,4]-oxadiazol-3-

25 yl)phenyll -5-(4-butylaminocarbonylpiperazin-1-yl-
methyl) oxazolidin-2-one.

Similarly, reaction of “A”

30 with cyclohexyl isocyanate gives
3-{4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (cyclohexylaminocarbonyl) piperazin-1l-ylmethyl] -

oxazolidin-2-one;

35 with 4-methoxyphenyl isocyanate gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
{4—[N-(4—@ethoxyphenyl)aminbcarbonyl]piperazin-l—yl—
methyl }oxazolidin-2-one;



- 87 - with 4-trifluoronethyl phenyl isocyanate gives

3-[4-(5-nethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-

{4-[N-(4-trifluoromnethyl phenyl)am nocar bonyl ] pi perazi n-

1-yl met hyl } oxazol i di n-2-one; 5 w th 4-chl orophenyl isocyanate gives

3-[4-(5-nmethyl-[1, 2 4] -poxadi azol - 3-yl) phenyl | - 5- .

'{4-[N-(4-chlor%%%%h@TgE&#ﬁhﬁﬁﬁwﬁﬁﬂﬂqﬁﬁQ§§ﬁa2§h§¥??ﬁpe gives

nmet hyl } oxazol i di n- 230 (9Onethywi kih 234dt-xaddarbdrgl-phephenyibeyanat e

gi ves - [ - (Do et - - j ;- 3- N TS

{4-[N-(3-et hox@%ak%ogl %ﬁlenyt}?’%grrﬁeﬁj&y&rpb%c%%g)ﬂ]ﬁ%’%pl)g?)ac%lk%w%Yblpérazln

1-yl et hyl } oxakeyluéphyl beeazdbidin-2sane;1- napht hyl i socyanate gives

3-[4-(5-methyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl | - 5-

[ 4- (napht h-1-yl am nocar bonyl ) pi per azi n-1-yl net hyl ] - oxazol i di n- 2- one.

20 By hydrviehatioRleropienyl ispdqvenaiice gives

?;l[ 4- E ﬁ met Eyl - I[ )1 23 414D!(ﬁfihéiizk?}3;3fly,@,mel%¥da}diéz%‘ll-—BNy%% phenyl] l—_sa S
- met hoxyphen m nocar.pon i perazin-1-yl e . 1- ._oxazol i di n-2-one

i ves (32 B B e et ononen i oy Risbrsa2iBong Pyt

pi per azi n- 1- yl nethyl } exazel i dlim-B8-otld;benzani di ne, acetate, FAB 453

[err] 30 [err]

3-[4-(5-n€ﬁ%yl-[1,2,4]-oxadiazoI-3-y|)pheny|]-5-{4-[N—

(4-trifl uor onewhyh pheayhdaycadeambohdiyi pecayienateyives

met hyl } oxazol i di n- 2400 @4 MSthyl-[1,2, 4] ~oxadiazol-3-yl) phenyl] -5-

{4- [N- (3-ethoxycarbonylphenyl) aminocarbonyl] piperazin-
1-ylmethyl }oxazolidin-2-one;

15
with 1-naphthyl isocyanate gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (naphth-1-ylaminocarbonyl)piperazin-1l-ylmethyl}]-
oxazolidin-2-one.
20

By hydrogenation similarly to Example 2,

3- [4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-{4- [N-
(4 -methoxyphenyl) aminocarbonyllpiperazin-1-ylmethyl}-
25 oxazolidin-2-one gives
4-{2-0x0-5-{4- [N- (4-methoxyphenyl) aminocarbonyl] -
piperazin-1l-ylmethyl }oxazolidin-3-yl}benzamidine,
acetate, FAB 453

" 0O
0]

3-[4- (5-methyl-1{1,2,4] -oxadiazol-3-yl)phenyl] -5-{4- [N-
(4-trifluoromethylphenyl)aminocarbonyl]piperazin-1-yl-

o<

30

methyl }oxazolidin-2-one gives



- 88 - 4-{2-0ox0-5-{4-[N-(4-trifluoronethyl phenyl)an no-

car bonyl ] pi perazi n-1-yl nmet hyl } oxazol i di n-3-yl } benz- am di ne, acetate,
FAB 473; 5 3-[4-(5-methyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] -5-{4-[ N
(4-¢hl or ophenyl ) am nocar bonyl ] pi per azi n- kgyl-net hyl } - oxazol i di n- 2- one

i 4-{2- 0x0- 5-{ 4- - . 1) ani -
g:ggfazin-l-ylnet%y??ggéﬁﬁéfﬁ% éél f?%érop g%%ﬁ%%QT%%%g%egggg%lﬁgé 457;
3-[ 4- ( 5- met hy| ek #bany] } pkpetirazion - B-yinettery)dramalddin-3-y1 }benz-

but yl am nocar bgn pperazin:Jl-vyl oxazol i di n-2-one gi ves 15
4-[2-0xo-5-(4-%ﬁ¥§?g%fn%é%?%%%yl%?%gyg%?n-l-yI-

met hyl ) oxazol i di n-3-yl ] benzam di ne, acetate, FAB 403;
3-[4- (5-metdyl 5[ 342,84l noxagi a7p! 2 32Vl gehenyddr &-4A)heny1] -5- {4- [N-

3- et hoxycar bonyl phenyl ) am nocar bonyl ].pi per.azi n-1-yl- 2
gethyl}oiazolid%ngglﬁ%@%Q?V%%)aminog% égé§l]plperaéﬁn-l—ylmethyl}-

4-{§-oxFi57{4-ngﬁgigaFﬁxgﬁ@ﬂ?q@yhg?gnyl)aniPob o

car bonyl ] pi perazi n-1-yl met hyl } pxa i n-3- enz- __._anmdine, acetate,
FAB 495; 25 3-[49(¥2ﬁ8§ﬂ94§:fﬁ7 éﬁ?zkfo%% SRy PPRRESFEPOEY LA

(napht h- 1- yl anpapeaabonyt } pipetiayl hodazydidind -yl }benzexdzdhiedi n- 2- one

gi ves 4-{ 2: 0x0=5=[ 4=Lnapht h- 1- yl am nocar bonyl ) pi per azi n-
1-y|nethylﬁ%xa?8F|8F313Fy }%%ﬁtanidine, acetate, FAB 30 403.
Simlarly to Exanples 3 and 4,

3-[4- (5-met hyl 3U{4Zz(§lfn8%ﬁgi agpl2 3 Klaﬁi@fafédr_fg(ﬂg pHenyl] -5- (4-
but yl am nocar bonyl pi per azi - 1-yl met hyl) oxazol | di n- 2-one ‘dglves

4- 3- (4- but yl akukYeaMBBAGREPPRY HRiPRAAS1Y) = b-ylmethyl) oxazolidin-2-one
hydr oxypr opyl agiRekbenzani di ne, acetate, FAB 377;

15 4- [2-0ox0-5- (4-butylaminocarbonylpiperazin-1-yl-
methyl)oxazolidin-3-yl]lbenzamidine, acetate, FAB 403;

3-[4- (5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-{4- [N-
(3-ethoxycarbonylphenyl) aminocarbonyl]piperazin-1-yl-
20 methyl}oxazolidin-2-one gives
4-{2-0ox0-5-{4- [N- (3-ethoxycarbonylphenyl)amino-
carbonyl]piperazin-1-ylmethyl}oxazolidin-3-yl}benz-
amidine, acetate, FAB 495;

25 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-
(naphth-1-ylaminocarbonyl)piperazin-1-ylmethyl] -
oxazolidin-2-one gives

4-{2-ox0-5-[4- (naphth-1-ylaminocarbonyl)piperazin-
1-ylmethylloxazolidin-3-yl}benzamidine, acetate, FAB

30 403.

Similarly to Examples 3 and 4,

3-[4-{5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5~ (4-
35 butylaminocarbonylpiperazin-1-ylmethyl)oxazolidin-2-one
gives
4-[3:(47bupylaminocarbbnylpiperazin-1—yl)-2—
hydroxypropylamino] benzamidine, acetate, FAB 377;



- 89 - 3-[4-(5-nethyl-[1, 2, 4]-oxadi azol - 3-yl ) phenyl ] -5-[ 4-

(cycl ohexyl am nocar bonyl ) pi perazi n-1-yl nmet hyl ] - oxazol i di n- 2- one gi ves
4-1 3- (4-cycl ohexyl am nocar bonyl pi perazin-1-yl)-2- 5
hydr oxypr opyl am no] benzam di ne, acetate, ggAB 403 [err]

[err]
Exanpl e 14

3- U It metont oft 2 ddurradinzadr 3AphersL] 257 64 bt i -

10

[ 1, 2, 4] - oxadi ar®}cBolyd}pheminidea-mmyd)arigerdizinslylylmethyliret hanesul f onat e,

3 equival ents

equi val ents of °%d

reflux for
net hyl -[ 1, 3; 4]
5-yl nmet hyl }Yam

Exanpl e 2, thi

of _glycine benzyl .15  ester, nethanesulfonate, and 3
%‘?%ﬁlim—?_b?%%r 1o‘)geaste in acetonitrile is heated under
18 houi3: (Cusydimhexylemdngsagbeoy Ipdpeyreis-L4y¢b=2-
5 ) i X ia@ien-
%%?@&%?%p}?’l%%m%éﬂﬁan&ﬂ@ aRlcadieN- FAB 403

ace

“N-{3°[4:

s gives H,N

{N—[6-ch|oronaphth-2-y|gulfonyl]-N—[3-(4-anidino- H
phenyl ) - 2- oxooxazol i di n-5-yl met hyl ] am no}acetic acid, 30 acetate,

517, and

15

20

25

30

35

phe -2-b&67\25 0 ‘Jllll o
N OH WFdﬁleqn :5|mlarlyto

FAB

benzyl {N-[ 6-chl oronapht h- 2-yl sul fonyl ] - N-[ 3-(4-
am di nophenyl ) - 2- oxooxazol i di n-5-yl met hyl ] am no} - acetate. 35

Sinilarly,ldeaﬁkgﬂglgfI;(?

A solution of 1 equivalent of methyl {3-[4-(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl}-
methanesulfonate, 3 equivalents of glycine benzyl
ester, methanesulfonate, and 3 equivalents of sodium
bicarbonate in acetonitrile is heated under reflux for
18 hours. Customary work-up gives benzyl{{3-[4-(5-
methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-
5-ylmethyl}amino}acetate (“G”).

Similarly to Example 1, reaction of “G”
with 6-chloronaphth-2-ylsulfonyl chloride gives

benzyl {N- [6-chloronaphth-2-ylsulfonyl] -N-{3- [4-
(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-2-oxo-

oxazolidin-5-ylmethyl}amino}acetate.

By hydrogenation similarly to Example 2, this gives

{N- [6-chloronaphth-2-ylsulfonyl] -N-[3- (4-amidino-
phenyl)—2-oxooxazolidin-5—ylmethyl]amino}acetic acid,
acetate, FAB 517,
and

benzyl {N- [6-chloronaphth-2-ylsulfonyl] -N-[3- (4~
amidinophenyl)—2—oxooxazolidin—S—ylmethyl]amino}—
acetate.

Similarly, reaction of “G”

SSmlarly to Exanple 1, reaction of
G' wi t h 6-chl oronapht h-2-yl sul fonyl chloride gives benzyl

{N- [ 6-chl oronapht h-2-yl
(5-nmethyl-[1, 2, 4] -oxadi‘a

oxazol i di n-5-yl met hyl } am #



- 90 - wi th naphth-2-ylsulfonyl chloride and subsequent
hydr ogenati on gi ves

{N-[ napht h-2-yl sul fonyl]-N-[3-(4-am di nophenyl) - 2-

oxoexazol i di n-5-yl net hyl ] am no}acetic _ agid, acetate, 5 FAB 483
[err]

Wi th 4-nethoxy%%ﬁaenEE%éAERﬂa‘X}ﬁQ%QQﬁgiandc§&8§éaﬁentaﬁ@ thgrr G on

gi ves h{&-ddemnzt hor ydpereenesul f onyl ] - N-[ 3- (4- ami di no-

preny!) - exo0xazol [ g1 e S EL AL ARIRHASSLIS 426k popr 561715 P40

hydr ogenat i on gkeesazolidin-5elmatihyl]l amino}acetic  acid,  acetate,
{N—[phenqugnyb&gl%g@yl]-N—[S-(4-anino-

phenyl ) - 2- oxooxazol 1 di n- 5-yl met hyl ] am no} acet at e, acetate, FAB 549;
wi th 4-Dbi phenylylsul fonyl chloride and subsequent hydr ogenati on
gi ves {N-[ 4- bi phenyl yl sul fonyl | -N-[ 3-(4-anjgiQophenyl) -

25 FAB 509;

2- oxooxazol i di n-5-yl net hyl ] am no}acetic acid, aceg
hydr ogenat i on

wi th 4-propyl benzenesul fonyl chloride and subsequef
gi ves benzyl {N-[ 4-progyl benzene
am di nophenyl ) -2-oxoo¥Nol i dj - 6nﬁ}byl

~8

565. N \/K/ S<o
H,N Nl
HO ’

o)

with 4-methoxybenzenesulfonyl chloride and subsequent
10 hydrogenation gives
{N- [4-methoxybenzenesulfonyl] -N- [3- (4-amidino-
phenyl) -2-oxooxazolidin-5-ylmethyl]lamino}acetic acid,
acetate, FAB 453;

15 with  phenylvinylsulfonyl chloride and  subsequent
hydrogenation gives
benzyl {N- [phenylvinylsulfonyl] -N- [3- (4-amino-
phenyl) -2-oxooxazolidin-5-ylmethyl] amino}acetate,
acetate, FAB 549;
20
with  4-biphenylylsulfonyl chloride and subsequent
hydrogenation gives
{N- [4-biphenylylsulfonyl] -N- [3- (4-amidinophenyl) -
2-oxooxazolidin-5-ylmethyl]lamino}acetic acid, acetate,
25 FAB 509;

with 4-propylbenzenesulfonyl chloride and subsequent
hydrogenation gives
benzyl {N- [4-propylbenzenesulfonyl] -N- [3- (4-
30 amidinophenyl) -2-oxocoxazolidin-5-
ylmethyl]amino}acetate, acetate, FAB 565.

20

FAB



Exanpl e 15 A sol ution of 4-oxiranyl net hoxybenzonitrile and BOC-
pi perazine in nethanol is stirred under reflux for 4 5 hours. Customary
wor k- up gi ves 4-[2-hydroxy- 3-(4- BOC-

pi perazin-1-yl ) propoxy] benzonitrile. Thg; _subsequent reaction with
hydr oxyl am ne hydrochl ori de affords N
hydr oxy- 4- [2-h§ﬂ$ﬁ&£§3;i4 BCC- pi per azi n- 1-yl ) propoxy] - benzam di ne.

Subsequent acylation W th acetlc anhydrlde 10 gives

2- acet oxy- I-(4 BOC era2|
et hyl -[1, 2, 4] o SHuDEES h%%’o’i‘g‘/‘iﬁér Jiggybenzonifrile and BOC-,

the BOC group puphr&lﬁinenlm cmmhancrleawl @mlrredvmmqiecr pr@i)l,/mphéﬁgfl ful f onyl
chloride giyesy COQH&H% d 3. (4-BOC-

2- acet oxy- I§i4 ? gpro y ghylsuw?ony$gpllg$§3in izyéi ro%? (

3-[ 4- (5- net hyl pipepaz nokaldl)eﬁmp@i}yl e S igcopan RRRITUANL

simlarly to E%?HEE?én?’ witd, 4h9k1¥8§( 18Rine 1GRMRMNGride affords N-
4-{2- hydr oxy- 3- [ 4- (4- propyl phenyl su? ony(;

pi per azi n- 1- yIPﬁ@BﬁEXy?b 2R RE 20 C-piperagin-1-yl)propoxyl -
[err] benzamldlne Subsedn@érit acylatlon %fﬁh]acetlc anhydride
[err] he conpounds belog are

ta dsimlarly _
3-{ 2- hydr o5&- 39EXef4 bi phefy 3% 5?86& fp?ﬁgrgipﬁraZln 11) -3- [4- (5~
1-yl ] propoxy} bmazhpidibez, ebemxadnaiam}zﬁyl)phenoxy]propangz hydrifse3- [ 4-
(6-chl oro-2-naph ul.tonyl) er, yl r e 1.di ne,
et o Oran opat hB¥hEuLEORKE gogognr%gg VA% §{‘}ch} 1:Pr epsrtPenzand di e
(2-naphthy|suIW@h?I}pPp@PX&Phenylsu f@ﬁj repaddrergire s e qeeraind FAB
469; 35 2-3cékeoR diDMI— @dﬁr&;ﬁly r%ﬁg}mg@dn?al)fp%)é&)azm 1-yl] -
pi perazin-1-yll propoxy benzam |ne acet at'e §
15° 3-{4a- (5 methyl-[1,2,4]-oxadiazol-3-yl)phenoxy] propane.
Reaction similarly to Examples 3 and 4 gives the
compound
4-{2-hydroxy-3-[4- (4-propylphenylsulfonyl) -

piperazin—l—yl]propoxy}benzamidine

20
O
HN ﬁ/\N/ﬁ i
HN>—-< :>—o OH ‘\/N"ﬁ‘@-\\'
2
O
The compounds below are obtained similarly
25

3-{2-hydroxy-3- [4- (4-biphenylylcarbonyl)piperazin-
1-yllpropoxy}benzamidine, acetate, FAB 459;

3-{2-hydroxy-3- [4- (6-chloro-2-naphthylsulfonyl) -
30 piperazin-l-yllpropoxy}benzamidine, acetate, FAB 503;

3-{2-hydroxy-3- [4- (2-naphthylsulfonyl)piperazin-1-
yllpropoxy}benzamidine, acetate, FAB 469;

35 3—{2:hydroiy-3-{4-(4—propylphenylsulfonyl)—
piperazin-1-yllpropoxy}benzamidine, acetate, FAB 461;



- 92 - 3-{2- hydroxy-3-[4-(4-isopropyl phenyl sul fonyl) -

pi per azi n- 1-yl ] propoxy}benzam di ne, acetate, FAB 461; 5

3-{2- hydroxy- 3-[ 4- (4- net hoxyphenyl sul f onyl ) -

pi perazi n-1-yl ] propoxy} benzam di ne, acet aixe,- FAB 449;

3-{2- hydroxy- 3-[ 4- (4- butyl phenyl sul fonyl ) -

pi per azi n- 1-yl ] propoxy}benzam di ne, acetate, FAB 399; 10

3-{2- hydr oxy- 3- [ 4- b2ng2yhpdpexyzl nkd- (4 ] imapopyilphenyliseifamyd) ne, acet at e,

FAB 383; exa 31 21 WS 0dacte) s ol DY 2R8IV LAY gyl ) - 15

pi perazin-1- yprPopoxy be acetate
3-{2-hydroxy-3-[4-(3, 5-di net hoxybenzyl ) pi per azi n-

1-yl ] propoxy} benzans di feny @&k §L¥4¥¥3‘Hg%hoxjgﬁenylsulfonyl)-
3-{2-hydroxy-3-[4-(4-bip henfly sul qpyl)plpera2|n-
yl ] pr opoxy} bBhPERREL Al - ¥l HdeR hetpamigiine, acetate, FAB 449;

2- hydr oxy- 3-[ 4- (napht h- 2- ylnethyl)plpera2|n 1-

1-

3-{ .

o hyar oy~ 3 [ (B iapﬁﬁ%?%ﬁ?Jﬁoh{:”%%ﬁy&#ﬁnﬂsulfonyl> -
1-y

| ] pr opoxy} bphparadinel -vl hoedpdxey | bedzat@id}ine, acetate, FAB 399;
3-{2- hydrqéy 3-[ 4- (4-bi phenyl -4-yl et hyl )- 30
pi perazin-"1-yl ] propoxy} benzam di ne, diacetate, FAB 445, Exanpl e 16
10.0 g of 3-0xi r anyBme2 haxgberyohi E41b@2(dﬂ91m21nt1gy35pr9poxy}-

3-cyanophenol ptRgghhgine W dbetdt/S, s 3, caesium fluoride are nolten
at 130[err]C. Customary work-up gives 11.8 g of

1, 3- bi s- (3- cyanophenoxy) - 2- hydr oxypr opane. Subsequent reaction with
hydr oxyl ammoni um chiof 2 deydroxy-3- [4- (7-methoxy-2-naphthylsulfonyl) -

15 piperazin-1-yl]lpropoxy}benzamidine, acetate, FAB 499;

3-{2-hydroxy-3-[4- (3, 5-dimethoxybenzyl) piperazin-
1-yl]lpropoxy}benzamidine, acetate, FAB 429;

20 3-{2-hydroxy-3-[4- (4-biphenylylsulfonyl)piperazin-
1-yl]lpropoxy}benzamidine, diacetate, FAB 495;

3-{2-hydroxy-3- {4- (naphth-2-ylmethyl)piperazin-1-
vllpropoxy}benzamidine, diacetate, FAB 419;
25
3-{2-hydroxy-3- [4- (2-naphthylcarbonyl)piperazin-
1-yllpropoxy}benzamidine, diacetate, FAB 433;

3-{2-hydroxy-3- [4- (4-biphenyl-4-ylmethyl) -
30 piperazin-1l-yl]lpropoxy}benzamidine, diacetate, FAB 445.

Example 16

10.0 g of 3-oxiranylmethoxybenzonitrile (“H”) and 7.1 g
35 of 3-cyanophenol together with 173 mg of caesium
fluoride are molten at 130°C. Customary work-up gives
11.8 g of 1,3-bis-(3-cyanophenoxy)-2-hydroxypropane.
Subsequent reaction with hydroxylammonium chloride

gives 1,3-bis-[3-(N-hydroxyamidino)phenoxy] -2-hydroxy-



gives 1, 3-bis-[3-(N hydroxyam di no) phenoxy] - 2- hydr oxy-

- 93 - propane. Hydrogenation simlarly to Exanple 2 gives

1, 3- bi s- ( 3- am di nophenoxy) - 2- hydr oxypr opane, di acetate, FAB 329

[err] Simlarly, the conpounds

- 9 -
1, 3- bi s- (4-am di nophenoxy) - 2- hydr axypr opan di acet at FAB 0 and
1- ( 3- ani di nophBHBRIFE 3- (Pé)da’:rﬂgcﬁ/ oigT}férly2-%%/d%53?§‘8?8pa§e,&§$eesl

obt ai ned. 1, Sid ¢ at3 yamidaodploemady ) '42'- hyidroxtyiperophagol sdixteivatis
4-ch|oropheno|FAB 32él-msthylphenol, phenol , 4- met hoxyphenol , 20
4- cycl ohexyl phenol and subsequent reaction wth hydroxyl anmoni um
chl ori de and hydr ogenati on 25 gives the conpounds bel ow

1- ( 3- am di nophenoxy) - 2- hydr o NS- hl or o- pheﬂp%y)propane,
1- ( 3- am di nophenoxy) - 2- hydr o%- - et hyl - 3(5" 0X¥) propane,
1- (3- am di nophenoxy) - 2- hydr oxy- 34 phenoxypr opane,

0o

HO

Similarly, the compounds
1,3-bis- (4-amidinophenoxy) -2-hydroxypropane,
diacetate, FAB 329
10 and
1- (3-amidinophenoxy) -3- (4-amidinophenoxy) -
2-hydroxypropane, are obtained.

Similarly, reaction of “H” with the phenols below
15

4-chlorophenol,

4-methylphenol,

phenol,

4 -methoxyphenol,
20 4-cyclohexylphenol

and subsequent reaction with hydroxylammonium chloride
and hydrogenation

25 gives the compounds below

1- (3-amidinophenoxy) -2-hydroxy-3- (4-chloro-
phenoxy) propane,
1- (3-amidinophenoxy) -2-hydroxy-3- (4-methyl-
30 phenoxy)propane,
1- (3-amidinophenoxy) -2-hydroxy-3-phenoxypropane,
1-(3:amidinophenoxy)—2:hydroxy—3-(4—methoxy—
phenoxy) propane,



1- (3- am di nophenoxy) - 2- hydr oxy- 3- ( 4- met hoxy- phenoxy) pr opane,

- 94 - 1- ( 3- am di nophenoxy) - 2- hydr oxy- 3- (4- cycl ohexyl -

phenoxy) pr opane. Exanple 17 5 A solution of 1 equival ent of

N—{ﬁ {4 (g nﬁfhyl [ 1, 2, 4] - oxadi azal 93- ¥l ) phenyl ] - 2- oxooxazol i di n-5-yl -
met ro- 2- i

reacglén( o? g gn1%2ﬁ€t%@¥é%EU|fonan]d% -hydroxy- 3((4 %yclthxbig'nable by
met hyl -[ 1, 2, 4] pheackpypote@and ) phenyl [ oxazol i di n-2-one W th

6- chl or o- 2- napht hyl sul f onyl chl ori de], 1.1 equi val ents each of

N, N' - di net hyl chl or oacet am de and caesium carbonate in DWF is stirred at

room t enper at uEsamplefd? 12 hours. Customary work-up gives 2- ((6-chl oro-2-
15 napht hy sul fonyl)-{3-[4-(5-methyl -[1, 2, 4] - oxadi azol -

yl') phenyl ] - 2- oxooxazol i di ne- 5 ylnethyl}anlno) N, N th cet am de.
Simlarly to ERampré¥t3candof, = thi P ete c‘bﬁ‘r‘po‘&nﬁ:‘"zg“ Wtk 8 b

2-[[3-(4-am di m@FhemyLaﬁwpaz&re/dy r@ﬂM'—]Z——(oﬁcooxazolldln 5-yl-

ontoro-2-napht fy sl {opy et pol; N M M acsiande ooy

[err] 25 [Sboeiasbye reﬁntlﬁantlbm" wift h 5-aminomethyl-3-[4- (5-

NN - di et hyj ch| orRagetam dgy _oxaalh N 1-Y RIOBHeHH 332580381 He2 -one
with 6-chloro-2-naphthylsulfonyl chloride], 1.1
equivalents each of N,N’-dimethylchlorocacetamide and
caesium carbonate in DMF is stirred at room temperature
for 12 hours. Customary work-up gives 2-((6-chloro-2-

15 naphthylsulfonyl)-{3-[4-(5-methyl-[1,2,4]-oxadiazol-3-

yl)phenyl]-2-oxooxazolidine-S—ylmethyl}amino)-N,N’-
dimethylacetamide.

Similarly to Examples 3 and 4, this gives the compound
20 2-[[3-(4-amidinophenylamino) -2-hydroxypropyl] - (6-
chloro-2-naphthylsulfonyl)amino] -N,N’ -dimethylacetamide

0,
Ht:@NW gf

25 Similarly, reaction of “I” with

N,N’ -diethylchloroacetamide,
N,N’-dipropylchloroacetamide,
N-phenylchloroacetamide,

30 N,N'—diph@nylch;qroacetamidé and
ethyl chlorocacetate



N- phenyl chl oroacet am de, 30 N, N -di phenyl chl oroacet am de and et hyl

chl oroacet ate - 95 - and
subsequent cl eavage of the oxazolidinone ring and t he oxadi azol e ring
simlarly to Exanples 3 and 4 gives - bhe_conmpounds 5

2-[[ 3- (4-ani di noph |
(6[ E:m fyroarzn nia% %}q ﬁ?%ﬁﬁ%) 5&1‘%‘ %%ypﬁfo p'%/%% h§Fagetidinone pigg and

2-[[ 3- (4- am di nop hexyd tanz ol - 2idy ds oy o Eamples 3 and 4 gives
(6-chl oro- 2- napht @ﬁglgﬂyl)anino]-N,N‘-dipropyIacet- am de,
2-[[3-(4-anidinopR%% éalno)-z-hydroxypropyl]-

(6-chl oro-2-napht hyl sul fonyl ) am no] - N- phenyl acet am de, 15

2-[[3- (4-amg di nophesy| (Kﬁaﬁﬁ fﬂ%%ﬁﬁ%ﬁﬁbb) -2-h droxypro%%%

(6-chl oro-2-napht hy] sul f onyl ) am noJ - dlpeny acet de and 20
2- [[3-(4-anidF ?ﬁ;ﬁﬁﬁ;ﬁﬁﬁ%ﬂh @yEpol -N, N’ -diethylacet-
(6-ch|oro-2-naahidgjsulfonyl)anlno]acetlc acid, acetate FAB 491

Simlarly, by reaction of N—{3-[4-(5-nethy|-[1,2,4]- 25

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl ) - (4-
isopropylphenyl)sulZohHhideaMﬂdlnophenymaNind)nethyaﬁbkppﬁapﬁlpnide
N, N - di et Qyl ch} or Ic | groacet am de
N—phenylcE%Bro & %ﬁﬁﬁﬁgq(%%Pﬁgﬁﬁiggwgﬁ% Pgﬁ¥ a@éﬁ nsﬁ%rOPYIa%%%zy

br om de, ok ane, 35 4- chloronethyl 2- nethylthlazole
4- nethoxybenzyl brom de,

2-[[3- (4~amidinophenylamino) -2-hydroxypropyl] -
(6-chloro-2-naphthylsulfonyl)amino} -N-phenylacetamide,

15
2-[[3-(4-amidinophenylamino) -2-hydroxypropyl] -
(6 -chloro-2-naphthylsulfonyl)amino] -N,N’ -dipenylacet-
amide and
20 2-[[3-(4-amidinophenylamino) -2 -hydroxypropyl] -

(6-chloro-2-naphthylsulfonyl)amino]acetic acid, acetate
FAB 491.

Similarly, by reaction of N-{3-[4-(5-methyl-I[1,2,4]-
25 oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-ylmethyl) - (4-
isopropylphenyl) sulfonamide with

N,N’ -dimethylchlorocacetamide,
N,N’ -diethylchloroacetamide,

30 N,N’-dipropylchlorocacetamide,
N-phenylchloroacetamide,

N,N’ -diphenylchloroacetamide,
benzyl bromide,
iodobutane,

35 4-chloromethyl-2-methylthiazole,
4 -methoxybenzyl bromide,
ethyl chloroacetate,
ethyl 4-chlorobutyrate,
ethyl 3-chloromethylbenzoate,



et hyl chl oroacet at e, et hyl 4-chl orobutyrate, et hyl

3-chl oronet hyl benzoat e, - 96 -

et hyl 4-chl or onet hyl benzoat e, 3, 5-di met hoxybenzyl broni de,
4-(5-methyl -[ 1, 2, 4] - oxadi azol - 3-yl ) benzylggbron de,

3-(5-nethyl-[1 4] - oxadj azol - 3-yl.) benzyl brom de and 5 2-fl uorobenzyl
brom de %ﬁﬁYiugé ?mﬁéhﬁggﬁﬁ?o S’he oxazol i di none ring and t he
oxadi azol e ri ng, $+ddtherhoxylerzxanmsni’dleand 4 gi ves t he conpounds 10
2-[[3-(4-am di OpLE j NE) -2- iy h VN 1Db ide,
(4-1isopropyl sul f %3?%% noﬁgﬁfﬁﬂ[?%ﬁﬁégﬁ§ﬁagL¥%%P§g?Y rom? ©

2-[ [ 3- (4- ani di Pophengthyd nb) ~2-4lydredimzsdy3-ylibenzyl bromide and

(4-1 sopr opyd sub enyl) 3gane)T et hyl acet ani de,
2-[[3-(4-anidinopﬁ%nylaﬁ?ﬂ%)-Z-ﬁ?ﬁroxypropyl]-

(4-1isopropyl sul fonyl)am no] -N, N -di propyl acet am de, 20
%'[[3'(4'3”}di?ﬁ&hgpbbéqhéﬁl-ZﬂﬁMﬁh?éyQHDpyhé-oxazolidinone ring and

4-1i sopropyl su] fon m no] - N- phenyl acet am de .

>-[[3- (4-ani di E%ﬁhéﬁ%?b%%%?-ﬁf%%%@p? ?ﬁq Examples 3 and 4 gives
(4-i sopropyl suthenybmpoumds - N, N - di phenyl acet am de, 25
4-{(2-hydr.axy)-3-[(4-isopropyl benzenesul f onyl ) -

benzyl am no] propyl am no} benzani di ne, acetate, FAB 481,

4- {(2- hydr oxy) - 3- [ ( 2~ I $3pfepyhbdineniwemt Fagryio) - 23trydroxypropyl] -

butyl am o] pr oRyL 305 BESHENERTE LD orGRI e PR i4EEny L acetanide,
4-{(2-hydroxy)?§-F%%§?so ropylbéﬂggzesuﬁfonyl)- * Y

(2- et hyl t hi azol - 4-yl et hyl ) am no] pr opyl am no} - benzam di ne, acetate,
FAB 502, 35 2-[[3- (4-amidinophenylamino) -2-hydroxypropyl] -

i5 (4-isopropylsulfonyl)amino] -N,N’ -diethylacetamide,

2-[[3- (4-amidinophenylamino) -2-hydroxypropyl] -
(4-isopropylsulfonyl)amino] -N,N’ -dipropylacetamide,

20 2-[[3- (4-amidinophenylamino) -2 -hydroxypropyl] -
(4-isopropylsulfonyl) amino] -N-phenylacetamide,

2-[[3-(4-amidinophenylamino) -2-hydroxypropyl] -
(4-isopropylsulfonyl)amino] -N,N’ -diphenylacetamide,
25
4-{(2-hydroxy) -3-[ (4-isopropylbenzenesulfonyl) -
benzylamino] propylamino}benzamidine, acetate, FAB 481,

4-{(2-hydroxy) -3- [ (4-isopropylbenzenesulfonyl) -
30 butylamino]propylamino}benzamidine, acetate, FAB 447,

4-{(2-hydroxy) -3- [ (4-isopropylbenzenesulfonyl) -
(2-methylthiazol-4-ylmethyl)amino] propylamino} -
benzamidine, acetate, FAB 502,
35
4-{ (2-hydroxy) -3- [ (4-isopropylbenzenesulfonyl) - (4-
methoxybegzyl)amino]propylaﬁino}benzamidine, acetate,
FAB 511,



4-{(2-hydroxy)-3-[(4-isopropyl benzenesul fonyl ) - (4-

nmet hoxybenzyl ) am no] pr opyl am no} benzam di ne, acet at e, FAB 511,
- 97 - 2-[[ 3- (4- am di nophenyl am no) - 2- hydr oxypr opyl ] - (4-
i sopropyl benzenesul fonyl )am no] acetic - agid, acetate, FAB 449, 5

4-[[ 3- (4-am di noph 2- I
|sgLroéylgnggzgguF yL§$% 42 éﬁhﬁéﬁ%ﬁiiéaéﬁkafé - OYSreXYPTOPEAR- 447
3-{[[ 3- (4- am di sophepyl ben nene 2: hfmnadygpriowllajceti@ acid, acetate,

(4- |sopropylbegggngéylfonyl)anlno]nethyl}ben20|c aci d, di acet at e,
FAB 525, 4-{[[ 3- (4- am di nophenyl am no) - 2- hydroxypropyl]

(4-1sopropyl benzenesul fonyl ) am no] net hyl } benzoic acid, 15 diacetate, FAB
Fgfr] 5 4-[[3-(a- amldlnophenx;amﬂﬂﬁ)ﬂb hydroxypropyl]-(4—

OH 1sopropylbenzenesulfonyl)amlno]qggﬁ;Fc ac1d diacetate,
4-{(2-hydroxy) B[ 4{47] sopropyl benzenesul fonyl )- 20

(3, 5-di net hoxybenzyl ) am no] pr opyl am no} benzami di ne, di acetate, FAB 541,

4-{(2-hydroxy)-3-[(4-isopropyl benzenesul fonyl ) -
(4-ami di nobenzyl ) ans nd] p3 o py+ amd dinjdygrezgiiaiine,) -2 -hydrbkyprapylheet ate, FAB

523, 10 (4-isopropylbenzenesulfonyl)amino]lmethyl }benzoic acid,.
diacetate, FAB 525,

4-{[[3-(4-amidinophenylamino) ~2-hydroxypropyl] -
(4-isopropylbenzenesulfonyl)aminolmethyl}benzoic acid,
15 diacetate, FAB 525

o]
\\
HN N, A\
5 C‘\/ " /\(\ o
HzN H OH

OH
o)

4-{(2-hydroxy)-3- [ (4-isopropylbenzenesulfonyl) -
20 (3,5-dimethoxybenzyl) amino] propylamino }benzamidine,
diacetate, FAB 541,

4-{(2-hydroxy) -3- [ (4-isopropylbenzenesulfonyl) -
(4-amidinobenzyl)amino] propylamino}benzamidine, tri-
25 acetate, FAB 523,

4-{(2-hydroxy) -3- [ (4-isopropylbenzenesulfonyl) -
(3-amidinobenzyl)amino] propylamino}benzamidine,
triacetaté, FAB 523 and
30



4-{(2-hydroxy)-3-[(4-isopropyl benzenesul fonyl ) -

( 3- am di nobenzyl ) am no] pr opyl am no} benzam di ne, triacetate, FAB 523 and
30 - 98 -

4-{£2- hydroxy) - 3-[ (4-isopropyl benzenesul fognyl ) -

(2-fluorobenzyl)am no] pro o}be am di ne et B 499. 5
Sinilarly, reaction? O%P 3 %f SEEEINE dH%%Fﬁ%W&benzen85H3§Ph¥E§n1de,
4- nethoxybenzykzbe@bﬂ@beﬂiylEhmﬂmnmpﬁﬂﬂgmamnﬂdjh@haamudlne,

4- chl or onet hyl hyl t and nmet hoxybenzyl chloride and
subsequent cleg§3§%£ ¥ tE%E% %zolldlnone ring and 15 the oxadi azole ring
simlarly to Exanples 3 and 4 gives t he conpounds 4-{3- |
(6-chl or o- 25 napht byl sy, f opyl def dy| &1 od yien  2- hydroxypropyl ani no
benzam di ne 20 [err]

[err] [err] H2N

[err] 1odée£ﬁané(6 chl or o- 2- napht hyl sul f onyl ) benzyl am no] -

2- hydr oxypr opy| am no} benzam di ne, 25
4-{3-[ (6-chl or BEBZHLPRFAFISR f onyl ) - ( 4- met hoxy-
benzyl ) am no] - 2-hgdhoxypeopyl dstseidenzam di ne,

4-{3-[(6-cfy org: 2; napht byl Sl eyl e papht h-2-Y1 -
4-chloromethyl-2-methylthiazole and
4-methoxybenzyl chloride

and subsequent cleavage of the oxazolidinone ring and
15 the oxadiazole ring similarly to Examples 3 and 4 gives
the compounds

4-{3-[(6-chloro-2-naphthylsulfonyl)ethylamino] -
2-hydroxypropylamino}benzamidine

20
Cl

he0as

4-{3-[(6-chloro-2-naphthylsulfonyl)benzylamino] -
2 -hydroxypropylamino }benzamidine,
25 4-{3-[(6-chloro-2-naphthylsulfonyl) - (4-methoxy-
benzyl) amino] -2-hydroxypropylamino}benzamidine,
4-{3-[(6-chloro-2-naphthylsulfonyl) - (naphth-2-yl-
methyl)amino] -2-hydroxypropylamino}benzamidine,
4-{3-[(6-chloro-2-naphthylsulfonyl) - (2-methyl-
30 thiazol-4-ylmethyl)amino] -2-hydroxypropylamino}-
benzamidine, diacetate, FAB..544 and
4-{3-[(6-chloro-2-naphthylsulfonyl) - (4-methoxy-
benzyl) amino] -2-hydroxypropylamino }benzamidine,
diacetate, FAB 553.



met hyl ) am no] - 2- hydr oxypr opyl am no} benzami di ne,
4-{3-[ (6-chl oro- 2- napht hyl sul fonyl)-(2-nmet hyl - 30

t hi azol - 4-yl et hyl ) am no] - 2- hydr oxypr opyl am no} - benzam di ne,

di acetate, FAB 544 and 4-{3 _ g9 -

[ (6-chl or o- 2- napht hyl sul f onyl ) - (4- et hoxy-

benzyl ) am no] - 2- hydr oxypr opyl am no} benzam di ne, di acetate, FAB 553.

Simlarly, reamilanly, of redlkefBeoh4- (6£nmet Ny{3F142(4}methyl-[1,2,4]-
oxadi azol - 3-yl ) phenyl ] 1 2z oxopxazol din- 5- vl AN _

(4- met hoxyphenég?gﬁ#!é]ha%ﬁ %i;f)p V\né?}ﬁi]d ?oodf) Ou’{%noe)ﬁd)léln y%mest&g%équent

cl eaviage ofd t(hemebhaxybhenybheul fonkmide  wibkadi dodiobutiang si midr to
Exanpl e 3 i e ou 1idi th
4-{3-[(4;n§?ho§§%ﬁé§§?§€|fS%?F?gﬁ?y|g%inéf*%-ﬁ?‘ﬁ%?i}1ﬁ§ne and  the
propy! ani no} bep¥afiarate Féegatsimilay 485, Examplegi3niang | ¢, giviesactheon  of

N-{3-[4- (5- et B¥hpbidnd. 4] - o

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl ) -

(2-napht hyl ) sul fonam de wth 15 i odobut ane and i odoet hane and
subsequent cl eavage4o{31t he1 -acanokypheargyrlasuaifdnt bty 1 amdad] a2 chgdrdxyg

simlar ta anpl e and ives. th
o (3 [ (2 one RoPBurEhge feekdFTinG . A5 1B 435.
propyl am no} benzam di ne, acetate, FAB 455 and 25
4-{3-[ (2- napht 1 )e ! - 3ehydgOXY= ra_ (5- - -
prf)pyl[ gin‘i no?be%g%%%gg?/ Zicgtgé{:g,%ﬁz]B §£7y WY .[%xz(i?rprln%t}i%l 3&1'2'4]
Sinmiarly to oEréiprel-11yl)phkenyhbpt vpreatazoldine S-y1lngehvdati ves give,
by reaction w th-Rygrexyl pEPRbKdide with

15

iodobutane and

iodoethane

and subsequent cleavage of the oxazolidinone and the
20 oxadiazole ring similar to Example 3 and 4 gives the

compounds

4-{3-[(2-naphthylsulfonyl)butylamino] -2-hydroxy-
propylamino}benzamidine, acetate, FAB 455 and

25
4-{3-[(2-naphthylsulfonyl)ethylamino] -2-hydroxy-

propylamino}benzamidine, acetate, FAB 427.
Example 18

30
Similarly to Example 11, the appropriate cyano
derivatives give, by reaction with hydroxylammonium
chloride, the compounds below

35 3~ (3-N-hydroxyamidinophenyl) -5- [ (4-N-hydroxy-

amidinophenoxy)methyl] oxazolidin-2-one, m.p. 201-205°,

3-{3-N-hydroxyamidinophenyl) -5- [ (3-N-hydroxy-
amidinophenoxy)methyl] oxazolidin-2-one,



chl oride, the conpounds below 35

3- (3- N- hydr oxyam di nophenyl ) -5-[ (4- N- hydr oxy-

am di nophenoxy) et hyl ] oxazol i di n-2-one, mp. 201-205[err],
3- (3- N-hydr oxyam di nophenyl ) -5-[ (3- N- hydyguxy-

am di nophenoxy) net hyl ] oxazol j di n- 2-.one,

-100 - 3- (%‘- Lﬁ%{fé‘?ma&ilﬁ@mm—l%ﬁr([é? RNRYSREY -

am di nobenzyl o) diidtyénd oxdazoh)intithy?-]axezolidin-2-one,

3- (3- N- hydr oxyam di nophenyl ) -5-[ (3-N-hydroxy- 5

am di nobenzyl oxy) nmet hyl ] oxazol i di n- 2- one. Simlarly to Exanple 2,
t hese give, by hydrdgé&hdfilydroxyanisdnophssydds 5- [18-N-hydroxy-

3- (3-am di nroph - B -A] hﬁgﬁﬁg : - _oxazol i di n- 2- one,
diacetate,Qpnlgayé%géé%éé¥ggg ( cg§%¥%ﬁﬁ5%%%+?igﬁf, FAB 354;

3- (3-am di nophenyl ) -5-[(3-am di nophenoxy) net hyl ]- 15 oxazol i di n-2-one,
di acetate, m pgi@lPaBl3[ €6r lExample 2, these give, by hydrogenation,

3- (4- am di nophenyl ) -5-T(3-am di nobenzyl oxy) - met hyl ] oxazol i di n- 2- one,
triacetate, nFpe COMBOUBIZ[ orr] (deconp.), FAB 368; 20
3- (3-am di nophenyl)-5-[ (3-am di nobenzyl oxy) - met hyl ] oxazol i di n- 2- one,

triacetate,  mp. 204-222[err (deconp. ). .. FA mple 19
Sinilarly]ﬁb Exanpl%’g%,aT%éﬁR?éﬁF%ﬁlMg%xfggﬁéppln%pﬁggﬁ§yﬁéggggifriIe
and 3- cyanopkapol jdinsubseguentiacetavact i onpwi t L9dEEXy| atfRsARm
chloride and h¥859ﬁion), FAB 354;

3- (3-amidinophenyl) -5- [ (3-amidinophenoxy)methyl] -
15 oxazolidin-2-one, diacetate, m.p. 312-318°;

3- (4-amidinophenyl) -5- [ (3-amidinobenzyloxy) -
methylloxazolidin-2-one, triacetate, m.p. 189-205°
(decomp.), FAB 368;

20

3- (3-amidinophenyl) -5- [ (3-amidinobenzyloxy) -
methylloxazolidin-2-one, triacetate, m.p. 204-222°
(decomp.), FAB 368.

25 Example 19

Similarly to Example 16, reaction of 4-oxiranyl-
ethylbenzonitrile and 3-cyanophenol, subsequent
reaction with hydroxylammonium chloride and hydro-
30 genation gives the compound 4-[3-hydroxy-4-(3-amidino-
phenoxy)butyl]lbenzamidine, diacetate, FAB 327

NH HN < NH,

H,N

OH



30 _genation gives the conpound 4-[ 3-hydroxy-4-(3-am di no-

phenoxy) butyl ] benzam di ne, di acetate, FAB 327 NH

HN  NH2 [err] [err]
- 101 - Exanpl e 20 Under nitrogen, 10.0 g of
3-(5-methyl-[1,2,41- oxadi azol - 3-yl ) phenol is added to 50 ml of DWMF and
5 2.6 g of so@i&&é@ﬁv&le are subsequently added at O[err]. 5.1 m of
epi bromohydrin are added, and the m'xture is stirred at room
tenperature f 4 hour st omar. p i

5- et hyl - 3- (393 %nyl’%%’ﬁ’%:yyhenﬁ 0 g 4]:90@3“ 2511 Ty 2d15 g o

t he oxiranyl cona@mﬂohfib-xﬁ)smﬂnﬁéld is 4®®d¢ﬂ to 5P rT’@th@ﬁoID%dm gas
|5 ntroduged S08 & BRUR4sTRE 1 drl'HeIxté&é’ bgpsblidoth ada@@t her ok hours,

yi el di ng, renova he sol vent, 1-amno-3 5-met hyl -
[1, 2, 4] - oxadi aiel 131yP)fpﬁ@hb%?]nﬁhﬁéﬁhnZa6?eaédﬂé';) angs h@o@*%lﬂéﬁ ‘LB and

434 ng of 4-meghoxypheny S%&@nwempera%hix@rlﬁl@rtcmt h@ﬁrwﬂt@s{ﬂmﬁi

pol ymeric DVAP (1.6 nmol i met op resin) .in 5 m
of pyridi ne ar8oEKi¥ped Sf-vﬁﬁom Feﬁ‘ﬁ@géhu?e??o x"?’ﬁany %&R’@’psnﬁ{é'lr Jesin is

filtered off and,she) foxddodeols 20 worked up as usual, giving

N-{ 2- hydr oxy- 3- [ 5- .

[1,2,4]- o |a§o$ é Vgebﬁénﬁ’ﬁ]rﬁpgﬂjyFfmgoﬁ’gflh8§e dlsso%‘e’ﬁ%er%esﬁ foonam de.
This gives, byofiydebhenali endsiNii | gabyiso iExanpheed, £25 6t fwugspdihed

3-[2- hyd 3- h b | |
T R sy b 909 Ao 14 Q300 PR 1,

after removal of the solvent, 1l-amino-3-[3-(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenoxy] propan-2-ole (“AB”).

15 500 mg of “AB” and 434 mg of 4-methoxyphenylsulfonyl
chloride together with 2.0 g of polymeric DMAP
(1.6 mmol of dimethylaminopyridine/g of resin) in 5 ml
of pyridine are stirred at room temperature for 24
hours. The resin is filtered off and the filtrate is

20 worked up as usual, giving N-{2-hydroxy-3-[3-(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenoxy] propyl}-4-methoxy-

benzenesul fonamide.

This gives, by hydrogenation similarly to Example 2,
25 the compound
3- [2-hydroxy-3- (4-methoxybenzenesul fonylamino) -
propoxyl benzamidine, acetate, FAB 380

o, 0

HN Vg’
2
0 N
/Y H
NH OH O/

Similarly, reaction of “AB” with

30

4-isopropylphenylsulfonyl chloride,
2-naphthylsulfonyl chloride,

35 6-chloro-2-naphthylsulfonyl chloride,
7-methoxy-2-naphthylsulfonyl chloride



NH [err] 30 Simlarly, reaction of "AB" with

4-1i sopropyl phenyl sul fonyl chloride, 2- napht hyl sul f ohyl chl oride, 35

6- chl or o- 2- napht hyl sul fonyl chl ori de, 7- met hoxy- 2- napht hyl sul f onyl
chleride - 102 - 102 - and subsequent
hydr ogenati on gi ves the conpounds bel ow 5

3-[ 2- hydr oxy- 3- (4-i sopropyl benzenesul f onyl am no) - pr opoxyl benzam di ne,
acetate, FAB 38 subsequent hydrogenation

3-[ 2- hydr oxy- 3- (2- napht hyl sul f onyl am no) pr opoxy] - benzam di ne, acetate,
FAB 400; 10 3-[ 2- hydr oxy- 3- (6-chl or o- 2- napht hyl sul f onyl am no) -

pr opoxy] benzargidrere, tlec etcatpeoundaBbé3 dw

3-[2- hydrogy 3- (7- met hoxy- 2- napht hyl sul f onyl -

am no) pr opoxy] benzam di ne, acetate, FAB 430; 15 Simlarl reaction of
| - ami no- 3- [ 4- ( 5- methyl2fhydroxy-3- (4 éﬁ@ﬁt@?ﬁﬂbgnwlj@ﬁ%ﬁﬂ%}q%ﬁ‘ BRM-2- ol e

with 4- methoxyphesylAuldiommli Rkor bdaeate, #abSoppopy! phenyl sul f ony
chl ori de, -naphth sulfonyl chlorid or 0- 2- napht hyl sul f onyl
%%6%equent

chl ori de, 7- netdo -hlqﬁﬂﬁﬂfﬁyﬁguPPBH§PY&HP%F?H¥1amln°)EERP
hydr ogenat i on Rnhzamidiiness sdet atel,| gnisngooenpounds

4-112- hydr gy 3. (4-Tipt foxubaenz enes Yl om|a 10D ey PLEPERH PERERLY 41 e

propoxyl benzamidine, acetate, FAB 434;
3-[2-hydroxy-3- (7-methoxy-2-naphthylsulfonyl-
amino) propoxyl benzamidine, acetate, FAB 430;

15 Similarly, reaction of 1l-amino-3-[4-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenoxyl] propan-2-ole

with 4-methoxyphenylsulfonyl chloride,
4-isopropylphenylsulfonyl chloride,

20 2-naphthylsulfonyl chloride,
6-chloro-2-naphthylsulfonyl chloride,
7-methoxy-2-naphthylsulfonyl chloride

and subseqguent hydrogenation

25
gives the following compounds
4- [2-hydroxy-3- (4-methoxybenzenesul fonylamino) -
propoxyl benzamidine, acetate, FAB 380;
30 4- [2-hydroxy-3- (4-isopropylbenzenesulfonylamino) -

propoxylbenzamidine, acetate, FAB 392;
4- [2-hydroxy-3- (2-naphthylsulfonylamino) propoxy] -
benzamidine, acetate, FAB 400;
4-[2-hydroxy-3- (6-chloro-2-naphthylsulfonylamino) -
35 propoxylbenzamidine, acetate, FAB 434;
4- [2-hydroxy-3- (7-methoxy-2-naphthylsulfonyl-

amino) propoxy] benzamidine, acetate, FAB 430.



30 . 4-[ 2- hydr oxy- 3- (4-i sopropyl benzenesul f onyl am no) -
pr opoxy] benzam di ne, acetate, FAB 392;

4-[ 2- hydr oxy- 3- ( 2- napht hyl sul f onyl am no) pr opoxy] - benzam di ne, acetate,
FAB- 400; 4-[ 2- hydr oxy- 3- ( 6- chl arpa- 2- napht hyl sul f onyl am no) -

pr opoxy] benzarg_di_ne, etate, FAB 434;

4- [ 2- hydr oxy- %@ﬂﬂiﬁ—%y- 2- napht hy! sul f onyl -

am no) pr opoxy] benzam di ne, acetate, FAB 430.

- 103 - BTR 6,21 so%b&rq %e?imo?i éoq g?ggﬁé’cﬂ I:L(@%é’t%%fx%@gth in

met hanol ) are a ded t ano
oxadi azol - 3- yl3zani atdedi $caddedmindef methegeh, arkt (t‘—:h@ethY mi bt @r é1is

stirred at545L£§Jd1££31ngyﬂ)ﬁﬁﬁginéﬂﬁ%’Haﬁéﬁfhnder'ﬁlﬁﬁ&@éﬂU8ﬂ8|%h@dded to
a suspensi on of ng, o par af or mal dehyde and 2 of nethanol, and

the mxture ml}i@”’sﬁl%? eﬁtéFr%@[éFr Pe foﬁorz %Q)u‘?%nutrﬁ% nEREUFEXEE ehen 10
adm xed with 4490 eabebgaedtUin haiqdydtbdes agdspeheied. of 4a8b GRjeof] for 1

o T, LM ARSI ST peiBr S TR Wil 9

borohydride iseathrredeatls60°C Abrer [haguma] Theumsixtihre nixt dheni s

o oduct - 1p. gnized (ps R B o e Hod R o fuBgr AL Saflav @R BRaR Crude

oxadi azol - 3- yla)tanW? ngoxr 20 hAumI Ul‘hﬁoml@tur%ssg spfosequently admixed
4- (5-methyl - [ 1.8, %oPéaGhﬁ\éQ' with 13- 34' )g '\bﬁﬁgﬁﬂﬁakﬂnw&eml 9.m

epi chl orohydrin_ in of et hanol wat er boj I.e under

reflux for 12 %uﬁ@dl‘&ﬂsmlﬂ@ ia@nth 3?9e§‘90 Qf gsgfium borohydride

N- et hyl - N- oxigady lameidy!l - 4- (5-nmet hyl -[ 1, 2, 4] -oxa- 25 diazol-3-yl)aniline.
A sol utlon of 0.39 g of N nethyl-

N- oxi r anyl et hyl -4- (5-nmet hyl -[ 1, 2, 41- oxadi azol - 3-yl ) - aniline and 30 ml
of met hyl am neaf33% :Elaemj]ah hours, euhleanmi:ﬁture 1:Ds mhydftodyhedolusiingstirred

30 1 et nyl a0 i ot %”?%y}lsr%Q JArEEg as0atrudd 01

3-yl) phenyl ] arprm:}tp:tz),pan-lzﬂél e ¢'BCf. N-magwy D@SJ“%hYérrd:'B? #g -of
4-i sopropyl phe&écﬁg% l)arﬁh_llqlrél de together with 300 rrg of poI yrrerl c
DVAP

am nop r|d| ne/g of resin
di chl or on@tohanzé ﬁ@éu’é{-?@r @é \ét 3po&mlle eﬁ%ﬁ‘lﬁ@ﬁfjorﬁ 2) 4]3 ZO%he resin

is filtered off. fHVLN1Mé€HQﬂdﬁﬂkiﬁéSand 1.0 ml of epichlorohydrin in
5 ml of ethanol and 3.5 ml of water is boiled under
reflux for 12 hours. Customary work-up gives 0.4 g of
N-methyl-N-oxiranylmethyl-4- (5-methyl-[1,2,4] -oxa-

25 diazol-3-yl)aniline. A solution of 0.39 g of N-methyl-
N-oxiranylmethyl-4- (5-methyl-[1,2,4]-oxadiazol-3-yl)-
aniline and 30 ml of methylamine (33% strength in
ethanol) in 10 ml of ethanol is stirred at 65° for
15 hours. Customary work-up gives 0.44 g of

30 1-methylamino-3-{methyl-[4-(5-methyl-[1,2,4]-oxadiazol-
3-yl)phenyl] amino}propan-2-ole (*BC”).

100 mg of “BC” and 87 mg of 4-isopropylphenylsulfonyl
chloride together with 300 mg of polymeric DMAP
(1.6 mmol of dimethylaminopyridine/g of resin) in 5 ml

35 of dichloromethane are stirred at room temperature for
16 hours. The resin is filtered off and the filtrate is
worked up as usual. This gives 109 mg of N- (2-hydroxy-
3-{methyl-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -
amino}propyl) -4-isopropyl-N-methylbenzenesulfonamide.



wor ked up as usual. This gives 109 ng of N-(2-hydroxy-
3-{nmethyl-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] -

am no} propyl ) -4-isopropyl - N-net hyl benzenesul f onam de.

- 104 - By hydrogenation simlarly_tpgkxample 2, this gives the
conpound 4- ({2- hydr oxy-3: [ (4-isopropyl benzenesul.f onyl ) - N-

net hyl am no] prB}SyP}’é%Pﬁ%%ﬁﬁ%% ﬁb‘%’b]e?ﬁf%i il n%’,‘aml?r;ﬁee??a‘t (Lalr:h’Ss F%Jémﬂslgthe
NH compouhd [err]

Simlarly, reaction,of,;BC -wWith 2-papht I hdey_and
subsequent hydr oge%a“%)ﬁ&%%& 7 Fﬁ%'&éﬁﬂxﬁ%ﬂ%&%geﬁ%snﬁ?kﬂ&i? N

4- ({ 2- hydr oxy- 8eLhyaphinobpyopyl f dhymethylaming) benzamidine, acetate,

am no] propyd } - Nagekhyl am no) benzami di ne, diacetate, FAB 15 427. The
following exanples relate to pharnmaceutical formul ati ons: 20
Example A: injection vials A solution of 100 g of an active conpound of
t he formula | and 5 g oNHdi sodi um hydrogen phosphate in 3 1 of
doubly distilled water is bfjought to pH 6.5 with 2 N hydrochl ori ¢ acid
and subj ected to steril g {71 MatRgn, 25 and 'pﬂ gytion vials are filled with
t he sol uti on, | yophi Fi zed dr sterile Comditions and cl osed under

sterile conditions. Each injec NM&LS of active
conpound. | |
OH

Similarly, reaction of “BC” with 2-naphthylsulfonyl
10 chloride and subsequent hydrogenation gives the

compound

4- ({2-hydroxy-3- [ (naphth-2-ylsulfonyl) -N-methyl-
amino] propyl } -N-methylamino) benzamidine, diacetate, FAB
15 427.

The following  examples relate to pharmaceutical

formulations:

20 Example A: injection vials
A solution of 100 g of an active compound of the
formula I and 5 g of disodium hydrogen phosphate in 3 1
of doubly distilled water is brought to pH 6.5 with 2 N
hydrochloric acid and subjected to sterile filtration,

25 and injection vials are filled with the solution,
lyophilized under sterile conditions and closed under
sterile conditions. Each injection vial contains 5 mg

of active compound.

30 Example B: suppositories
A mixture of 20 g of an active compound of the
formula I~ with- 100 g of soya lecithin and 1400 g of
cocoa butter is melted, poured into moulds and allowed



30 Exanple B: suppositories A mxture of 20 g of an active conpound of
t he formula | with 100 g of soya |lecithin and 1400 g of cocoa
butter is nelted, poured into noulds and all owed

- 105 - to cool. Each suppository comsinns 20 ng of active

conpound. Exampl e C. solution 5 A solution_is epared. from.1l of an
active compountd® Corgg'f' t%@c or PAPRCFLtFg C&“&PlﬁﬁHzgé)a‘g%Hﬁ 554 eg of
Na2HP04 12H20 esmbdlurid.g of benzal koni um chl oride in 940 m of doubly
distilled water. It is brought to pH 6.8, topped up to 1 1 and
sterilized by irradiation. 10 This solution can be used in the form of
eyedr ops. Exaaxpie| @ Bolgithitarent 500 g of an active conpound of the

formula | are ji : i t.h of i ndgr SRk inlgl ons.
15l OB O e B O o e he
fornula I, of kyeof forpebael, £.38g o@fpélagbBOSt%Wh, 29.981q &f
ta'f and 0.1 kﬁazﬁpwﬁggﬁm urarfah e?r.%f gti éfprﬁéﬁfﬂlk@ﬁ%£0 cmfaﬁlieie_s iif t he
customary manner suc at ea € cont ai ns .ng of activ
conpound. 94%5;]@I°é F.éOEBilfe isflded vwatehp efs dfe lﬁ’?%‘éé}étd to
a_nalhogousl Yy toPlE;(@napJ ecdppedl @ 251 1 hatd copdreid dized ey custaehimtyi omanner
with a coating.o ucrose ot at o st.ar Le, Er gum and
dyest uff. o %hﬁa%%%‘é ECa ccadﬁ%l%eesusfgs 4 (r%g‘égtgﬁg i ﬁkcgggéfgégar e filled

with 2 kg of active conpound of the formula | in the customary nanner

such t hat %gg@yl@imﬂ ns 20 ng of the active conpound. 35
Exanpl e H. anpou
500 g of an active compound of the formula I are mixed

with 99.5 g of vaseline under aseptic conditions.
15
Example E: tablets
A mixture of 1 kg of active compound of the formula I,
4 kg of lactose, 1.2 kg of potato starch, 0.2 kg of
talc and 0.1 kg of magnesium stearate is pressed into
20 tablets in the customary manner such that each tablet

contains 10 mg of active compound.

Example F: coated tablets

Tablets are pressed analogously to Example E and are
25 then coated in the customary manner with a coating of

sucrose, potato starch, talc, tragacanth gum and

dyestuff.

Example G: capsules

30 Hard gelatin capsules are filled with 2 kg of active
compound of the formula I in the customary manner such
that each capsule contains 20 mg of the active

compound.

35 Example H: ampoules
A solution of 1 kg of active compound of the formula I
in 60 1 of doubly distilled water is subjected to
sterile filtration, and ampoules are filled with the
solution, 1lyophilized under sterile conditions and



A solution of 1 kg of active conpound of the formula I in 60 1 of
doubly distilled water is subjected to sterile filtration, and anpoul es
are filled with the solution, lyophilized under sterile conditions and
- 106 - closed under sterile conditions.qfach anpoul e contains 10 ng of

%itl ve Conpoungiosec?eppfler stg%?ile cond[igri#}'xs.c%%?lur}a%pcﬁgé ]hcecggtoarirrrmus! al in
whi ch R mdySof - &= BN comddlundvhi ch can  al so be nono- 10
substituted by -COA, -CO[C(R5) 2]mAr, -COOA, -OH or by a
conventional am no-protective group,

or [err] [err] [err]

[err] R2 is H A OR5, NR5)2, N2, CN, Hal, NR5COA, 15

NHCQAr , NHSQ2A, NHSQ2Ar , COORS5, CON( R5) 2, CONHAr, COR5,

CQAr, S(O A or S(O nAr,



R3. is R5 or -[C(R5)2] m COORS, 20 R3 and X together are al so

-CO-N, thus fornmng a 5-nmenbered ring, where R3 s -C=0 and X
is N, R4 is A cycloalkyl, -[C(R5) 2] mAr, -[C(R5)2] nHet

or =CR5 =CR5 -, 9§¥§1092 RS is H_A@s Dbenzyl, pPCT/EP98/076330, NRS
or CHz, - 108 - y IS

NR5, MQ%ﬂ]mN, N C( 2 t..

[err] N [C (R5) 2] nfﬁgiéﬁgiéidlmﬁs - N C{R5)
2lm CON (R5) 2, N[C(R5 ) 2 ] mCONRSAr or "Hﬂ"lﬂﬂ“ﬂﬁ“ﬂﬁﬂﬂ|
2] m CONAr 2, i b -CO-, CII*

A i s al kyl %avi n%orﬂgoz%t\nldé acff(S) e %%mu;:lﬁcﬁtne or

groups can be replaced by 0 or S atons or by - CR5 CR5 groups
and/or 1-7 H 4 atons can be replaced by F, 15 Ar IS

napht hyl or phenyl whi ctR
trisubstituted by R1, A,
NHCOA, NHCGA
CONHAr ', COR5, COAr', S(O

unsubsti t ut ed or npno-, di- or
Ar', OR5, NR5)2, N®2, CN, Hal,

N NW@CQAr , COOR5, CON (R5)2 20
K orX ( Ar' is naphthyl or

phenyl which is unsubstlégted o) or mono-, di- qr trisubstituted
by RL, A OR5, 37
R
5
in which

R* is -C{(=NH)-NH, which can also be mono-
10 substituted by -COA, -CO-I[C(R®),ln-Ar, -COOA,
-OH or by a conventional amino-protective

group,

N. N.
~o .. e
HN— N=
0 CH,
R? is H, A, OR®, N(R®),, NO,, CN, Hal, NR’COA,
15 NHCOAr, NHSO,A, NHSO,Ar, COOR®, CON(R®),,
CONHAr, COR®, COAr, S(O)pA or S(O)jAr,

R? ig R® or -[C(R%),],-COOR®,

20 R® and X together are also -CO-N-, thus forming a
5-membered ring, where R* s -C=0 and X is N,

R* is A, cycloalkyl, -I[C(R®),]1sAr, -I[C(R®).]l.Het
or -CR’=CR®-Ar,
25
R® is H, A or benzyl,

X -ig -0, -NR® or CH,,



A v o e e e e S AT,

unsat urated heterocyclic ring systen1mhich *con atL NS

three or four identical or 30 g fferent hetero atons such as
nitrogen, , oxygen an sulf d.whjch i Sti ed

or m)go- or pol ysubSti tdt%dy ds ﬂc RY21nmAT, SNW&%&J “%RS CN,
N (R5) 2, NO2, NHCOA, NHCQOAr' / vnd/or carbonyl oxygen, 35
Hal is F, d, Br or I, - 109 -

m i's 0 1, 2, 3 or 4,N[C(R®),]n-COOR®, IS O\——lfor 2 5 and salts
t her eof . 2. Cbnpounds accordlng to daim1l, 10 a)

4-{3-[4-(2, 6-di chl or o- 4- net hoxybenzene-

sul fonyl ) pi perazin-1-yl] - 2- xypyopy R5 am no} benzam di ne;
b) 4-{3-[(4- |sopropylben;qqesul ) met Ryl
am nol - 2- hydr oxypr opyl am no} ge 1N/\/NQ '
4-{3-[4-(1- naphthylbenzenesulfonyl) perafl
1-yl]-2- hngoxypropylanlno}benzanldlne d)
3- (4-am di nophenyl)-5-[(3-a i hophenox
met hyl ] oxazol i di n- 2- one N[ngg*s?zpm X?a'l ts tlﬂéﬁ:é%f)z]m CONRssAr Pro&éss for
preparing conpounds of tNlpctRfDM-achArz, according to Caim 1
and salts t her eof characterized in that 25 a) they
are liberated from one of their functional_derivatives
by treatnment with aw is a bond, -S80,-, -CO-, -COO- or -CONR®-,

10

A is alkyl having 1-20 C atoms in which one or

two CH, groups can be replaced by O or S
atoms or by -CR°=CR®’- groups and/or 1-7 H
atoms can be replaced by F,
15
Ar is naphthyl or phenyl which is unsubstituted
or mono-, di- or trisubstituted by R', A,
Ar’, OR®, N(R’,, NO,, CN, Hal, NHCOA,
NHCOAr’, NHSO,A, NHSO.AT’, COOR?, CON (R®) 5,
20 CONHAr’, COR®, COAr’, S(O)pA or S(O)Ar,

Ar’ is naphthyl or phenyl which is unsubstituted
or mono-, di- or trisubstituted by R, A, OR®,
N(R®),, NO,, CN, Hal, NHCOA, COOR®, CON(R®)a,
25 COR® or S(0)sA,

Het 1is a mono- or bicyclic saturated or
unsaturated heterocyclic ring system which
contains one, two, three or four identical or

30 different hetero atoms such as nitrogen,
oxygen and sulfur and which is unsubstituted
or mono- or polysubstituted by Hal, A, Ar’,
OR®, COOR®, CN, N(R®),, NO., NHCOA, NHCOAr’
-and/or carbonyl oxygen,

35

Hal is F, Cl, Br or I,



sol vol ysi ng or hydrogenol ysi ng agent, by 30 1) liberating an

amdino group from its oxadi azol e -deri-vative by _

hydr ogenol ysi s, i) replacing a conve

am no- protective group bygtreat ment \”mmmw erMMHI g or
35 hydr ogenol ysi ng agent mnt% hydr ogen ok

liberating an amno group which 1is protected Ey a
conventional protegtiveis 0, 1, 2, 3 or 4 group,

- 110 - or b) that for preparing conpounds of the
formula | 5 in which RL is [err] y~<
[err] n is 0, bror 2, CH3 R3 and X

t oget her arg -CO N, thus formng a 10 5- menbered ring,

[err] Yis R5 R5 [err] 15

W is -SO2- or -Coand salts theregfhd R2 and R4 are as defined in Oaimi1,
20 a conpound of the fornula I

2. Compounds according to Claim 1,

10 a) 4-{3-[4-(2,6-dichloro-4-methoxybenzene-
sulfonyl)piperazin-1-yl]-2-hydroxypropyl-
amino }benzamidine;

b) 4-{3-[(4-isopropylbenzenesulfonyl)methyl-
amino] -2-hydroxypropylamino }benzamidine;

15 c) 4-{3-[4-(1l-naphthylbenzenesulfonyl)piperazin-
1-yl] -2-hydroxypropylamino }benzamidine;

d) 3- (4-amidinophenyl) -5- [ (3-amidinophenoxy) -
methyl] oxazolidin-2-one

20 and salts thereof.

3. Process for preparing compounds of the formula I
according to Claim 1 and salts thereof,
characterized in that

25
a) they are 1liberated from one of their
functional derivatives by treatment with a

solvolysing or hydrogenolysing agent, by

30 i) liberating an amidino group from its

oxadiazole derivative by hydrogenolysis,

ii) replacing a conventional amino-protective
group by treatment with a solvolysing or
35 hydrogenolysing agent with hydrogen or
liberating an amino group which is
~ protected by" a conventional protective

group,



[erc]

5-menbered ring,

whi ch 25

0 or CH3

a 5-

, - N3N/ y
R5 R5
defined in Caiml1l,
formula 111 15 b)
i n which

10

15

20

25

[err]

irs _
°© [err]

[err]

- 110 -
[err]
10

[err]

R3 and X together are Cé,"mﬂgﬂmm,mw”g
* - s
or

and R2 and R5 are as

is reacted with a conpound of the

t9?t f?gFgégéér%#g_%gggo%ﬁgs of tHd formula 1

in which R® isg

{ /N"O
P

o

oxr

{ N

7 "0
\g:’( |
CH,

R?® and X together are -CO-N-, thus forming a

5-membered ring,

NRS, —N N—,—N

RS
/

W is -80;- or -CO-,

/
N
®

and R? and R® are as defined in Claim 1,

a compound of the formula II

in which



R4 is as defined in Caimi, and L is d, Br, | or a free
or a reactive functionally derivatized CH group, 25

T R o

R3 and X together are -CO N, thus
forn1ng a b5 5- menbered ring, y s O,

W is a bond, anq\garhhd R4 aré~a%9r:ained in Caim1, 10

a conpound of the fornula II err]

[err] [errR 14N

R! is o or

> [err]
CH:,

R® and X together are -CO-N-, thus forming a

5 5-membered ring,
OO
' ./
Y is \Rs
or
RS RS
\ . N/
/N/\/ \
10

and R? and R® are as defined in Claim 1,

igs reacted with a compound of the formula III

15 R*-W-L III

in which

W is -80,- or -CO-,

20
R* is as defined in Claim 1,
and L is Cl, Br, I or a free or a reactive
functionally derivatized OH group,
25

or

c) that for preparing compounds of the formula I

30 in which R? is



[ere] R [err] 20 R3 and X together are

aﬁ?% |;h£ fﬁ\“%ﬂ““‘“w"‘ m\l 25 rembered 1 n?s react ed vvithYa Ci)rsrpgimd

of -the forrrul -WHOH v 30
i n which - 113 - W i's
a bond, and R4 is as defined in Clalml 5
or d) t hat for{ preﬂarl ng conpounds bLformJI a l 10
i n which S [err R3 and X
together are -CO- N, thus fop n%a 15 NER(gered ring,
O or
R’ and X together are -CO-N-, thus forming a
5 5-membered ring,
Y is O,
W is a bond,

and R? and R* are as defined in Claim 1,

10
a compound of the formula II
i
H
R3/O
15 in which
R is
N.
{\(/N‘o {\(’ 0
R! HN N= ,
O or CH,
20
R® and X together are -CO-N-, thus forming a
5-membered ring,
Y is O,
and R? is as defined in Claim 1,
25

is reacted with a compound of the formula IV

R*-W-OH IV

30 in which



W is a bond, 20

R4 |s - C(R5 H Muﬁumﬁmm 2] nHet, m is 0, 25
and R2 is as d a conmpound of the fornula

V _» - {egr] 30 i n which
-114- Rl is 0 or CH3 R3
and X together are -CO-N, thus formng a 5 5- menbered ring,
and Lis d, Br, | or aWree 15 sab@atti ve functionally

derivatized OH group,

and R* is as defined in Claim 1,

5
or
d) that for preparing compounds of the formula I
10 in which
Ns
"o ~¢"o
HN N= cH ,
R* is O or 3
R® and X together are -CO-N-, thus forming a
15 5-membered ring,
/~\
_‘N N— ]
Y is
W is a bond,
20
R*  is -[C(R®):]sAr or -I[C(R®);lnHet,
m is 0,
25 and R? is as defined in Claim 1,
a compound of the formula V
R1
\'4
X/*\T/»\L
R2 o -
30

in which -



10 . and R2 is as defined in daiml1l, is reacted

Mﬁthlg _conpeundofThe fo&ﬂulﬁ \ . R4- W Y-H
\“\m‘e\‘““‘““““\ ' - 114 - WR4 Iissa- F(():?(IiS) 2] mAr or
m is 0, 25 or
g% that for preparing conpounds th;PE forn?la I [gn rhich
_ - rr
Rcltolil- thusl\I fOI‘m'(I‘)l(I:Z] a |.",|5_,@3rrbered\r|(N'Fg-<R3 ggd X toget her are
[err] Y s, | CHY R5
R5 [err] R 1is 3

R® and X together are -CO-N-, thus forming a
5 5-membered ring,

and L is Cl, Br, I or a free or a reactive
functionally derivatized OH group,

10 and R? ig as defined in Claim 1,

is reacted with a compound of the formula VI

R*-W-Y-H VI
15
in which
W is a bond,
"'"N N_ *
20 Y is —/
R* is - [C(R%);]1.Ar or -[C(R%);] Het and
m is 0,
25
or
e) that for preparing compounds of the formula I
in which

30



10 W is -CONH, and R2 and R4 are-as—definedin

B

cR:rzéi' m1, [grtrti)rfpound of the f?;%iﬁér 15 H“\“\“‘!ﬂ“‘“zﬂl\l“\“\

[etr] 20 Rl is 0 or - 115
together are -CO- N, thus form ng a‘]l rrenbered ring,
-16-

{\(/ R5
[err] [err] or and R2 and R5
are as as defined in daim1l, 5 HN—Q isNe ._?d with a conpound of
the formula VI R is o

R?® and X together are -CO-N-, thus forming a

5-membered ring,

NRE, —N N—,— Q—N/
\_/ \RS

Y is or

10 W is ~-CONH-,
and R? and R* are as defined in Claim 1,

a compound of the formula II
15

in which

20 R! is O or CH,

R?® and X together are -CO-N-, thus forming a
5-membered ring, h

25



R4- N=C=0 VH— ] i n which R4 is as

defined in or 15 f) that f i
T T

[erl:] - 116 - Rl is CH3
R3 and X together are -CO-N-, thus form ng ered ring,
25 Y isMQ%)ﬂm - —_
and R2 and R4 are as defined in C '1, 0¥£pund of the
formula 11 v is 17-
[err] [err]R5 /R5 [err]
N
N’/\\/’N\\
or d

and R? and R® are as as defined in Claim 1,

5
is reacted with a compound of the formula VII
R*-N=C=0 VII
10 in which
R* is as defined in Claim 1,
or
15
f) that for preparing compounds of the formula I
- in which
N.
HN N= )
20 R is O or CH,
R?® and X together are -CO-N-, thus forming a
5-membered ring,
25 Y is N[C(R®),]).-COOR>,
W is SO,,
and R? and R* are as defined in Claim 1,
30

~a compound of the formula II



i n_which [err] 5 RLis 0 or

3 R3 and X together are -CO N, thus forn1ﬁg—a~_____
5-menbered ring, 10 Y is NC(R5)2]m '
R2. and R5 are as defined in Claiml, _ 117 - i s reaHmuL "Hl,’””
conpound of the formula 154 VI ,"
VI I n L is d, Br, or a frée or

a reactive
and R4 is as defined in C
prepari ng conpounds of the
X is NH and

ctionally derivatized oH group,

@ 2 orl g) that for
musir\(‘sv’H in which

in which

R1
5 R! is O or

N.
{\(/N~o {\(/ o)
HN N=

CH,

R?® and X together are -CO-N-, thus forming a
5-membered ring,

10 Y is N[C(R®),],-COOR®,
and R? and R® are as defined in Claim 1,

is reacted with a compound of the formula

15 VIII
R*-S0,-L VIII
in which
20
L is Cl, Br, I or a free or a reactive

functionally derivatized OH group,

and R* is as defined in Claim 1,

25
or
g) that for preparing compounds of the formula I
30 in which

X is NH and



[erc] and Rl, R2, R4, Y and Ware as defined in_

Gaiml, 5 . . these conpounds are |iberated f
oxazol i di none derivati veslgy treatment with _a ’W g""s"mmm

hydr ogenol yzi ng agent, - Qfsg

prepari ng conpounds of the farmul a | |n whi ch Rl |s -C( NH)
-NH2, 15 cyaﬁ6p3§oup is converted into an am di no

group, or in a conpound of the formula
one or nore ic R3 and/ re converted
into one or nore radical® Rgi ﬁ% and?n$2ﬂ4are ig 8eflne€.‘%y, for
exanpl e, |91a1m Aydr ol ysing an ester group to give a

car boxyl ggoup, 30 i) reducing a nitro group,

i) acyl ating an am no group, and/ or 35 k)
converting a base or acitdese t emPeoURdiSa Brient ¢iberated frogne tdeirt s
sal ts. oxazolidinone derivatives by treatment with a

solvolysing or hydrogenolyzing agent,

10 or

h) that for preparing compounds of the formula I

in which R! is -C(=NH) -NH,,

15
a cyano group is converted into an amidino
group,
or
20
I) in a compound of the formula I, one or more
radicals Y, R}, R?, R® and/or R* are converted
into one or more radicals R, R?, R® and/or R,
25 by, for example,
1) hydrolysing an ester group to give a
carboxyl group,
30 ii) reducing a nitro group,
iid) acylating an amino group,
and/or
35

k) converting a base or acid of the formula I into

one of its salts.



- .-119 - 4. Process for preparing pharnmac ' | ons,
characterized in that a conpound of the formula IT“ mﬁ' & B ng to
Claim 1 and/or one of its physi ol ogi : salts is

brefight into a 5 sui tabl e dosage ipgm together with at |east one
Phar maceut I cal

solid, liquid g s arrier
formul ati on, %hara erlzedEi r%parlng T af%ﬁﬁ%&ﬁlQﬁleﬁoqqﬁ%ﬁ
conpound of the formmﬂxaqtaxnzed 1nach@tdangompoundCbﬁlmhe fonmmmhoq one

of its cally a abl | t naQunds of
the formula I accordl ng tggé(:l J EEERRAV %ntdl?el r pﬁy5| ol ogo (%1
acceptabl e salts fcﬁhﬂﬁiOloglcaiﬁﬁxﬁQQQPtahiﬁr@Wﬁ@§e$s bnpogitdiiato a

infarctions suR418Id 08658585 il “Eé@é@}?éf ORSthaRap! ¢ ggs angien

pectoris, restenosis after . _angiopl, asty and udi cat’l o
intermttens. 20 sodid, \Jefwishet $e98 -dAguigr RaFEipTagEoRrrhYi2®Y O ai m 1

and their physiologically acceptable salts as I nhi bitors of
coagul ation factor of corrpounds of the fornula I
according to %g ara‘aa‘i%tf%}d/ ofo 9%y si GHGgRCkery Zedc c Bt alfl e

salts for the preparatticort off aatrreblea‘smeahe compoufld ofsenef f@aﬂmunds of

the formu | accordi Q) m and/ t heir_physi ically
accept abl EeL630 aﬂ;‘él%{s i con%{% 1 %r%gses né nﬁfg gitﬁl

i nfarction, ar tlé?ymlloglwléy accepmabémmailoas apopl exy,
angi na pectoris, restenosis after angi opl asty and cl audi cati o

intermttens. )
6 Compounds of the formula I accdrding to Claim 1

and their physiologically acceptable salts for

15 combating thromboses, myocardial infarction,
arteriosclerosis, inflammations, apoplexy, angina
pectoris, restenosis after angioplasty and
claudicatio intermittens.

20 7. Medicaments of the formula I according to Claim 1
and their physiologically acceptable salts as
inhibitors of coagulation factor Xa.

8. Use of compounds of the formula I according to
25 Claim 1 and/or their physiologically acceptable
salts for the preparation of a medicament.

9. Use of compounds of the formula I according to

Claim 1 and/or their physiologically acceptable

30 salts in combating thromboses, myocardial

infarction, arteriosclerosis, inflammations,

apoplexy, angina pectoris, restenosis after
angioplasty and claudicatio intermittens.
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{57) Abstract

The invention relates to novel compounds of formula (1) wherein X, Y, W, R1, R2, R? and R# have the meaning cited in Claim 1, The
inventive compounds are inhibitors of coagulation factor Xa and can be used in prophylaxis and/or therapy for thromboembolic diseases.

(37) Zusammenfassung

Neue Verbindungen der Formel (1), worin X, Y, W, R1, RZ, R? und R* die in Patentanspruch 1 angegebene Bedeutung haben, sind
Inhibitoren des Koagulationsfaktors Xa und kdnnen zur Prophylaxe und/oder Therapie von thromboembolischen Erkrankungen eingesetzt

werden.




