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PCT/ EP98/ 07673 BENZAM DI NE DERI VATI VES AS COAGULATI ON FACTOR XA\ 31 MAY 2BBITOR
The invention relates to conmpounds of the formula | RL 1 X~Y W-R4 RZ 3,0 R
10 15 Rz 20 2%WO 99MM3i1OI92R1 i s - C(=NH)- NHz which can al sBCBLERBRAOUBSBI t ut ed
by -COA, -CO[C(R5)z]mAr, -COOA, -OH or by a conventional am no-protective
group, R3 O or HNENGHRrbInt, DéRICB@IVﬁs( R§) céAGN%T@N FrRaoRNRRCOA,
NHCQAr, NHS02A , NHS02Ar , COORS , CONHAr , CORS , CQAr, S
(O)nAorS(O)nAr)lsRSm-[c% ST ]mCOORs R3 and X
together are also -CO-N-, thus form ng a Snmenbered ring, V\/nere R3is -C=0

R0 3 it A ity 15 ARl AL

R1
x/ﬁ/\Y/W\R4
R2 o) [
e
R3
in which
10
R? is -C(=NH)-NH, which can also be monosubstituted

by -COA, -CO-[C(R®);]lu-Ar, -COOA, -OH or by a

conventional amino-protective group,

N.
{\(/N‘o or {\(;_ o]
0 CHs

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)pnA or S(0)p,Ar,

R? is R® or -[C(R%),].-COORS,

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?);]lsAr, -[C(R®),]l Het or
25 -CR°=CR®-Ar,

5 ,

R is H, A or benzyl, ””lmlm,j””llm}’”mm”lm

*166166%
X is 0, NR® or CH,,

5 | NRRRORM R

*G00002*




1 3 MAY 2002 - 2 5Yis O NRS, N[C (RS) 2] m COCRS, N[C(RS) 2] mAr,
-NN , U-NT-NA URS 10 WN (C (RS) 2] mHet, R5 R iN-N~ (C%Rsb&[!ﬂ]z
mCON (RS) 2, N[C (RS) Z] m CONRSAr or N[C(RS) 2] mCONArz , . nd
-SQz-, -CO, -COO or -CONRS-, Ais alkyl2 aving 1-20 C atons in which one
or two CHz groups can be replaced by Oor S atons or by -CRS=CRS- groups
and/or 1-7 Hwtonsigan be, repl@eed 15N (RS) A, 425 ,naphtnhyd (r8) . phamd, whi ch
is unsubstituted or nono-, di- or trisubstj ed by RL, A, Ar', ORS, N( RS
) 2, NO2 , CN, Hal , NHCOA, NHCQAr' , 02A) NHSOzAr' , COORS , CON (
RS ) z , CONHAr' CORS , . COAr' S (O n (O nAr, Ar' is naphthyl or
phenyl which is urﬁh%égl)tﬂm&ﬁ)@r'rmno- di - or trlsubstltut ed by R1, A

ORS, N(RS) 2, 2 5 NOz , CN, Hal , NHCOA, COORS, CON( RS) 2, CORS or S
(0) nA, Het ~,s a nobno- or bi cyclic saturated or unsaturated heterocyclic
ring system which contains one, two, 30 three or four identical or

different hetero atons such i trogen, (ﬁgygen and squjr and which is
unsubstituted or nono- oL—pplys Ntute COORS , CN
, N( RS) 2, NO2 , NHCOA \\H \aRg/.or CN’Wnygen 35

5
NIC(R®)2]n-CON(R®)2, N[C(R®)2]n-CONR’Ar or NI[C(R®)zlm-
CONAX,,
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’, ORS,
N(R®),, NO,, CN, Hal, NHCOA, NHCOAr’', NHSO.A,
20 NHSO,Ar’, COOR®, CON(R®),, CONHAr’', COR®, COAr’',
S(0O)pA or S(0)Ar,
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)nA,
Het 4is 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 )



1 3 MAY 2002 - 3 Hal is F, C1, Br or I, mis 0, 1, 2, 3 or 4 5nis 0, 1
or 2, and salts thereof. The invention also provides the optically 3§§@§F
forms, 10 the racemates, the diastereoners and the hydrates and sol @W
t hese conpounds. The invention was based »n-the object of discovering novel
conpounds havi ng val uabl e properties, in 15 particular those which can be
used for prepﬁghngigegtCQanh§.oEtIhas been found that the conpounds of the
formula | and, their salts have very useful pharnacol ogical 20 properties,
coupled with good tolerability. In particular, they have factor

Xa-i nhi bi ti ngmpropegt pesiand,canokheref ore be enpl oyed for conbating and
preventing thronboenbol ic disorders such as thronbosis, nyocardi al
infarction, arteriosclerosis, inflamuations, 25 apopl exy, angina pectoris,
restenosi < af her anmgi Opl asby and claudicatio intermttens. Aromatic am di ne
derivatives having action are known, for exanple, fromEP 30 Cyclic
guanidines for the treatnent of disorders are described, for exanple,
Aromati c het erbdyerésshabengofact or activity are known, for exanple, from
WO antithronmbotic O 540 051 Bl. thronboenbolic .n WO 97/08165.
Xa-1nhibiting 96/10022. 35 The antithronbotic and antj coagu] ant_effect of

t he conpoundsTREcPYPRGLILE S RIOMIAST iSRG IRALY (3F e i FAFBPti ng

action omnd hetaet incaieathteaagut Béi diaptereasersknoyd thderhytdiagsneafdct or
Xa, or to the inhi?ition of other activated serine

1 MAY 2002 - 4
pr ot eases sucﬁoéga%§5t8f %BFEF FEEPEHPFRa or thrombin. Factor Xa is one of

the proteases which is involved in the conpl ex process of bl ood

coagul ation. Eaet o, Xohey SR RLYSEH de 6AN i 'QEtpr%th&%’P& t
t hr onbi n. Thron%inréleaves f? ri nogen intowﬁ%%rgﬁjnnnoﬁ%rs _|cﬁ? g%?er
crosslinki ng, "e¥Rtri baPEPPUREANENPAVEPTt 0 YAIBABLS f OPRAPEBRiCAN actRvation
of thrombin caarkgeulbri Nchd@eoCquiiencenf Wy onhpanbotde dbsepaelsy 10 An
i nhibition of thronbin, however, can inhibit the fibrin formation involved
in the formtMSALGRME FAronbus. The inhibition of thronbin can be neasured,
for exanple, by the nmethod of G F. Cousins et al. in 15 Circulation 1996,
94, 1705-17121t has been found that the compounds of the formula I
and, their salts 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



I nhibition of factor Xa can thus prevent thronmbin formation. The. conpounds
of the formula | according to the 20 invention and their salts inter%fﬂg in
t he bl ood coagul ati on process by inhibiting factor Xa and thus i nhi Bi 02
formati on of thronbi. The conpounds of tha formula | according to the 25
invention can furthernore function as inhibitors of the blood clotting

factors faCtOfi%{»}i' "tjf@r?t% Eéﬁe n%clt%%f{@gs‘ éé:%ﬁl@.;ﬁf&@%atééet %h&ﬂ Gascade.

The inhibition act or t he conpoun accordihg 3 t he 1 nvention
and the neasurfariRT oflihe EAREORT BRI QX | HRF/MRERANt i t hronbotic activity can

be deterni ned fy-CaSt RABEY bReVCEr G HY protdysedelNods isAiswhakle et hod
i s described, for examle, b% J. qug%n%ﬁn t al. ig Thr onbosi s and
Haerpst asi s 63EPB5COIRLIE¥s PIEERFS. Fhe Dl FPRALORE#8Bt orf 3G 0N ¥4 so be
nmeasur ed, bBor eawalplses byhéheoneesdoal o plesthetmiadn intdhrdidombin.
Haenostas. 71,.,314-.3] : 0 - 5. Tk I | Ot 1. factor
ViIla initiat es?hri%{"%lrr?béjh%g‘ﬁ%gst%%}t)?%gﬁgegag BP, étl H%lex?‘ P ?’%g}e%spté}rht&%f' t he

bl ood cl otti npiscadecapestonkindut escontrhbubet i viundamehtsliiyct ottoX to

factor Xa. An dyphiditd onssfmd@cd®r VAha LBHSvRESNMEN! £t he nbamERtL O A0f

factory Xa and thus a subsequent formation of_ thronbin._ The inhibjtion of
factor VIla byEeIhe cdRpduitisCRERBFERRE (F t FRTPHYRATPOHiandiseaders.

geterm' nagioon o tih@id0 rdein cofguirimsie, ahicwel e&rybh gehﬁ abihvbity &de be

et erm ned usi custopary in vitro or in viyvo t hods. A customary process
for neasuring #hf¥%hig$¥¥%%18? f58¥8ﬁv9alalf§ ggg%ri%%ﬁwa?b?nexﬁﬁplg, by
H. F. Ronni ng shratbusn Thr onbosi s Research 1996, 84, 73-81. 15 _ The
conpounds of t efoiﬂﬂiﬁiénf@ﬁ‘“ ¢ emplyed £s Jhdic “ﬁéab{lx@ﬁrfﬁ” £33
veterinary nmediCine, 1n_particular for conbating and preventing .

t hr onboenbol i cexBrRkeler PYsuthe adnethethb@di sG- midcalPuginsnf @Fctaln, 120

arteri oscher ostsycih 1 £ A6Aed 9 9PS, 9 APOD} Y1 78NJI na pectoris, restenosis
after angi oplasty and claudicatio intermttens. The invention provides the

conmpounds of the fornula | 25 and their salts, and al so a process for
preparing conpowiilsi ©fon heoff orfadteod azcoradirng thmsC gir@vernand thireimbisal t s,
characterized in that a) they are |iberated fromone of their functional 30
derivatives byf?lfr%aa et with a sol vol ysing or hydrogenol ysing agent, by i)
| i berating an Emedi compewads f rofn | tReoxfdimubhe der Reapirdangy to the

hydrogenobysi S;n@dhtion and their salts intervene in 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).



i) replacing a conventional am no-protective group by treatnent with a

sol vol ysi ng or hydrogenol ysi ng agent with hydrogen or 1 3 MAY 2Q02 - 6

| i berating an am no group which is protected by a conventional protettilva0?
group, or 5 b? that for preparing conpeursds- of the formula | in which RL is
O ~~N~O NHN-~ or OCHa to 15 R3 and X together are -CON-, thus formng a
S5nmenbered ring, is NRs, - ~- , -Ne N~-5 R R ~N-N~ 20 25 Wis -SQzZ- or
-CO, and R2 and R are as defined in Caim1l, a conpound of the fornula I

_ Rl | x~Y~H e 3blooRR etorhingi Eactor ¥IfAyipggiates, after binding

to tissue factor, the extrinsic part of the blood
clotting cascade and contributes to the activation of
5 factor X to factor Xa. An inhibition of factor VIIa
thus prevents the formation of factor, Xa and thus a
subsequent formation of thrombin. ﬁ
The inhibition of factor VIIa byJ the compounds
according to the invention and the determination of the
10 anticoagulant and antithrombotic activity <can Dbe
determined using customary in vitro or in vivo methods.
A customary process for measuring the inhibition of
factor VIIa is described, for example, by H. F. Ronning
et al. in Thrombosis Research 1996, 84, 73-81l.

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 1liberated 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



~Np ~~NOR is ~..~N~ or N= OCHa R3 and X together are -CO N, thus

formng a 55 nenbered ring, is NRS) - ~-'" ~-NNor J ~-5 RS RS iN~-N~, 10
and RZ and RS are as defined in Claiml, is reacted with a conpougqh@f kﬁﬁ
formula Il R-WL IIl 15 in which Wis -8®- or -CO, 20 R4 is ad ¥

in Cdaiml, and L is Cl, Br, or a free or a reactive functionally

I
derivatized OH group, 25.0r c) .that_for pacli u rmul a
| 1 3 MAY 2002 ~~N-O ?ﬁ%e f%ﬁ“nﬁl s ﬂRﬁﬁ‘grsk@% %ﬂ%”lgid%ﬁ%é%{“-ﬁer are
-CO-N, thus forming a Pymenbensentiimgals pyoteo®iwy isgcatrbond, and R2 and
R4 are as defined in Claim1, 10 a conpound of the formula II

or

5 b) that for preparing compounds of the formula I

in which R! is

HN or N= ;
o CH,
10
R?® and X together are -CO-N-, thus forming a 5-
membered ring,
s /~ \ /
Y is NR® —N N—,— N or
f u ¥5
15
RS RS
N 7/
N
/N/\/ \
?
W is -80,- or -CO-,
20 and R? and R* are as defined in Claim 1,
a compound of the formula II
; R1
H
R2 o
3/
R
25

in which



RLHII X~Y R23i0Rinwiich 15 p ~NOR is ~or NHN--~ p CH3 R3 and
X together are -CO-N, thus forming a 5 nenbered ring, 20 Yis O and RZ is
as defined in aim1, is reacted with a conpound of the formul a IV 32MAY 2002

RA-WOH IV in which - 9 -1 3 MAY 2002 WwWis a bond, and R4 is as defined
in Cdaiml, 5 or d) that for preparing conpounds of the formula | ~~N~O in
which Rl is ~or NHN-~~, p CH3 to 15 R3 and X together are -CO N, thus

formng a Smenbered ring, Yis -[J~ - , N
~Mo ~¢"o
1 is HN or N=

o} CH,

R

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

5 membered ring,
Y is NR% —N — »—N or
\— RS
RS RS
N\ N, ,
’,N'/\\/’ N
10 and R? and R® are as defined in Claim 1,

is reacted with a compound of the formula III

RY-W-L ITI
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



Wis a bond, R4 is - [C(RS) 2] ",Ar or - [C(RS) z] nHet, 20 mis 0O, and
RZ is as deflned in Caiml, a corrpound of the formula V25 RlL V X~L RZ 3~0
Rinwhich 5101520 {~-NORLis HNO- 10 ~~No or CH3 1 3 N@AYMALIHN
R3 and X together are -CO N, thus form ng a 5Snmenbered ring, and L is Cl)
Br, | or a free or a reactive functionally derivatized OH group, and RZ is
as defined in Cdaiml, is reacted aNcorrpound {)f thﬂ forrrula \
R4-WY-H VI in which \? o)

in which R! is or N-—(

o

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

5 Y is 0O,
W is a bond,

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

10 a compound of the formula II

in which

{ /N‘o { /N‘O
R is :ﬁ_{ or \{J"’ ,

o) CH,

15

R® and X together are -CO-N-, thus forming a 5-
membered ring,
20 Y is 0O,

and R® is as defined in Claim 1,
is reacted with a compound of the formula IV
25 R*-W-OH IV

in which



Wis a bond, Yis -NN , UR4Ais - [C(RS) 2] ",Ar or - [C(RS) 2] nHet

and mis O, 25 30 or e) that for preparing conpounds of the formula | ~~N o
in which RR i s HN ~ or N O CHs - 11 - 1 3 MAY 201 R3 and X together

are -CO-N-, thus forming a Smenbered rinngg ¥ is NRS, - ~ - ~ -N_ )F3INAB200?
~lr. 511 ~N~N~ wis -coNH, 10 and R2 and R4 are as defined in Caim1l, a

conpound of the fo la;ll Ry ~H Il X~Y R2 3,0 R15 in which "Of ~N~-O R
is ~ or HN--~OCH§LI . bémg'together are -CO-N, thus formng a
5menbered ring,

and R® is as defined in Claim 1,

5 or
d) that for preparing compounds of the formula I
N. N.
. ' 1 . -—
in which R is HN-{ or N ,
‘ o} 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®).lmAr or -[C(R®).]l.Het,
20 m is 0,
and R? is as defined in Claim 1,
a compound of the formula V
25
R1
\YJ
X/Y\L
R2 _0
R3

in which



Yi sNRs, - ~-, -N_}--Nor ~J ~5 1 3 MAY 1002 - 12 R5 R5 and Rz and
RS are as as defined in Claiml, 5is reacted with a conpound of the
formula VII RA-N=C=0 VIl in which 10 R is as defined in daim1l, or 15 f)
that for preparing conpounds of the formggmd N O ~~N O in which RJ SANN0-
or OCH3 R3 and X together are -CO N, thus form ng a 520 nenbered ring, Y
is N[C(RS) z] mCOORS, Wis SOz, 25 and Rz and R4 are as defined in Caim
1) a conpound of the formula I - 183 R-~~H/ ~-XY RZ ,0R3 in which
5 {~No .

{ ‘/N‘c) 7 0
O CH,

R

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 is a bond,
20
R* is -[C(R®),1.Ar or -[C(R®),lzHet and
m is 0,
25
or
e) that for preparing compounds of the formula I

in which R?! is

N.
{‘~\v9N‘c> {\“<9-()
HN or N

30 o} CH,



RLis HVb-~ O{~N~Oor CH3 10 1 3 I~i AY 2002 R3_and X together are -CO N,
thus formng a Snenbered ring, Yis N[C (RS) 2] mCOORS) and RZ and RS are

as defined in Claiml, is reacted with a conpound of the fornmula VIIl 15
R4-SOzZ-L VIIl in which 20 L is Cl1, Br,-11ar -a free or a reactive‘lap 2
functionally derivatized OH group, and R4 is as defined in CaimTl QE %%

9) (el 107 broparag cqmpuads Bhee, el mbeul | L choff o3 Nan

- 14 1 3 MAY Z002"R37T's ' and'Ware a in daim
1, 5 these conpountemdesed éngt.ed fromtheir oxazolidinone derivatives by
treatment with a sol vol ysing or hydrogenol ysi ng agent,

5 /\ /
Y is NR° —N N—,—N ~—N or
fe ¥5
: |
RS RS i
\ 7/
N
/N/\/ .
?
W is -CONH-,
10 and R? and R* are as defined in Claim 1,
a compound of the formula II
, R
‘ é ’l ]
R2 _0
R3
15
in which
N.
{\(/N‘o {\(’ 0
R' is HN or N= ,
o CH,
20 R® and X together are -CO-N-, thus forming a 5-

membered ring,

/\ /
Y is NRS, —N N—,K6 — <:::>—-N or
\—/ RS



or 10 h) that for preparing conpounds of the fornula | in which RLis -C
(=NH) -NH2, 15 a ~yano group is converted into an am dino group, or i) ~in
a conpound of the fornmula I, one or nore 20 radicals Y, Rl, R2, R3 p@@ﬂwqmn
R4 are converted into one or nore radicali2 R, R2, R3 and/or R4, by, for
exanple, 25 i) hydrolysing an ester group to glve a carboxyl group, ii)
reducing a nitro group, iii) acyl Bg an am no group, and/or k)
converting a base or aci QI t he formJh into 35 one of its salts. For
all the radicals which occur sﬁkqla tlnes such as, for exanple, R5, the
meani ngs thereof are indepehdent of ohe another - 15 1 3 MAY 2002
Her ei nabove and herei nbel ow, the radical$ or parameters L , W, X) Y, Ri,
Rz, R3, R4, R5, n1and n have t he ne neanings given for the formulae |
to VI11) unless expr by_5.stated othermn So vat e S [sic] addition
conpounds Wit h, gx pRd % (Fﬁrﬁﬁt AR §h% i for exanpl e,
wi th al cohol s such as nethanol ethanol or propanol. 10 In the above
f ormul ae, i s al kyl, e r S On-qreferably 1,
2. 3, 4) 5 6, 7. 1 e%fge'a t?l %ﬂ%%%gld %Xd tri'u% fjo ) f}b yIﬁeth |
furthernore ethyl, propyl, |sopropyl, butyl, |sobutyl 15 sec- butyl or
tert-butyl, furthernore aIsoRpeggygg 1-, 2- or 3quthylbutyl, 1,1-, 1,2- or
2, 2-di met hyl propyl, 1-ethylpropyl, hexyl, 1-, 2-, 3- or 4-nethyl pentyl,
1,1-, 1,2-, 1,3-, 2,2-, 2,3- or 3,3-dinethylbutyl, for ~ 2-ethyl butyl,
1-et hyl - 1- net hyl prapywhithet hyl -2 20 net hyl propyl, 1,1,2- or
1,2,2-trif$thylpropyl heptyl, octyl, nonyl or decyl. Ais furthernore, for
exanpl e, |quoronethyI pent af | uoroethyl, allyl or crotyl.

R* is as defined in Claim 1,

or-

15 £) that for preparing compounds of the formula I

' » 1 » —
in which R* is HN-& or N ,

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

Y is N[C(R®),]n-COOR®,

W is S0,,
25
and R? and R* are as defined in Claim 1,

a compound of the formula II



25 ORS is OH OA or benzyloxy, with OA preferably being nethoxy, ethoxy,
propoxy, butyl oxy or hexyl oxy. Cycloal kyl is preferably cyclopropyl,

cycl obutyl, cyclopentyl, cyclohexyl or cycloheptyl. Cycloal kyl is, 30 for
exanmpl e, also the radical of a bicyclic tegrpene, such as, for exalgligy 200
3-menthyl; particular preference is given to the canphor-10-yl radical
CORS is acyl and is preferabdy fornyl, acetyl, 35 propionyl, furthernore
al so butyryl, pentanoyl or noyl. Hal is preferably F, Cl or Br, but
also I. - 16 1 3 MAY 2002r%2™s preferably H, fluorine, chlorine,

brom ne, iodine, hydroxyl, Ny, ethoxy, propoxy, vi §y o, am no,

nmet hyl am no, di net hyl am no, ®by ‘y;ﬁb\Td(Ei Bni no, acetani do,

sul f onam do, net hyl sul fonamdlo, 5 phenylisul fonam do, nethylthio, ethylthio)
met hyl sul finyl, ethylsul fimfT, nethyls onyl, ethyl sul fonyl,
phenyl sul fi nyl, phenyl sul fonyl, cyqﬁb, carboxyl, met hoxycar bonyl ,

et hoxycar bonyl, furthernore also acyl or benzoyl. 10 R2 is, in particular,
H R3 is preferably A, benzyl, CH2COOH or CH2COOA, but in particular H R4
IS preferably, for. qﬂﬁéﬁl A, cycloal kyl, Ar, CH2Ar, 15 CH2CH2Ar, CH2Het,
CH2CH2Het or Is H A or benzyl, but in particular H X is O
NH, NA or N-benzyl, furthernore also CH2. R3 and X together are al so
-CO-N-, thus formng, togethevavlththe 2-CNO unit, a five-nenbered 20

ring. Y is preferably, r~§§e e, H, tmyr N—ethyl, N- Ar,

N CH2- Ar, N- Het, CH- COOH, N- CH2- CObenzyl ,
/"-1/ R5 RS N N— 25 2- HX,_ NCH2- CONHA, NCH2- CONA2,
NCH2- CONRSAr or NCHZCC]\lArZ ) 30 ‘Nl s 'preferably, G"&j exanpl e, a bond,
-S02- or - , furthernmore also -COO- or -CONH-. Ar is preferably

unsubsti t ut ed phenyl or naphthyl, furthernore preferably naphthyl or phenyl
whi ch is 35 nono-, da:?ci kr'%é@qéf’tgg _(&rO e@(arrp‘L_ ny,g,rmlln%or% ng.
I odi ne, 0X

chl orine, brom ne, oxy, etHoxy) propoxy, —but oxy,
pentyl oxy, hexyloxyfIembered rlngf
10 Y is N[C(R®),]n-COOR®,
and R? and R® are as defined in Claim 1,
is reacted with a compound of the formula VIII
15
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
in which
30

X is NH and



1 3 MAY 2002 - 17 benzyl oxy, phenethyl oxy, nethylthio, ethylthio,

met hyl sul finyl, ethylsulfinyl, nethylsulfonyl, ethylsulfonyl,
phenyl sul finyl, phenylsul fonyl, nitro, am no, methylan no, ethyla ?QMYZMZ
di met hyl am no, 5 diethyl am no, formam do,14acetam do, propionyl am no,

but yryl am no, nethyl sul fonam do, ~r~~hyl sul f onam do, propylsulfonanldo,

but yl sul f onam do, g%~~n I fonanido, (4- met hyl phenyl ) sul f onam do,

car boxymnet hoxy, car oxyethoxy, met hoxycar bonyl nmet hoxy, net hoxycarbonyl 10
et hoxy, hydroxynmet hoxy, hydroxyethoxy, methoxyethoxy, carboxyl,

net hoxycarbonyl, ethexysarRonygs, 6y aR@ whery lAMPaeaon c1atW 10r
benzoyl , furthernnre al so biphenyl. 15 Ar is therefore preferably, for
exanple, o-, m or ptolyl, o-, m or p-ethylphenyl, o-, m or

ppropyl Ithe51yIh dO-, tmrz]as@rl pﬁcﬁ@pﬁnmé pheays , Ollbé&atﬂédpt efrodautytnhemyl :
o-, m or p-hy roxy en .0-, m Or n- tro .

p- anlnophenyl o- d) ﬁgﬁﬁQQQ)régﬁﬁﬁ p nyltr%étm%?t with a

p- acetanldophenyl S@lvqhysngnaﬁuhgﬂﬁugqﬂolys;ngnagantp ethoxyphenyl, o-,
m  or p-carboxyphenyl, 0-, m or p-nethoxycarbonyl phenyl, o-, m or

p- (N, N-di net hyl am no) phenyl, o-, m or p-(Nethylam no)phenyl, o-, m or

p- (N, N-di et hyl am n®r 25 phenyl, o-, m or p-acetyl phenyl, o-, m or

pfornyl phegyl, o-) m or p- quorophenyI, 0o-, m or pbronophenyl, o-, m or
p- chlorophenyl o-, .m or Isulfon phenyl , o-, m_or

D Cbhanyl sul T Gam SRsnaR PreBR A E R Iodh i SRR G phenyl | o
m or p-nethylthiophenyl, furthernore preferably 2,3-, 2,4-, 2,5-, 2,6-,
3,4- or 3,5difluorqph I 13z , 3,4- or

3, 5di chl or ophenyl %%ﬁc?.%, 15 5CLz §Hg ﬁH - or 3, 5di bronophenyl , 2, 4-
or 2,5- dinitrophenyl 2,5- or 3, 4- ' 35 dlnethoxyphenyl

3- nltro 41 ghl or ophgn I I

2- am no- 4- %hl or o-, o 5GXm no on"fboég-ﬁ' C(Urﬂrer%r?larr?g%% c%hrfotyrngglienr?y g,roup,
2-nitro-4-N, Ndlnethylanlno- or 3-nitro-4-N, N-di net hyl am nophenyl ,

2, 3-di am nophenyl, &% 3,4-, 2,3,5-, 2,3,6-, 2,4,6- or 13 MAY 200Z - | a
3,4,5-trichlorophenyl) 2,4,6-trinethoxyphenyl, 2hydroxy-3, 5-dichl orophenyl,
p-i odophenyl, 3,6-dichloro

4- am nophenyl ,i4- fil dor 0a3- chinpoaplengt, 2tmétuﬁqrmulnu3mnph@mﬂ 2r5- dotrkuor o- 4
- br omophenyl , 3-bro 4

nethoxyphg%yl 3- chE%Io % nefhoxyﬁhenyl cﬁ? P 0- 4- acet an do ﬁ%ﬁ?llnto

3-fl uor o- 4- nethoxyﬁﬁéhfﬂ}gméﬁiﬁ@ﬂﬁiﬁﬂﬁhﬁﬂpthyIRSaEﬁV@FoR racetanldophenylo
r 2,5-dinethyl -4-chl orophenyl . 10 Aw is very particularly preferably phenyl
whi ch is unsubstituyted _or nono- - or trisubstituted by am no, ORS, Hal,
CN, al kyl having 1°%0 & b&ﬁ‘%tp&?s CF3, CH3S0z, OCF3, acetam do, -C (=NH)
-NH2, et hoxycar bonyl or ethoxycarbonyl, furthernDre naphthyl whi ch is nono

15 substitgted b d
alszuuish%gtﬁtutgdlblpheﬁ%ﬁt &l (%éfﬁéﬁ%Pé%I or %Q%ﬁ%Igggbﬁkﬁﬂs gp

napht hyl , furthernore pﬁgﬁéﬂably, for exanple, o-, m or p-tolyl, 20 0-, m
or p-ethyl phenyl, o-, m or p propyl phenyl, o-, m or p- isopropylphenyl,
o-, m or p- tert butylphe 0o-, m, or p- hydroxyphenyl o-, m or

p- ni t rophenyl , orr ué:rﬁ%ﬁhéﬁﬁro &EXCYR or p- (N net hyI ami no) phenyl ,
o-, m or p- acetanldophenyl o-, m or p-nethoxyphenyl, 25 0-, m or

et hox nyl, o r I m  or
B nethoisggr%onylphlqyl% éggighéxpgﬁﬁxﬁhﬁﬁ§¥ﬁylanlno)phenyl o-, m or

p- (N-et hyl am no) phenyl, o-, m or p-(N, N-di et hyl am no) phenyl, o-, m or
pacet yl phenyl, o-, dRa Qr P- fornylphenyl o-, m or p 30 quorophenyI, o-,
m or p- bronDphenyI 0o-, m or pchlorophenyl or o-, m or

p- nethylsulfonylphenyl. Het is preferably, for exanple, 2- or 3-furyl, 2-

or 3thienyl, k), -ccﬁfve}dﬂfd OhYlbask ,02- acdd Ut S5tBS ifvret@d@l yi, ihto 3-,

- or b5- p¥gazolyl A% Qr_50 zonI 3-, 4- or 5-isoxazolyl, 2-, 4- or
5th|azoly B £ §6Fh| 2., 3- or 4pyridyl, 2-, 4-, 5- or
6- pyri mdinyl, furthernore preferably 1,2,3-triazol-1-,. -4- or -5-yl,
1,2,4

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

independent of one another.



1 3 MAY 2002 - 19 triazol-1-, -3- or -5-yl, 1- or 5-tetrazolyl,

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

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

1,2, 3-thi adi azol -4- or -5-yl, 3- or 4 5 pwri-dazinyl, pyrazinyl, 1-132AY 162,
4-, 5-, 6- or 7|ndonI, 4- or 5-isoindolyl, 1-, 2-, 4- or 5benzi m dazolyl,
1-, 3-, 4-, 5-, 6- or 7-benzopyrazolyl, 2-, 4-, 5-, 6- or 7-benzoxazolyl,
3-, 4-, 5-, 6- or 7benzi soxazolyl, 2-, 4-, 5-, 6- or 7-benzothiazolyl, 2-

10 4-, 5-, 6- Hereinbbovies @rid émlqﬂnbe&ow 5-thes-rastiqalenon, pagangaetazol yI

2=, 3-, 4, 51) @ x(-¥Or quuknmﬂel r}; RS, ’m4and5n héve t?heol'heanln s
8- |squ|nonI 3-) 47, '5-, 7- 8- cinnol i 4-, 5- %

8- qui nazol | nyBiven ofo%. cﬂh?un&%rmﬁ}ﬁe 21, B, Vi&f'G un}SS? %¥Pr3551y

8- 2H benzaof 1, 4Laxed Byheriiseher nore preferably 1, 3- benzodi oxol - 5-yl,

1, 4- benzodi oxan-6-yl, 2,1, 3benzot hi adi azol -4- or -5-y| or

2,1, 3-benzoxadi azol -5yl . The heterocyclic radicals nmay al so be partially or
20 fully hydr sgérated. 1Heﬂsng]zﬂddldxgnfanmppundﬂewlﬂhs ﬂ@hydxamﬁle, 3-,
-4or -5-furyl i h 5-furyl e

-3-furyl, 1, 3b5%8§6%an¥ EQF ?o¥§é t%fo -c%w {éjtlgﬁgt F&Q@%@E wﬁeﬁ

2., -3-, 25 aAcobpls5sw¥xr@ISyrnetzago&,hy@mnp ozzprops-no 4- or
-5-pyrrolyd, 1-, 2- or 3-pyrrolidinyl, tetrahydro 1-, -2- or -4-imdazol yl,
2, 3-di hydro-1-, -2-, -3-, -4- or -? yrazol¥ gtrTh ydr o- -3- or
_4-pyrazolyl, I 4&PﬁydP80Ye formulae’ o A 418yrpLbY1, 7 3S3, hlP%?Fah9Hro 30
1-, -2-, -3-, brénched, @nhd Gepyn by zoL pﬁefeﬁabw ﬂplmrwlwls 26, 3- or

4- nDrphollnyI tetraghy pyr.an X
L oxan 3 7o B 3V AS Pin o dhe SRREDH 1 SRS AR Lmeeny,
hexahydrol- fﬁrthetmame-étnxmﬂrmdopyl, isopZopyd ,3 B8yl pekagbuyyl,

1,2,3,4-t r 2, vndf chndonr - B = Ts = 8- |yl
1,2,3,4-t§ Eggu Y %r tegt bugyl ?utrgemo:%_ gf}s?spf&gf}% no Y‘ 2.
3-, 5-, 6-, 72 ~01o18- B-meth Wil DH- behz o] L2 0% Ay? - ineEREt REPRY
preferanly 2 T-aetiaopgionbapy). B4 23, SINo2002 meliyipencyy,

met hyl enedi oxypheny et hyl enedi oxypheny e enedi.o en
3,4-(dif|uoro%/haxllhyle']n'é%j"oxgﬁBﬁen%l'(1 égd?hy8fo§%§§ J§F§&D§'qﬁgi %T,
2,3-(2-oxonetbylenEdb@Mylb@emyj oa-eh&gx3L4m@thy$pro®&il,5 b-ethyl-2-
benzodi oxegpi n- , riher e .pref I | obe anyl or
2, 3-di hydfo 2- o%g&rlp .l'He# |?u2§%bsjt ztezte ﬁe%%!wldo&éﬁ%ﬁltut ed
by Hal, A ArthYQCCRSHYQNorN@RSVZ NOz, Ar-CONH-CHZ. 10 "Poly" means di
tri, tetra orapentga. Ffﬁr&ﬁéfﬁ%ﬁ%}*”tﬂdEH aEkaB&%fera@foiHb@éﬂé@hgl; - or

-5-yl, thiophen-2- r in-2-, -3- or -4-Yyl
pyrlnldln 2- gﬁntgfﬁporg@%pgg ég aﬁzgﬁ cr'i’tg’)ibenzodloxol 4- or -5- yI
1, 4- benzodi oxan-5 15 or -6 yl, 2,1, 3-benzot hi adi azol -4- or -5-yl which is

unsubstlt ed Q& ol ysu ' by qﬂxl gOORS
CN , o% ’I% %Agéhﬁ%&%kg%’% w a1'or carl??r% c%%jyl gn§ei§ The
conpounds of Fﬁ@hpﬁwnuﬁ&hbxwayPm@@@xwheb@ﬁY&Gﬁ@'@ﬁlh&RYd@wwres and may

therefore be present in various stereoisoneric forns. The formula |

enbraces all of these forns. 25 Cbnseﬁﬂfntly, t he i nvention prOV|des in
particul ar th&¥é& @é%ﬁﬁﬁndslﬁf (HREFSFIRA" | YR LARTORYAr | cB¥ELBREEYE: t he

abovenent i one@yt’cdd:p@axltsrlha&mrﬁxﬁheoﬁr efyelob@piyani Mysclpakeyaboyge. Sone
preferred; groyps oL GHPOUNdTE7 e BXRIERTCLAY At G R PO PEhe! I oS 1
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.



30 to I'i which correspond to the fornula | and where the radicals which are

not defined nore specifically have the neaning given for the formula I, but
where inla RRis H ' 35inlb R3is RSor - (CH2)mCOORS; in lIc Rggimy?ggz
cycl oal kyl, - (CH2)nAr [sic] , -(CHZ) nbetyg = CH=CH Ar; 1 3 MAY 20 -
inldY5is O NS, N(CHz ) ~,- COORS, N( CHz ) ,n-Ar , N( CHz )

mHet , -NN,,Uar 5 RS R- 10 in,le i.s al kyl having.1-20 atons in
whi ch one or thwo &% g?ﬁfug%r?@gybelir’epl &éleotf ‘- O—é@fgb?%UpsggﬁE/lgF'lJ H
atoms may be riepliamsed Byydxoxybl n héthoxys naphokyl oprpheryl whithroi,s
unsubsti t ut ed : NnQs ' ri ' nyls,; a
N(RS)Z, NO2, cﬁlﬁl ?“ﬂ%a}'“ﬁ #@%ﬁ‘ﬂ%’%wﬁg’ﬁy %gég%ﬁiﬂ?l I,d’légégé, CON
RTRHE bbbl ter it iotsta el

enyl ; I'n idB, 4 Dthie; V!, P ; 1~
(F:)hro)r/ran- 6-?/I, o rd%sql‘;f-, -ngior -4- r}\e p&riﬁf’?i n-%-e oi - 5-vl meeny
benzot hi ophen- Ay 3 Sebe LAY hor mesByLsul Fangl,, SEPYASHIEO™YL - 6.y
orI 30 géL ? Pqﬂmﬁd ylfmsaxlijﬁzrqi l-,ﬁ-enOpheﬁy&lsu\Mﬁbnbll,s ur‘:syd)scsN ;Rt u; edrbbxydno- or

ol ysubstitute : :
ecn, NHooph SRR et Ear SORET, - fddellimoid Jatso B2

or benzoyl.
10 R? is, in particular, H.

R® is preferably A, benzyl, CH,COOH or CH,COOA, but in

particular 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,-COOA, N-
CH,-COOH, N-CH,-COObenzyl,

/~ \ —ND—N/ R5\ /Rs
25 —N\-—’N—' ks’ /N/\/N\ '

NCH,-CONH,, NCH,-CONHA, NCH,-CONA,, NCH,-CONR’Ar or NCH,-
CONAr;.

30 W is "preferably, for example, a bond, -80,- or -CO-,
furthermore also -COO- or -CONH-.

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



1 3 NAY 200

2 - 22 51

by -COA, -COOA or COH

015 inli RLis -C (=NH) -NHZ, which nonosubstituted
f'"~N,Oor is N=-~, CH3 can also be -CO (CH2) 1”34%”[]02

R2 is H R3is RSor - (CH)~ -COORS, R3 and X together are also -CO N
thus formng a 5-nenbered ring, R4 is A zrycioal kyl, - (CHz)", Ar, -

(CH2) MHet or -CH=CH Ar, RSis H A or benzyl, XisO NRS or CHZ YisO
NRS, N (CH2) ;:HZ 2 : N

or Rs i e, B Cm@{é;}eiﬁé}z&%m%ﬁ%%l e/tﬂg?lflﬁf’s
CONRSAr or  NCHBONAWL £ mls a bongthydenl fingd., ooomeérhyl@@ﬂuﬁfonyA,us

al kyl "having JsdQ 1@t
-CH=CH groups and/or

5

10

15

20

25

30

35

QFy1 N eI finy M0 O3NS SR e ieplaced by

tons ‘nmay be replaced by F,

amino, methylamlno, ethylamino, dimethylamino,
diethylamino, formamido, acetamido, propionylamino,
butyrylamino, methylsulfonamido, &c-hylsul fonamido,
propylsulfonamido, butylsulfonamido, pLFnylsulfonamido,
(4-methylphenyl) sulfonamido, ( carboxymethoxy,

carboxyethoxy, methoxycarbonylmethoxy, methoxycarbonyl-

ethoxy,

carboxyl,

hydroxymethoxy, hydroxyethoxy, methoxyethoxy,
methoxycarbonyl, ethoxycarbonyl, cyano,

phenylaminocarbonyl, acyl or benzoyl, furthermore also

biphenyl.

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-

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)-
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)-
phenyl, o-, 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-

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



Ar i s phenyl which is unsubstituted or nono-, di- or trisubstituted by NH2,
ORS, Hal, CN, al kyl having 1-10 carbon atons, CF3, CH3S02, OCF3, acet ampmnuﬂz
-C (=NH) -NHZz, nethoxycarbonyl or et hoxycarbonyl 13 ~~~~b01~02 -
furthernore naphthyl which is nonosubstituged by Hal, dinethylamno or

met hoxy and al so unsubstituted bi phenyl. Het is thi azol -2-, -4- or -5-yl,

t hi ophen- 25 or, - I pyridin r|md|n2 or
-5-yl, benzot hit oph%nt?ﬂfweb&zodl oxgl’ 40r éﬁrg[:ho%yéhgn%(sdl oxan 5- or
-6-yl, 2,1, 3- Bureodty adli azdbi chiloxgphenyl , mprchdquhesymns@bﬁ-rdmfd@w nmono-
or pol ysubst ity Iﬁ%ﬂ@d vyl A pﬁ'efﬂrorga§=-cmgphe®ll’ N GRS ubrp-4 NI,

NHCOA, NHCOpheny or_-car bong { The conpounds of _the forrrula I
and al so the sl?%f-?fﬁ‘-?lﬁgerh‘zé]terl aPsSt8ifinere- ﬁrEb‘@W@PFBﬁybre o BHEERMSs 6 -

prepared by mahdrtsx per e&cm@ﬂb@n@&&@@r xirysrd i n3t-kelldrdcernat ur e
(for exanple in the ﬁs\ﬁgﬁlﬂb 5 g uch ag FrP‘ V\Fg Met hoden der
or gani schen CRTRET TFY 20 o HahPc 2 CRERPSFYDRENEL or g THRITERE Y6t | ag,
Stuttgart), amletl:uylmemxclr,l ar Bndhﬂotbe%aa:ettramdo@hrémyrlons @hi ch 2ar5e known
and suitable f&’{métt\'%f e@céﬂp&soﬁe%}g [pned. In these reactions, variants

e and are ‘no

whi ch are known per htioned here in nore detail can al so
be 25 utilized. If desired, the starting materials can also be fornmed in

situ, so ggat Ahey Ar¢engt paekatadakiom ﬁb@féeasiyorpmﬁ% 1r gty ang
|mred|ately reacted furt er to BOgrvet gEouns e fornmula |

Conpounds of tYRSYRFMAULSd G BPRPeraBly BE SBLEHRERIEPERALSYa@MHEY he
compounds of tdr®,f onaul a thrcunrqrm ofartirgy r af-unct banabndeatmérveamy

treatment wt lyol ysin hydr y Pre erre

Lreatment i oBR, SBORRLY BLR0R aB SN Lok BRERby ELELELLS

ot her w se cor resl'wqcbaxbcbrnel,f orﬁumzhetntmte iegrgdty lof winieelor isor rmdnoee

am no r c pgngi ng

pr ot ect ed am no andft %éldbg Fggroups@%) ?gﬁgg%rtﬁgég*ghggﬁ&ﬁgngt ceélad of
an H at om whi @ﬁi@o%@m@ﬁt@%rﬁw%t‘é}?ﬁu*@%ﬂfww dAPREYY bt ecti ve group, in

particul ar those 5 which, instead of an HN group, carry an R -N group, in

which R is an am no-protective gr up, and/ or those Wmf i nst g&’f the H
atom of a hydr®¥xyl 1§r dBpPacaicPL B YFXPRRA Rt PRERYTE 08P, t&¥aml e

those whi ch cofuesiparmbi® ;b:h@fémh:rlrjra fobuexampdeead-of ma o£80pHEtBAyAr,oup,
carry a grgup coqgg n G a hydraoxyl protecti Preferred
starting m@terl als aI csjc% \rlrwéltuglgth}'u §’(:)LXa afzgf‘(e (gérf’)vgﬁrlbég gmﬁﬂg'% can 'be
converted i ntdmt her1p-d6epEopyARNegYani dii-no BmonpduPdserthdutylpdhemytlion of

the oxadi azol &gy oWp s eiwgfeﬁiypﬁeﬁ exagp| em-brsrr eaﬁtllc%pmeyqyaeo
conpounds vvrth hydr oxyI am ne and reac¥| on W th phosgene, dia

~aminophenyl, o-, m- or p- N -m thylamlno)%henyl

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 65-

oxazolyl, 3-, 4- or G5-isoxazolyl, 2-, 4- or 65-
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-vyl, 1,2,4-



20 carbonate, chloroformc ester, N, N -carbonyldiimdazole or acetic

anhydride. It is also possible for several - identical or different -
prot ected ami no and/or hydroxyl groups to 25 be present in the nolleckifel6
the starting material. If the protective ggoups present differ fromone

anot her, in many cases they can be cleaved off selectively. The term

"am no- protectlve i s,gener al no 3 n gr,oups, whi ch
are suitable fot* pr&?ectanB?bV%%k Eéy&énmgnl%%aggo%%é?%%%%%ﬁénﬁdgV%
reactions but asadirzehn easity e ¥enoved® d#taadimeadesiT edherd-odl,
reaction has been cafyjgsh oty 2. otdier sihes ofy the el eo1T c@)y such
groups are, in particular, 35 unsubstituted or substituted acyl aryl

ar al koxymet hyl~otYkhr al Kyl2 G-Gledigzads 4he % no-Br¥tecti ¥ grfups re

renoved af Eer pei @tesi e, rpg;mlgaz@ﬁyipr reactzon sequqnc;e)zso thetro@amrle and
size is otherw critica wever ving 1 articul ar
1-8 - 25 1 @MOEOOZ‘IC atons rlescb]r%qcéﬁ?é'd Re té&h " a%yl §Fou5‘ isto
be inter pret ecbemzidnedd)z@h;db,stlsenSe, i &-coBRecBrroprwit-bertzopyreseltyl ,
process. n%:l ud,gs agyl gr o%gs gén%afjﬁ?la" hat4c 8re al gphatd G,_
aromatic or het et ocyclic’5 oxyl1c aci sul f'oni ¢’ aci 8s, anc~ in
particul ar al I@ﬁmﬂeﬁ@@mlyjar y2oxykar bdnyl 6an@F, 7abepgoshiazolyl, 2-,

ar al koxycapbonyl, 9§DUI0§ Efaﬁpbeﬁz%otmsaoawl groups  age prkanednz-such
as acetyl, propig ar al kanoyl , such_as phenylacetyl aroyl ,

~ ut
such as 10 be :}Ioﬁ’x?%’rﬁ%lylaryl%xyal #anoyf ' suBh’ as®PoA; al k&Xycdrbonyl |
such as net hommcbwj 1et hexycarhomH,, €52, 2-torckl-asoguiasiearbanyl, BOC

(tert- butyloxy ar bonyl 2-J odoet ho onyl; aral kyl oxycar ponyl, _sugh as
CBZ (" car boben okyg) %5 .} nggbé% {Dg%}%gf bgnyl li I\/& gyl Sll,7l| f(?ﬁyl
such as Mr. F&eﬁmm@nbhmylbr pEcteml@qulnmsslamElBoz ancBMr5 andé-,
furthermong CBy. [ADCe bRNEKLZ81d, 8F8kabinfhet SFuR UG idlaaive

group" is also gener Flg nown_ and es to_group are sui'tabl e

for protecting! a3 HeRaRGIXRbUD ¥¥ om cherfi c%ﬁn4céja?&’i%?fss‘btﬂt whi &h lodm
easily be renoyeg,fheiaidporesi r e chenital oF eactii,on e dxe@i aGlr-ised out
at other sites of the nolecule. Typical such groups are the abovenenti oned
25 unsubstitut¥H or substituted aryl, aral kyl or acyl groups, and
furthernore alshealigdegsauyisic Thadiatlse aay thkssi Zse ofpddteially or

hydr oxyl - R0t € t critical, since they are renoved again
after the“d e3|€%di/§ lg’ﬁ:‘? ?eljrlge% ion or reaction sequence; groups 30 having
1-20, in partiXet amay- @dse &eonstan ceyrERLe r ed, IERARYPAES-8F, -3-, -4-

hydr oxyl - pr ot egi ves gf arze,,siﬁre;d@éiz& bewl-,-@-nlﬁfoh@ww
p-t ol uenesul fo% tecér B%t and acetyl, fbenf and tert bu bei
particularly prefeir¥ The Cfberat i dontB8¥Ythe corpdud® af’hé g3 rrul al

fromtheir funcetoaaydder?vabirves ithiefrydct e2l, 3 -dipeddd A1)- on-RRe pi3stective
group useds fof_ examl g bLb.pyrong acifhydpeRad enthy, wilh TFAOF o

perchloric aC|d but
-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-
36 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, 1l-, 2- or 3-
35 piperazinyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-,
-6-, =-7- or -8-guinolyl, 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]loxazinyl, further-
more preferably 2,3-methylenedioxyphenyl, 3,4-



15 20 25 also with other hydrochloric acid carboxylic acids, sulfonic
acids, si acid. The presence possible but not solvents are, pref~
carboxylic acids, tetrahydrofuran o ~ s MaY zooz strong inorgani c haiM# 2002
such as or sulfurlc acid, strong organic uch as trichloroacetic acid, or
"h as benzene- or p- tol uenesul foni c of an additional inert solvent is

al ways necess | & #éﬁg abl . r ﬁ£%§ exagple sch
as acetic a0|3k%k9§ef%£ﬂ' AX} oxaﬁ% ?a e£e§§%% hfmgi halogenatecl
hydr ocar bons, W%%m@’r@{:hane of s fok BhELHBFEMSEEY LanesReKY) -such

as met hanol , gﬁﬂ@ﬁa 0f , 3 SQPLPRAOOLnzSPErdRL §L . M XL e, ob, 3the -oxo-
abovenenti oned sol'vent's. are furthernmore possj ble. TFA I referably used in

excess W t hout"eidyilensioryd BigHer < veniS&nd aeﬁcﬁPBgfianEﬁd 1 s-used
in the form ofbsanzmditdﬂe@l@f &ecedt c-asiyll, al‘fdlrm%rprﬁi’@|pfebeﬁ£bﬂyl B,a-ratio

of 9:1. The re n at ures for the 68X ently between
about 0 and a %? a’;’%’e%%@l}y accfr J%P'Cfl "ﬁaoggl ‘out at between
15 and 30 (roomtenperature). The groups BCC, CBut and Mr can preferably

be cl eaved of fzef O F% Nmahebl ogp a;glqlﬂy gbgyt 3 to
5N HC1l in di oxane %ts 15- ﬁsr'ﬂﬁ J v mgr Ot#q?cag%be C eave\sflt'{ot]té]c w th an

appr oxi mat el y Hlt:o 2505 ol m%roFNdl Né?f’ﬂwra e, A EONY-&Rene or

pi peridi ngoi n 3 yat mam0.diPr ahEct ined 1 BiPpeMiLh can be renoved by 30

hydr ogenol or exanple CBZ heI beration of_ the am di no
g)r/oupgfromyislgqeg?xa’nﬁ a‘)é(% B@FF\}EPE9§§¥ ex;t(?rab&lé’veroh’o%‘f nl?cﬁ' 'ex‘arerl, by

treat nent wit h Shydr, ogtetmcbphéﬂﬂezpresen{seydf acleedmdy sé -¢1 pr pgxadphe2a, nobl e
met al cat al yst sugh as,p ' ; edi ent | a . _as

carbon). Sui tab e (sé(t)'ll ventg!L (rjémrg?‘?]é%c |or?ezgr e% ﬁ;oise fﬁéﬁ?%h%agia{%gve, in
particul ar, f@-yBxanpla-bahzohdpxolsdch @ néttydnol lek -behaadioxan-ani des,

such as D%/E He hxdwger@ly%sbéézm@iéyopaﬂl%q out . gf _tLA{IRe atures
bet ween about ~ ~ ~U~-2 and 100 und erqq{/)ressures bet ween

about 1 and 20{31965%5 igusrest BFy MRND- 96 A YSURP iUt 9 dPygditol ysfs of
the CBZ group ph:‘erg,fn‘ ecorl, r eadrRPy, clor weiRiR| e N@n 2SO d/ SHCopHBhRANOl or
W th ammoni um fo %g nstﬁsd 5 of hydrogen) on Pd/C in nethanol /DWW at
20- 30. Conpou B AUIRYSSE: ~~N.Oin which RL is ~ ~ or HN-~ Ne ~
, OCH3 10 R3 and X together are -CON, thus formng a 5-nmenbered ring, is

NRs~ ~[ ~Bly » 7l NoBfpsundsRoforte ‘foffhSa SF2ma® hé$2 ' one or more
chiral centres and 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;)m-COOR?;
in I¢ R* is A, cycloalkyl, - (CH.)pAY  [sic],

- (CH,) yHet or -CH=CH-Ar;



and Rz and R4 are as defined in Caim1l1, 20 can preferably be obtai ned by
reacting conpounds of the formula Il with conpounds of the fornul 1. In
t he conpounds of the formula IIl, L is preferably C1, H, | or &Myﬂwly
nodi fied OH group, such as, 25 for exanpie,-an activated ester, an

i m dazol i de or al kyl sul fonyl oxy having 1-6 C atons (preferably

met hyl sul fonyl oxy), or arylsul fonyl oxy having 6-10 C atoms (preferably
phenyl - or p-tolylsul fonyl oxy). - 28 1 3 MAY 1002 The reaction is
general Iy cari®efdoutYin an dertOsol W&, iN(EHe ppAEsencd (6H: bwrHasi.d

bi nder, preferably an alkallN(@ﬁ |, &bggaxlde, carbonate or bicarbonate or
an alkallne earth netal hydroxide, carbonate or 5 bicarbonate, or of

anot her salt of a weak acid of the_alkali metals or alkaline earth netals,
preferably of potassium sodlunv caNC|un10r caesium The addition of an
organi ¢ base such as trlethy nethylanlllne pyri di ne or quinoline
or of an excess of the am ne 10‘benﬁbnent of the formula Il or of the

al kyl ation derivative of the fornula Il may al so be favourabl e. Dependi ng
on the conditions used, the reaction tine is between several mnutes and 14
days, the reaction tenperature is between approximately 0 and 150) 15

usual |y between 20 and 130 (tabfe iner SSoIvents args for exanple,

hydr ocar bons, such as hexdhe, Nol efim et ’nﬁgi to uene or xyl~

chl ori nated hydrocar bons, as Eﬁptrlchlo et 1, 2 dlchloroethane
carbon tetrachl oride; chloroformor dlchloronethane alcohols such as

nmet hanol , et hanol, isopropanol n propanol n butanol or tert- butanol;

et hers, such as gleth et her rahydr of ura HF) or

er, t
25 di oxan®: gtychf ers, s’u%haééc h%ggl /@8 Ero Sy R o Hisibet hyl
et her (methyl gl ycol or ethyI@chor)two EHQyQEGEngmaglbélt&@mﬂcaﬂlhy
(diglyne); ketones, such as & a e tam de,
di met hyl acet am de, N 30 net hyTp rrolgdon ﬁﬁﬁ?°r T]q ﬁtﬁ%ﬁﬁ%rﬁgﬁﬁggt(DNF)
nitriles, such as acetonitrir%plémﬁdd&Yd@s such as dlnetY#yI sul f oxi de
(DMSO); carbon disulfide; carboxylic acids, such as formc acid or acetic
acid; nitro conpounds, such as nltronethane or nitrobenzene; 35 esters,

such as é#%yllﬁc%gateAror m X8 ur eB2BRERRL soP¥ent BNEBNEI onddrich - dg 1 3

MAY 2002 The starting materighsulostibecédr mnuloge || maad-|, 11 adf-geneﬂally
se. 'S Compounds of ¢ he PSYﬁL? B A yngEgpodspano per
O CH3 N(R®),, NO,, CN, Hal, NHCOA NHCOphenyl
NHSO,A, NHSO,phenyl, COOR?®,  CON(R®),,
20 CONHphenyl, COR®, COphenyl, S(O)p,A or
S (0O)nAx;
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-yl, pyrimidin-2- or -5-vy1,
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- or

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

35



R3 and X together are -CO N, thus formng a 5-nenbered ring, 10 Yis O W
is a bond, and RZ and R4 are as defined in Claim1l, can preferably be

obt ai ned by reacting conmpounds of the fornula Il in which Y is O wilt3hMAY 2002
conmpounds of the 15 fornmula IV in a Mtswmwmbu reaction in the presence of
for exanple, tri phenyl phosphi ne and di et hyl azo di carboxylate in an inert

sol vent. The td'il’lt l{iate” aiss of t(hﬁ.H quﬁy,I a Uhllcﬁll W“E:I%H Yélssgo Qe and

t hose of the forrm are generally nowh. Those whi ch are novel,
however, can be prepared by manesiPsSticMEgser bye. ’G@ﬁpounG@ 6€H1)ve Aror mul a
I 25 N ~~N. Oin which R iscoon &r it~ N=~, O CHa R3 and X toget her
are -CO-N, thus form ng a 5-nenbered ring, -3 Yis~~-"1~1t~w
~~~~ Wis a bond, Ris -[C(RS)2]",Ar or -[C(RS)z]nHet, 5 n (sic] is 0 and
R2 is as defined in Claim1l, can p A{ri J.. be obtained by reacting

ou

er

conpounds of the formula V with co the formula VI. 10 In the
conpounds of the fornmula V L dss iy ef Cl H, | or areactively
nodi fied OH group, such as, for exanple, t| vated ester, an i m dazolide
or al kyl sukfonyl oxy having 1-6 C atons (pre :abl y net hyl suI f onyl oxy), or
aryl sul fonyl oxy having 6-10 C 15 atons (preferably phenyl- or
p-tol yl sul fonyl oxy). The, reaction of the conpounds of the forrmula V with
conpounds of the formg2a VI ijg preferably carried out in an inert solvent
and at tenperatures as ;i ndicated 20 ab(%ve. 5

R 1s R> or - (CH,)w-COOR®,

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

10 a 5-membered ring,
R* is A, cycloalkyl, -(CH;)mAr, - (CH;)qHet
or -CH=CH-Ar,
R® is H, A or benzyl,
X is 0, NR® or CH,,
15 Y is O, NR®°, N(CHz)m-Ar, N(CH)q-Het,

N(CHz)n-COOR®, —N  N—,

Oy e
— N 7/
\Rs or N/\/N\ ,

7
20
NCH,-CONH,, NCH,-CONHA, NCH,-CONA,, NCH,-
CONR®Ar or NCH,-CONAr;,
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;, CH3S80,, OCF;, acetamido, -C{=NH)-NH;,
me thoxycafbonxl or ethoxycarbonyl,



The starting materials of the fornmulae V and VI are generally known. Those
whi ch are novel, however, can be prepared by nethods known per se. 12?@“‘]@02
Conmpounds of the formula | {~N o in which RLis _ HNO ~~N O or N CH3 and
X together are -CON, thus formng a 5-negxbered 30 ring, Il 5n;,:,1 1UU2
- 31 iSNRS~-.N~-, -NN5or RS RS ~N~N 5 Wis -CONH, and R~ and R

are as defined in Cdaiml, c y hned,hy.reacktin rpounds
of Cthe formia 11 10 18 20 N TURIREANR Y, ReRELoN] g"@colg Hﬁ%ﬂﬁg‘%gp o)
CH3 R3 and X together are - CEWpstitured orhyngHals- nedper8ylamigo | $INRs~

-N~ -~ -N N5 or R~ R~ ~N-NaeMdSy -dfNiso unsubstituted biphenyl.
Het is thiazol-2-, -4- or -5-yl, thiophen-2-

5 or -5-yl, chroman-6-yl, pyridin-2-, -3-

or -4-vy1, pyrimidin-2- or -5-yl,

benzothiophen-2-vy1l, 1,3-benzodioxol-4-

or -5-yl, 1,4-benzodioxan-5- or -6-yl,
2,1,3-benzothiadiazol-4- or -5-yl which

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 Chemistryl], Georg-Thieme-Verlag, Stuttgart),
and in particular under the reaction conditions which
are known and suitable for the reactions mentioned. 1In
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 isclated 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



and R2 and RS are as defined in Claim1, with conpounds of the fornmula VII.
The reaction of these conpounds of the forrmula Il in which Wis -CONH with
conpounds of the formula VII is preferably carried out in an inert] 50AY &0l
and at tenperatures as indicated above. 22 - - 32 1 3 MAY 2002 The
starting materials of the formula Il in which Wis -CONH and of the

pr cpar od by mERGEE KRGREET S oot ar PRSa i o foeefRO .

prepared by 'Corrpoun _
in which Rl i amin® oand-IN;r ~ hpdzoxyD GPRE angr&fesgbimerthose - @ik, thus

formng a 5 TREELER [6R0a0l 0V detell s (RS) ] o LERS0 VWebo x SEomend Rz
S I ned

and R4 are a n ai m can preferably be obtai ned_by reacting
conmpounds of tcﬁlé'rﬁ’orwl @munq@anm*fcﬁq mroup /N, iR~ pargicudarnehesg=-

CH R3 andg X w,g%hherlﬁt@amﬁ\kanmmg&aﬁ n@aa-& rmrrtzerad gr@@p YihS N[C

(RS) z] m %,\;, % aE and RS are as t Ié Caim.l / f‘ ounds

of the fornul ¥ .Nin %%eaélon%‘Bﬁﬂaspﬁ? ?ﬁ 1Y8rrﬂﬁ°a“3/l I Ia)ndLolrs b 8F&rabl y

Ci, Br, | or arhrlezhct iinalteadierdfvathie 6l ddmgrafips sydhoRpl agrotipr eaarrpl e, an
[ d I f I

activated ester. naB:bR3EELLOE. P ddudiat! | 8BY) Ol ne bt GaLoRs

(preferably ne h ‘ony oxy ha
(preferably pw@rmesmonplt@q)wtg@”fmym@;@)I but, 1nstead of a -COOH

10 group, carry a group -COOR”, in which R” is a hydroxyl-
protective group.

Preferred starting materials also include the
oxadiazole derivatives which can be converted intoc the

15 corresponding amidino compounds.

The introduction of the oxadiazole group is effected,
for example, by reacting the cyano 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, in 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



30 The reaction of the conpounds of the formula Il in which Yis N[C (RS)
zl m COORS with conpounds of the ~ 3 MAY 20Q2 - 33 formula VIII is
preferably carried out in an inert solvent and at the tenperatures 95WZUUZ
above. Compounds of the formula I in whigh 5 Xis NHand R3 is H and
Rz , R& , Y and Ware as def fined in Claim1l, can be i berated fromtheir

oxazol i di none_ derivatives b reat ren h_a sol v yS|
hydr ogenol y2|?1g Smﬁg@tﬁ p%gé 71‘%6 rﬁ%\ﬁdgou uridi {;}le of§ G%é % hose
described undéntéppoeeedi um gtlwp hrmagiest’ . sel)ﬁpoumjscohnehemor mith | in
which Rl is -Lc}ié %!'io e sebleZ %Qéth%tmiﬁc?ﬁdggt éEB bth&erived

a oun

cor r espondi ng No Co The conversi on ano  group into an
ani di no groupfrgmcérlrlﬂpé’@té-m byrabiehabhCw t#onfﬂfrl%xaﬁplkéetqwaﬁéﬂlcam ne

and subseguentats. 118“ efld%hQnN Bl dbAxaniadite Wi 4, hyer Q,%ftldhltd}.e
presence of a 20 cat al such for ?Ogghmo Pd/C To repare

am di ne of thatFe¥Yed ‘Pm('hl aé(lRFB’RFE nPRdan él Y e d ont o
anitrite of &hel}f:@xyruéﬁbdmlegroﬁy)s Tm:apmegu of i:suqh eheyablgragsied

out in several ~Stagss [k b protgﬁdltf&% a{% thPEg%g lmagperbu 1\§,/r}tjoer se,

a) the nitritdts converte’d W whi'ch nverted
with an al kyI arahlgaagght Bochexaml @Mlaq:émxi.t heacgr'lesp@mld:hng as

S-al kyl -ijrg Qggier orWitcl YA ;t Urf- Baed 1 M A INHB QA veast hepm di ne)

b) the nltrlte i's 30 converted with an al cohol f'or exanple ethanol, in the
presence of HEIkPRYSAFR@IY¥br r espon8HAG i ni do@t er, aMetYarieneed with

ammoni a, or cétmbﬁyeaibbﬁyus r eacs eﬂ-wi&nidaidsém:byéﬁmrﬁ@lhylSléod)am de
and the produ i s then h;édro sed. . 35_Fur ther possi hl.e to

convert a co Bﬁﬁ‘a BREYHeXYGRRPRY ) 1 nés 1898Fﬁggxé’gﬁﬁbﬁﬁléf 16t arttrul a |
by converti NngoRyearbonple radwdl s VY, aRl, RZCBRB and{‘oadbbearizoxye ,0or nore

radlcals | e by
acyl at i ng an amm%h%@gg%f g%%ur%‘gﬁ%. fro grdup p}f?%“@%é( gﬁggp 4
hydr ogenat i onMbyver PRafieyradcheingrppateschy¥a BHouRsi aget BO§ \P@rﬂ Mtsmch as

met hanol or EAHan?b}tﬁera&80cﬂﬁOUﬁﬁoc5 B&he OH;@ £A8 beebydrol ysed, for
exanple with acetic acid or with NaOH or In water, water-THF or

wat er di oxane at tenperatures between 0 and 100.
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



10 It is furthernore possible to acylate free am no groups in a customary
manner with an acyl chloride or acid anhydride or to alkylate with an
unsubstituted or substituted alkyl halide, expediently in an inert sbf WMo
such as dichl oronet hane or THF, and/or-i#& e 15 presence of a base, such
as triethylam ne or pyridine, at tenperatures between -60 and +30. A base
of L he form(;l Eé:cl|scﬁannilﬁ'|1 COBMB%{:edstlﬁbﬁgt ha‘fmgmﬁazlt echards, addht?onﬁ&albt
with an acid, for e e 20 hy. reactio .equi_valent amounts of the base
and the acid ﬂ}'#?qﬁﬂ%msma\; , °§ucﬁu§§%§tlﬁan8|c,ld§ndsgﬁﬁ’g’gqué’ﬁ anic
evapor ati on. Acnxpliich goidsphysuglhogiasal by iztdeptoaigles ical bsidre or
particularly suhiaflie for; abi S LeaCtdoNpelBidhe. Lo SpRE8ILALE LY ing 25

i norgani c acids, for exanple sulturic acid, nitric_acid, hydrohalic acids,
such as hy8ro@disti cThei Presanpd obf offc IRLEL ipmeEphsers a2ebeentsuél as

or t hophosphor iy aGiHl.e SHiAM AU agiwaydr hEcbB85FPI e 8088AbEeaCKAR LI N
particul ar aliphatic, alicyclic, 3Q araliphatic, aionatlc gr het erocyclic
mono- or pol yIFRVETRES RRS iIRESERTIRN ¢ SFI_/UHF uPPLVERFAs, IPEr SE¥RERPS. e
folr mc aci da amtb‘cscyadjcd,aqgmmj O@l}l@haaisd,acle:ct\i&l I A, dztlﬁ.ﬁaﬂ? h%/hacnt iag aci d,
mal oni ¢ aci d, _syccini i pinelig.aci umari £ aci efic id, 35
lactic acid, tar rzfl’l'iyé:rébc L%f,drfml?xé a %%?Ccagﬁfri c%%z%glceci' glsi}%:c i c2Rci @ﬁ%

ascor bi ¢ agi d haliageriatied abydrocavhenst i Hurhicad, dithilamsmaerhane, or

et hanesul f oni i i f Ci ~2:z hy an i c.acid,
benzenesul fon%é&;eé%, p-tonﬁcjgeén;gsluﬁ%ﬁ%'a%f%ﬁ aglﬂéeﬁgggmgﬁ%égﬂ ox
napht hal ene- néf@PIOPAW lgu| 3R Yaherds Mirgures W5 ukrer pPoxemgntggned wit h
physi ol ogi cal Igsiurageephabl efaed isrmd 08 Pe¥HIA Di CTBAES:S C?Be?@rﬁ&@? for
i solation and/or purification of .the cogpounds of. the formula I. 5 On the
ot her hand, cd’rﬁ%ﬁn’d% SRCERS MITAAYE 13h 1P o Bfivér t B WRER BRL¥EDEF or
exanpl e sbHi urariy drexaideyripotaasisd uns hysked xinlet hs oflormm cAr Gomakeuse of
potassi um car honate) Jaue 1he 565 53RARILEGCEEAl S PALAL Ul gE 30,2l kal
metal or al kaline “ear met'al salts or into the corresponding ambnium
salts. It is dleo pussiblient o werepeHatingsgi falrl y tbeeptifavagegankrebases,
such as, for @sgfatar]%@t}hapgkg%ae-aééummgaha,tasbﬁtrmé@«:,ul @ndPt Eyeture,

t he conpounds o e formu accqording to the invention can be chiral and
can consequentiSadie B es@nPref eFrablousCaREhER o PRI 2 oPREWERRey! Bragnd

t heref orezbe @eEseodn deagRiBat He)i.n optically active form 20 Since the
phar maceutical activity of the racemates and/ or the stereoisoners of the
conpounds according to the invention may differ, it may be desirable to use
t he enanti onerBie |groums eB@ase€But hendndityr czhrctprefexvapl psbehegleaved

i nter nedi at es Jgy, b@oﬁegﬁéﬁ%ﬁ@,' REQ HE R | QHEVdiCchl‘BMMi%AéS'ﬁE Gheg cal
or physical neans known to tThe person skilled in the art, or they may even
be enpl oyed agRth 3 ntPheNyHthedps dimxane (e 285896 rBienthe aﬁ“ﬁés,

di ast er eopBr s gcuy Warehd raledwed bt Wiethyat eagproRimat81ansopbi sakl y
active separat.| Suj.tahl.e separati s.are, for _.exa

agent . ent , e,
optically act ﬁ?g- @1%&, Of | H IR _neandaggggyﬂembpet art aPilE’eﬁgB&?e
di acetyl tart ariirc M &yt IS-dAAFfenzoyltartaric acid, mandelic acid, malic
acid, lactic acid, suitable N-protected am no acids (for exanple
N- benzoyl prol i ne or N-benzenesul fonyl proline) or the various optically
active canphofAt&sHiYaci dSTOWPEhr oMBtiGdY aphFRi sep&eat | oFEERIVEhe DY
enanti omes§ Caydrobehdlyid002for 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



- 36 also be advantageously carried out with the aid of an optically
active separating agent (for exanple dinitrobenzoyl phenyl glycine, cellul ose
triacetate or other carbohydrate derivatives or chiral derivatizeﬁq%umﬁw%
met hacryl at e pol yners inmobilized on silida—gel). Solvents which are 02
suitable for this purpose are aqueous or alcoholic solvent mxtures, such
as, for exanpbeanbexane/ uhderopaeeisiaest dEtdwddre, about exaad e20® bae, ratio

82:15:3. 10 The_i.nvention furthernore prqvide e f oupds of
the formula | pﬁﬁGFgFgﬁﬁeiq’t p%i?s'ﬁ&qgg?%%l ﬁ)? 1§c§%%{lab%§%§%gte§%§8%q{%egg
prepar ati on othphaBfacemup al sf efdeicaeidonssadlypar forulexamplea rmm-Sheni ca
route. 15 FOT 1081 S AP e LNGHO £ ABx D61 REOUAMor iU fothldEDY Engl0aage Torm
together with™at l'east one solid, quU|é and/or sem-liquid carrier or

auxi | i ary,5 anefi hydgpeep i ape PR Ccdnpmeshpsr IPME &%e 28r38Sr-e furt her
active conmpounds. 20 The invention furthernore provides pharnmaceuti cal
formul ati ons conprising at |east one cqnpound of the fornula |I and/or one
of its physi oFGFPEHRLF 8%0@%?a§9€mgiﬁtg. 25 These fornul ati ons can be used
as nedi canments in human or veterinary nedicine. Possible carriers are
organi c or inorganic substances m@ich e suitable for gentengl (for exanple
oral), parenteral or topical 30 a ﬁksgiiqgtion and do i /edhp with the
novel conpoundy, whécheRanpse water, getjabl e oi I, benzyl \al gohol s,

al kyl ene glycols, polyethylene glycdtd, ycer ol triacetatB{ | ati he,

car bohydrates, such as |lactose or starch, gragnesi um stearate, t@GHg and 35
petroleumjelly. Tablets, pills, coated tablets, capsules, powders,
granul es, syrups, juices or drops are used, in particular, for oral

adm ni strations suppgsitories are us r rectal_admnistratio
solutions%éprgfe?ﬁglg BpﬁﬁtgPra&ﬁ@odggg&ﬁUti - Lopping 3 ﬁT%ﬁQ?%E%d- 37
furthernore susipgnsi ons, enul sions or inplants are used for parenteral

adm ni stration, and ointnents, creans or powlers are used for topica

adm ni stration. The novel conmpounds can al so be |yophilized and the
resulting 5 lyophilisates can pe-uqed, for l e, ffor the preparation of
i njection formnul at ii@;nsg{f\]he_f. mul qqi—on.s_n@eéwan bersterilized and/ or
conprise auxiliaries, Ch as Nubrycants, pNesefvati , Sstabilizers and/or
wetting agents, enulsifiers, salts 10 for influencin he osnotic pressure,
buffer substances, dyestuffs, flavourings and/or several further active
conpounds, for exanple one or nore vitamns. 15 The conpounds of the
formula | and their physiol ogi calR§ acceptabl epfal ts can be enpl oyed for
conbating and preventing thronboenbglic.di sof,ders, such as thronbosis,
nyocardi al infarction, arterioscleroiigT\tnf aqmati ons, apopl exy, angi na
pectoris,,gestenosis 20 after angioﬁlasty and claudicatio intermttens. For
this purpose, the substances according to the invention are usually
preferably adm nistered in dosages of between about 1 and 500 ngy, in
particul ar 25Wbet ween -50ando200C@y, per dosage unit . The daily dosage is
preferably between about 0.02 and 10 ng/ kg of body wei ght. However, the
specific dose for each pa{ient depends on the nost diverse factors, for
exanpl e on t h@nde® vang Bi arp apagfineddipdiki®nl oyed, on the age, 30
body wei ght, @enepde felrala yObeheHddines® by Hiat Iy tEGmBEITdd Sbf aghen time
and route, an% on the_rate g{ excreti.on, ne%%c%nent conbi_nati on and
severity of thETPYrE &bl ¥ tH seIPLUPGswRitcihend MLt dpy tdppl i es. O al

adm nistration is preferred. 35

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 having 1-6 C atoms (preferably
methylsulfonyloxy), or arylsulfonyloxy having 6-10 C
atoms (preferably phenyl- or p-tolylsulfonyloxy).



Al'l tenperatures herei nabove and hereinbelow are given in C. In the

foll ow ng exanpl es, "custonmary work-up" neans: water is added, if
necessary, the pHis brought to values of between 2 and 10, if necessary,
dependi ng - 38 1 3 MAY 200Z on the stécture of the end produgts, MAWBDZ
m xture is extracted wth ethyl acetate or dichloronethane, the organic

phase is Sepafz%edreéétleﬁl erOV§‘én§9§|1 Sé&zflait@i aghtevapor ahedipadet he
residue is purlfl ed by 5 romatogra hy gver Si %ng%) and/ or
crystallizati &R: "’Rintvallﬁ’est PTBPERFE| € Crﬁﬁjtc) FrasePTeipypPlY
acet at e/ net haagl a3khkliVass:spehidpoRi d¥, (NS):boih@tEl drel et £ fivonapacodr

i oni zation) Mt FAB f_atom.b t) anpl sol ution
f%é?; WS h Far?%b é&ﬂ?q. ﬂwg§%x1§é afgéhate Lg

of 100 ng of 3r
oxadi azol -3- yb)lphe‘bph]até-.plq:xerqﬁl antglEn‘etSIaﬂltox:fzoal weak2agisl (A" fhe

[ obtai nable b fs
3-[ 4(5- net hyl }éﬁ%‘%gﬁé” oxadi azo plﬁl ny??rch OQ(?)%Z%SI i cPrefej]—abrmy hyF
net hanesul pho@@fiés\ﬁllﬂlﬁ‘ 15{0&3{““20 XY aPBHoARLEALNEY- aAlfe SR uaf

bi carbonat e | AnacRigAMilY idadie rseumvaés oérw@mﬁmxm@ppdm&bh ﬁﬂmﬁene and
subsequent treat ”ﬁi W th sodi um hydroxi de.sol ution

2,4, 6-trichl oPYB&B8estF pIBHHACKHi%r Pde ?h 8 nfX6 Sa| cq’f‘;L &?etﬂ‘aﬁ’éel s
adm xed Wit h 2ompdbeny obf4- dheet ipkanilaopyli dore of pohgst glkpkasidn

stirred at ro tur .S.;-khe ihs f d the
solvent is re(régl\]iiéL 35’\% ;lbte bﬁé (%%Ih}%#a 1 il] m%}' %iisgox%edl gé%ﬁﬁggbf?
phenyl] 5- [4De@g¢d1ng on the conditions used the reaction time 1is

6-trichl or ophepyksulf ogylLpkper a&hﬁtésyl EEHthLOXéZ%' di en230reﬁet15ﬁ\8
586/588. Simlarly, reactiaon of w t h 4-bi phenyl yl suI onyl | ori de

gi ves 35 3- [FEMPSXREUAEl - IS bft“iﬂen ORRREPOITLSAY phehy| gnd  150°,

- 5[ 4- (4- bi phemghilayl bekwekp Reraznd iaylonet hyl ] oxazol i di n-2-one; - 39
wi t h 2-phenyl vi nyl sul fonyl chloride gives 3- [4- (5-nethyl- [1,2,4]

- oxadi azol - 3-yl ) phenyl ]

- 5[ 4- (2- phenylsuimpdel fiowt) mq:isxeazdm dre/l nedhyexampke| | dydrd@cankons, wi t h

2- nltrODheny|§§; ry%]%ﬁkg (#%gfé}?Uﬂ etﬁfr benzene, toluene or

3-[4- (5- et hyl oxa
[4-(2-nitroph ene!; if onyl ?b?-?éiﬁéi:ﬁdl yl dﬁdﬁﬂqmd di n- Bushe; 10as

20 trichloroethylene, 1,2-dichloroethane, carbon tetra-
chloride, chloroform or dichloromethane; alcohols, such
as methanol, ethanol, isopropanol, n-propanol,
n-butanol or tert-butancl; 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) or 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.



wi th 2, 5-di met hoxyphenyl sul fonyl chloride gives 3- [4- (5-nethyl- [1,2,4]

- oxadi azol - 3-yl ) phenyl ]
-5[4-(2,5-dinethoxyphenylsulfonyl)piperazin-1-y|nethyl]oxazolidin-%zoMﬁ; &5
wi t h 2-napht hyl sul fonyl chloride gives-3294 (5-nethyl- [1, 2, 4] 0

- oxadi azol - 3-yl ) phenyl ]

- 5[ 4- (2- napht Fr}a'eswé&rwllagf'ﬁ@{ézwxé By | § Oxagdd dir 2008 1 2P W

2- chl oro- 4-fl uor ophenyl sul f onyl | ori de glves 3- [4- (5-nethyl- [1 2 4]
-oxadi azol - 3- gppﬁﬁég}y] known.” Those which are novel, however;, can

[ 4- (2- chl or o- $ripagedp by et hlobien Knbnd @ledz ise-.1- v nethyl]oxazolldln-z-one;
25 with (2-acetam do-4-nethylthiazol-5-yl)sul fonyl chloride gives 3- [4-
(5-nmethyl- [1,2,4] -oxadiazol-3-yl)phenyl]
-5[4-((2-aﬁet@mh@oumdmebﬁyhhbiimmhmﬂayu)sulfonyl) 30

pi perazi n-1-yl net hyl ] oxazol i di n-2-one; wth 2~-cyanophenyl sul fonyl chloride
gives 3- [4- (5-nmethyl- [1,2,4] -oxadiazol-3-yl)phenyl]

-5[4-(2-cyanophenylsulfonyl)piper§ in- Nyl met hyl ] 35 ox&zqg&dﬂ a2-one; 13
t.rAY ZOOZ with ah&khr@}zigethylphéﬁyf;ul onyl chyoride givVes ¥ 1 3 MAY

2002 - 40 H = '
3-(4-(5-nethy|-[1,2,4]-oxadiazol-3-ylykhe | ]1-5[4-(5-nitro-2- nylphenylsu
| f onyl ) pi perazi n-1-yl net hyl ] oxazol i di n-2-onhe; 5 with benzyl sul fonyl

chl ori de gives

3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5(4- benzyl sul f onyl pi per azin-1
_yl net hyl ) oxa®3| addnX2 toger heirt larde cydasIN+,0riius: M armideg ga vBsmembered

ring,
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 1is 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 \(; o
] HN =

o CH,

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



10

3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5(4- decyl sul f onyl pi per azi n- 1-
yl met hyl ) oxazol i di n-2-one; with 2-trifluoronethyl phenyl sul fonyl chloride
gives 3- [4- (5-nmethyl- [1, 2, 4] -oxadi 80ol— 3-yl)phenyl] -5 15 1 P
[4-(2-trifluoromet hyl phenyl sul f onyl ) pi perazin-1-yl et hyl ] oxazol i di b HAbau
with 3-chloro-4-fluoro | sul fonyl chloride gives 3- [4- (5-nmethyl- [1,
2, 4] -oxadiazol;- 3-yLnphenpd—-5 20

[ 4- (3-chl oro- -ﬁFuorop enyf sul fonyl ) pi perazin-1-yl met hyl]oxazolidi n-2-one;
wi th 4-chl oro-2, 5-di net hyl phenyl sul fonyl chloride gives 3- [4- (5-nethyl-
[1, 2,4] -oxadiazol-3-yl)phenyl] -5 25

[ 4- (4-chl oro- 2, 5-di met hyl phenyl sul f onyl ) pi perazi n- 1yl net hyl ] oxazol i di n- 2-on
e; with 2-fludr ophdsyksdondnyl chloride gives 3- [4- (5-nmethyl- [1, 2, 4]

- oxadi azol - 3-yk) phenylie (R539 Ar or - [C(R®),]l-Het, o _
[4-(2-fluorop enyLsquonyI)plpera2|n-1-ylnefhyl] oxazol i di n-2-one; with

3, 4- di br on®dph&nyliEdGilf ony® Ohl oride gives 3- [4- (5-nethyl- [1,2,4]

iox?gi azgl BB-ﬁhbﬁIRén?zg]?s%élfined in Claim I1 | idin )
4- (3, 4-di bronbphen u n i perazi n: 1-yl met oxazolidin-2-pne: wt

3- chl or ophenylF P(}yﬁﬁéréﬁﬂqé%/igc?g dgziet\?E@Ed ?b%lreﬁcr%*? A@%‘b‘in%? ‘fﬁ-the
(5-net hyl - (1f2rélalaoVadiiaholcodppungiseaf] the formula VI.

-5[ 4- (3-chl orophenyl sul f onyl ) pi perazi n-1-yl net hyl] oxazolidin-2-one; 5 with

2, 6-di chl orophenyl sul fonyl chloride gives 3- [4- (5-nethyl- [1,2,4
- oxadi azol0 3- ¥n) piwny¢gmpounds of the formula V is preferably C1,

- 5[ 4- (2, 6- di cighor ophenyL s Hehery P aie fi-ekt YoaegRyuboXakelH dd); 2cgpe; 10
wi t h 3, 4-di chl or ophenyl sul f onyl phlonide glves 3- £4-,§?-nethyl- [1, 2,4]
-OxadiaZOI-S-f??ﬂE@ﬁyl] an ctivate esSter, a imidazolide or

- 5[ 4- (3, 4- di chhavaphefnsilckgny| hairpagazi n-4- ylaret Aybexaz ¢gprdf erabdpe;
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

o) CHa

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



15 with 3,5-di chl orophenyl sul fonyl chloride gives
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] -5
[4-(3,5-dichlorophenylsulfonyl)piperazin-1-y|nethyl]oxazolidin-2qqug,&@
wi t h 2-napht hyl carbonyl chloride gives-334- (5-nethyl- [1, 2, 4]

- oxadi azol - 3-yl ) phenyl ]

- 5[ 4- (2- napht hyl car bonyl ) pi per azi n- 1-yl net hyl L oxazol jdin 2-one; 25 with
met hyl sul fonyl chloride gives 3 [A- (5-netiyl - , 4]

- oxadi azol - 3- i ) phéfyl NR®, —N N—.,—N or
-5(4-nethy|su|fony|piperazin-lﬁyLnéthyI)oxaz i
2- et hyl sul f onyl phenyl sul fonyl chl oride gives 30
3-[4-(5-nmethyl-[1, 2, 4] -oxadi azol - 3-yl ) phenyl ] - 5[ 4- ( 2- et hyl sul f onyl phenyl su

| f onyl ) pi perazi n-1-yl net hyl -] oxazoli di n-2-one; with 2-nitrobenzyl sul f onyl
chloride gives 35 3- [4- (5-nethyR® [1, 2, 4] RX%adiazol -3-yl) phenyl ]
-5[4-(2-nitrobenzy|sulfonyl)piperathiifoggsﬁQI] oxdzol i di n- 2- one; - 42
1 3 MAY 2002 with (4-methoxycarbonyl 8- meMioxyshi ophen- 2-yl)sul fonyl

chloride gives 3- [4- (5-nethyl- [1, 2, 4] -oxadiazol-3-yl) phenyl]
-5[ 4- ((4- met hoxycar bonyl - 3- met hoxyt hi ophen- 25 ‘
yl ) sul fonyl ) pi perazi n- 1- yl met hyl ] oxazol i di n-2-one; wth
3-trif|uor6neﬁﬁylpﬁéhyl onyl chloride gives 3- [4- (5-nmethyl- [1,2,4]
iZX?gi?ZQL[3'¥h%p?ﬁthﬁ R5|ar?fas ?efined in CﬁéiT ib

-(3-trifluorone enyl s o] i perazin-1-
oty ] oxazol (T ERaARR AR s (P A TRER ORE . TRASHHRGy FRBPPURGP BRI BPEde
gives 3- [4- (formrefllylII [1, 2, 4] -oxadiazol-3-yl) phenyl] -5

[4-(4-trifluoromet hoxyphenyl sul fonyl) pi perazin-1-yl
met hyl ] oxazol i di n-2-one; 15

N
{ N. { 2
in which R! is \H(N/ O or \g_o

0 CH,

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



with (1S)-(canphor-10-yl)sul fonyl chloride gives 3- [4- (5-nmethyl- [1, 2,

4] -oxadi azol -3-yl) phenyl]
-5[4-(((1S)canphor-10-yl)sul fonyl) pi perazi n-1-yl met hyl] oxazol i di n-2-one;
20 with (1R)-(canphor-10-yl)sul fonyl chlagide gives 3- [4- (5-nethyl3-MAYL2002
2, 4] -oxadiazol-3-yl) phenyl]

-oLa-(L(OR) ca Oétégtihﬁ [RaEQRY L) B! RAM A fodhiEd Nt ] gragalicl rw%[é)ne 25

with (2,2,5 - pent anet hroman- 6-y onyI chl ori de ?lves
(5- et hyl - [1‘CQNHZL] ar&<aaafazéhe3§ﬂ \ﬁ are genera
-5[4-((2, 2, 5, Fn8seenjramt huhehr po%ai 6- yrhaﬁéwé@nylaéﬂ be prepared by
pi per azin 1 yl net h |]OvaO|Idln 2-one; with 4:isopropyl phenyl sul f onyl
chl ori de glve§e§ho% KRQWIePRY 15851, 2, 4] -oxadi azol -3-yl) phenyl]
-5[4-(4- |$Dpropylphenylsulfonyl)plpera2|n 1-ylmethyl]- . 35
oxazol i di n- 2- W 4zt enyl sul fonyl chloride gives 1 3 hlAY
Z002 - 43 3- 8?%p0%%&g ?ﬁ ?ﬁé ﬁgééng Jfl-oxadlazol 3-yl) phenyl]
-5[ 4- (4 tert- butylphenylsulfonyl)plpera2|n 1-yl met hyl] oxazolidin-2-one; 5
with 4 butylphenylsulfonyl chlorl e glxps 3- [4- (5-ne{hy|-hL1, 2, 4]
O

- oxadi azol - 3-yl) phenyl]

-5[4 (4- butylb%e +§El$oﬂfi)p|pera2|§ Inethyl?Sxazolldl =2f{one; 10 with
5-di ni tro- 4- net hoxyphenyl sul f onyl de gives 3- [4- (5-Nethyl?

[1 2, 4] -oxadiazol - 3-yl)phenyl] -5 CH,

[ 4- (3 5-dinitro-4- nethoxyphenylsulfonyl)plpera2|n 1yl met hyl ] oxazol i di n- 2- on

e; 15 with etkRyl=nd f¥nybgetheri deegi-COsN3, thus( Forstimg -a [S-smjered

- oxadi azol - 3- yI)phgfx ]

-5(4- ethylsulfonylplp tazi ylnethyl)oxazolldln 2- one,
is N[C(R )z]m COOR®,
W is S04,

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

15 in which
N (N
R is {\(/ O or \(/_ o
HN N={
CH

O

R? and X together are -CO-N-, thus forming a 5-membered
ring,
Y is N[C(R®);]q-COOR®
20 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

25 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).

30 The reaction of the compounds of the formula II in
which Y is N[C(R®),]1,-COOR® with compounds of the



wi th 4-nitrophenyl sul fonyl chloride gives 20 I 3- [4- (5-nmethyl- [1,2,4]

- oxadi azol - 3-yl ) phenyl ]

- 5[ 4- (4-ni trophenyl sul fonyl ) pi per azi n- 1- yl met hyl ] oxazol i di n- 2- one; wi t i 3 MAY 2002
2-trifluoronet hoxyphenyl sul fonyl chlordida3grves 25 3- [4- (5-methyl- [1, 2,

4] -oxadi azol - 3-yl ) phenyl ] -5

4-(2-trifluo X a I l;loxagol 2-one;
L (2t 1] voeagRkagpheny ol FondLLabag: gheley! T*‘y*pé?hﬁﬁéﬁ 2, 4)

-Oxadlazol 3- §p}ﬁﬁ§§yppd at the temperatures given above
-5[4-(2, 4- d|nltrophenylsulfonyl)plpera2|n 1- yInethyl]oxazol~.din-2-one;

wth |sopropylsulfon I d ves 35, - (5-methyl- [1,2,4]
-oxadi azol - ﬁﬁﬂé ]o Ee %o%mu? ? ln W ch

-5(4- isoprmpyksulfmsyNﬁlpada2|n 1-yl met hyl ) oxazol i din-2 one; wth

4- et hyl phenyl gul f og IHchIorlde gi ves 1 3 MAY 2002 - 44 3- (4- (5-nethyl-
[1,2,4] -oxadiazol- yI)phenyI]

- 5[ 4- (4- ethylpndnifSUK?oﬁyb)ﬁlBédaﬁ|ﬁr§ aprdefiynpdxaroCla@im 2-one; 5 with

4-brono-2-tri Ela tbpaapg«@@al subhOoRYe 1N R A8 H MBShe derivatives
3-[4- (5-net hyl - oxadi azo| - 3-yl ) phen

[ 4- (4- br ono- Zer|#F86 HﬁBFhoY}Eﬂen?Is }gﬂiy%bpgergilhhydrogenoly21ng

1-yl met hyic] oxagehtdi IThdsongs dédriéd Sub, dnterf ldmerdipieond stikonyhosd! ori de
gi ves 3-

4] . - di I hepyl
-5[4- (2, 3 4- t§F5F56E§8h8h%F§u PS#§F?§?KS?§%PHPI Fﬁ?&ﬁgp¥oiazolidin-2-one;
15 with 3,4-difl uorophenyl sul fonyl chloride gives

Compounds of the formula I in which R' is -C(=NH)-NH,

can furthermore be obtained from the corresponding
15 cyano 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 ¢) the nitrile is
reacted with lithium 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, RY, R? R® and/or R*
into one or more radicals Y, R}, R?*, R? and/or R*, for



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

-5[4-(3, 4-di fl uor ophenyl sul f onyl ) pi per azi n- 1-yl net hyl ] oxazol i di n- 2- one; 20
with 2,2,2-trifluoroethyl sul fonyl chloride gives _
3-[4- (5-net hyl - (1, 2, 4] - oxadi azol - 3-yl ) pheswi] -5 1.3 MAY 2002
[4-(2, 2, 2- tr|fIuoroethylsulfonyl)plperaZIn 1y|nethy|]oxazolld|n 2-one; 25
wth 3-nitro-4- I I I [ t

(1,2, 4] -oxadl5%6%£§3§$§pﬁcﬁﬂﬁ%ggé éH‘é%iHS %E%%E éed&élﬂs gﬁkro

[ 4- (3-ni tro- 4-gmiipd phkdy| evamphel Pyl furdedgenatyaret dyet oRareyi dilekelone;
30 with 2- ”'” 69&7‘{:?1‘1%9&6?}&' S fonwde CBLOUEAE, 9isvRS: 3is [MechangBt BY - [1)
2, 4] -oxadi azo phenyl ]

[ 4- (2-nitro-6-&3 hérﬂllwrf%r%ﬁc)%-‘beram n-1-yl met hyl ] oxazol i di n- 2- one;

35 with 2, 5-di met hoxyphenyl acetyl chloride gives 3- [4- (5-nethyl- [1,2,4]
- di | - 3-yl) phenyl . . :
(A (575 di RS | BEYPFBLFERt FOF. PR | GSBORFEFAC 2648, 1
3 N1AY 2002 - &5 thhh Ba@Hdi@hId«ﬁbeﬁnoykatéroriwhtgﬁv@EF3<n{4wa¢ErﬁethyI-

[1, 2, 4] -ox az
-5[4- (3, 4-di c%ﬁoro enzoyl p| peragzl%rnes R tw |c1 5a%c§(a1200 idin-2-one; with
3-fl uorobenzoyl chloride gives 3- [4- (5 nethyl [1, 2, 4] -oxadiazol-3-yl)

phenyl ] -5ph4- (F fidiorohenzandiPi pesazble ley! 48 gt‘%ﬂ:koféé@ 'aFI\ELHbZ J:Qu Re;
with 4-trifluoronethoxybenzoyl chloride, gives gi 4]
-oxadi azol - 3- yqr) pRerfigtoma manner wi an ac 1 c orlde or ac1

-5[4- (4-trifl uonpratidxykenzay ) pilkgnaten- withrethy| hnkabexdzaliedi no2- one;
substituted alkyl halide, expediently in an inert
solvent, such as dichloromethane or THF, and/or in the

15 presence of a base, such as triethylamine or pyridine,
at temperatures between -60 and +30°.

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 1inorganic 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, 1in 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 acid, 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,



wi th 3-pyridyl carbonyl chloride gives 3- [4- (5-nethyl- [1, 2, 4]
-oxadi azol - 3-yl) phenyl]

-5[ 4- (3- pyridyl carbonyl) pi perazi n- 1-yl met hyl ] oxazol i di n20 2- ond;3 WY #002
2-benzot hi enyl carbonyl chloride gives 3- 3[g4- (5-nethyl- [1, 2, 4]

- oxadi azol - 3-yl ) phenyl ] -5[4-(2- benzothlenylcarbonyl)plpera2|n 1-yl met hyl ]
25 oxazolidin-2-one; wth 4-chl orophenyl acetyl, chlorjde gives 3- [4-

(5- net hyl - [1naEht@Fle8?aHP§?ol gry|) qonlc acids “and lauryl-

-1 5[ 4- ﬁ, 4hC|h| orgpmluyllacacsal? Piperegi withylpmisnsJoit£1Xaz obhdbBegr @b W th
napht hyl car bon Qride

3-[4- (5- nEthyF E% %l éh&ﬁ %l§¥§%ﬁ%hnyn be used for isolation

[ 4- (1 naphthyhndmenphrpfpeaazon-bfythethpmpomaﬂslpd|mh&5ﬂbﬂmmia\Mtf1

(1, 3- benzaqdi oxol -5-yl ) carbonyl chloride gives - 46 1 3f~il~~ 2002 3-
[4- (5-nethyl- (1, 2, 4] -oxadiazol-3-yl) phenyl]

[ 4- ((Z, 3- benzOdi & -6t eycaﬁm@nuqqmmnnnéﬁnOE Whﬁﬂf@tT@&@zéhQﬁnlheone 5

with 3- n'trOb@BﬁQ¥Etgﬁloﬁigﬁ PYESs 3- (s x| sobium?: hfdiroxide,
- oxadi azol - 3-yl)

-5[ 4- ( 3- mtrogévﬁzaﬂlym pEYEFORILSy | MR YDX LAHRWIS oE; BOTHFEHUM
4-bi phenyl yl capbeayktehl aritde @héeéorrespondlng metal, in particular

?4[ ?4( b &’éﬂi%}%@&ﬁbﬂwﬁgd' 3 aﬁz‘f?anl{n‘lw ?@FK{N T5£a20SedinF RonkPte the

cycl opent yl cacbaggkspohddhgdemgiondaml saltsl.4- (5-nethyl- [1, 2, 4]
- oxadi azol - 3- ¥ ) p e

-5[ 4- (cyclopentylcar%%%%lfosgéﬁ%ﬁrF yEre gﬁ?”loxaf&c%}%y2acceptable
organic bases, such as, for examp ethanoclamine

15 Owing to their molecular structure, the compounds of
the formula I according to the invention can be chiral
and can consequently be present in various enantiomeric
forms. They may therefore be present in racemic or in
optically active form.

20
Since the pharmaceutical activity of the racemates and/
or the stereoisomers 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
separéting 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, mandelic acid, malic acid,
lactic acid, suitable N-protected amino acids (for
example N-benzoylproline or N-benzenesulfonylproline)
or the various optically active camphorsulfonic acids.
A chromatographic separation of the enantiomers can



wi th [5-chloro-1-(4-nethyl phenyl)-1H pyrazol -4-yl]20 sul fonyl chloride

gives 3- [4- (5-nmethyl- [1, 2, 4] -oxadiazol-3-yl)phenyl]

-5{4-[5-chloro-1-(4- nethylphenyl) 1H pyrazol - 4y|)su|fony|]p|peraszmiﬂw{net

hyl } oxazol i di n-2-one; 25 with 4-chl oraophggylLsul fonyl chloride gives 3- [4

(5-methyl- [1, 2, 4] - oxadi azol - 3- yI)phenyI]

-5[4-(4-chlorg hen | sul erazin-1- ] aoxazo] i di_n-2-

with 5,7, 7- tr?ﬁﬁ?h €A \ia%t%é%c% h??’ﬁﬁ%ﬁq‘a I"éﬁ:i ohye 5ﬁfiorciofg é%l ves

3. [4- (5 nmetboptichlly2, dttivsadi aepardtyhy phegght (for  example

-5-4-[5, 7, 7- Lt et Dube s b Bndat £ TBLOKLDUT YooYl u! famyl iy azip- -1 m

et hyl ~oxazol i di n=2-0n¢€; i . .

2- but oxy- 5- (1pnhdrne¢¢ﬂyb@hmb§/¢§@heigms{ﬁﬁw ol ochdvagi v@erivdt Bzedy 2002

7 3 BBt ack]. St aggbodytdghony! ] o3 1) .

-5{4-[ 2- b&fox 5 ¥ alnethyl rg yI)phenf? ¥fony plpé?égfﬁil %?n%thyl)ox

azol i di n- 2- on OlgeﬂF?h ZhBGPox91§-(PU£Q§hiqeﬂﬂQﬁnﬂqﬂﬂﬁnnBWHRﬁﬁ#wl%E@fonw

Cg'( Zrl[gebgl Vegq ﬁeo{lél %153@&%&‘1'0‘11[% is%l;réht ﬁ%ﬁdtlt@ﬁj@é 3s|\d<')h p'@.@“Y'forl et

- ut ox tetranet u enyl sul f ony i pera yl me

ol 2okazol | di BXSTBAEY | ThSHRER/ SRt oReHOL PEREGRORBE RS prERy! AT

chl ori de give$n3thb4rat5©nenhy5 311, 2,4] -oxadiazol-3-yl)phenyl] -5

[ 4-(2-nitro-4- trlfluoronethylphenylsulfonyl)plpera2|n15

1- ylnethifioxazolldln 2-one; W th 4-brono-2-ethyl phenyl sul fonyl chloride

gives 3- [4- Thenethyentfion 2furtheuvradeazprogigey pteeylfse of the

- 5[ 4- (4- br ono: hyheherylsul f gjggr A t d DXPZ 2- one;

20 with 4-tri ?%mgéo}réet hgf@ klﬁzlnyf%r} nyl O/I}:I) de”yﬂeme fj&}{y &égiﬂ’

3-[4-(5- nethyﬁCnggahFeoﬁ@*QﬁﬂﬁQQ 9h§p§§ﬁppFaglon of pharmaceutical

[4-(4-trifluorepmuytpBaBy! sid f gayclipperazbi- I Y horethghliexazotéght &: 2- one;

15 For this purpose, they can be brought into a suitable

dosage form together with at least one solid, liquid
and/or semi-liquid carrier or auxiliary, and if
appropriate in combination with one or more further

active compounds.

20
The invention furthermore provides pharmaceutical
formulations comprising at 1least one compound of the
formula I and/or one of its physioclogically 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 o©or starch, magnesium stearate, tale and
35 petroleum Jjelly. Tablets, pills, coated tablets,
capsules, powders, granules, syrups, juices or drops
are used, in particular, for oral administration,
suppositories are used for rectal administration,

solutions, preferably oily or aqueous solutions, and



25 with 4-trifluoronethyl phenyl sul fonyl chloride gives

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

[4-(4- trifluoronethylphenylsulfonyl)piperazin 1-yl nethyl]oxazoligiﬂyz- ne;
30 with 3,4-difluorophenyisul fonyl chloride_gives MAY 200
3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] -5

[4-(3,4-difluoro henylsulfonyl)plpera2|n 1- ylnethyl]oxazolldln 2-one; 35

Wi th 1-napht hyPREGREBRGTE cRHEPEABLENG e BUEAONEE SRerimRLatE axe gsed
'g?idki20| ﬁ ﬁbip ??&hieral admlnlstraflonﬁ Fnd 01ntw?nts, creams 058
- napnt ul Ton me oxazolldalLn

gy 1 907wt HOSIEERORTBhaRACs oy PR LA br R heteasitr. 108 mavg
2, 4] -oxadlaaompﬁumﬂ$ eenylklso be lyophlllzed and the resulting

-5[ 4- (4 yyggﬁn¥lg {égnykgglp aZH?§} ”F%Pyl%Qa p§§0|l% 2}8Q§; with

4- tonIs orrde gives 3-
- oxadi azol - 3 préparayidn of injection formulatlons The formulations

-5[ 4- (4-tol y'nﬁé‘%&?ﬁ%{é&p' PRIAZI N- éeyl ”%Mﬂl@%e@' | dhﬂdgol-o ONSmptidk

4- propyl sul f ony oride gives

- oxadi azol - 3- §hxphéayies, such as 1ubr1cants, preservatlves,
-5(4- (4- propysesbi pnybypi REIBHM- &eﬁtﬂﬁéh)édéﬁ‘t&_lm bﬁhms%@e@ﬁe S 1ts
5-chl oro- 2 na hthylsulfon%l chlorl e gives L4 5- neth ]b g 4]
-oxadi azdH g?fpheﬁﬁ uencing smo i ressu uffer

-5[ 4-(6- chIor@uBsﬂanhébyhmﬂjezguﬂﬁsper&ZBNohrﬁhgﬁrwhthazm|ghveﬁbbne; 20
further active compounds, for example one or more

vitamins.

15 The compounds of the formula I and their
physiologically acceptable salts can be employed for
combating and preventing thromboembolic disorders, such
as thrombosis, myocardial infarction, arteriosclerosis,
inflammations, apoplexy, angina pectoris, restenosis

20 after angioplasty and claudicatio intermittens.

For this purpose, the substances according to the
invention are wusually 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



wi th 2-(naphth-1-yl)ethylsul fonyl chloride gives 3- [4- (5-nethyl- [1,2,4]
=oxadi azol - 3-yl ) phenyl ]

-5{4-[ 2- (napht h- 1-yl ) et hyl sul f onyl ] pi perazi n- 1yl et hyl } oxazol i di n- 21?% 25
with isobutyl chloroformte gives 3- [4-3§5=methyl- [1, 2, 4] AY 2002
- oxadi azol -3-yl) phenyl]

-5(4-isobutyl oxycar bonyl ) pi perazi n-1-yl net hyl ] oxazol i di n2-one. 30 Exanple 2
A sol ution of °B0¢hH%y 5¥régt{‘)ﬁ? C%{]nﬁb%ylgn$1PL?éuﬁf' the mixture is

oxadi azol - 3- yéxpheoyeld - wilth (2chyld- tdcehdos oprendli cBdoromethane, the
sulfonyl)piperazin:l-ylggthyl%oxazolidi@-g-on fin %?.q% of nmethanol is

adni xed with 9982HHCof PRARBY 1P ckBFPARA-F drdp- of AckTTc ALFH Sffum

hydr ogenat ed atlfaven bedperspomtfead S8nfounhe. rHeeideat alpsipurd fiidd asyed of f
and the s@lve j j | \es. 4- 0X0-9-14 Tnd T 0 - 49
(2,4,6-tr i%chl g%%%ﬂ%ﬁﬁgéﬁg%n%% géel\rllz%anéé}rré d?jox%%??adllln%%%'enzam d
i ne, acet ate, RFABVSUSESIRres gon | gillycat hgebenzagbdiae peaseat iatdybel ow
are obtained fromtbenspaRayYNds. pbtained in Exanple 1 by hydrogenation

4-{2- ox0-5-[ 4- (4- bi phenyl yl sul f onyl ) pi perazi n-110
yl met hyl ] oxazol i di n-3-yl } benzam di ne, trifluoroacetate, FAB 520;
4-{ 2- oxo- 5- [ AM& s pEpayt ebhgt syl {mpyt ) pi perazi n- 1yl met hyl ] oxazol i di n-3-yl } be
nzam di ne, trli‘J I t(uoiﬁta)acet ate, 15 FAB 472: . .
4-{ 2- ox08- [ 45t 2L AP RBPABNTFRAFF onGT BRDbEPRYI M- 1y1 met hyl ] oxazol i di n- 3-yI } be
nzam di ne, trFABuéfaatehtdm, bbBad8@enl) (M+H)"*
4-{2- oxo-5-[4-(2, 5-di net hoxyphenyl sul f onyl ) pi perazi n- 1-yl net hyl ] oxazol i di n-
3-yl }benzam di ne, trifluoroacetate, FAB 504; 25
4-{2- oxo0- 5- [ 4Ex2mpdehi hyl sul f onyl ) pi per azi n- 1yl met hyl ] oxazol i di n- 3-yl } benza
m dine, trifluoroacetate, FAB 494;
4-{2- 0x0-5-[4-(2-chl oro-4-fl uorophenyl sul f gnyl) 30
pi per azi H21- yR neSRHYERRz ol PHi n180y | 1PNz ki didiel4 113 TIeIdbEcE et ] FAB
496; oxadiazol-3-yl)phenyl]—5-piperazin-1-y%?eth¥§- I
4-{2-0x0-5-[4-((2-acet an do- 4- hyl t-hi azol - 5=yl ) sul_f onyl.) pi p i n-1-yl met
hyl ] oxazol i di ﬂ’gg?@’%gé%' éﬁ?%n‘ﬁ%nz, [PF’?FFBS‘E%C@%F&“{%@D%;:{ ERlLE
(5-methyl-[1,2,4]oxadiazol-3-yl)phenyl] -2-oxoxazolidin-
5-yImethyl methanesulphonate with l-tert-
20 Dbutoxycarbonylpiperazine and sodium Dbicarbonate in
acetonitrile; removal of the BOC group with HCl/dioxane
and subsequent treatment with sodium 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 “A”

with 4-biphenylylsulfonyl chloride gives

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



4- { 2- ox0- 5- [ 4- (2- cyanophenyl sul f onyl ) pi per azi n- 1yl net hyl ] oxazol i di n- 3-yl } be

nzam di ne, trifluoroacetate, FAB 469; 1 3 MAY CUU? - 50

4-{2- oxo- 5-[ 4- (5- am no- 2- net hyl phenyl sul f onyl ) pi perazi n- 1-yl net hyl ] oxazol i d

i n-3-yl)benzami dine, trifluoroacetate, FAB 473; 5 13 LAY 2007

4- { 2- 0x0- 5- (4- benzyl sul f onyl pi per azi n- 1y$%ethy|]oxazolld|n 3-yl }benzami di ne

u. E;'f|uogo?2§%§ﬁef— ﬁ§n§§?1n @sulfon 1 ch%ﬁrlde gJ.vI o g
0XO- ecyl s n era me y40) enzam di ne,

trifluoroacetate, g % 8 Ymgtgyi (6 X “oxadliazol®3 ? Pheny&%

4-{ 2- ox0- 5- [4{42<2tpﬁéupnomﬁymyhpheﬁyn$phﬁeaabiﬁ51-ylmethyll-

pi per azi n-1- ylneth¥ oxagolid[n-3-y|}benzanidine, trifluoroacetate, FAB

512 oxXazo in- ‘One,

4-{2-oxo-5}[4 (3-chl oro-4-fl uorophenyl sul fonyl ) pi perazi n-1-yl met hyl ] oxazol

di n- 3-yl ~benz i he t

4-{2-0x0-5-[4 Q?%Hcgl%%gggﬁéé%¥98§gf§gﬁgn§ ?Eonyg}plpera2|n 1-yl met hyl ] oxa
zol i di n-3-yl } benzadt dé né5- mﬁthYboﬁba@eﬂhtexa§A825®63 25)phenyl] -5-
e e e o Lpspsspysy LB )+
pi perazin-1- yPﬁ%Fﬂ%thRaﬁoPFﬁrn 3-yl }benzani dine, trifluoroacetate, FAB
600/ 602/ g@4;

4-{2-o0x0-5-[4 chl orgphep IsuI erazin; 1yl net hyl.] oxazol i din-3-yl}b
enzami di ne, tVﬁFF grgéggWﬁFéoxgg éiégg?o SETEE élbes
4-{2-0x0-5-[4-(2, 63dﬂehK5FmpbhpyF$mLQoayk¢paﬂéaamﬂn31yybphehyu]egazolidin-3

-yl } benzam di , _2002 - _

42 {2- ox0- 5- [4?%3 %?%%ﬁ%ﬁflﬁnﬁé\@ %ﬁgllbgr}ggrg-gﬁyﬁngg%ﬂ:f%%ézol i din-3
-y|}benzan1dun&azolndnnoﬁoanetate FAB 512; 5

4-{2-oxo~5[4-(3, 5- dichlorophenylsulfonyl)piperazin 1-yl met hyl ] oxazolidin-3
-yl }benzam di ne, _  acet at e,

4-{ 2- oxo- 5- [4we§hnapﬂ@ﬁppbxiﬁeﬁypyﬁﬂpehéerhdﬁlelves

yl met hyl ] oxazol i di B=3ayl(sbneenpidine2, atebrha)akAB-458]) phenyl] -5-

{4- (2-naphthylsulfonyl)piperazin-l-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]oxazolidin-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



4--{2-0xo0-5-(4-nmet hyl sul f onyl pi perazi n- 1yl met hyl ] oxazol i di n-3-yl } benzam di n
e, acetate, FAB 382; 15

4-{2- ox0-5-[4-(2- nethylsulfonylphenylsulfonyl)plpera2|n 1- ylnEthylLfﬁﬁfﬂbfd
i n-3-yl }benzam di ne) acetate, FAB 522;

4-{2- ox0-5-[ 4- ( 2- aninobenzylsulfonyl)prpéﬁazin 120

y|nEthy|]0vaO|'d'§ 34¥|kb%€%ﬁ9ﬂdW@ez a¢ebab8iakO-4L($1) phenyl] -5-

4-{2-o0x0-5-[4-((4-met hoxycarbo - oxyt hi gphen- 2- fgul nyl ) pi perazin
-1- y|nethy|]o%ézdﬁ.aﬂﬁr§yPFB€ﬁg§ gﬁﬁ¥as &é gQP#RBr3§8n -35Y vl

4-{ 2- oxo- 5- [ 4me8hi/L] bkuebodeatihybpbasyl sul f onyl ) pi per azi n- 1-yl met hyl ] oxazol i
di n- 3-yl } benzam di ne, acetate, FAB 512; 30
4-{2-0x0-5-[4-(4-trifluoronethoxyphenyl sul fonyl) pi perazi n-1-yl nmet hyl ] oxazol
idin-3-y|}menwanhdbaazyésaﬂ&baylFABlBZ&de gives

4-{ 2- 0x0- 5- [ 4- (((1§&12aQBhﬁé5%%1¥HES?EE?D$&£§§azolaceyégghegxé]5f8

pi per azi n- 1-yl net hyl [ oxazol'i enzam 13

(~9AY 2002 - 52- benzylsulfonylplperaZLn l-ylmethyl)oxazolidin-2-one;
43{2|?Eo 5- [4d(((1R) c?thor%ig ﬁl)sulfonyl)plpera2|n 1-yl met hyl ] oxazol i din
- 3-yl }benzam di ne, acetate
4-{2- ox0- 5- [ 4¥EER, §e§Y?SHISQHVANEPHQFéﬁFOH&NeéyI)sulfonyl)plpera2|n 1-yl met
QYLgovaleﬁhn 3 YB}QQQZGFmﬁth9l 4%$Q6ﬁ¢§oﬁﬁalsﬁgl -3-yl)phenyl] -5-

-{2- oxo- 5- i Sopro sulf ony

o1 bor st n- 1 yI SRR PTG SOy GEA PR R ot s PGt L) SXarald dipAR - 286
4-{2-0x0-5- [4- (4-tert- butylphenylsulfonyl)

pi perazin-1-y hyl
5 oxo 5 [ AU CIDir S AReAorS Ff%ﬁ%ﬂ E;‘é?g'%?hﬁﬁ'l %ﬁ%%‘f?{d%xézoﬁ di n-3- y1 } be
nzani di ne, acetatep- #AB(5emetzml (1,2 oxadiazbl-3- Y )phenyl] -5-

~4-{2- oxorH- [44LQz5t§h@ﬁh69bﬁeﬁa?m9hﬁag§amh&ah&qmﬁhba&a%aﬁzunyi -yl met hyl ] ox
azolidin-3-yl} enzagb i ne, .aceta

4-{ 2- oxo- 5- ( 4MEERYILL QKAGRY B PEragPR  1- yI 25
met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 396;

4-{2-0x0-5-[4 nitr henyls fa razin-1lyl I xazolldln 3-yl } be
nzani di ne, g§ 5 %E %5uo@%p%859§s%&fony¥ n%& ¥1he give
' 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-1l-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



30
4-{2-0x0-5-[4-(2-trifluoronethoxyphenyl sul fonyl) pi perazi n-1-yl net hyl ] oxazol
i di n-3-yl }benzam dine, trifluoroacetate, FAB 528; )

4-{2- ox0-5-[4- (2, 4-di am nophenyl sul f onyl ) 35 13 MAY 2002
pi perazi n-1-yl net hyl ] oxazol i di n-3-yl } bén anfdine, acetate, FAB 474;
4-{2-0XO-5-(4-LzépiimyLsgLﬁgghyﬁLn@nazhmzﬁfggghhbn}gx@zobm@h@13=$L}benzanid
I ne, acetate, ; - ~~~="1. .
4-{2-oxo-5-[4164?éfﬁgﬁBHBR9F§MFF8ﬁ§P?H#&EFB?Fﬁ?i9r&é¥H§Ff8%&£6|idin-3-y|}be
nzam di ne, trokhuoidddatateneFAB 472; 5
4-{2-0x0-5-[4-(4-brono-2-trifl uoromet hoxyphenyl sul fonyl) pi perazi n-1-yl nmet hy
| ] oxazol i di n-3-yl } benzam di ne, acetate, FAH 606/ 608; 10

4-{2- oxo- 5 [ 4wiRh3246tdithiorophenyllsulfonyl) phperaddiengivglsnet hyl | oxazol i di

n-3-yl } benzam di ne;_ggetatgerEHB_4982 47- a4 1-3-v1)ohenvll 5.
4-{2-oxo- 5-[ 4- 3,4?d??|Egroﬁﬁeﬁy|gurfén§|??E iazol-3-yl)phenyl]

pi per azi n- 1- yllfet Ry P 8k gRéPrarheByEIBERRYA) BilReragdsr dry1mesdyddo;
~4-{2- 0x0- 5-[ 4xb2o2idihrbibder,oet hyl sul fonyl) pi perazi n- 1-yl met hyl ] oxazol i di
n- 3-yl } benzam di ne, 20 trifluoroacetate, FAB 450;
4-{2- 0x0-5-[ 4- (3-am no- 4- net hyl phenyl sul f onyl ) pi per azi n- 1-yl net hyl ] oxazolid
i n-3-yl } nenzawti dhne, 4t dithluorophenglenl EARy473hl1dride gives
4-{2- 0x0-5-[4-(2-aging-6=chl or ophenylLsykfonyl.)pi perazi R~ 1;yl nethyl ] oxazolid
in-3-y|}benzaniding}T?r??lﬁggéggeﬁgfé{HgAgxégégzgg 3=Y1) phenyT 25
4-{2- oxo0- 5-[ 4{42,(5, d-dethdrypbbepyacsilfonyilppiperazinylryilmglthyrdzol i di n- 3-
yl }benzam din .ate. ~F 482;
4-{2-oxo-5-[4$f§?§?é?%ﬁl8ro gﬁzoyl)piperazin-lBS
yl met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 476; - 54

15 with 3,5-dichlorophenylsulfonyl chloride gives

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



1 3 MAY 1002

4-{2-0x0-5-[4-(3-fluorobenzoyl) pi perazi n- 1yl net hyl ] oxazol i di n- 3-yl } benzam d

i ne, acetate, FAB 426; 4-{2-0x0-5-[4-(4-trifluoronethoxybenzoyl)5

pi perazin-1-yl met hyl ] oxazol i di n- 3-yl } henzam di ne, acetate, FAB 49273 MAY 2001
4-{2- ox0-5-[4-(3-pyridyl carbonyl) pi ;i)er azi n- 1yl net hyl ] oxazol i di n- 3-yl } benzam

i di ne, acet atwithFAB44pethegycarbonyl -3 -methoxythiophen-2-yl) sulfonyl

4-{2- oxo- 5- [%m%ﬁqg%tlh}é?snyl car bonyl ) pi perazi n- 1yl met hyl ] oxazol idin-3-yl}b
enzam di ne, acetate

4-{2- oxo0- 5- [ 4- (4- &1l 6 o(p'grféffﬁﬂl'é@eﬂfi')%lﬂer%d&alzﬁ -3-yl)phenyl]-5-
yl met hyl ] oxazpl-i @dismtHhBeaanmine - rmﬂi@t;a;hﬂﬁ

4-{ 2- oxo- (,1- napht hyl car bon R yl et hyl oI|d|n 3-yl }benza
m di ne, geté’t s‘g %’5 plﬂ?ra r?pl hyljloxazo Jl

4-{2-0x0-5-[4- ((1 3 benzodi oxol - 5-yl )car bonyl ) pi perazi n- 1-yl net hyl ] oxazol i d

i n-3- yI}benzam Get al.e . .

4-{2- oxo- 5- [zf' am 5o er@oyﬂﬁ@?pamnrxlﬁlﬁfﬁwl chloride gives

met hyl ] oxazol i di n-33~ A} Germenhydi ne, , 2acdelt aread iR UR3;y1l) phenyl] -5-

4-{ 2- 0x0-5- [ 4y Achihanyl fl Srcharnlpl s 2A Sy t) SEdbdd Azl i n-3-y1 ) ben

zam di ne, ate AB 484: 30

4-{2- oxol 8- [@Wcﬂldﬁﬁﬂ%ﬂlk%fb'@fmr)%l perazi n- 1yl met hyl ] oxazol i di n- 3-yl } benz
am di ne, acetalt® daﬁifﬁlhoromethox henylsulfonyl chloride gives

4-{2- 5-{4-[5-chl th 1)-1 f | ] pi i

- oyi et hyl }oxazcl T o ST I Tk i A SRR e Y P 1B | P Per e

4-{2- oxo- 5- [444mwmmmmﬂﬂdmuewmmWWMMﬂmmm4 din-3-yl}b
i di ne, F /8 1 3 MAY 2002 _ 55

zel?{zgfnoxlo?g {Eir[e[rgq)&q_ﬁfa” rrgtcﬁyq 29%("% ‘3, 3-trimet hyl butyl ) octyl sul fonyl ] pi pera

zi n-1-yl B®t hyl } oxazol i di n- 3yl } benzam di ne, trifluoroacetate, FAB 620; 5
4-{2-0x0-5-{4; {fh besitsqu%n(pholr-dlcrt%myéﬂmw:) Rhenyt i Bcgwésl pi perazin-1-yl

met hyl } oxazol i benzam dine, “trifl uoroacetate,
4 {2 0x0- 5-{ 4-[ 2- b?ut (Smethy 13 Bl 12t4 arRtaRA 3RR Y1 F}He)rﬁflles"&bf]fbn%fl ] pi per azi
1-yl met hyl } pxazo] 1 i damgyH drbartz-an )hules oriy i ) i eaciat -at -6y 1 hbh 28,

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-1l-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]oxazolidin-2-one;

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

35 oxazolidin-2-one;

with 4-tert-butylphenylsulfonyl chloride gives



4-{2-ox0-5-[4-(2-am no-4-trifluoronethyl phenyl 15

sul fonyl ) pi per azi n- 1-yl net hyl ] oxazol i di n-3 yl } benzam di ne,
trifluoroacetate; 1.3 MAY 2002
4-{2- ox0- 5-[ 4- (4- brono- 2- et hyl phenyl sul fonyl ) pi per azi n-1-yl met hyl ] oxazol i di
n- 3-yl } benzam di ne, 20 trifluoroacetate, FAB 550/ 552;

4-{ 2- 0X0- 5- [ 4- ( 4- t¥1 F4 ubT omat il phem/d Slut 30353 9 9 bed 2l reheyy ket hyl ] oxazol i
di n-3-yl }benzgyi gy : ; in-1-

b (2o ox0 5 LA o N o pipsrazin 1 ylmeshy]
3-yl } benzam R¥RZOHE M1 E;OFAB 528; 30

4-{2- 0x0-5-[4-(isobutyl oxycarbonyl) pi perazi n- 1yl net hyl ] oxazol i di n- 3-yl } benz

i di ne, tate, FAB 404. Siml ' f
3] 8- (5. Bt hyTEih, o o ERERO o S RAMAT 98 D6z n- 1. 1 met hyl oxazol i

din 35 2-one w th % 4 B -aneeimaphihy2 s4 faxandd azdil o3 + ylk) pinehglbsequent

3 (2- oo 5 [ 4460 AR oy DR A -1 SPimechyl1 -

pi per azi n- 1- ydxegdnd dioxazodneli n- 3-yl }benzanidine, mp. 118C. 5 Sinilarly,
reaction of

3-[4-(5-nethy|;[1,2,4]-pxadiazol-3-y|)phen¥£$é5-$iperazin-l; | met hyl oxazol
di n- 2one 1@ t Wittt Mo i fepith 1Y SR FREA T o § oY hneh uehyes

hydr ogenat i on g'VQ?—[@£(§Qﬁﬂgﬂﬂﬂ-ﬂﬂ,2,4]-oxadiazol-3—yl)phenyl]-5- o
4-{2-oxo-5-[4-(6-netq§$¥;2-na th Isulfoqxliglfgrazin-l-glnethyl]oxazolldln
-3-yl } benzanm i hE  TITABEFY 2 YRRy Isulfonyl) piperazinl-

3- [ 4- (5- met hytirhet 1y U] oxeasll 2 - B-grig phenyl | - 5- pi per azi n- 1-yl net hyl oxazol
din-2 15 one with 2-fluorobenzyl chloride and subsequent hydrogenation

gi ves the conpound

4-{2- 0x015- [ aith fethy bbehfynybi pekerwide 19ive®t hyl | oxazol i di n-3-yl }benzam d
ine. 20 ' Exanple 3 ﬁsg&ﬁé%ﬁf %11,02 Hadratdr -4 S IRihhy1] 152, 4]

oxadiazol-3-y|2phen§ tric Ioropheqyl .
(4-ethylsulfonylpiperazin-1l-ylmethyl)oxazolidin-2-one;

]~ o
oxazol i di n-

with'4—nitrophenylsu1fonyl chloride gives

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

with isopropylsulfonyl chloride gives

35 3-[4-(5-methyl-[1,2,4]-0oxadiazol-3-yl)phenyl]-5-
(4-isopropylsulfonylpiperazin-l-ylmethyl)oxazolidin-2-
one;

with 4-ethylphenylsulfonyl chloride gives



25 sul fonyl) pi perazin-1-yl met hyl ] oxazolidin-2-one in 8 m of nethanol is
adm xed with 3 m of 1N aqueous sodi um hydroxi de sol ution and sti rred at 60
for 48 hours. This gives, after customary work-up, 1.3 MAY 200
3-[4-(5-nmethyl[1,2,4]- oxadi azol - 3-yl') phenylam no] - 1-[4- (2, 6-dichloro 30

4- met hoxyphenyl sul fon I perazin-1- pr opan 2-0], FAB 556/558. Simlarly,
35 3- [4- (5-net hy3 —1?§mthb&a aiz/oJ FAeeyt3-yblphenyl] -5-
[4(3,4-di fl uorpphers @hpﬁz@ﬂrpﬂpevwﬁﬂwilymmﬁﬂm 2-one gives
1 3 MAY Z002 - 57 3%1[ ém?rret hyl -[ 1, 2, 4] - oxadi azol - 3- yI)phenyI

am no] - 1-[ 4- (%“afzf‘lpolr Iy rI\‘f%'xyphenyl sul f onyl ) pi perazin-1-yl ] propan-2-ol; 5
3- [4- (5-methyl- [1,2,4] -oxadl azol - 3-yl') phenyl ] -5 [ 4-

(1napht hy suI fonyl ) pi eraz rret h xazol,i d| .

ST (50 vt nyri s, PR TR M Y °n>f’f4 hloride

(1- napht hyISLgiv:mg/I) pi perazin-1-yl] propan 10 2-0I; 3- (4- (5-nmethyl-

[1, 2,4] -oxadiazol 4

(4tr|fl uoronet hyI %ekyl sulr‘?%1Jl §pﬁ)e-‘[r a421| nojiadjfaZOJhy? %l)a%h?mé % one gives
15 -(4 bromo-2-trif uoromethoxyphenylsul onyl) plpera21n-

3-(4-(5-net hyi )[gmgtﬁl}lpg%@gpaigxylamenyl amno]-1-[4-(4-trifluoronethylp
henyl sul f onyl ) pi peraZi nl-yl ] propan-2-ol; 3- [4- (5-nethyl- [1,2,4]

- oxadi azéP-3-yl ) phenyl] -5- [4- (420
g| |[02e?35/l yl ;sﬁlvlﬁpaylz,p_’, perw:bmdmyé;ﬁméﬂi%dé@l@?myi dtt @rofe gives
me adi azo] - 3- en .

am no] - 1- [ 4- {4 bi eh%/'l srﬁ?%‘l fjpiy %@‘f)ﬂ}?’%@qﬁﬁl?ﬁ-bﬁé’ﬁl)ZE’IZ‘)(FI?YIZ]S’%'-
(5-methyl - [1[42(2A43, 40mnnfhzm¢eﬂqqmymwr@¢¢y159i@arazin-l—

3trifl - 1-yl et hyl l'i di n-2- [
514 (5- et nyl e D R i S0 L xazeolidinmerone gives
am no] - 11p4- (3-tri fl uor onet hyl phenyl sul f onyl ) pi perazi n1-yl ] propan-2-ol; 3-
(4- (5-nethylgidd, 2, HasorxachSg9én Ié/xh])ﬁh%m/'&hlérlcﬁé gives

(4trifluoromet hoxyfh&nyl SurLgé)I?y]I.)Pl per oxadi/azo{ hﬁ' ;rl)phenyl] 5.

[4-(3,4-difluocrophenylsulfonyl)piperazin-1l-ylmethyl] -
oxaqolidin—2—one;
20
with 2,2,2-trifluorocethylsulfonyl 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]loxazolidin-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-
methyl]oxazolidin-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;



35 oxazolidin-2-one gives 3- [4- (5-nmethyl- [1, 2, 4] oxadiazol-3-yl)
phenyl amno] 1-[4-(4- trlfluoronethoxyphenylsulfonyl)plpera2|n 1ylg
propan-2-ol; 1 3 MAY 2002 - 58 3- (4- (5-methyl- [1, 2, 4] MAY 2002
~oxadi azol - 3- yl') phenyl] -5- [4- 45

(4i sopropyl phenyl sul fonyl ) pi perazi n-1- ylnethyl]oxazolldln 2-one gives
3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl 5

?gl no][hll [4[ gﬁ:tzlso%op&i@gwéwi Y'&Hi@ﬁf@éigiﬁ?i|]pr0pan- 2-ol; 3- [4-
me ia en . - b- -

(4butyl );;henyl sul fo%yf‘}p %e‘P%& m[% %re?ﬂy‘#%ih%ﬂa?hYEELBhSﬂ}élbré‘es 3- [ 4-
(5-nmethyl - [1[25 43,4odadhban&bénxbybhphyénatnn}1 Vimédhyl] -

(4- butyIp@enx& %éf %gp gZ|n 1 yl]propanol-2-0I; 15 3- [4- (5-nethyl-
[1, 2) 4] -oxa azo - ? ehyl] -5- [4-
(4nethoxypheny|sulfonyl)plpera2|n 1-yl et hyl ] oxazol i di n2- one gi ves

3-[4-(5-methyls {4, % 109%896 2 13cHi%PD&@y§§-Ué£'0] 1-[4- (4- et hoxyphenyl sul
fonyl ) pi per azi n- 1h% 20 gropan- - nmet hyl 1, 2,
n

3-
- oxadi azol -3-yl ) p (3 gmethy [1 2,4] oxaélazol yl;phenyl]]s-

(4tolyl sul fonyd) ps pﬂ@@rébénywﬂ ;byﬂaé@asazﬁl 1 &y D@t BPE) 8k¥26128in-2-
3-[4-(5- nethyl 1, 2, 4] - oxadi azol - 3-yl ) phenyl

am noj - 1- P4 (22 onIsquonyI)plpera2|n 1-yl]propan-2ol; 3- [4- (5-nethyl-
[1, 2, 4] -oxadiazol - 3- yI)phenyI] -5- [4- (430 _

pr opy! ggfny' WL RNy PL PRLBELRG drdkBLAYL) PXaRobLShE §:908 i ves 3= [4-

- oxadi azol - yI)phéﬂ94ah5fnﬁthY{4{%42p%bpq*@@e&y@buBfbhypypnﬁé}ai%n 1-yl]
propan- 2-ol ; g -%1- &flfi@b?@%@yﬁoxﬁﬂengoyfipl?éfgkﬁﬁoi 91Mé%hﬁf?nyl] - 5-

[ 4- (6chl oro-2-napht hyl sul f onyl) pi perazin oxazol 1 di n-2-one gives
15 oxazolldln -one;

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

20 2-one;

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

with l-naphthylcarbonyl chloride gives
3-[4-(5-methyl-[1,2,4]1-0oxadiazol-3-yl)phenyl] -5-
[4- (1-naphthylcarbonyl)piperazin-1-ylmethyl] oxazolidin-
35 2-one;

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



13 MAY 200z - 59

3-[4-(5-nethyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl am no] - 1-[ 4- ( 6- chl or o- 2- napht hy
| sul fonyl ) pi perazin-1 yl]propan-2-ol; 5 3- [4- (5-methyl- [1,2,4], ...
-oxadi azol - 3-yl ) phenyl ] -5- [4- 4 - 13 FiAY 2002
(2phenyl vi nyl sul f onyl ) pi per azi n- 1- Inethff]oxazolidin-z one gives 3- [4-
(5-methyl - [1, 2, a1[40kgdm%§@y13[ |3, 4] -oxadiazol-3-yl)phenyl] -5-
phenyl am no] - fig [ ¢¢{ 23 phenyba{ oy sLs f eNYLI PbEEY BZbIpdrdPiyl] pyopan- 2-ol | 3-
[ 4- (5-nethyl?4[g?2 4 -oxadiazoI-B-glgphenng ¥%?%4- y
[2(naphth-1-yF§%$¥&1 FohyPIPT $ePRSi n- 1-yl et hyl } oxazol i di n- 2- one gi ves
15 3- [4- (5-nethyl- [1,2,4]

- oxadi azol_- 3- v/ nyl am.no] - 1-{4-]2- (napht h- 1-yl ) et hyl sul f onyl ] pi perazi n-1
yl } pr opan=2- o‘%ll.e}gih%’?(hﬂf%e%f?&i oi%f%gfgg(%}“%? hoxy- 2- napht hyl 20

sul fonyl ) pi perazi 34{4+ (Bthgthpkatb) 2 4 h-Sxyd] deok- anyll) peegyVesst he
conpound o d : D e NPT

4-{2- hydr oxy- %[22( %%%?%%§§%%%%?h%?£%%}ashl¥%%§F?%}£%¥%%?%} }9prropylanin
o} benzam di ne9n2b di acetate, FAB 498 and

4-{2- ox0-5-[4-(2-fl uorobenzyl) pi perazi n-1-yl met hyl ] oxazol i di n-3-yl } benzam d
i ne gives the caonpound 30 _ )

4- { 2- hydA8xy-"8i t -4 i PhervbehesA hpnpkr 621 Arids| §HYeBy! ani no~benzani di ne,
gceZ?te, FAB 386. ExXpaple-ledBy D) 2} & ProRhd 68z80- 9fyByphédnyl H=get hyl - [1,
oxadi azol - 3- yI4 pHETRA RAE G} YACF7RBY §) BRI RAFBFER 2heY WBKYBYEhy I sul f onyl ) pi per
azin-1-yl ] pr opaanz@t ddiny2 S5omd; of met hanol is adm xed with 50 ng of Raney

ni ckel and a f ] i gqg h t room - 60 - 1 3 MAY
2002 tenperafﬂ#%wf%¥c§§§%$§¥fgﬁﬂ% C %a¥§£€9?§3f§g¥%%ed of f and the sol vent
is removéd. This gdvés- (5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
4-{3-[4-(2, 6d}gh{oyordport péaﬁm@ﬁ%i Lbenyk) RL pey et ondr yL] - 2hydr oxypr opyl
anino}benzani%inggyaég%até? FAB 51 /ggéé 5 Sinilggly, t eyconpounds bel ow
are obt ai ned P¥¥FP I HAIBrHPAREDL- of derivatives |isted under Exanple 3 by
hydr ogenati on 10
4-{3-[4-(3-fl uoro-4-nmethoxyphenyl.sul fo i.perazin-1-yl ] - 2- hydr oxypropyl am
i no} benzani di et Pacet at ,-Q@Eé"ﬁéa;‘l‘* M AR ke B VY Y4
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) sulfonyllpiperazin-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-1-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-[5,7,7-trimethyl-2-(1,3,3-trimethylbutyl)octyl-
sulfonyl]lpiperazin-1-ylmethyl}oxazolidin-2-one;

35
with 2-butoxy-5-(1,1-dimethylpropyl) phenylsulfonyl
chloride gives



4-{3-[4-(1-napht hyl sul fonyl ) pi perazi n-1-yl]-215

hydr oxypr opyl am no} benzam di ne, acetate, FAB 468;
4-{3-[4-(4-trif|uoronethylphenylsulfonyl)piperazin-1-y|]-2-hydroxypmgpmm?m
no} benzam di ne, acetate, FAB 486; 20 - 47 -

4-{3-[4-(4-bi phenyly|lsulfonyl)pip i n-1-vyl1;:2hydrox opyl am no} benzam di
ne, acetate, FAB 4§ntle%zm%§ﬁ¥%:f{?f1{lﬁ%%ééh@?%ﬂé§y¥§LP$%%§f12%'

pi per azi n- 1- y{4 - 2 fiyar axyps opy| had irod tieyzmoply hephanel at Bf ofAB] 486;

ropbenzam ai SHELTC o HRCOR Eisa SOYLdBh PELGRL T VLR v ropropyLam

4-{3-[4-(4-isopropyl phenyl sul fonyl) pi perazi n-1yl ] - 2- hydr oxypr opyl am no} benz
am dine, acetpaf@, FAB 460, 13%oxy-5-(1,1,3,3-tetramethylbut -
4-{3-[4-(%—butj§hhen Isulfonleﬁ% pe#aiin-i-ylfifﬁvlro%&p#hﬁ?ﬂgﬁfﬁg?benzanid
i ne, acet ate,SLFﬂAg?W ;chloride gives

4-{3-[4-(4- et hoxyﬁhm@lﬂlé%) Pl per e7idrdd At hydy DxyRERPY] a8l no} benzam
i di ne, acetatr Eﬁ%?448; 1g Y. 20& - 61

4-{3-[ 4- (4-t oV 41 RIPHRFY 1P pht ali e 15 FEIRG HRBRYPF ¥ hYPAFI%DT benzani di ne,
acetate, FAB #3Pfoyl]lpiperazin-1-ylmethyl}oxazolidin-2-one;
4-{3-[4-&%—propylphenylsulfonyl)piperazin-l-yl]-2hydroxypropy|anino}benzam
di ne, acétate, FAB 460;

4-{3-[4- (6-chhirlo- 22 naphrbykstidhpbypmnpthaiphepylpu2 fongd ox ygirlamildem no} be

nzam di ne, acif@%g, FAB 502; 10
4-{3-[4-(2-phenylvin Isulfonyl)fiPerazin-l-yl]-2h drOX{gropyIanino~benzanid
2

ine, acetate, FAB 32b%- 45{metiay]2l¥ ndpht trr34digeehy? syl Fipasnyhl perazi n- 115
|'}-2- hydr oxyps opyl g v} b ﬁfri@éf&nmgi ény T fk%é fPPL &2 Pn A

go%utio% of {84.9% é?giefggi_éB- 4? -%ﬁth?lﬁg%l, ?f%] 20525n

oxadiazoﬂ53-y4)¥ﬁﬁﬁéh¥-b9%&6 2O T O MRSE yl } net hane sul fonate, 6.73 g of

4- BOC- am nopi peth di +ieramsl- B- ot lgy bbhawogll sul boepl behhdeide giPesi of

acetoni trile I's heat gl adgrehl| i, £ o) Abck@id 201 YSHPBRIYRY K5 P 25

5- ( 4- BOC- anmi nbpi perbxhme 12 y¢ ey Highenil sul {omyl hyip¢tazinil oxhdi azol - 3-yl ) ph

enyl ] oxazol i dj&¢ 1P \6xa 81 B PLOMP; i s cleaved off using TFA in
dichloronethane}%6|V|HE 5-%4-aninopiperidin-1-y| 30

net hyl ) - 39 4- (5-nmet hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] oxazol i di n- 2- one
("B"). 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-
methyl]oxazolidin-2-one;
30
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;
35
with l-naphthylsulfonyl chloride gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-
[4- (1-naphthylsulfonyl)piperazin-l-ylmethyl]oxazolidin-
2-one;



Simlarly to Exanple 1, reaction of "B" 35 with

( 3- met hoxy- 4- net hoxycar bonyl t hi ophen-2-yl )sul fonyl chloride gives N

(1- {3- [4- (5-methyl- [1, 2, 4] -oxadiazol-3-yl)

phenyl ] - 2- oxooxazol i di n- 5- ylnethyl}plpgr4g|n 4-yl) - (3nethoxy 4- nqqpp%yg@f
nyl t hi ophen- 2-yl ) sul f onam de 1 3 f~rAYy 2002 - 62 p,N~ NN p,,

/ O~-NHS ~O0O0Swth benzenesulfonyl chloride gives 5 N (1-{3- [4-

(5-methyl - [1y2¢H]4= ﬂé@ﬂb ﬁEYbﬁlfonyl chloride gives

henyl ] - 2- oxooxazol n- 5- di n-,4- b nz | anlde th
8 4- élLethoiybénseﬁg %Fﬁén pt OJ pépg L@%a§6a¥°i 57§10 pheny2] 28 "

3, 4- di met hoxy{&- (4-fhethdxybherybyltil fdngl #piperazin-1-ylmethyl] -

oxadi azol - -yI; he ¥I£- 25 0x0oxazol i di n-5-yl met hyl } pi peri di n-4-yl)benzenesu
f onam de: i TR0 Ehi or i de gives 15 N (1.(3. [4. (5-methyl - [1.
2, 4] -oxadiazol-3-yl)

phenyl ] - 2- oxo 0 I i | ) but yl sul f onam de; mﬁth
2,4, 6- tr|neth@#généegggﬂf?%%gﬁﬁgﬁ %@?Qgig?v §63§ 2, 4, 6-trinmethyl-

(1 {3- [4- (5-methyt{4fi5-methyl-[1,2,4]-oxadiazol-3- -yl)phenyl] -5-

oxadi azol - 3- ykaDM@nyblyzsexeeﬁﬁzPtheBaélﬁLﬂeymmékﬁgm?bkahaiédxh)benzenesu
fonam de;. wi th phenyl vi nyl sul fonyl chl oride gives

phenyIV|H§1 NP {3-[ 4- (5-net hyl - (1, 2, 4] oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i
di n-5-yl met hyl } pi peri di n- 4- yI)squonanlde W th

2=met hyl sul f on #genzenesu%fg ég C?|Oﬁidei LvVes 3g
2- et hyl sul f oRYFONE (B2 ORYE A1 BOREE i P1pTige 45TV
oxadi azol - 3-yl ) pheByl(}- 25 emeokuzellldkn4b-gkasiagbl pBpel) dhanglylbbenzenesu
fonami de; with,410i phepyh ¥l $ELEGDYL1pBLAL L He1 9 YRStnyt) 3xNBY12092 -2-
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)ethylsulfonyllpiperazin-1-
ylmethyl }oxazolidin-2-one;
25
with isobutyl chloroformate gives
3-[4-(5-methyl-[1,2,4]-0oxadiazol-3-yl)phenyl]-5-
[4-isobutyloxycarbonyl)piperazin-l-ylmethyl]loxazolidin-
2-one.
30
Example 2

A solution of 100 mg of 3-[4-(5-methyl-[1,2,64]-
oxadiazol-3-yl)phenyl]-5-[4-(2,4,6-trichlorophenyl-

35 sulfonyl)piperazin-l-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-oxo0-5-[4-



- 63 4-biphenylyl-N (1-{3- [4- (5-nethyl- [1, 2, 4]

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl met hyl } pi peri di n-4-yl)sul fonam d
e; 5wth 5-dinethylanino-1-naphthy|su|fony| chl ori de gives 13ﬁMY2MZ
5-di et hyl am no- N- (1-{3-[4-(5-nethyl -[_1,

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5- ylnethyl}plperldln 4-yl)-1-napht hy
| sul f onani de (204 vé t i Ichbpreplieryl Swhionyehl piveeagivels- N (1-{3- [4-
(5-methyl - [ 1, 2nddny %?éﬁﬁfgiﬁdfﬁéﬂ)yl}benzamldlne acetate, FAB
phenyl ] =2- oxooxa oI| i n-5-yl met hyl }pi peri di n-4-yl)-1 napht hyl sul f onani de.

15 By hydrogetfi¥tsimlarly to Exanple 2, these give the conpounds bel ow
4-{5-[4- ((3-net hoxy- 4 nethoxycarbonylthlophen 2y|)su|fony|anino)piperidin 1

-yl net hyl |d|n 0 3-yl ~benzam din acet at e,
215014 (Ben AHBSIA By | ahPiio) PYFATTOI LA | ASEHYPT 2 e5k00RaI0N] didFe3- yi } be
nzam di ne, acsbtdnedABréss; tl'BéS compounds obtained in Example 1 by

4-{5-[4-(3, 4- %? @q&&enesulfonylanlno)plper|d|n 1-yl met hyl ] - 2- oxooxazo
| i di n-3yl } benzam a1 ne, acetate FAB 518; 30
4-{5-[ 4- (butyl sul f onyl am no) pi peri di n- 1-yl met hyl ] 2- oxooxazol i di n- 3-yl } benza

mdine, acetate, FABA3R,_5-[4-(4-biphenylylsulf
4-{5-[4-&2 4, 6- trlnei ylbenze%esﬁlfonlp aﬁ¥ﬁ%) ?pxﬁ?%%%?ﬁ?? az%% } - 2- oxooxa

zol i di n-39y| }w@w Prea zabi bt Al line, trlfluoroacetate:
4-{5-[4-(phenmu§t§y¢§ulfonylanlno)plperldln 1y|nethy|] 2- oxooxazol i di n- 3-yl
}benzam di ne, acetate, FAB 486; - 64 1 3 MAY 2002 4-{5- [4-

(2- met hyl sul f onyl benzenesul f onyl am no)
pi peri di n- 1-yl met hyt {2 2ex0000x bz-ol 2 dhlmeBy Ve § inghaabhf civyk) papetaz en- FAB 536; 5

4- 5+ [4-(4-b1 phesui sl Loy ars no)pl pSgA £l A ISt 2 QaRald o n-3-Y

| } benzam di n
4-{5-[ 4- {5- di?B hyTam no- 1- napht hyl sul f onyl ani no) pi peri di n- 1-yl net hyl ] - 2- ox
ooxazol i di n- 3yl } benzam di ne, acetate, FAB 551;

4-{2-0ox0-5-[4- (2-aminophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluorocacetate,

FAB §59;
20
4-{2-o0x0-5-[4- (2,5-dimethoxyphenylsulfonyl) -
piperazin-1-ylmethyl]loxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 504;
25 4-{2-0x0-5-[4- (2-naphthylsulfonyl)piperazin-1-

ylmethylloxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 494;

4-{2-0x0-5-[4- (2-chloro-4-fluorophenylsulfonyl) -
30 piperazin-l-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 496;
4-{2-0x0-5-[4- ((2-acetamido-4-methylthiazol-5-yl) -
sulfonyl)piperazin-1-ylmethyl]oxazolidin-3-yl}-
35 benzamidine, trifluoroacetate, FAB 522;

-{2-ox0-5-[4- (2-cyanophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
FAB 469;



4-{5-[4- (1-napht hyl sul f onyl am no) pi peri di n-1-yl 15

nmet hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne, acetate, FAB 458. Exanple 6 20 A
solution of 10.0 g of methyl {3- [4- (5-methyl- [1,2,4] 1 .
oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- % | } met hanesul fonate, 7. 45 %AYoﬁUUZ

N, N' - di net hyl et hyl enedi am ne and 8.5 g of sodi um bi carbonate in 400 m of
acetonitrile is heated under reflux for 40 hours. Customary work-up 25

5. }/[e?ret hyl - ( 2- met hyI {am noet%y[dﬁ am no[]urrrvls? ha/ Tet?ylibe%lﬁu%ffny% 4] oxadi azo

|-3 yl ) pheny|RipeizAs int hay bretiyd 9xa er@zam@ilmwro 30

Simlarly to {xal®rdaceeded | ommwfa74 with 2,4, 6-trichl orophenyl sul fonyl
chloride gives 2,4,6--trichloro- N—nethyl N [2- (methyl-{3- [4- (5 35

met hyl - [ 172, 4] - oxadi azol - 3- yl') phenyl ] - 2- oxooxazol i di n5-yl net hyl } am no) et hyl
] benzenesul f onani de- {2 ~0k>-5 - (NbeeyldutfdiylpNpérdzn=N-~Si | O~ ~ Cl

Cl 1 3 MAY 20 trif ro hen quony l.oride qgives 5

>t 1 or on&%%%bﬁlzﬁmi@[ﬁﬁ%?nﬁ#ﬁ Cr TR,

met hyl -[ 1, 2, BABx&E azol - 3-yl ) phenyl ] - 2- oxooxazol i di n5-yl et hyl } am no) et hyl
] benzenesul fonam de; wth 2,4,6-trichlor ophenyl sul fonyl chloride gives 10

2,4,6-trichloro-N-neth I-N—[2 (methyl -{3-[4-(5
met hyl - [ 102, 4] - oxdﬁrﬁ%ﬁ$xqv j4tiegy sl tenkaiperaz b=yt met hyl } ami no) et hyl

] benzenesul f qpamd dey1 Mi&&li&iﬁlwppﬁéﬁﬁ’érﬁmﬂﬁé,SU|tfrqu’.‘L|uc?foanétQaeceg,' ves

FAB 508;

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

4-{2-oxo0-5-[4- (3-chloro-4-fluorophenylsulfonyl) -
pipe;azin—l—ylmethyl]oxazolidin-3—yl}benzamidine,
20 trifluorocacetate, FAB 496;

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

25
4-{2-oxo-5-[4-(2-fluocrophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin—3-yl}benzamidine, acetate, FAB 462;

-{2-0ox0-5-[4-(3,4-dibromophenylsulfonyl) -
30 piperazin-l-ylmethyl]loxazolidin-3-yl}benzamidine,
trifluorocacetate, FAB 600/602/604;
4-{2-0x0-5-[4- (3-chlorophenylsulfonyl)piperazin-1-
ylmethyl]oxazolidin-3-yl}benzamidine, trifluoroacetate,
35 FAB 478;

4-{2-0x0-5-[4-(2,6-dichlorophenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 512;



15 4-trifluoronmethyl -N-nmethyl-N-[2-(nmethyl-{3-[4-(5

met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n5-yl net hyl } am no) et hyl
] benzenesul f onam de; with 4-isopropyl phenyl sul fonyl chloride giveslﬁgwm2
4-i sopropyl - N-net hyl - N-[ 2- (et hyl - {3-[ 4- 62- ret hyl

[1, 2, 4] - oxadi azol ) hen ] XQO i I no)ethyl]benzen
esulfonanlde mﬁth§4¥%r§pylphénylgdgf§ﬁé 18%%%)§%1 |3§§

4- propyl - N—nephpErN21p21 yamethyl @xapelidin-3- yl}benzamldlne

(5-methyl[1,2 4£f9ﬁ%§b%%%ka%ey|kﬁ@e@ib] 2- oxooxazol i di n- 5yl met hyl } anmi no) et h
yI]benzenesuIFonanlde wi th 4-acetam dophenyl sul fonyl chloride gives 30

4-acet am do- N-net hyl - N-[ 2- (et hyl - {3-[ 4- (5- net hyl

[1, I2f 4] - ox%di azol - ) be)@btaﬁysl ][42 igxglo&aalqanb&g@hiwymhmfloh%gl>nﬁz et hKI } benzen
esul fonam de; wit na $ ?gg r.i § %&¥ 1% ne met hy

[2- (methyl - { BIPEFAZE" fofe] y‘? E’F Beggs: '

oxadi azol - 3- yapphenyl, ] FABo%aaxazol i di n- 5yl met hyl } am no) et hyl ] - 2- napht hyl sul
fonam de; 5 with 3- trifluoronethylphenylsulfonyl chl ori de gives
3-trifluoromethyl-Nnethyl-N[2-(nmethy I-g g;n

met hyl - [ 1, 2, 4] - oxadi-d20P*8-pI-)[ghdRy RppRt vdi) ®3-Deir@Edmyill-ani no) et hyl

] benzenesy f 0?@%@% ﬂgxwzbhlénahbo%’q}%ewzb&aafi%vl Selamel, eaRonisge gi ves
4-chl oro-3-nifro-Nnet hyl - N-[ 2- (net {3-]4-

met hyl -[ -1, 2, 4] - oxadi azol - 3- yI)phenyI] 2- oxooxazoI|d|n5 yl met hyl } am no) et hy
I]benzenesulfonanide{zlaxm Bl (Rhaeyhyileylfonamibedalzani-de gi ves

N- et hyl - N- hhyl - (1.:.2,. 4

oxggiaiol- m% ﬁ? g&?&&éﬁ?&? gﬁ%£§§ﬁﬁéﬁﬁﬁpfan%ﬁ§fgfﬁyIf@ﬁe%ﬁ?dinylsu
fonam de; 20 mnth benzylsulfonyl chl oride gives

4-trifl t hyl -

netL;I uoignz] gxag- @-H% QQE xgyggggégzglpgenglfuﬁgfﬁyﬁfanlno)ethyl
] benzyl sul f on®FPEEaZAH - w-vﬂmﬁéﬁyﬂéepcﬁéﬁ}ndém -8rydd bgnzagidine,

4-met hyl - Nﬁeh@éltalﬂe[ 2FhEeiEhY|; -{3 [ 4-(5-net hyl
[1, 2, 4] - oxadi azol - yI)phenyI] 2- oxooxazol i di n- 5yl met hyl } am no) et hyl ] benzen

esulfonanlde
4-{2-0x0-5-[4- (2-aminobenzylsulfonyl)piperazin-1-

20 ylméthylloxazolidin-3-yl}benzamidine, acetate, FAB 473;

4-{2-0x0-5-[4- ( (4-methoxycarbonyl-3-methoxythio-
phen-2-yl)sulfonyl)piperazin-1l-ylmethyl]oxazolidin-3-
yl}benzamidine, acetate, FAB 538;
25
4-{2-0x0-5-[4- (3-trifluoromethylphenylsulfonyl) -
piperazin-1l-ylmethyl)oxazolidin-3-yl}benzamidine,
acetate, FAB 512;

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

4-{2-0%x0-5-[4- (((18)-camphor-10-yl)sulfonyl) -
35 piperazin-l-ylmethyl)oxazolidin-3-yl}benzamidine,
acetate, FAB 518;



30 with 4-nmet hoxyphenyl sul fonyl chloride gives

4- met hoxy- N-nmet hyl - N-[ 2- (et hyl - {3-[ 4- ( 5- net hyl 5 MAY 2007
[1,2,4]-oxadiazoI-3-y|)phenyl]-2-oxooxazo|idin-5y|nethyl}anino)ethylH%enzen
esul fonam de; 35 with 1-naphthyl sul fonrylsxh oride gives N-nmethyl-N [2-

(methyl -{3- [4- (5 nethy)- 1,2 _ 0. -
oxadi azol - 3-yl) phg‘lny. %Oox%o[x‘lazeoﬁ (:lﬂd‘})n%ayﬁ‘prr%?%y]lign% )nso 1eff ri/l]j> 1- napht hyl sul
f onani de: P pawme 2o y1mest hyd haxar i hiama W siberrgmidiner i de gi ves

N-mret hyl - N- [ 2 damtihy) -#a3s [ 5- met hyl - [ 1, 2, 4]

oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5yl et hyl } am no) et hyl ] - 4- bi phenyl yl s
ul fonam de; 5 with 3, 4-difluorophenyl sul fonyl chloride gives
3,4hd:f{gg;oaNﬂﬂﬂdgﬂziﬁx%;B](4%?‘Bﬁ%iéﬁ?lghpdﬁh?me;hylc?romanii— i noyet h
met hyl - [ 1, 2, 4].-.0X azol .- 3- enyl ].-2- oxooxazol i dj n5- t am no) et hy
]benzenesulf&lﬂﬁrﬁ ,owgl)ﬁlt‘%;e"zé) ’tjy1ypﬁ%?%3gﬁlcfwdijc%%?¥?d%fgi ves

4- pent yl - N- mddndanidihed netdatd at{e3- [FRE et hyl

[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5yl met hyl } am no) et hyl ] benzen
esul fonam de; 15 with 4-butyl phenyl sul fonyl chloride gives

4- but yl - N- et hyl - M- {2-0xareihi4 - (8-1gapropylphenylsulfonyl) -

(5-methyhpl, %i‘ﬂéﬂ&@i@iﬂ%lﬁ%&ﬂ%@idr%%ﬁ}}éﬁéﬁﬁdm@t hyl'}am nojeth

yl ] benzenesul'f cnam de; -met hyl sul f ony nyisul fonyl’ chl ori de

gi ves 4- met hyAC|AF Sy IEAR Syl - N[ 2- (net hyl -{3-[4-(5
met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n5-yl nmet hyl } am no) et hyl

Lo TN et | (Bt i T P S AR Lm0 € i ves
[ 1, 2, 4] - oxadirsizm ra3= it ) Iphelme § 2k Jaoecoxaiziod 1 reh 3+38Yy) et dprhi dimenp) et hyl ] - 2- nap

ht hyl sul E_gnargcgeeq'at?eo, Hy hydrogenation simlarly to Exanple 2, these give
t he conpolnds bel ow "

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

20 '4-{2-0x0-5-[4-(3,5-diamino-4-methoxyphenyl-
sulfonyl)piperazin-l-ylmethyl]loxazolidin-3-yl}-
benzamidine, acetate, FAB 504;

4-{2-0x0-5-(4-ethylsulfonylpiperazin-1-yl-
25 methylloxazolidin-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-l-ylmethyl]oxazolidin-3-yl}benzamidine,
trifluoroacetate, FAB 528;

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

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



4-{5-[(nmethyl -{2-[nmethyl -(2,4,6-trichl orobenzene35

sul fonyl ) am no] et hyl } am no) net hyl ] - 2- oxooxazol i di n-3 yl } benzam di ne,
trifluoroacetate, FAB 548/550 - 68 HN- ~N N TO~N, ~OC Hz{Ng+; 88821
1 0C A 4-{5-[(methyl-{2-][methyl-(2-t@E3l-uoronmet hoxy5

benzenesul fonyl ) am no] et hyl } am no) net hyl ] - 2- oxo

oxazol i din-3-yl }benzam di ne, acetate, FAB 530;

4-{5-[ (et hyl - {2 [%m{?zrry?xq@THTQ%&%WM#)Wﬁ%#%]h hyl }ani n
o) methyl] -2 10 wa8xazatd 8 n-BimyH 3-Benasen tnedi e et ake £1bABoakétate,

4-{5-[ (et hyl - { 2- [ met hyl - (4-i sopr opyl benzenesul f onyl ) am no] et hyl }am no) met h
yl]-2- oxooxaﬁaﬁ(ﬁW?GyI}benzanldlne acetate, FAB 488; 15

" 4-{5-[(nmet hyl - {2- [nethyl (4 propylbenzenesulfonyl)anino]ethyl}anino)nethyl

] - 2- oxooxazol i di n 1,acet ajf ¢
4-{5-[ (et hyl - { 2- [4§re¢Qn T g0 et ?8'?""‘: RO ani no) met h
yl]-2- oxooxaz&ﬂhﬁth;p:}pmwmm-dl-r}élmaurh}fll]lmcmcmre3 503;

4-{5- t hyly J1aph h D
am{ no][ (e{nﬁyl {anﬁ{rﬁzo%rﬁrr%%lﬁy% (‘% oxooxazo]%ldé n- ci/ﬁz'} benzam di ne, acetate, FAB
496;

4-{5-[ (methyl -{2-[methyl - (3-trifl uoronethyl benzenesul fonyl)am no] ethyl }am n
o)methylje2 i 3 MAX ?@@%DP@OMEMJHﬂﬂ%:}WQH%nyl)—

trifl t at
i 5- F?;rg? ﬁ;Pal{P%ﬁarFe’t%y]i Y e RV h AT R IR HRS 0] et hyl } ani no)

4-{
met hyl ] -2 35 apeamay OIFAB ntS%- )yl } benzam di ne, acetate, FAB 495;

4-{2-0x0-5-[4-(3,4-difluorophenylsulfonyl) -
15 piperazin-l-ylmethyl]loxazolidin-3-yl}benzamidine,
acetate, FAB 480;

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

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

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

piperaéin-l-ylmethyl]oxazolidin—3—yl}benzamidine,
acetate, FAB 482;

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



- 69

4-{5-[ (nmet hyl - {2-[ net hyl (phenyl et hyl sul f onyl ) am no] et hyl } am no) net hyl ] - 2- ox
ooxazol idin-3-yl} benzam dine, trifluoroacetate, FAB 474; 5 4-{5- |
(net hyl -{2- [methyl (benzyl sulfonyl)an n®} - 1.3 MAY 2002

et hyl }anmi no) met hyl } - 206RBX§ZQhL¢BDf§u¥£b9€ﬂ%é?ﬂ?b@ﬁerh&hBLQOVOacetate FAB
460; 10 4-{5- -to am no

ethyl}anlno)nﬁiﬂ?FP¥é¥6%6695i€FPdgnyé3pﬁPEEWiQﬁPﬁvnéceéééﬁat ABFAR6460;
4-{5-[ (et hyl -{2-[ nmet hyl - (4- nethoxybenzenelS

sul fonyl ) am no] et hyl } ami no) pet hyl oxooxazol i zam di ne,
trifluoroacetate, éAEgA?§9'5 14 (L rPEruoromet Oxygex E?'
4-{5-[ (metshyl p{Betarihyl -{1meahhl hgkanbl ddyh)anyiobenkyh)doheo) met hyl | - 2- ox
ooxazol i di n- 3 éé %Q b agbgLne, trifluoroacetate, FAB 496;
4-{5-[ (et hyl - % fneth i phenyl yl sul fonyl ) am no] et hyl } am no) met hyl ] - 2-
oxooxazol i di n-3-yl } benzam di ne, trifluoroacetate, FAB 522; 25 1 3 MAY 2002

{5 LGty (2 Lieibubxbasddil L opgbenzenasubhony Fhagkaghﬁtgyl}anlno)”eth

yl ] -2oxooxazol i di enzam di ne uor oac FAB

4-{5- [(nEthy|y}@thgimyxag@lﬁghﬂbegh baezamidine, acetate, FAB 409;
sulfonylhgnlno]ethyl}anlno)nethyl] 2- oxooxazol i di n- 3yl } benzam di ne,
trifluoroacetate, 516; 35 4 3 %P h%g ﬁz- gnetE£I1 ,
(4buty|benzenesu|f6n ?faﬁPnBIéﬁﬁ BRRASY YEFREER8%x aAPSPRPYRR+B- ¢} benzam
idine, triflupleaeckial exakEABiBOR:3-y1}benzamIdiA¥,6 2802tate, FAB 463;

4-{5-[ (et hyl - {2-[ net hyl - (4- nethylsulfonylbenzenesulfonyl)anlno]ethyl}anino
) met hyl ] - 2oxooxazol i di n- 3-yl } benzam di ne, trifluoroacetate, FAB 502; 5
4-{5- (met hyl - { 2- [ fre{ Bybxp65c ik or 6-2hhaphphghylacetyl) piperazin-1-

sul fonyl )yayi n lﬁébxg;?akagbmﬁabﬁlh ~919KeA%aRek: den- AkkReazarhdi 8¢,
trlfluoroacet
4-{2-0x0-5-[4- (1-naphthylcarbonyl)piperazin-1-
ylmethyl]loxazolidin-3-yl}benzamidine, acetate, FAB 458;

20 ' 4-{2-0x0-5-[4-((1,3-benzodioxol-5-yl)carbonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
acetate, FAB 452;

4-{2-0ox0-5-[4-(3-aminobenzoyl)piperazin-1-yl-
25 methylloxazolidin-3-yl}benzamidine, acetate, FAB 423;

4-{2-ox0-5-[4- (4-biphenylylcarbonyl)piperazin-1-
ylmethyl)oxazolidin-3-yl}benzamidine, acetate, FAB 484;

30 4-{2-0x0-5-[4- (cyclopentylcarbonyl)piperazin-1-
ylmethyl]oxazolidin-B-yl}benzamidine, acetate, FAB 400;

4-{2-o0x0-5-{4- [5-chloro-1- (4-methylphenyl) - 1H-
pyrazol-4-yl)sulfonyl]piperazin-1l-ylmethyl}oxazolidin-
35 3-yl}benzamidine, acetate, FAB 558;

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



10 Simlarly to Exanples 3 and 4, 6-chloro-N-nmethyl-N- [2- (nethyl - i -
(5-methyl - [1, 2,4] IM zmn
oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl net hyl }am no) et hyl ] - 2- napht hyl su
| f onani de gives the conpound 15 4- [3--($2--
(GTChIoro-2-naphthy|sulfonyl)nethylanino]ethyl}nethylanino) 2- hydr oxypr opyl
am nol benzam dine, ,aggt a8: sFAR-387 7 N M imet Ry ™ - 10, T e Pmechy P-4 20
7- met hoxy- N-nBﬁbyﬂ)bbt?iéﬁﬁfbnylﬂ@ibéréﬁiﬁeuhy&h&tﬂy4ﬂo&&&dﬂaa®h~3 yl ) pheny

'] -2- oxooxazoli?benza%lge ylkggkg %egggeka%e?aggbh%aﬁulfonanlde gi ves the

conpound 25
4-13- ({2-[H 7- met hoxy- 2- napht hyl sul f onyl ) met hyl am no] et hyl } met hyl am no) - 2- hy

dr oxypr opyl anm no] bgnz,a ipey aGet Al 0 anmpl e 3,
cleazggepgf t he Lxgziﬁ gkgo%e{?lzg BPEEXE F 39 1E§?m§Eg¥P§&o%9%?X Fﬁethyl -
( 4.- b|pheny|phegMnsﬂbﬁ9ny}]§ﬁpﬁ§F21n l1-ylmethyl }oxazolidin-3-

?Ehy|}a”1nO)”?iWﬁéhzng&QHéaZQE&@&BO%OXEEESBéa”FﬂBHSG635 v .5 Near 2002 -

4-{5-[ (et hyl - {2-[ met hyl - (4-1i sopr opyl benzenesul f onyl ) am no] et hyl } am no) net h
yl ] -2- oxaaxazol i di n-32ybkbepzéai-dpreutbxy-5-(1,1,3,3- tetramethyl—

4-{5-[ (et hyl a . sul fon (o] I 2 0X
Soxazol 1 i n SPUEVbER %sﬁva%}%é? 803 s sl hanxl L o agl Ly ELam el et gy 1

(4- b|phenylyIgmﬂbenyhmméuhybanrmﬁﬁuoroacetate, FAB 628;

et hyl } met hyl am no) - 2- hydr oxypr opyl am no] benzam di ne, di acetate, El 460 (Mt
-NHz) ; 15
4-[32({2-[(4-isoprép&Pb@ﬁ@e§e§érﬁ8n§m}ﬁ@tﬁyFﬁﬁﬁhéP@Pﬁ?FPWéph?hHﬁfno)-2-hydr
oxypr opylym ng)heBA3 M) g peradiacel pifetBl146kazolidin-3-

yl}benzamidine, trifluoroacetate;

4-{2-0x0-5-[4- (4-bromo-2-ethylphenylsulfonyl) -
piperazin-1-ylmethyl]oxazolidin-3-yl}benzamidine,
20 trifluorocacetate, FAB 550/552;

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

25
4-{2-0x0-5-[4- (6-chloro-2-naphthylsulfonyl) -
piperazin-1l-ylmethylloxazolidin-3-yl}benzamidine,
acetate, FAB 528;
30 4-{2-ox0-5-[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-1l-ylmethyloxazolidin-

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



4- [3- ({2- [ (21-naphthylsul fonyl)nmethyl am no] ethyl}2o0

nmet hyl am no) - 2- hydr oxypr opyl am no] benzam di ne, di acetate, EI 469. E&éﬁ%ﬂ@l?
25 A solution of 10.6 g of nethyl {3- [4- (5-nethyl- [1, 2,4)

oxadi azol - 3-yl ) phenyl | - 2- oxooxazol i di n- 528} et hanesul fonate and 3.17 g of
sodi um azi de in 50 m3of2asedont (44| &-¢ciSlbeat 2enapehyIshl fxnfdy -40 hours.

Cust omary wor k- u i ves. 5-azi do hyl - 35 (4:(5;ne o
[1,2,4]-oxadf%&ﬁ§% -@R}%ﬁ%ﬁ@ﬁ%&ggi% ?ﬁ?%gé}éﬁ%TY%T¥£%§%$l%%Pab cg%ﬁbund are
suspended in E183Cene gl ycol dinmethyl ether, 3.6 nml of trinethyl phosphite
are then added and the m xture is stirred under reflux for 1.5 hours. 4.9
m of half-concentrated HCl are 35 added and the m xture is boiled for a
further 3S5housnilaslvmar yremttidp gidfes 3-[4-(5-methyl-[1,2,4]-oxa-

5-am nonet hylg 35141 (5= ef el P- §lzp%éﬂéﬁiﬂlI%Ybéﬂﬂ?ﬂaki%ﬂaihdbD- 2- one,
hydr ochl ori de. - 72 ~'s Mar. zoo e conmpound_i s suspended .in
di chl or onet ha?Re  alitRed QNSRS 2 1RAP ol sEPLPEdSfor FGhourss.

Renoval of t heuhboaqeech angerogetat hen seivest L gé veésmpound

5am nonet hyl - 3-[4- (5-net hyl -[ 1, 2, 4] - oxadi azol -3-yl) 5

phenyl ] oxazolidin-2-one ("D'). Simlarly to Exanple 1, reaction of "D' with
3, 4-di f 1 aor obenzenes{? foxyi S €M of 6 teeghoxg-10naphthylsulfonyl) -

3,4-difl - =1.4-(5; - 4] - j L] - 2- l'i di
o et oy TR S SRR e CrPoree
gi ves 15

4- met hoxy- N-{@th 41 451 yet hydbad de Zord] - @i az.0l4 3y eyl ] 12 0x00@z0l i din-5
-yl nmet hyl } benzenesul f'onam de; th 4¢chloro-3-n|irobenfenesuifgngl chl ori de
gi ves 20 diazol-3-y phenyfﬂ-s-plpera21n—l-y methyloxazolidin-2-

~4- chl or @53- nph& 0- Nei{th [ 42¢-Fiuebbenzi12, 4thxadideol -ang| ) phesndduehtoxooxaz
oIidin-5-ng§$h Igbenzgnesulfonanidg;cgﬁth b#tylsulfonyl chloride gives 25
N-{3-[4-(5- ¥§¥-?ﬁfﬁ,hﬁgo&5ﬂ?%z%?-3-yT$%H% yl ] 2oxooxazol i di n-5-yl met hyl } b

utyl sul fonam de; with 3-trifluoronethyl benzenesul fonyl chloride gives

3-trif|uoronethyl-Qtf%f%§5(§;pglh?%fiéogo§+%g?%§?} erazin-l-¥1-

oxadi azol - 3-yl ) phen 0Xxooxazo I n-5-ylne enzenesul tonam de; with
2- napht hyl sui meslylLexareliedypvesyl tbenzamidine.

N-{3-[4- @& net hyl-[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] 2 35
oxooxazolldlnégéxlfgt?yl}-Z-naphthylsulfonanlde.

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

25 sulfonyl)piperazin-l-ylmethyl]loxazolidin-2-one in 8 ml
of methanol is admixed with 3 ml of 1IN agqueous 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-l-yl]propan-2-0l, 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



Simlarly-- to Exanple 2, the conpounds bel ow are obtai ned by hydrogenatlon

of the sulfonanmides - 73 1 3 MAY 20D2 13 MAY 2002

4-{5-[(3, 4-di fl uorobenzenesul f onyl am no) net hyl ] - 2oxooxazol i di n- 3-yl } benzam

di ne, acetate, FAB 411; 4-{5-[4- nethoxybgﬂzenesulfonylanlno)nethyl] 25
FAB.40

i di n-3-yl } bepzapi di ne. . acet at
2 (e T 5- am no- 4 chr OF SbIShEELTFE1 Shi ROTHRERLT 2 2Y BABBSEEII i di n- 3-y1 } be
nzam di ne, acamhime] - FAB 423:f1@oro-4-methoxyphenylsulfonyl) -
4-{5-[ (butyl 2, i din3-yl}b di tate,
FAE 3ggiu4¥{§§{%§?% fﬂ}uo%fﬁé?%é%%engeggéﬁf?ohy:gnlxoilgnzan] e, acerare

nmet hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne, acetate, FAB 443;

4-{5-[(2- @aphihgisgéfﬁavﬁ§ﬂlPP)ﬁ34P¥$ia§Pé98%a§0§1ﬂbﬂeéinlbeTéawld'“e

acet at e, Simlarl | es
3, 4-di fl uor o- %PQ@t?ﬂlfBlﬁ%$ﬁ¥lP{H?QaA}no%aHFEQBFY§19#75ﬁ%h9FP 2-8RBoxazol oi
di n-5-yl net hydidheszenesul f onam de gi ves

4-13- (3, 4-di fTuorobenzenesul fonyl am po) -2 hydr oxypr op m_no] benzam di ne,
acetate, FAB 385 3%' gF(%rﬂFt—:hyiF g{",f',‘li '?xﬁba%ﬂ?'éiﬂrpp‘ekyf'

4- met hoxy- N- {&mide] 51 mét hyl - hdpRt WYl suafioayd) pBpygtaphenyt 1 Ppeoxsparazol i di n-
5-y|neth&b}bgg;gfesulfonanide 35 gives - ~4 - 1 3 MY ZO0XZ

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

15 3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl-
amino] -1-[4- (4-trifluoromethylphenylsulfonyl)piperazin-
l-yl]lpropan-2-o0l;

3-[4-(5-methyl-[1,2,4)-oxadiazol-3-yl)phenyl]-5-1{4-(4-
20 biphénylylsulfonyl)piperazin—l-ylmethyl]oxazolidin—z—
one gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl-
amino] -1- [4- (4-biphenylylsulfonyl)piperazin-1-
yllpropan-2-0l;
25
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-[4-(3-
trifluoromethylphenylsulfonyl)piperazin-1l-ylmethyll]-
oxazolidin-2-one gives
3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl-
30 amino]-1-[4-(3-trifluoromethylphenylsulfonyl)piperazin-
l-yl]propan-2-o0l;

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-[4-(4-
trifluoromethoxyphenylsulfonyl)piperazin-l1-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-o0l;



4-[ 3- (4- met hoxybenzenesul f onyl am no) - 2- hydr oxypr opyl am no] benzam di ne;
4-chloro-3-nitro-N-{3-[4-(5-nmethyl-[1, 2, 4] - oxadi azol - 35 13NMYHMZ
yl ) phenyl ] - 2- oxooxazol i di n-5-yl met hyl } benzenesul f onam de gi ves

4- (3- (3-am no-4-chl orobenzenesul f onyl am &) - 2

hydroxypropylaninoibenz m di ne; 10 ,

N-{ 3- [ 4- (5- met i = fA79e Y b &di 28] 2430 prehyP T Y2 BREBY AL oPT 4t A iyl net hyl
} butyl sul f onatséterepyBshenylsulfonyl) piperazin-1-ylmethyl] -
gégg-ggutylsuéigggigg}gp%:gﬁgygigégpropyIanlno]benzanldlne, acetate, FAB

3-trifluoronethyl -N{8-[3-&thgl h{l, 2 14 D;dkadkadbhzdt gl ybhehehyl | - 2- oxooxaz
olidin-5-ylne enzenesul ] i : —
4-[3-(3-t?éi fl%!g%/llé%rgt yfgeﬁge#e)gsﬁ%"gﬁ%ﬁg}é‘%nﬁi%f‘szﬁ%%i% ShSF AR fio] benzani di n
e, acetate, PABIEUGRanRe®2NP}3- [4- (5-methyl- [1,2,4]
-oxadi azol - 3-yl ) phenyl ] -2-oxooxazol i di n-5-yl net hyl }-2-propyl sul f onam de
gi ves 4-[3-(propyl sul fon Ianino%-z-hydroxypropgganino]benzanidine, acet at e,
FAB 391. 25 E§<a%‘r 5 et Byt i ot B -2 BLE204 - ey hypPhenyl] -5-[4-(4-
{3-[4-(5- met hyht{lpRedy DyaUE 679l ) Biperabenyl | y2mexnoX paRb 6l ndbnyb } met hane
30 sulfonagte and 300 m of aqueous nethylam ne solution in 300 M of THF is
heat ed uriter PPesEt¥®®at 80C for 18 hours. Customary work-up gives
5- met hyl ami nomet hy3 - 84 4{% Smeaebhyt {1 12 24 U} opadilaaedt 3 3yy) phaenyt] oxazol i di n2
-one ( "E' ) iikarly. , | QE zEn-yith
butylsuIfonyla%ﬁﬁ%figgkﬁiégsggtg%gggﬁylgulfgﬁ§isnggiazgn 1!
N- et hyl - N- { 3y} hpxopamehy2=p1; 2, 4] - oxadi azol - 3yl ) phenyl ] - 2- oxooxazol i di n- 5-
yl met hyl } but yl sul f onam de; with 4-isopropyl benzenesul fonyl chloride gives 5
4-isopropyl -N-nmethyl -N- {3- [4- (5:nethyl- [1,_2,_ 4
oxadi azol+3- y3y ﬁé%%TTeééﬁ%bk%a%ofiﬁ?%§é49F%%fﬂyY}béh?@ﬁ%%nﬁféﬁaﬁ#de;

methoxyphenylsulfonyl)piperazin-1-ylmethyl]oxazolidin-

2-one gives

3-[4-(5-methyl-[1,2,4]~oxadiazol-3-yl)phenyl-
amino] -1- [4- (4-methoxyphenylsulfonyl)piperazin-1-y1l]-

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-l-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-1-ylmethyl] -

oxazolidin-2-one gives



with 3-trifluoronethyl benzenesul fonyl chloride gives 10
3-trifluoronethyl-Nnethyl-N{3-[4-(5-nethyl 02
[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5- yInethyl}benzenesulfonaWIg,
e; with phenylvinylsulfonyl chloride giyes-15

N-net hyl - N-{3-[4-(5-ne xadi azol,s 3yl en : 2- oxooxazol i di n- 5-
ylnethgl}phény{vi 9#%&?? Sgﬁxi ?id? 22 ﬁﬁﬁﬂ%ﬁé?igpfgéékhgﬁV ri de gives 20
~ N-net hyl - hh@3n0141 ¢5 n&%hyler@iz2ndphthylsulfonyl)piperazin 1-

- oxadi azol - y%ig ﬁ 2- 9xooxazolld|n 5-yl et hyl } - 2- napht hyl sul f onam de;

w th 4-propy Z€e esu%fonyl chloride gives 25

4-propyl -N-nethyl -N-{3-[4-(5-nethyl -[ 1, 2, 4] oxadi azol - 3-yl ) phenyl J- 2- oxooxaz

ol i di n- 5zylnﬁthxtksbﬁaéﬁpfswifQnamteﬁadWhE8143n§3b9n¥99m4e9equLfQnyl
chl ori de gives

4- nethoxy npHﬁ@ﬁylvhpyésth?Byﬁéphpﬁrei12 AT¥xBEFRY o) O32¢P) pR&RYRT - 2- oxooxa
zol i di n- ylaﬁéhgﬁiggnzenesulfonanlde with 2,4,6-trinmethyl benzenesul f onyl
chl oride gives 3 tri h 3- (55 hyl

[1,2,4]- oxadiazol33[§7rgﬁﬁ‘8ﬁ€ﬁ}’ll1 [6xag§l éFFGF%Z%g ﬁeyﬁggﬁﬁéX%énesulfonanide
~; ~.~~r zooZmihbh-bhelzeyp -phenyildéngigadfonylbptipA¥a20021- 76

N-nethyl {3:1}4- eLh [1, 2, 4] - oxadi azol - 3yl ) phenyl ] - 2- oxooxazol i di n- 5-
ylnethyl ¥%LP g?a§f% ¥%-’naphthylcarbonyl chl oride gives 5

N- net hyl - N—{3 [4-(5-nmethyl -1, 2, 4] - oxadi azol - 3yl ) phenyl ] - 2- oxooxazol i di n- 5-
ylmethyl ~ 2- gaF@t X'ﬁéEﬁg ﬁﬁhdg iltbaaexakem65y#§ Heﬂyh]CBL igg-gives 10
N- et hyl - oxadi azol - ooxazol i di n- 5-
yInethyI~cycIBﬁE§9hC&rbé ésu PRY4! BiBREAGLDI aV%@ﬁ Pyéarorlde gi ves 15
N- et hyl - N- { 8xk4of bafBt bybnklg2wvék- oxadi azol - 3yl ) phenyl ] - 2- oxooxazol i di n- 5-

ylnEthyh&§4_blphegykxt?gtgg§ﬁghg?i,2,4]-oxadiazol-3-yl)phenyl—
amino] -1-{4-[2- (naphth-1-yl)ethylsulfonyl]piperazin-1-
yl}propan-2-ol.

Similarly, 4-{2-0x0-5-[4- (6-methoxy-2-naphthyl-
20 sulfdnyl)piperazin-l—ylmethyl]oxazolidin—3-yl}benz—
amidine gives the compound

4-{2-hydroxy-3-[4- (6-methoxynaphthalene-2-
sulfonyl)piperazin-1-yl]propylamino}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-[1,2,4]-
oxadiazol-3-yl)phenylamino]-1-[4-(2,6-dichloro-4-
methoxyphenylsulfonyl)piperazin-1-yl]lpropan-2-ol in
5 ml of methanol is admixed with 50 mg of Raney nickel
and a drop of acetic acid and hydrogenated at room



wi th 4-chl orobenzoyl chloride gives 20

~4-chl oro-N-net hyl -N-{3-[4-(5-net hyl -[ 1, 2, 4] oxadi azol - 3-yl ) phenyl ] - 2- oxooxa
zol i di n-5-yl net hyl ~ benzanmi de; with 4-(1,1-dinethy|propyl)benzePgﬁxlfonyl
chl oride 25 gives - 60 - AY 2002

4-(1,1-di met I'{:yénlﬁ:gé;:wé%r%\l' th ¥l s [4'1”\(1? 'E%Tt'agé;[sjc % 1 f%’%égkééo'of% yl') phe

nyl ] - 2- oxooxazo ylI'} benzenesul fonam
3, 4- d|f|uoro@éf@eﬁé@ulﬂ@ﬁﬁn%hﬂérmﬁ“@f%s Thls gives e {3-14-(2,6-

3, 4- q|f|U0r0d&dH¥$BB - Neried-Hkyoh éﬁ?fﬁﬂlﬂéﬁ 1pera21n 1-yl]-2-

oxadi azol - %&[ hﬁ%é@fg(oox oI i"di n- | e \Rtégg benzenesulf nam de; 35
with 4-tert- C{/)‘{ P&ﬁ"ﬂ‘ﬁ % tEARIt3A € AR R hyl - N-

{3- (4- (5-nethyl- [1 2, 4]

oxadi azol - he oxooxazol i di n: 5= Irret nzenesulf onani de; -
7 won o S ﬁpﬁbe%oz@%gtﬁ’%oh b1 qbBAjeea EESR™EHE

4- trlfIuonmngﬂqpaﬂ+2mﬂby1détiihﬁzwé5 nkisyéd wunder Example 3 by
[1,2,4]- oxad@ﬁ%ﬂ%ﬁi ienyl ] - 2- oxooxazol i di n- 5yl met hyl } benzenesul f onani de
;5 mnth 4- penty nzenesulfonyl chl oride gives

4-pentyl -N-met hyl -N-{3-[4-(5-nethyl -[1, 2, 4]

oxadi azohp3-yl) phenyfd- ?4—0T< %d-@ﬂﬂ&ﬂéiﬁﬂ%ﬁl@@?ﬂ%ﬂ fonamde; 10
with 1- naphthylsulfonyl orid I ves

e

N- et hyl - N- { RiRexagimrhy i 2 1y ﬁr@mwﬂa@m}bémamdlne'

yl) phenyl ] - 2-xmecmaz0lvzxh neds yl net hyl ) ~- 1napht hyl sul fonam de. 15 a ~ ! . AY
2002 Simlarly to Exanple 2, the conpounds bel ow are obtai ned

5-{5-[ ((butyl sul fonyl ) met hyl am no) net hyl ] - 220

oxooXazol i di n- 3-yl4-blegnzhv di regpledetlael f B 36ipardNn- NG ] -2 -

15 hydroxypropylamino}benzamidine, acetate, FAB 468;

4-{3-[4- (4-trifluoromethylphenylsulfonyl) -
piperazin-1-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-
yl]-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;



/I NHZN U~ OO ; O5-{5-[((4-isopropyl benzenesul fonyl ) net hyl am no) 25

nmet hyl ] - 2- oxooxazol i di n- 3-yl } benzam di ne, acetate, FAB 431
5-{5-[((3-trif|uoronethylbenzenesulfonyl)nethylanino)nethyl]-2-oxoo&éfMWMM?
n- 3-yl } benzam di ne, 30 acetate, FAB 45761 -

5-{5-[ ((phenyl et hyl sul f onyl ) met hyl am no) net hyl ] - 2oxooxazol i di n- 3-yl } benzam
d~. ne, acetate, FAB 417; 35

5-{5- [((2 naphthyHﬁﬂ31ﬁﬁﬂQQHQG%MkﬁuhﬁQHHﬁ qenaﬁann&nyﬂhrnﬂ 3-yl }benzanm d

i ne; - 1 1b dine, £ FAB
5-{5- [((4 pr ogylrboxr%,pe Oepsyulaf%lnriﬂ ) rreer%zhaynluarﬁrheo) r%%e yal—]e 2- oxooxazol i di n-3-yl ~be
nzam di ne; 5

5-{5- [é (4smet hoxy enzenpsul 4 GPHdpyRSHBH AR IO SHBE Ny ] pedr D2300x0201 § 43 n- 3-yl } b
enzam di ne;
5-{5-[ ((2, 4, NTIHBRABS U RT AN Heltdry | 367 17D St AR 1262 bxooxazol i di n-

3- yI}benzanldlne 10 s nHE 2002
5-{5-[ (benzoyl net hyl 0) - oI|d| benzan di ne;
5-{5-[ (2- napht hyl gr@nn(/]ﬁ rrg3 r}?ieflnlﬁono%) Z’] fon}yl)}plp 20

oxooxazol i di n-13-+2 Hyshxsypmdiapylamino} benzamldlne, acetate, FAB 502;

5-{5-[(cygl ohexyl car bonyl net hyl am no) met hyl ] - 2oxooxazol i di n- 3-yl } benzam di n
e; 20

~5-{5-[ (4-bi phenyl4y'l k%%n%@%%fﬂ&ﬁﬁﬂﬂnxlmmihiﬂk% } benzam

di ne; droxypropylamlno}benzamldlne, acetate, FAB 446; o
5-{5-((4- chlorobenzoylnethylanlno)nethyl] 2- oxooxazol i di n- 3-yl } benzam di ne.

25 Simlarly, nethyl
{3-[4-(5-met hyl - [ - 34 {-oxiah @zphthd )t Hy Deubdumgaried i ph e biyd 3-et hanes

gl Lﬁ?slt :%?22@3% e}y%ﬂ)%l_pve tf)] “ﬁ{@% dzo%grél larieo'l %FVI&} ?ferflﬁ o%(ga‘szol idin-2

30 one ("E-1") Reaction of "E- 1" wi t h 6-chl or o- 2- napht hyl sul fonyl chl oride
gi ves 35 6-c§%¥yﬁtyl -N-{3-[4-(5-nethyl-[1,2,4]
oxadi azol - 3- - 2- oxooxazol i di n-5-yl net hyl } - 2napht hyl sul f onam de;

A solution of 10.0 g of methyl {3-[4-(5-methyl-[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



wi t h 4-bi phenyl yl sul fonyl chloride gives 79 N-butyl -N-{3- [4-
(5-methyl - [1,2,4] -oxadiazol-3-yl) -~ 3 MAY10(~

phenyl ] - 2- oxooxazol i di n-5-yl met hyl } - 4- blphenylylsulfonanide; S WThAY 200
2- napht hyl sul fonyl chl ori de gives - 62

N-butyl -N-{3-[4-(5-methyl-[1, 2,4]- oxadlazol 3-yl)

phenyl ] - 2- oxooxazol i di n- 5- ylnethyl} 2- napht hyl sul fon am de. 10 Exanple 10

Simlarly to ExamN es gad 4,

N- et hyl - N-{ 3- [ §- (3 @ Nm i azbl - »#9150
phenyl ] - 2- oxo i di N | meshy@} but i vesD

4-{3-[ (but ane- 1- sul f onyl ) net hylW/am no] - 2- hydroxy p opy ¥no} benzam di ne O
HN - N-SI ~ HN-I 11 H2N ~,J DO, 20 S
4-i sopropyl - N- et hyl - N—{3 [ 4- (5- nethyl [1,2,4]- oxadi azol -Q7§ yl ) phenyl ] - 2- oxo
oxazol i di n-5-yl net hyl } benzene25 sul f onam de gi ves

4-{3-[ (4-1isopropyl benzenesul f onyl ) net hyl am no] - 2

hydr oxypr opylait i G érenzmesl fieny Acehbbei d&AR WS ;

gx;3:223?r§n§T?KLé§;Pf Qy §2x§ o?t%f%n§£3¥h%£ %fﬁééﬁi%%e%uy}%nanlde gi ves

4-{3-[ (3-tri fphemphkt ydierzenebidinnytyhee tlyy hhp hogr 2d by et oxy pr opyl am no} b
enzam di ne, 1Eﬁﬁ: 5
N- et hyl - N-{ 3- fﬁ?%é%net g%i % 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5

-yInethyl}phenyIV|nylsulfonanlde 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-oxooxazolidin-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



- 80 4-{3-[(phenyl et hyl sul fonyl)nethylam no]-2 ~ 3 gar ~ou2

hydr oxypr opyl am no} benzam di ne;

N- et hyl -N-{3-[4-(5-mathy| -[ 1, 2, 4] - oxadi azol -3-yl )5 13 MAY 2002
phenyl ] - 2- oxooxazol i di n- 5-yl net hyl } - 2-ngght-hyl sul f on am de gi ves

4-{3-[(2- ht hyl sul. f h h b 1 di
ncetate. FAB 413 OB EAI N T R TR {0 ok azol
3-y|)phenyl](ﬁﬁmkduxdz&1xﬂlPthMhﬁﬂZnn%OQKaﬁqﬁﬂd%ﬂfiﬂ kmﬁﬂhﬁk}glves

4-{3-[(6-chl 1%e?r1'}ﬁ_9ht4h¥)1%l§1flcf3ﬂa)nﬁ"&éw| am no] - 2hydr oxypr opyl am no} benzam
di ne, acet at FAB 447

4- propyl N-nethyl N-{3-[4-(5-nmethyl-[1, 2 4] - oxadi azol 3-yl ) phenyl ] - 2- oxooxaz
2' f{ g' F(i yl wllmgl Iheizetg | fyéllﬂrrfl)Qf&ﬁ-[mh-Q’fa Mﬁi;zulfonyl chloride gives

propyl benzenesu nmet hy noj -
hydr oxypr opy| ani na} "l%"r%ﬁ %’émoa&%'tét é(ygnethyl [1,2,4]-
4-nethoxy N—mmddﬂaﬁ&ﬂé}{yﬁXﬁhdﬁyﬂhﬂ2{dkdbxazdmmﬁﬂnusﬂi&méamymhyI]-2-oxooxa
zolidin-5 net h c{Z)_.Lenzen quon

4-{3-[(4- rret i é”nes&' oﬁ.LyIrﬁ %ﬁ%‘ﬁ%ﬁ\ﬁhfsﬁr?% (%ﬁoxypr opyl am no} benzami di n

e, acetate, FAB 393

2,4,6-trige di azol - 3-yl ) phenyl ] - 2-
Siaivarol To MERTEAUSHAA T e Ayfig e aze -2 VD pnen
4-{3-[(2, 4, 6-t ri mthill temzldme @iy ) nkk k@d%]mq?gﬁd:lgaqwjdﬁ)mjp)r.opyl ani no} ben

zam di ne, acefirirfs I]E@Bdﬂgéxéﬁilldln S5-ylmethyl }piperidin-4-yl) -
5-{5- [(benzoy%giéﬁgeunno | ]-2- oxooxazol'i di n- 3y|}benzan1d|ne gi ves

4-{3-[ (benzoy} r oxypr opyl am no} benzam di ne; 40
5-{5-[(2- naphthylcarbonylnethylanlno)nethyl] 2- oxooxazol i di n- 3-yl } benzam di
ne gives

4-{3- [(Zl%apr}%ﬁ’m}'f arcﬁ%nya[ ?q'hyﬁlamn;iln%ﬁl}é %yd?’é‘}m ]F%pyratr_hhﬁgfbgr%}’ mtg‘lene;

compounds below

4-{5-[4- ({3-methoxy-4-methoxycarbonylthiophen-2-
yvl) sulfonylamino)piperidin-1-ylmethyl] -2-oxooxazolidin-
20 3—y1}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-dimethoxybenzenesul fonyl-
amino)piperidin-1-ylmethyl] -2-oxooxazolidin-3-
vl)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-1-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;



5-{5-[ (cycl ohexyl car bonyl net hyl am no) net hyl ] - 2- oxo5

oxazol i di n- 3-yl } benzam di ne gi ves

4-{3-[ (cycl ohexyl car bonyl met hyl am no] - 2- hydr oxypr opyl am no} benzam di ne;
5-{5-[ (4- bi phenyl yl car bonyl met hyl am ne) &t hyl ] - 2- 0xo010 13 MAY 2002
oxazol i di n-3-yl } benzam di ne gi ves

4-{3-[ (4-bi phenyl yl car bonyl net hyl am no] - 2- hydroxyproeglanlno}benzanldlne
5-{5-[ (4-chl oroberﬂz-dyﬂﬁ-h@ﬂ-aﬂﬁmlrﬁéﬂ%ﬂr]Y@m@SU1 onylamino)
oxazol i di n- 3- d| -

A {31 (4 cni o Shenaan PR -2, roprazelidin S vl henzanidine.

4- (1, 1-di met RASFESH/ )FA@n%?t%yl-M{s [ 4- (5- et hyl 20

[1, 2, 4] - oxadi azol - 3- yI)phenyI] 2- oxooxazol i di n-5-yl

nethyl}benzenesulfo
4-{3-[(4- (1, 1-di m&k &op&'}%ﬂ&%@ﬁﬁ%‘&ﬁﬂﬁ%%%ﬁ%ﬁﬁr@ﬂﬁ oxypropyl am
ino}benzanimymmeﬁnyﬂkﬂzﬁoiaﬁkaﬁﬁl1d¥h 3-yl}benzamidine, acetate,

3, 4-difluoro- 1 -N-{3-[4-(5-nethyl-[1,2,4]-oxa
di azol - 3-yl) eEF% -'2- oxooxazol i di n- 5-yl net hyI } benzenesul f onam de gi ves
4-{3-[(3-fluoro-4- nethoxybenzenesulfonyl)nethyl30

th g(r)]t gu ajr&iqr/rgt _p{?/sl mSF‘%?ﬁwﬁﬁq&c‘gtﬁ |a2(])ﬁ]°r§/yl ) phenyl ] - 2- ox

ooxazol i di n- iR Tnxgpx@gplldln— -

4-{3-[(4- tert1§%@H£&%¥H¥H§“ﬂJdéﬁéﬁénﬂﬁNéEEEPD] 2
hydroxypropylanlno}benzanldlne acetate, FAB 419;

4-trifluoronmethyl -N-nmethyl-N-{3-[4-(5-nmethyl-[1, 2,4]40
oxadi azol - 3-yl ) pherw{ g~ &ommmhﬂw&mmm&hﬁﬁeﬂﬂm fongmi de gives

Y 4 tr| qyg | benzenesul f on t hyl
am no] 2§ﬁyd %8-5'2% din 1 eerfﬁnééa 3’% tg% FAB
4- pentyl - anﬁﬂ%ﬂ-h+{3 [4 (5 nethyl [1, 2, 4] - oxadi azol 3-yl ) phenyl ] - 2- oxooxaz
ol i di n-5-yl net hyl } benzenesul f onam de gives

4-{3-[ (4-pentyl benzenesul f onyl ) net hyl am no] - 2hydr oxypr opyl am no} benzam di ne
, acetate, Fééﬁzmﬂfifb
N—nethyI-N-{S [4-(5-methyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5

-ylnEthyEB- n%&%?Wﬂé%“é nfgigeggg er%ethyl {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 reflux 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

A~
°'N\>_©_N/\(\ N T e
/l\\N »/O
o

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]lbenzenesulfonamide



4-{3-[ (1- napht hyl sul f onyl ) et hyl am no] - 2- hydr oxy 15

propyl am no} benzam di ne, acetate, FAB 413;
6-ch|oro-N—butyI-N—{3-[4-(5-methy|-[1,2,6 - oxadi azol - 3yl ) phenyl ] - 2- oxooxazo
| i di n-5-yl met hyl }-2-napht hyl sul f onani de gl ves 20 13 MAY 2002
~4-{3-[(6-ch|oro-2-naphthy|sulfonyl)butylanino] 2

hydr oxypr opyl am no} begzam di_ne; N-butyl (5-nmethyl- [1, 2,4]
- oxadi azol - 3-yl ) pHBfAy -2 QXaz yhﬂﬂ é?}cn bi phenyl yl 25
sul f onam de gi ves 4443, e yl qu Nu;s noj - 2

hydr oxypr opyl ani n behtanlo

N-butyl -N-{3-[4-(5-nethyl-[1, 2, 4] r9xadi azol - 3- yn)s .

phenyl ] - 2- oxooxazol i di n- 5- yInethyF? 2- naphthylsukf deCi ves'

4-{3-[ (2-napht hyl sul f onyl ) but yl am no] - 2- hydr oxy propyl ~m no} benzam di ne. 35
N-nmet hyl - N-{3-[4-(5-nmethyl -[1, 2, 4] - oxadi azol - 3- yI)phenyI] 2- oxooxazolidin-5

-yl methyl } - (7- met hoxy2- naphthyl)sulfonanld ive - - 13 MAY 2002
4-{3-[(7- et Tﬁﬁﬁﬁ}ﬂ@%ﬁmq Wi%ﬁﬁyl chlorlde gives

2- hydr oxypgr opy| ani no)hefaadh shdtehoaeat ahes hyA 443, (methyl-{3- [4- (5-

R gmw#%%%@d@f&@nmmmﬁm R

4-{ 3- [ (6- met Bxyknetiayh} dnyd reai) & oyl 1) e e e hid2ati/de pxy pr opyl ani no~benzam
i dine, acetate, FAB 443. 10 Exanple 11 A solution of 10.9 g of

3- (4- cyanophenyl ) - 5- hydr oxynet hyl oxazol i di n-2-one ("F"), 5.9 g of
3- cyanophenolwitls 264 26 ot v chiopprhstyphoshbiomyl aplilaside ggbresi et hyl

azodi car hgxyl ate iz 425@—&1&{15%-111%&1'&1%- t50 ke @Ry AL [Dsphe(£. of

protectlve gas for 4 hour s

3- (4- cyanophéighys: f¥ & c@&ﬂﬁﬁéﬁigggg%%ﬂﬁ&'?%&%&%1|%l%3906%%91§ﬁﬂn'

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]lbenzenesulfonamide;

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]lbenzenesul 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-na§hthyléulfonyl chloride gives



A solution of 8.5 g of the dicyano conmpound, 5.5 g of hydroxyl ammoni um
chloride and 11.2 g of sodiumcarbonate in 130 mMl of DWF is stirred at 60C
for 3 hours. Customary work-up gives 3-(4-N-hydroxyan di no 25

phenyl ) -5-((3- N hydr oxyam di nophenoxy)-méthy | oxazol idin-2-one. Simlarly to

Exanpl e 2, by hydpQ Q- (2 Snein4as e Lo -

3-(4-am d| nophe I) 5- 531 ?Ii}}o am((?lrl1 nﬁsﬁen{gx 5 th I]oxazo |d| n4]2 or11é$ MAY 2007
di acet at e, m%‘adjfl.’{?gt vipeny ] 'rﬁ"fooﬁ’?ayz‘ﬂr i%n of "F" 35 with

4' - hydr oxybi gheddtim4-)ealie))idttytig, - 7 -eagih iy e dhediiate] anmoni um chl ori de
and reduction gives the conpound

3-(4-am di nophenyl)-5-[ (4" -am di no-4- bi phenyl yl oxy) net hyl ] oxazol i di n- 2- one,
di acet at e5 mﬁt&%&&uoroﬁ&ﬁﬁiﬂﬁﬂﬁﬂfm;ﬂh chlymirdsgpheinads reacti on

w t h hydr oxyl ammonj | I I n g onppu _
3-(4-amdi nophenyr}) LE?J'[C‘EJAi t%ﬁhgﬁ%%hr@[ 9% %r&(eg}c}&l g{lpzo géjo%s

di acet at e, mn}ﬁtm{i&dl(,cﬂeddn‘mdmmlﬁ-\mlt tphenyll 2 oxooxazolidin-

4- cyano- N- (etgh )Qn) éjs‘%1 .conpound 10

N[ 3-(4- cyanopﬁ/>§L yI) Zr}OXOOX&ZOH t %i e oxycar bonyl - 4- cyanoben
zenesul fonam de, diacetate, FAB 489 Exarrpl e 12 15 A solution of 400 ng of

met hyl {18- WitH 2-@iidto-I-hitdorH enylsulfonyl chlorlde gives

oxadi azol - 3-yl ) phenyl ].- 2- oxooxazol i | ha Ifon te 240 ng of
phenyl pi per azi ne EFSF Iy ‘6’fltsr6ij'lﬂ %ér'ﬁ‘g%% 3ok aStonitrile

is heated 20 mgitH3AC [flqrz 13 M&az@lsmmr)phmrymmgim&ol[ﬁlln- yl)
(5met hyl - 4 zol.- (4 enyl.pi perazi n- 1-yl net hyl ) oxa
zol i di n- 2- ong-’ }J& 3;1& gaénnl I or%:)}fs%’qﬁlr}%l ﬁe%etmﬂ%g?%? d% this gives 25

4-[ 2- oxo- 5- (4- phenyl pi perazi n-1-yl met hyl )oxazol [ d| n- 3-yl ] benzam di ne,

acetat e, 1 EAB 380G, @éﬂgl%'r%ylstdlefdrﬁaﬁdr%z‘iﬁd Hived th

5- bronnnethylbenz I adl azol e gi ves the conpound

3-[4- (5-net hyl - “ﬂtl'b‘ii'-a'c}i 201 (e thylsHeTyi4- @[‘@WZ‘OU[I? 2137 - t hi adi azol
- 5-yl et hyl )mml@adl--b wlrrtgiﬁaﬂﬂquaaz-@xdbxkz%lqmn@- hydr ogenati on

larly t t hi
o Do ovo) 5. [ ¥R ety ey sul fonamide

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]benzylsulfonamide;

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]benzenesulfonamide;

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-oxooxazolidin-5-
ylmethyl }amino) ethyl]benzenesul fonamide;

35 with l-naphthylsulfonyl chloride gives
N-methyl-N-[2- (methyl-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl}amino)ethyll-1-naphthylsulfonamide;



met hyl ) pi perazi n- 1-yl met hyl ] oxazol i di n- 3-yl } benzam di ne, acetate, FAB 512.
- 8 Simlarly, reaction of nethyl

{3-[4-(5-nmethyl -[1, 2, 4] oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n- 5- yl}qqanﬁgﬁn
sul fonate 5 with 2-piperazin-1-ylpyrim di’he gives 3- [4- (5-nethyl 2

4] -oxadi azolyg3-y| 3 phepwdi 1ylsu1fonyl chlorlde gives
-5[4-(pyrimdin- ngl)plpera2|n 1l-y {%oxazolldln 2.one, 10 with

benzyl pi perazi ne g¥veetiyl Mr[%BKM%¥My1 $- By -meshyl afol 2841 pheny! |
- 5[ 4- benzyl pi pred @z Foll- :ylyrﬂﬁ&yér}lpmazmloﬁwxaz@nmlm5h

Eliegz?l]- [2 1, d}} L 1%%.5% )n%//t'rl%\ pige)i al%n'.;@ﬁex?yi’?fs&?fonarklde( 5-met hyl -

- oxa
[ 4- (benzos[ 2,1, 3] thladlazol 5-yl) pi perazi n- 1-yl met hyl ] oxazol i di n- 2- one.

Simlarly to Ex e 4 0 . lidinone rin
and the gxadlazo e f?ﬁ%l ?Q%go?%$§¥§%§€¥§§§} %E?Q§}§§ 8§g§§d|azol 3- yI)g
phenyl] -5- [4(pyr3n dihfPugrgp¥ peetlzyh-N- {2 mendiyhybxadol#dil A= 2- one gi ves
Seotal o Lo R I ] Sdidhor prgr gy OB BRSG] AT 1
[ 4benzyl pi per%zqutlyy%ﬁrnw%&%&blf/las:rhwn%ﬁ\é fpvamide;

4-[ 2- hydrexy- 3- (4- benzyl pi perazi n- 1-yl ) propyl am no] benzam di ne, acetate,

FAB 368; of 3-, [4- (5-nethyl - 2 - | | h ] -5-
[4(benzo-F2,ff%%ht%§%ﬁ$§%ﬂ¥b%9££§f&é%?%i?%hggigﬂ%t%gY%QBSnngzolidin-2-one
gives 1 3 MAY 2U0244peﬁﬂyhyM¥mawh§l - 4{2{ beazlyl{ £3- 14- 85 -mébhatiazol - 5-yl )

pi per azi n-1-y}) 5 opy| ARLAPLISNZAIG 0] Bien | 14 U0k08RELE] fas FAB. 412 ~ -

ylmethyl}amlno)ethyl]benzenesulfonamlde,
15
with 4-butylphenylsulfonyl chloride gives
4-butyl-N-methyl-N-[2- (methyl-{3-[4- (5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-
ylmethyl}amino)ethyl] benzenesulfonamide;
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-
yl}benzamidine, trifluorcacetate, FAB 548/550



4-13-(5-nethyl -[1, 2, 4] - oxadi azol - 3-yl ) phenyl ] - 5-[ 4( 3, 5- di net hoxybenzyl ) pi pe
razi n- 1-yl met hyl ] oxazol i di n2- one gi ves

-{2- hydr oxy- 3-[ 4- (3, 5-di met hoxybenzyl ) pi perazi n5

yl ] propyl am no} benzam di ne, FAB 428.- Sifni1arly, reaction of net h)}la MAY 2002
3-[3-(5-nethyl -[1, 2, 4] oxadi azol - 3-yl ) phenyl ] - 2 oxooxazol i di n-5-yl ) net hanes
I

onate with 4-piperazin-1- ylpyrldlne |ve

f
[ 3-(5-nethyl -11, 2, BN oxagi==pl - 3 Nyl] [451 tfldln 4-yl ) pi perazin-1
! <<gmp my

y nethyl]oxazolldln 2-Yo1 Ns cbnverit rogenatlon into

{2-0x0-5-(4-(pyri Qq N 4-Y per a 1-yl ytg; 2 di n- 3-yl ) benzam di n
e, acetate, FAB 381, 2m p. 15 152-1685 (deconp.) q
n

13 A solution of
200 nmg of "A" and 66 ng of butyl i socyanate \g di chl or onet hane
is stirred for 4 hours. 400 mgy of am nonet hyl pol ftyrene }e added, and the
m xture is stirred for a further 12 hours. The pol ystyrene and sol vent are
renmoved, giving, after customary work-up,
3-[4-(5-nethyl -[1, 8+f§ ¥ﬁ§tﬁ%91 {3- ?ﬁeth 1- (2-trifluoromethoxy-
yI)phenyI% 5-(4-butyl am noca % P ﬁﬁln 1- InethiL OvaO|IdIn 2- one.
Simlariy3 reRRFREDL FAnYEhami RG] @yl %&yvo eehuhhT & grQes 3- [4-
(5-met hyl - [1o£aﬁ&11@xﬁd3aip%bénﬂéﬁpﬂﬁﬁdl]acetate, FAB 530;
- S[ 4- (cycl ohexyl am nocar bony )piperazin-l-ylnethyl]oxazolidin-Z-one; 35
wi t h 4- et hoxyphenyl isocyanate gives 3- [4- (5-nethyl- [1,2,4]
-oxadi azol - 3-yl ) phen{$} [ (methyl - ?2—[methyl (4-trifluoromethyl-
-5{4-[ N-(4- n ! hyl ~oxazol i di n- 2- on
e, a7 _”&%ﬁ%ﬁ?ﬁﬁ%ﬂﬁy‘% ?f’ﬁ B e e o (5 et ny -
[1, 2, 4] l@xad¢§9@xagoyi§pnehyy} enzamldlne, acetate, FAB 514;
- 5{4- [N—(4-trif|uoronethylphenyl)an1nocarbonyl]plpera2|nl yl met hyl } oxazolid

in-2-one; 5 with 4-chl orophenyl SO |ves 5-nethyl- [1,2,4
-oxadi azol - 3- y|)ph%nE$I[?£eth¥1 { f%e@h 1sopro£y1bénzene—y [ ]

- 5{ 4- (N'ﬁ4 ché@lﬂ@ﬁﬁnﬁéma?bﬂgcn¥bp@mimoimethglh-z-yku?xhyb%odazeii?iniz-one
; 10 with 3-et car bon en I Socy t ives 3- [-4- (5-nethyl- [1, 2,
. g?§¥?z%ﬂéﬂ¥p¥, agetaée, ?ﬂﬁ 289,

4] -oxadi azol¥
-5{4- [ N- 3% et hoxycar bonyl phenyl ) am nocar bonyl ] pi perazi nl1-yl nmet hyl } oxazol i d
n- 2- one; '4-{5-[(methyl-{2- [methyl- (4-propylbenzene-

4
1
{
u
3-
3-

sulfonyl)amino] ethyl }amino) methyl] -2-oxooxazolidin-3-
yl}benzamidine, acetate, FAB 488;

20 4-{5-[(methyl-{2-[methyl- (4-acetamidobenzene-
sulfonyl) amino] ethyl }amino) methyl] -2-oxooxazolidin-3-
yl}benzamidine, trifluorocacetate, FAB 503;

4-{5-[(methyl-{2-[methyl- (2-naphthylsulfonyl) -
25 amino]ethyl}amino)methyl] -2-oxooxazolidin-3-yl}-
benzamidine, acetate, FAB 496;

4-{5-[(methyl-{2-[methyl- (3-trifluoromethyl-
benzenesulfonyl)amino] ethyl}amino) methyl] -2-
30 oxooxazolidin-3-yl}benzamidine, trifluoroacetate, FAB
514;

4-{5-[(methyl-{2-[methyl- (3-amino-4-
chlorobenzenesulfonyl)amino] ethyl}amino)methyl] -2-

35 oxooxazolidin-3-yl}benzamidine, acetate, FAB 495;



15 with 1-naphthyl isocyanate gives 3- [4- (5-nmethyl- [1, 2, 4]

- oxadi azol - 3-yl ) phenyl ]
-5[4-(naphth-1-y|am'nocarbonyl)piperazin-1-y|nethy|]oxazo|idin-2-one132my%n2
hydrogenation simlarly to Exanple 2, -3694 4 (5-nmethyl- [1,2,4]

- oxadi azol - 3-yl ) phenyl ] -5-{4-
[N(4-nethoxypheny|)aninocarbonylﬂpiferazin-l-ylnethyl 25 oxazol i di n-2-one
gi ves 4-{5-[(methyIl-{2- [methyl (phenylethylsulfonyl) -
4-{2- ox0- 5- {4; ] ; ; ' HaTolsNY ' i Noilyyl met hyl } oxazol
il 0 31 ) Do T TR O R Y TS L5
1 3 MAY 2002 bzanqaqnl%l%twfl%ﬁ?%qﬁta@aoﬁ%ﬁzo&%i yl ) phenyl] -5-{4-
[N(4-trifkuoromet hyl phenyl ) am nocar bonyl ] pi per azi n- 1-yl met hyl } oxazol i di n- 2-
one gives - ss 4-{2-0xp-5-{4-[N-(4-trifluoro h henyl ) am n
car bonyl ] pi per azi n4-'14v25y'l @ﬁﬁk&bimﬁwg%’}%&%%ﬁqgmﬁ% ate, FAB
?7?; 5h|3- [ 4-et(tiy Inetnnitic) nﬁélth)le,] Q-G:wcmhmlﬂcliﬁa%hﬂlfl}o}mwta}rriﬁiné A-

N( 4- chl or ophenyl.) am no¢ ony i perazi n- 1-yl nmet hy oxazol i di n- 2- one
gi ves 4-{2- ox&#%%ﬁ%?%%&or%%e‘% ) ani nocar bonyt ]
pi perazi n-1-yl net hyl } oxazol i di n- 3-yl } benzam di ne, 10 acetate, FAB 457; 3-

[4- (5-mephyl - [1w421sﬂl(mé9%¥%ff%ﬂ[@%g* Ph@@ygi%?fﬁulfonyl)amino -

(4but yl am nocar bonyl pi perazi e oxazol 1 dl n-2-one gives 1

4-[ 2- 0x0- 5- ( £HufY] aRinR e Horyl 17 prersralidin-3-yl}benzamidine,

met hyl ) oxazol &b tytds Y g ngggn di ne, acetate, FAB 403; 3- [4- (5-nethyl-

[1, 2,4] -oxadiazol-3-yl)phenyl] -5-{4-

[ N( 3- et hoxycar bonyl phenyl ) am nocar bonyl ] pi per azi n- 1-yl
4-{5-[(methyl-{2- [methyl- (4-methoxybenzene-

15 sulfonyl)amino]ethyl}amino)methyl] -2-oxooxazolidin-3-
yl}benzamidine, trifluoroacetate, FAB 476;

4-{5-[(methyl-{2- [methyl- (1-naphthylsulfonyl) -
amino] ethyl }amino)methyl] -2-oxooxazolidin-3-yl}-
20 benzamidine, trifluoroacetate, 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, trifluoroacetate, FAB
516;
30
4-{5-[(methyl-{2- [methyl- (4-pentylbenzene
sulfonyl)amino] ethyl}amino)methyl] -2-oxooxazolidin-3-
yl}benéamidine, trifluoroacetate, FAB 516;

35 4-{5-[(methyl-{2- [methyl- (4-
butylbenzenesulfonyl)aminol ethyl }amino)methyl] -2-
oxooxazolidin-3-yl}benzamidine, trifluorocacetate, FAB
502;



20 met hyl }oxazol i di n-2-one gives

4-{2-0x0-5-{4-[ N-(3-et hoxycar bonyl phenyl ) am nocar bonyl ] pi per azi n- 1- yl net hyl
}oxazol i di n-3-yl }benz am di ne, acetate, FAB 495; 1 3 MAY 200Z 25 34 3[f4AY 2002
(5-nethyl - [1,2,4] -oxadiazol-3-yl)phenylP -5-

[ 4(napht h-1- ylanln@cqsqumékaymeq@zWﬁe%hyhn&hhmbk@&aéqum@mwiz-one gi ves
4-{2- 0x0-5-[ 4- %na pht h- } % nocar ﬁwﬁﬁ era inl- qe hyl Joxazol i di n- 3-yl
}benzani di ne, PSRZEREEVLE ag$3o § Pﬁﬁ Q&ﬁ "3 and 4, 3- [4-
(5-net hyl - [1ox80xéh01®&adkazyﬂ}Bembhmﬁﬁenﬁl]-ﬂilﬂyhdﬁbacetate, FAB

but yl am nocar ﬁgylpiperazin-l-ylnethyl)oxazolidin-2-one gi ves

4-[ 3-(4-butyl rhocar bonyl pi perazi n- 1-yl ) - 2hydr oxypr opyl am no] benzam di ne,
acetate, FAB 377, 1 3 MAY 2002 - 8 9 - ., ~~ar 3- [4- (5-nethy|- [1, 2,

4] -oxadi azol -3-yl ) _ Eg Xhkth 1-{2- [methyl- (6-chloro- htpyl
[ 4(cycl ohexyl am nocarbony er azi Nﬁ oxazo | one gives

4-[ 3- (4- cyc|oﬁ@iﬁpawﬂh@mangiﬁthﬂaémaﬂp metd 225oxooxazolld1n 3-

hydroxypropyl§mq5@hgaa§aﬁhéln%rléq%b%bﬁceEéBe40%Ab~®3oO HN~ ~ HN pH
~N~N~. H 10 Exanple 14 A solution of 1 equivalent of nethyl

{3-[4-(5-nmethyl[1, 2, 4]--oxadi azol - 3-yl ) phenyl ] - 2- oxooxazol i di n-5-yl } net hane
sul fonate,o 3 ggmﬁqak@pt&ootxghpgbge3benayh,15 ester, nethanesul fonate, and

3 equivalents odi u opate i.n eto 'triI |s heated _under, refl ux
for 18 'hours® Eﬂi EL”&%%XR B égqége%%yﬁ-QB-[4j eth H ql 2.41-
benzyl {{3-] 4- @iaéuhyblfx 214phergdi a2obxdoxhpphedinl-52ydmeahyddl-i di n5-yl net
hyl } am no} ace _ e e i -G Wth
6-ch|oronaphthﬁé ?su %%y? ﬁﬁgh ghéu}gggé%qah g%ve i %%ﬁ%ouﬂg
15 4-[3-({2-[(6-chloro-2-naphthylsulfonyl)methyl-
amino] ethyl }methylamino) -2 -hydroxypropylamino] -

benzamidine, acetate, FAB 504

HN N} o

20
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

25

4-[3-({2-[(7-methoxy-2-naphthylsulfonyl)methyl-
amino] ethyl}methylamino) -2-hydroxypropylamino] benz-
amidine, acetate, FAB 500.

30 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,
35



benzyl

{N-[ 6- chl or onapht h- 2-yl sul fonyl ] - N-{3-[ 4(5-met hyl - [ 1, 2, 4] - oxadi azol -'3+ YR} 182
enyl ] -2-o0x025 oxazolidin-5-yl nethyl }am no}acetate. By hydrogenatlon
simlarly to Exanple 2, this gives - 71 -

{N-[ 6-chl oronap, | f ony 4 am di no 0X lidin-5-y
| met hyl ] ami nd} a{'}letg é“‘:?ya fil g% L&eettl}]&bg') AP pﬂ&e%%%ﬁ ?ﬁ?nﬁﬁ

[ 6- chl or onapheriniro lyé tsht ¥ Joamyd Jo Fiet {8k ] -2 -oxooxazolidin-3-yl}-

(4am di nOphe'%ﬂza ocglo azolidin-5-yl nethyl]am no} acetate. 35 Simlarly,
reaction of ' q Y 2002 - 90 with naphth-2-ylsulfonyl chloride and
subsequent hydrogenation gives {N- [naphth-2-ylsulfonyl] -N [3-

(4-am di ngphe4n_y~_=) '\Lgnqéip%;(p_z% ﬂ.lhé];l.a,o-_yj (@Irlyﬂ,ﬂ 1O} PESHY L) &Rl Jfacet ate, 5

FAB 483 O NN O thox enzenes onyl
chlori de and eUBserpeHo 1@9%@%@9%@%&191@ Y benzamidine,
[ 4- met hoxybeng@pesul fonyl ] -N- [ 3-
(4-am di nophenyl ) - 2- oxooxazol i di n-5-yl net hyl ] am no}acetic acid, acetate,
FAB 453; 15 with phenylvinyl sul fonyl chloride and subsequent hydrogenation
gi ves benzyl thd\-cdmbmmdsivadowul f onyl ] -N [ 3 - ( 4
-anlnophEByI) 2- oxooxazol i di n-5-yl net hyl ] am no}acetate, acetate, FAB 549;
20

4-[3-({2-[(4-biphenylylsulfonyl)methylamino] -

ethyl }methylamino) -2- hydroxypropylamlno]benzamldlne,
diacetate, EI 460 (M" -NH,);

15 4-[3-({2-[(4-isopropylbenzenesulfonyl)methyl-
amino] ethyl }methylamino) -2 -hydroxypropylamino] -
benzamidine, diacetate, EI 461;

4-[3-({2-[(1-naphthylsulfonyl)methylamino)ethyl}-
20 meth&lamino)—2—hydroxypropy1amino]benzamidine,
diacetate, EI 469.

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}methane-
sulfonate and 3.17 g of sodium azide in 50 ml of
acetonitrile is heated under reflux 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
glycolodimethyl 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]-ogadiazgl-3-yl)phen§l]oxazolidin-2—one,
hydrochloride.



wi t h 4-bi phenyl yl sul fonyl chloride and subsequent hydrogenation gives {N

[ 4- bi phenyl yl sul fonyl] -N- [3- (4-am di nophenyl)

2- oxooxazol i di n-5-yl net hyl ] am no}acetic acid, acetate, 25 FAB 509;1wLM Y 2007
4- propyl benzenesul fonyl chl oride and subszequent hydr ogenati on gi ves enzgpp

N- 4 | b | f
gm di Lopheg;l ?P{% %)%‘g’g’% |Jd$2\éﬁlflf’ﬁ§"5\{_ﬁ§il i ﬂg}:gc]:é’lrgfngthﬁﬁl&t' at3EmiQd 565
1 3 MAY 2002 witth Haainpl ecib Axcblamigean ahd4- exiraeydl mEbhoxybdrmas tril e

and BOOpi per agips i HFt 0! sde BLERERGeUNdRl (6L UEol9Lnt B0RW S

Cust omary wor
4-[ 2- hydroxy 3m(ﬂ@@EIkae3aiﬁﬂ(5 perhbybpbdky? béhzoradiakel -Fhrlsubsequent

reaction ds 0 oy hge) af fords
Nhydr oxy-?— [ ;Dﬁ§%¥o§%*§£%£§%% %I %ﬁ%’agl% 1-yl ) propoxy] benzami di ne.

Subsequent acylation with acetic anhydride 10 gives

2-acet oxy- 1- (slzrﬁ@aplﬁeﬁ@ZEﬁar%pYé)13 Féa&biBhhyk- by 2, 4] - oxadi azol - 3-yl ) phe
noxy] propane. After renoval of the BOC group with HCl in dioxane, reaction

wi t h 4-propyl phenyl sul fonyl chloride gives the conpound

2- acet oxy- 1- [xﬁxtH prop&iphg@ybbahteﬁidhmﬁf@ﬁyazbmaaryti]a gbves ar
3-[4-(5 t hyl - iazaol - 3= no opan eacti,on simlarly
to Exaan@ and % %ég Tre° oﬁg%ﬁ %p(g ngi R, 45 88494281 "

4-{2- hydr oxy- 3-Yn}phemybby2phenqksablbdyn)s ylmethyl }benzene-

pi perazin-1-yLl pE g%y&genzanldlne 2025 HN- ~N~ O/ 2N~ ~ OCOCH~ N~ S
\ O The conpounds ow are obtained simlarly

3-{2- hydroxy- 3-[4- (4-bi phenyl yl car bonyl ) pi perazi nl-yl ] propoxy}benzam di ne,

acet at e, F{l%B ﬁ@m 8- ﬁ@tlﬁ&ﬂff@éﬁzénééuiﬁo{iﬁ% 0&’:1@18rﬂa8h§b¥é§ll| fonyl) 30

i perazi ropoxy}benzam ¢din at e,
g ?2 hydPG&yy3 F4 Zm%%$ﬂ¥ﬁy$sﬂ?fgﬁyﬁngﬁEPﬁ%lﬁ11§rfﬁr8ﬁ69}?58%23n1d|ne
acetate, FAB ¢#bPphenyl]-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}-

benzenesul fonamide;

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-trifluoromethyl-N-{3-[4- (5-methyl-[1,2,4]-
30 oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-ylmethyl}-
benzenesulfonamide;

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



35

3-{2- hydroxy-3-[4-(4-propyl phenyl sul fonyl ) pi perazi n-1-yl ] propoxy} benzam di n
e, acetate, FAB 461, - 92

3-{2- hydroxy- 3-[ 4- (4-isopropyl phenyl sul f;gnyl ) pi per azi n- 1- yI]propoxy}ééﬂggwp
di ne, acetate, FA%

3-{2- hydroxy-3-[4- (jg%@“%dﬁﬂﬂﬁﬁhﬂ%ﬁﬂq%ﬁﬁﬁ3ﬁﬁ%ﬁﬁgﬂﬁﬁﬁmﬁﬁﬁﬁTﬁ%ﬂ%ﬁ&T%énzanim
ne, acetate, oxABx4¥lidin-3-yl}benzamidine, acetate, FAB 411;

3-{2- hydroxy- 3-[ 4- (4- butyl phenyl sul f onyl ) pi perazi n-1-yl ] propoxy} benzam di ne
, acetate, FAB 399; 10 ~ 3 MaY zoos

3-{2- hydr oxy- 3- [ 4-4bdszoyi-piesdcaibenzendsldisnyianinmmeatimg, | <cet ate, FAB
383; 3- {25hY‘U>6885ca?2dﬂd(ﬁ1J§ﬂt}h§:Br(]ar?zd?ﬁﬁltﬁy| %léé‘t‘y})é)m 405;

pi perazin-1 yI]propoxy}benzanl acetate, FAB 4
3-{2- hydroxy- 3-[4- (3, 5-di net hoxybenzyl ) pi perazi nl- yI]propoxy}benzanidine,

acetahed FAB 429; 43130[(5 amlno 4.fhlﬁrobenzenesulfﬂnylamlno)b g
3- (2 hydroxy 3cl g (4 phemyvhsul fony RS agl il | PLopRbengai di ne,

3-{2- hydr oxy42+4[;4- (napht h- 2-yl met hyl ) pi per azi n- 1yl ] pr opoxy} benzam di ne,
dlacetatf FAB 419; 25
3-{2- hydroxy 3-[4-(2- naphthylcarbonyl)plpera2|n1 yl ] propoxy} benzam di ne,

di acetate, FAB 433- {@-{[Zhwl@qlﬁpr{ydra(mm e 1-14-2Hansidrd 3g0 din-

pi perazin-1- %Léﬂﬁ (yd@%aﬁg ,2Ge{giey5 FAB 445. Exanple 16 10.0 g
of 3-oxiranyl oxybenzonltrlle (" and 7. 1 ‘g 35 of 3-cyanophenol

together with 173 ng of cae5|un1fluor|de are nolten at 130C. Custonary

wor k-up gives 1l.8& g =f b-?tﬂlf&do}cﬁr)& HARMYeNestrlBEDaMRRPane.

D abie TS re%ﬂﬁ YT 2R BT L% AAPoZ535 203 TARI ~ v

pr opane. Hydmagenatlon S|nllarly to Exanple 2 gives
1, 3- bi s- ( 3- am di nophenoxy) - 2- hydr oxypr opane, di acetate, FAB 329
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-difluorcbenzenesulfonylamino) -2-
hydroxypropylaminol benzamidine, acetate, FAB 385

F
N
N—S .
—O T O
N 0

4-methoxy-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-yl) -
phenyl] -2-oxooxazolidin-5-ylmethyl }benzenesul fonamide

30

35 gives



HZN NH HN Ntiz i o~o ~ HO5 Simlarly, the conpounds

1, 3-bi s- (4- am di nophenoxy) - 2- hydr oxypr opane, di acetate, FAB 329 10 and

1- (3-am di nophenoxy) - 3- (4- am di nophenoxy) 2- hydr oxypr opane, are obt ai ned.
Simlarly, reaction of "H" with the phenal s bel ow 15 4-chl or ophenol1,3 MAY 2007

4- et hyl phenol , phengl,, 4- hoxyphenal 4- cycl.ohexyl phenol and

subsequent react i gﬁn[\%i't(ﬁ 'HW@MWW r’é’ﬁi%”ﬁﬁd}ﬁﬁga’r%goé?ﬁti on 25

gi ves the coppropydamielcjwelrzamidine;

( 3- am di nophenoxy) - 2- hydr oxy- 3- (4- chl or ophenoxy) pr opane,

1- (3- am di nophenoxy) - 2- hydr oxy- 3- (4- net hyl 30 phenoxy) pr opane,

1- ( 3- ami di nogheidoxo-2-midmexP-d-3pHdnobbymesiaie, [1, 2, 4] -oxadiazol-3-

1- (3-am di no @g@q&, ) 21 HITRINQPRAEARA Lpane, 13 MAY 2002
94 1- (%- a%igie)nop %ﬁo%%%&%&%&%ﬁ%— cycl oheﬁﬁeq{)henoxy) pr opane.

Exanpl e 17 5snlfemamisle GHVeSequi val ent of

N-{3- [ 4- (5- net hyl [41, [3 -4]3- @B A2 chd oo s d s\ fosaeaEs]d )din- 5- yl net hyl }

- (6-chl oro- 2-napht hyl ) sul_f onam %e (z"l ") _[nobt ai nabl e by reaction of

5-aninonethypy-ﬁgf ogylamino]benzamidine;

met hyl -[ 1, 2, 4] - oxadi azol - 3-yl ) phenyl [ oxazol i di n-2-one with

N N - i i hy RO (et SR ol -G G I EREST Y 1% at

I"or'oacst am cdesi um car bonat e i S
r oom t enper atxaedldd ity Sroumet hpugterrarhsuldidnan &g \gssre® (( 6- chl or o- 2

4-[3-(butylsulfonylamino) -2-hydroxypropylamino] -

benzamidine, acetate, FAB 329;

15 3-trifluoromethyl-N-{3-[4-(5-methyl-[1,2,4]-oxadiazol-
3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-
sulfonamide gives

4-[3-(3-trifluoromethylbenzenesulfonylamino)-2-
hydroxypropylamino] benzamidine, 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- (propylsulfonylamino) -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 aqueous methylamine solution in
300 ml of THF is heated under pressure at 80°C for 18
hours. Customary work-up gives 5-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



15

napht hyl sul fonyl )-{3-[4-(5-nethyl -[1, 2, 4] - oxadi azol - 3yl ) phenyl ] - 2- oxooxazol

i di ne-5-yl met hyl }am no)-N, N di net hyl acetamide. Simlarly to Exanples 3 and
4, this gives the compound 20 - 75 - 13 HAY 2002

2-[(3-(4-am di nopher 1.N0) - 25 hygdr oxy ]1+(6 _ . Al
chIoro-2-naphthy|gﬁﬁ%%ﬁ%%?gﬁiﬁ%]¥ﬁLeﬁJﬂ%?ﬁgih%#é%é%gn?ﬁ%diﬁ?8% 3 / HN -
N S~O NH HzN YH mhenyl b52 Spxdosa gl idbact t phmethyl jbutyhsulfonamide;

N, N - di et hyl chl oroacet am de, N, N -di propyl chl oroacet am de,

N- phenyl chl or oacet ami de, 30 N, N -di phenyl chl oroacet am de and et hyl
chl or oacet at é¥ith 4- \poPyepylbenzenesiyl EoRELqtehPrtfeagayesof t he

oxazoligi@one ring4aggopfgppxa@iﬁggﬁyqrﬁng3st@ikgrhytﬁplExgnplgp_S and 4

gi ves e conpounds 9

2-1[ 3- (4- ani ?’Fﬁfgﬁm} 2 W) PBERYH} Ay IPSR FRBL I 0P oY DRRERKE hyl sul fonyl ) a
m no] -N, N - cdbetityhasel fongeide;

2-[[ 3- (4-am di nophenyl am no) - 2- hydr oxypr opyl ] 10

(6-chl oro- 2- napht hyl sul fonyl )am no] - N, N -di propyl acet am de,

2- ([ 3- (4- am dviophenyt ahl noyoe hiyyl beypenesi] f6ayhl chbelidaphihgssul f onyl ) a
m no] - N- phenyl acetam WL Nol2-Ta-(c- _
2-[-[3-(§Banidinoﬁ%g%€ g%%%%?wa§ﬂ§%r%x?%$%Filf(ggc%?o#%;@?%%%%thyIsulfonyl)
am no] -N, N - perdl sexadhagel ahdybphenyl] -2-oxooxazolidin-5-yl-

~2-[[3-(4-am g PBoh 26h 88U 1 PohyAL @y propyl ] (6- chl or o- 2- napht hyl sul fonyl )
am no] acetic acid, acetate FAB 491. Simlarly, by reaction of
N-{3-[4-(5-nmethyl-[1,2,4]25

oxadi azol - 3- wWiheplyéhy Pv oxpbxar Hbnygl nedpl yridé hyivyes 4

i sopropyl.phenyl ) sul f onani de.wit he N, N - di et hl oy pacet am de, _
N,N'-die%%ylchlorggGE?g%Ygggmg% Rg*f%dﬁ%?%%§¥iﬁf%r%gd%%% %%?1 3

N- pheny! chi oryhpteny k- 2 Npkboxa phkhginh’ oy baeehnhi peenyeniyyl br oni de,

i odobut ane, 3§uffggégigg?thyl-2-nethy|thiazo|e, 4- met hoxybenzyl brom de,

with 2-naphthylsulfonyl chloride gives

20 ' N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-3-
vl)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-oxocoxazolidin-5-ylmethyl}-
benzengsulfonamide;

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



et hyl chl oroacetate, ethyl 4-chlorobutyrate, ethyl 3-chloronethyl benzoate,

1 3 MAY 2002 - 96 ethyl 4-chloronethyl benzoate, 3,5-dinmethoxybenzyl

brom de, 4-(5-nethyl-[1,2,4]-oxadiazol -3-yl)benzyl brom de,

3-(5-methyl -[ 1, 2, 4] - oxadi azol - 3-yl ) benzy16 bt oni de and 5 2-f 1 uor obenZyd MAY 2002

brom de and SUbsewﬁxﬂétHyFﬂNa g- T’i wemé’t(ﬁ??l '[@“90@33 55:391@9911@6
oxadi azole ring simlarl | es. 3 and |vegbt e conpounds 10

2-[[ 3- (4- ami dY hophewyt br H%%Q?xﬁﬁﬂ}bﬁﬁﬁr5p¥1T%EhY§ ?BE?W%GFfonyl)anlno] N,
N - dinethylacetanide 2-[[ 3- (4-am di nophenyl am no) - 2- hydr oxypr opyl ] 15

(4- |sopropylsul n et hyl acet am de

2-[[ 3- (4-ani df H%hé?ﬁ%gm%}cérRVHY% ¥85§$T(§1Y§§propylsulfonyl)anlno] N,

N - dlpropﬁlacetan1Memeﬂhﬁl-N2 {3-[4F (3-methyl- an1ﬁ;mbpbna@haaaina ) - 2

- hydr oxypr opyl 0 N ylba

2-[[3-(4- anldY ; e%¥ Eéﬁ% °§¥% ?%é%%?%p T%gﬂyfgp%oﬁg onyl)anlno] N,

N - di phenyl acesxpddanids;

4-{(2- hydroxy)-3-[ (4- |sopropylbenzenesulfonyl)benzylanlno]propylanlno}benza
m di ne, acetate, FAB 481, 4-{(2-hydrox i 3(4 [sopropylbenzenesulfonyl)30

buty|an1no]pr%pyha9Y%%@h@%zhﬂaabﬁ@yla@ arideFapvedy, { (2-hydroxy) -3-

[ (4- IEOPmﬁpylbenzwnﬁéym pnwlzs-[q (5-methyl-[1,2 4] - 8xad1azol 3
(2 et byt agol 4o x) ipthiyL) 2 nolpr gey! am nol bene et gy g, acet ate.

4-{(2- hydr oxygadbdtdmidepr opyl benzenesul f onyl ) - (4nmet hoxybenzyl ) am no] pr opyl
am no}benzam di ne, acetate, FAB 511, - 97 1 3 MAY 2002

2-[[ 3- (4-am di nophenyl am no) - 2- hydr oxypr opyl ] - (4i sopropyl benzenesul f onyl ) am
i no] aceti c acvithatebiprenyFiBlddpbonyl chloride gives

15 N-methyl-N-{3-[4- (5-methyl-[1,2,4] -oxadiazol-3-
vl)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)phenyl] -2-oxooxazolidin-5-ylmethyl}-

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-difluocro-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl}-
benzenésulfonamide;

35 with 4-tert-butylbenzenesulfonyl chloride gives
4-tert-butyl-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-
oxadiazol:B-yl)phenyl]—2—oxboxazolidin-5-y1methyl}—
benzenesul fonamide;



5

4-[[ 3- (4-am di nophenyl am no) - 2- hydr oxypropyl ] - (4i sopropyl benzenesul f onyl ) am
ino]butyric acid, diacetate, FAB 477, Co LAY 200
3-{[[3-(4-am di nophenyl am no) - 2- hydr oxyptopyl ] 10 H

(4-1 sopropyl henaenesit{ ONY ) Gha IRHBEAYE A DSRZOb Ly ACKh o dE S B E€s FAB 525,
4-{[[ 3- (4- am di nopheny|] am no) - 2- hydr oxypr.op %(44 sopr opyl behzenesul f onyl ) a
m no] met hyl }benzoi‘b-%%%uq%o‘&ﬁ‘éaé%alﬂ@?emef 5{ M P gty toN \ / H OH
OH O 4-{(2- hypr oxydT Zokd dia £6PF Dpyl psaeyEsb { ekydiadolidin-5-

(3, 5-di net hox Pen %lfkﬁén no%!gr o%am’ npi benzam di ne, diacetate, FAB 541,
4-{(2- hydroxy‘}l-'%@r[z‘% = | REPF ORI enZAHBEET f onyl ) (4- ani di nobenzyl ) ani no] pr opy!
am no} bengam di ne, tri25 acetate, FAB 523,

4

-{(2-hydroxy)-3-[f4-] | §o 1 .di nobenzyl ) am no] pr opyl
am no} benzam‘%ﬁtﬁ%,‘gt?#%%%%%&%%{ndg%jogéfqgg%%hé}gzooz 98 _

4- {(2- hydr oxy) - 3- [4 4p¢ntipt dpyhetamplerés{3 f bhy (3 (methybr bbehz4] ) ami no] propyl a
m no~benzam di . di acef atf, - Was . LGt 1" with

i odoet hane, %%%1%%% @éﬂ %&%ﬁ@%bﬁ%ﬁﬁ%ﬁﬂfﬁiﬁ%ﬁ}

2- br ononet hy | bripe s eheonamids or onet hyl - 2- met hyl t hi azol e and

4- met hoxylenzyl chloride and subsequent cl eavage of the oxazolidi none ring

and 15 the oxadigzple ting P Larly 4o Exeqp! 8,8, and 4 oives the

4-{3-[ (6-chl or o- 2-Mapdit iyl N1 § D14 ) €3 -hyeelny ho] 2 hysly coyad bpydhnd no} benzam d

ine 20 Cl|ﬂq§1f%ﬁ%§§f]P%i$g$$£gkolidin—5-y1methyl}-1-

naphthylsulfonamide.

15
Similarly to Example 2, the compounds below are
obtained

5-{5- [ ((butylsulfonyl)methylamino)methyl]-2-
20 oxooxazolidin-3-yl}benzamidine, acetate, FAB 369

HN>—< >—N’\(\/N _ﬁ\/\/ .

H,N

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;



4-{3-[ (6-chl oro-2-napht hyl sul f onyl ) benzyl am no] 2- hydr oxypr opyl am no} benzam
di ne, 25

4-{3-[(6-chl oro- 2- napht hyl sul fonyl ) - (4- net hoxybenzyl ) am no] - 2- hydr oxypr opy!
am no} benzam di ne, 4-{3-[(6-ch|oro-2-mnﬁghylsquonyI)-(naphth-Z-yI1jhm/mw
met hyl ) am no] - 2- hydr oxypr opyl am no} benzam di ne,

4-{3-[ (6-chl or o- 2- napht hyl sul fonyl ) - ( 2- met hyl 30

t hi azol - 4-yl met hyl 3 aff ] {2- pydppkyenoeyéani iohybemeahytlaménodli-acet at e,

FAB. 544 and gy Cae
4-{3:[(6-chld?%gay%gb%f%§ i) ?%%§?3§Z%:%%E %&?%@ﬁ%§??anino]-2-hydroxypropy|
am no}benzam di ne, di acetate, FAB 553. ~ 3 MAr toot - 99 Simlarly,
reaction

f -{5-[{(4-meth 1 1) methylamine) -
N—{3-[4-(%— et hy| -ilf%, b SarsaarY ?gf?ﬁgﬁy o Y A BN 5 yI et hyl )
(4- met hoxyphehgThed] f dnakrerazpl idinudbyit dhenaaBigisabsequent cl eavage of

t he oxazolidinone and the oxadiazole ring simlar to Exanple 3 and 4 gives
t he conpound 4-{3-[(4- hoxypheny| sul f onyl ) but yl am_no] - 2- hydr oxy10

propyl ani no} benza Hiﬁg?Eé£e¥a§'F ?ﬁ@?gggge%$ﬁP¥§PE%?n§éi@F¥BK?6f

N-{ 3- [ 4- ( 5- meatiyhe [ e 2hyi] bx2adbezokaldeyidpheny)]l }Benzankdznki di n- 5-yl met hyl)
(2-naphtq§I)sulfonanide with 15 i odobut ane and i odoet hane and subsequent

cl eavage “"of the oxazolidinone and the 20 oxadi azole ring simlar to Exanple
3 and 4 gives the Bofpolfidenzoylmethylamino)methyl] -2-oxooxazolidin-
4-{§-£(2-Ezghzg%igﬂéﬁggMiapHéylanino]-2-hydroxypropy|anino}benzanidine,

acet at e, n

4-{3-[ (2- napht hyl sul fonyl ') et hyl am no] - 2- hydr oxypr opyl am no} benzani di ne,
acetate, FAB 427. Exspi ez 1Haghcy 1ekabbily L feEApNEhend Inetho1 popLopr i al e
cyano derivatives IVf, bX [e }lon mntg, Zdroxylannnnlun1c | oride, the
Conpound§5beI%ﬁP%§ zolidin-3-yl}benzamidine;
3-53-N—hydroxygg&diBophenyl)-5-[(4-N—hydroxyanidinophenoxy)nethyl]oxazolidi
n-2-one, mp. -20%, . e

3- (3- N- hydr oxyani o ng%hérﬁ‘%’?}%@T’("é%‘ﬁﬁ‘ﬁ?%%%&%?nh&l%‘Bﬁﬂ‘é B%VI¥e RET] oxazol i di

n- 2- one, oxooxazolidin-3-yl }benzamidine;

n

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-
yl)phenyl] -2-oxooxazolidin-5-yl}methanesulfonate and
butylamine give the compound 5-butylaminomethyl-3-[4-
(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]loxazolidin-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-
naphthylsulfonamide;

with 4-biphenylylsulfonyl chloride gives



- 10 0 - 1 3 MAY 2002 3-(4-N hydroxyam di nophenyl)-5-[(3-N hydroxy

am di nobenzyl oxy) net hyl ] oxazol i di n- 2- one,

3- (3- N- hydr oxyam di nophenyl ) -5-[ (3- N- hydr oxy5

anm di nobenzyl oxy) met hyl ] oxazol i di n-2-one;gSimilarly to Exanple 2, these

gi ve, by hydrogenatlon h s_10 -
3- (3- ani di nophenyl =Bty i ﬁnﬁgrﬁg Egn%§§?¥%tﬂ}r;o%ézBFFGFﬁzgloﬁeyl) T3 MAY 200
di acet at e, n1pheﬂﬁD}iﬁﬁoﬁdexaapbsdinoﬁ}ylﬁéBhBE 4-biphenylyl-

3-(3- anldlnopggﬂygﬁaél&éB am di nophenoxy) net hyl ] 15 oxazol i di n- 2- one,

di acetate, mp.

3-(4- anldlnophenyl) 5 [(3 am di nobenzyl oxy) net hyl ] oxazol i di n- 2- one,
triacetate nwpthlBQnaﬁﬁthﬁbsohﬁomylFéBlBﬁBde2§1ves

3-(3-anidinopheny| Ln benz ¥l }ox 30
triacetate, g égf gnigngg ?EF%éeé%%”T% Ek? Sﬁgh%gbgl gf? to
Exanpl e 16, r@ @nybh %fonoa%ﬁz yﬁlarﬁyy%@ﬁibﬁiﬁr?réaahahz éyéﬁ@pheno|
subsequent reagtgen w th hydroxyl anmoni um chl ori de and hydro 30 genation

gi ves the conpound 4-(3-hydroxy-4-(3-anm di nophenoxy) butyl ] benzam di ne,

di acetate, FAB 327 NH HN NH2 H2N O OH - 1ol Exanple 20 1 3 MAY 2002
Under ni thgeBxample §0of 3-(5-methyl-[1, 2, 4] oxadi azol - 3-yl ) phenol is added
to 50 M of DMF and 5 2.6 g of sodium hydride are subsequently added at 5.1
m of epibro drin,ar ded, ,and.t he xture is stirred at room

t enper at ur e Pg t ;aﬁ%ﬁrg a%ﬁ%?%ﬁﬁ?y3mﬂPﬁn%p gi ves

5- net hyl - 3- ( 3- oxi ranyl net hoxyphenyl )[ 1, 2, 4] - oxadi azol. 10 8.0 g of the

oxi r anyl conppuaétﬁyf ﬁt§§0k¥e¢sLme6991nkloi ﬂ?tBﬁQQEaEB@ NH§19aS i's

nt r od ce for t 6 .hour
PP AT CE M N ST N BES SIS o
1-am no- 3-[ 3- 95vaethyl[1 2, 4] - oxadi azol - 3-yl ) phenoxy] propan- 2-ol e ("AB").

15 500 ng of AB g0 34% aﬂ& 4= aa&heﬁypbﬁexhgmgﬁeﬂxh -§bhogpidgytoget her
di et hyl anlnopyrldlne/g of resin)

with 2. %ge é
in5m of pyPFBP amiBo {PERERE: %n?oon1tenperature for 24 hours. The resin
is filtered off and the filtrate is

0

' |
HN /A\T/N\N'~S-/’\‘//
HN OH / ” ;

H,N 0

4-isopropyl-N-methyl-N-{3-[4-(5-methyl-[1,2,4]-oxa-
diazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl }benzene-

20

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-oxooxazolidin-5-ylmethyl }phenylvinylsulfon-
amide gives



20 wor ked up as usual, giving

N-{ 2- hydr oxy-3-(3-(5-nethyl [1, 2, 4] - oxadi azol - 3-yl ) phenoxy] pr opyl } - 4- met hoxy
benzenesul f onam de. This gives, by hydrogenation simlarly to Exanple 2, 25
t he conpound

3-[ 2- hydr oxy-3-(4-me enze suI on X n1d|ne

FAB 380 HN ~ , ~~%Tt$tfiﬁb if gg ﬂf%%ngfa%é n of "AB" ﬁ%@h%MZ
4-i sopr opy| phengtsxypooyylahinoe j denz@mndphehyl sul f onyl chlorlde 35

6- chl or o- 2- napht hyl sul fonyl chloride, 7-nethoxy-2-naphthylsulfonyl chloride

- 10 2 - ~ 3 MaY zoos ang sgb guent hidrogena I on %ives t he Eonpounds
bel ow 5 3-[ 2-MyBebRyd N3t &drp Bp??BEK histl f brgrariasel-3-y
pr opoxy] benz aphehye] aeexamfazéwfﬁBQQS Plmefhl } hgdnaphth@lsul £an-napht hyl

sul f onyl xy] benzam di ne, acetate, FAB 400; 10
3-[2- hydroxyn§H§%écﬁ{g$% napht hyl sul f onyl am no) gropoxm]benzan1d|ne

acetate, FAB 434; %={3= ﬁ&%r%&gh% r#SH%€ﬂ6x§1@eh%x ERYNQUF R ohyAroxy-

am no) pr opoxypbepy bamthdbenReeh bl tne FABc488te ISFABMLaEl Yy, reaction of
1-am no-3-[4-(5-nmethyl -[1, 2, 4] oxadi azol - 3-yl ) phenoxy] propan-2-ole with
4- met hoxyphenyl sul f onyl chlorlde 4-i sopropyl phenyl sul fonyl chloride, 20
2- napht hyosul § velloratBrieehyb=Bhi 3r 64 2 hapdthyl sil f angi -oknrdindel -

7- met hoxy- 2- nﬁpﬂﬂlWhéﬂ&ipnyloﬁbbﬁékdhéﬂﬂ subsegtepl | bydhragrbayion 25 gives
the fol | ow ng Cfggnamlge gives
4-{3-[(6-chloro-2-naphthylsul fonyl)methylamino] -2-
hydroxypropylamino}benzamidine, acetate, FAB 447;
15
4 -propyl-N-methyl-N-{3-[4- (5-methyl-[1,2,4]-oxadiazol-
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-oxooxazolidin-3-
vl}benzamidine gives
4-{3-[(benzoylmethylamino] -2-hydroxypropylamino}-
benzamidine;

40 5—{5—[(2—ﬁaphth&lcarbonylmethylamino)methyl]-2-oxo-
oxazolidin-3-yl}benzamidine gives



4-[ 2- hydr oxy- 3- (4- met hoxybenzenesul f onyl am no) pr opoxy] benzam di ne, acet at e)
FAB 380; 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- naplhghy) sul f onyl ani no) pr opoxy]

benzanmi di ne, acet at e CBZ 13 MAY 2007
4-[ 2- hydr oxy- 3- ( 6-Th N %W%ﬁﬁqwr&?ﬁ%%”ﬁ]op%x}%%%%m di ne,
acet ate, FABp®hylanihdjeirmemi3iire net hoxy- 2- napht hyl sul f onyl

am no) pr opoxy] benzam di ne, acetate, FAB 430. 1 3 MAY 2Q02 - 103 Exanple
21 10.7 m of S tre met hano, are added to 30
n of nethanal E@yﬁ[cﬂm djicazr Qazrancg ‘Sﬁé&fﬁ])l%éo’i‘%‘ added under
ni trogen and d}hfzdﬂwdmeaﬂsl}QenzamiLcMneﬁgims 10 m nutes. The m xture is
subsequent | y adde fﬁW% r I, and 20 m
of nethanol, and t re |s%%23§%%@¥ Jgr{cﬁour éfq%g&n xture is
t hen 10 adm )E&PRM%WMZQ iHdN®im bor ohydri de and sti rred at 60 for 1
hour. The m xture is subsequently adm xed two nore tines with 1.44 g of

par af or mal dehyd
bor ohydri de gcﬁg ‘3 %ml%%%w%ﬁ“ﬂ%ﬁ%%ﬁri |s&ﬁydr ol yzed
usi ng 1N RaOxarPdistide up Meengamid lim®iFigYes, as a crude product, 1.93

g of N rmethyl - 4- (5 hyd4{mp’?néiiﬂz§ammnﬁméamAmﬂm] 28)- Wy &edki i on of

1.35 g of 4-(5-net dlazol3yl) N-net hyl aniline and 1.0 nl of
epi chi orohyd(ﬁlh I?yr}%mr# }ol?éré% Jl %hd 3.5 nl of water is boiled under

reflex for 12 hours. Customary vvork up gives 0.4 g of

N- et hyl - N- 0xg 1 @y | et iyl oot 2838 e thyll Zmfd o e 1871 i Bz9ks 3-y1 ) aniline. A
sol ution gf 0.39

N- et hy!l ke oxﬁ’?rﬁf%ﬁechﬁfp Y RsRAAIRE B3Mexadi azol - 3-yl ) ani | ine and 30
m of nethyl ani ne {3 5t4 erigtdraberadingyhy raninod - Dfhydherot is stirred

at 65 for 15 VPl artH4sd Yari#adip gives 0.44 g of 30

1- met hyl am no- 3-{net hy I-:i4 (5 met hyl -[ 1, 2, 4] - oxadi azol 3-yl ) phenyl ] am no} pro
pan-2-ole ("BC'). 100 ng, of "BC' and 87 ng of 4-isopropyl phenyl sul fonyl
chlori de toget-her, Widimea0y kpyrarfy PotN-meet y DN 3 1[4 (Frohe iyl -

di met hyl agi nopyrj %]ﬂ%;ga&faic?@:n)ylﬁbﬁeﬁhﬁéoéx&éﬁ& Bt hang are stirred
at roomterrperature for 16 @ugs The resin is filtered off and the

filtrate i s BT RKEH LpPnzene namig SHSRs 109 ny of N
(2- hydr oxy3- { met hyd-{ 34k ( 45¢mmmet[11ylzzromlL@mmlﬂowwhenyl]

am no} pr opy| )m&ﬂ%ﬂﬂy]l = NHRd sk AOTE A1 dirded, MA¥e2QER,- 104
By hydr ogenatbj,AQQ 4%{(1 arly to Exanple this gives the conpound

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 aminol] -2-hydroxypropylaminc}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



4- ({2- hydroxy-3-[(4-isopropyl benzenesul f onyl ) - Nmet hyl am no] pr opyl ~- N- et hyl
am no) benzam di ne, acetate, 5 FAB 419 NH HZN N-N. S OTH Sim larly, reaction
of "HC'" with 2-naphthyl sul fonyl 10 chloride and subsequent hydrogenati on

gi ves the conpound - 82 -

4- ({ 2- hydr oxy- 3- [ (napht h¢@- o4 581l forothd Ay IBSHve asb b} o5 pryhe c Ay et hy IMAKLINR)
benzam di ne, di ac%%% chB 15 427 TheoLgl | ow n(?. exanples r %I ate Et
pharnaceuticwﬁm*QQ Y F@§YEEP%§%3E&% . ?5?%% 183 vi 8F§ERSS0l uthi of
100 g of an a&3l¥wve conpound of the formula | and 5 g of disodi um hydrogen
phosphate in 3 1 of doubly distilled water is brought to pH 6.5 with 2 N
hydrochl oric acid and subjected._t s[erile fiItraLion, 25 and injection
vial's are5fi 14 REMYH NP bt o ~ H4ophi TR unbief r 41 eP¥@128PHT ti ons
and cl osed urglerl sitesny¥] CpMshddensol FEOM- 5 Ay Baét iyl Ybahzenasal fsnS ng of
active compound. . 30 Exanple B: suppositories A mxture of 20 g of an active
compound of tHEYDrFNEE |- ~with-100 g of Soya lecithin and 1400 g of cocoa
butter is nelted, $olB-el{4 nennplbeszemesal fomel) metBy MmindDO2-- 105 to
cool . Each s ' ' . act i o] mple C
solution 5 A%ﬁ#ﬁé\%%@p%?}e%@?%ﬁ Hggbfé((g%g%c i\L/j%g%ogr%(p%Und of the
formula RO 9.38 g of NaH2P042H20, 28.48 g of Na2HP0412H20 and 0.1 g of

benzal koni uml\pj}ﬁé)gﬂ};lle_lljjg{ﬁ_ﬂf&msg{.?%l E%,’di Sk i 1&,@5}@34\@;@163%%}5 s brought to

pH 6.8, topped up to and steri| irradiation. 1 S sol ution
can be used iRPeHEL ¥ vF RERORRERY} BHER - Baakpe ey J ot meaRREhsbeulfen- an active
conmpound of theidorgateas!| are mxed with 99.5 g of vaseline under aseptic

conditions. 15 EXx ng#e ' %éﬁg ts, A ixture of kg, of . active compound of
Che formia I 4 kG b1~ 1 e iy av b nde arietite) 26 BV aesar cal ¢ and
0.1 kg ofsmagnespyinamntwa)ldrzani ginsseacetrdne 20FABAEY s in the custonary
manner Such that each tablet contains 10 ng of active conpound.
6-chloro-N-butyl-N-{3-[4- (S5-methyl-[1,2,4] -oxadiazol-3-
yl)phenyl] -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 phenyl]-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 gives



Exanpl e F. coated tablets Tablets are pressed anal ogously to Exanple E and
are 25 then coated in the customary manner with a coating of sucrose,
potato starch, talc, tragacanth gum and dyestuff. Exanple G capsules 30
Hard gel atin capsules are filled mﬁth 2 of active conpound of the

g p é(ﬂ nmp " M Mf ZUUZ

formula I in the customar er ch t tains, 20

the active conpoun%?i%g?ﬁiaWﬁF F€§Y£F§EF ?iﬁmSFﬁigﬂﬁlEP active
conpound of theh?@r@r?prbpyhaﬁﬂn&}béndambﬁynd;sacétadewaFBB rg3subjected to
sterile filtration, and anpoules are filled with the solution, |yophilized

under sterile conditions and -1 0os - 13 MAY 2002 cl osed under sterile
condi ti ons. EﬁeheahpbuNe{EemﬁaKﬁsmeﬂhyb o1 ,2cti vexgdnpoahd3-yi) +

-107Pat entz C e R2 3~0 Rin
which 1 B%MAV&5€§§i$?£b Qﬁﬁ§£ﬁ}§ W ?iﬁytﬂxiglggxggtﬁé substituted by
-COA, - CJ C( RByr3phpnyl) onawidergbyea conventional anino-protective
group, Oor HNN, OCHs Rz is H A OR5 N(R5)z, NOz, CN, Hal, NR5COA
NHCOAr , NHSO02A, NHSO Ar R5) r, S(O)DA or
S(O~Ar, R3is R5 #7i3 [uﬁesl)*%}h%bo&snaﬁatlaxaswlfaax%h@?tayéamgé ZCON-,

thus form ng a-hyaeskegpedpyl aginvhberzERidsne C-aravdt&, i BAB, 443.

10
Example 11

A solution of 10.9 g of 3-(4-cyanophenyl)-5-hydroxy-
methyloxazolidin-2-one (“F”), 5.9 g of 3-cyanophenol,
15 26.2 g of triphenylphosphine 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;



R4 is A cycloalkyl, -[C(R5)z]mAr, -[C(R5)z]nHet or -CR5=CR5-Ar, R5is H A

or benzyl, Xis O NR5 or CHz, sc2otioi do~ -108 Y is O NR5,
N(C(R5) 2Jm Ar, N(C(R5)2] mHet, N(C(R5)2]mCOOR5, -N N, U-N~, 5 WA @R
RS ~N-N~, i 3 MAY 200" 1 N(C(R5)2] m CON(dH)2, N(C(R5) 2] m CONRSAr or

N(C(R5) 2] m CONAr2, is 502, CO or CONRS, is alkyl having 1-20 C atons in

whi ch one or two CH2 groups can be replaced by Oor S atons or by - CR5=CR5-
groups and/ orwiltly Heatgamoparnbi,reptecadidyy Fwith | siyaehtyidmmanipenyl
whi ch is unsu [ tut ed -..di-_or frissubsti by R, A Ar', OR5,
N(R5) 2, NO2, %?S\#’Lrbﬁi‘? M@M'?l o‘lz‘i‘%j %ﬁf&' COOR5, CON( R5) 2,
CONHAr ', CORS, CO&+* (4 trg)dimaepheiy) 25+ [ M+ ambd iapiplndépdxpr mebeyy] - which is
unsubst it 4t ed, o1, JPNein-SlanoOr taigubshitut egx. Y Rigabc ORRie MnfRDA - NO2)
CN, Hal %HCOA, B0 " o ES) 2, “CORE or - 5(0 Dg Het i s a nono- Tor bicyclic
saturated or W¥¥Fakurated heterocyclic ring system which contains one, two,
three or four identical or different hetero atons such as nitrogen, oxygen

and sul fur and, which is unsubstjtuted or o~ pol ysyhstituted by Hal, A,
A R COUREY R CHERE] B (RbBORKEREROTRBRR e RRER O CERMBORy IS Wiren.
Hal is F, C ,tid @smpoumdis 0, 1, 2, 3 or 4,

10 N- [3- (4-cyanophenyl) -2-oxooxazolidin-5-ylmethyl] -
N-ethoxycarbonyl-4-cyanobenzenesul fonamide, diacetate,
FAB 489.
Example 12

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 8b°c for 18 hours. Customary work-up gives 3-[4-(5-
methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5- (4-phenyl-
piperazin-1l-ylmethyl)oxazolidin-2-one.

By hydrogenation similarly to Example 2, this gives
25 4-[2-0x0-5- (4-phenylpiperazin-l-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-
methyl) oxazolidin-2-one.

By hydrogenation similarly to Example 2, this gives

35 4-{2-0x0-5-[4- (benzo-[2,1,3]-thiadiazol-5-yl-
methyl)piperazin-1l-ylmethyl]oxazolidin-3-yl}benz-
amidine, acetate, FAB 512.



SG201101 doc -109 nis 0, 1 or 2, and salts thereof, with the proviso

that the follow ng conpounds are excl uded

1-i sopropyl am no-3-[4-(5-nmethyl - (1, 2, 4] oxad

i azol - 3-yl ) - phenoxy] - pr opan- 2- ol , - 85 - 1.3 MAY 2002

112 (3 Al et ResRlenda i Ak NGty (P IPA MY ddeityf] pxpg) apol -3V
) phenoxy] - pr opan-2-0

1- [ 4- ( 2- met hogyaghaaplly 3pypéphenyll-¢rpxgoxazesd idanhgryll i methporad

i azol - 3-yl ) phgpexyhzpeopan-2-ol . 2. Conpounds according to Caim1l, a)
4-{3-[4-(2, 6-dichl oro-4-net hoxybenzenesul f onyl ) pi perazin-1-yl]-2

hydr oxypr opyl am no} benzam di ne; b)

4-{3-[ (4-isopwapyl bepigaesaul honyl) pprhpidinaohizes

hydr oxypr opyl am no

benzam di ne; . c) .
4-{3-[4-(1-naphthy%ﬁggzngQSEggﬁyﬂ}p?péﬂé?¥ﬁ9i9§Pﬂ:éfK}&PB?FB#&ﬁ?Fanino)
benzam di ne; d%- (pyrimidin-2-yl)piperazin-l-ylmethyl]oxazolidin-2-
3-(4-anidinopgg@yl)-S-[(S-anidinophenoxy)nethyl]oxazolidin-2-one and salts
t hereof. 3. Procéss for preparing conpounds of the fornmula | according to
Claim1l and salts thereof, characterized in that a) they are liberated from

one of thejr {upgatbeRsl1depkyatiyesSqhyekreatment with a solvolysing or
hydr ogenol ysi ng agent, %g 1) Iibera?ing an am di no sroug fromits
oxadi azol e deri vat Pvd4byoneEbYénditysi 8] -PrrdiagracrnylarbsryahtBonal

ami no- pr ot ect ifyepgheydphpei-aeahreni,1met hya ) sekyel Y 8iAg206nBYdr ogenol ysi ng
agent with hydrogen or SG201101 doc
with (benzo-[2,1,3]-thiadiazol-5-yl)piperazine gives
15 3-[4~(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl] -5-
[4- (benzo-[2,1,3]-thiadiazol-5-yl)piperazin-1-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-1l-ylmethyl])oxazolidin-~-2-one
gives

25 4-[2-hydroxy-3- (4-pyrimidin-2-ylpiperazin-1-yl)-
propylamino]l benzamidine, acetate, FAB 356;

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

30 4-[2-hydroxy-3- (4-benzylpiperazin-1-yl)propyl-
amino]l 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.
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(3,5-dimethoxybenzyl) piperazin-1-ylmethyl)oxazolidin-
2-one gives

4-{2-hydroxy-3-[4- (3,5-dimethoxybenzyl)piperazin-
1-yllpropylamino}benzamidine, FAB 428.

Similarly, reaction of methyl {3-[3-(5-methyl-[1,2,4]-
oxadiazol-3-yl)phenyl]-2-oxooxazolidin-5-yl}methane-
sulfonate with 4-piperazin-1l-ylpyridine gives

3-[3-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (pyridin-4-yl)piperazin-l-ylmethyl]loxazolidin-2-one
which is converted by hydrogenation into

3-{2-0x0-5-[4- (pyridin-4-yl)piperazin-1-ylmethyl] -
oxazolidin-3-yl}benzamidine, acetate, FAB 381, m.p.
152-165 (decomp.).

Example 13

A solution of 200 mg of “A” and 66 mg of butyl
isoc&anate 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-[4-(5-methyl-[1,2,4]-oxadiazol-3-
yl) phenyl] -5- (4-butylaminocarbonylpiperazin-1-yl-
methyl)oxazolidin-2-one.

Similarly, reaction of “A”

with cyclohexyl isocyanate gives

3-[4-(5-methyl-[1,2,4]-0oxadiazol-3-yl)phenyl] -5-
[4- (cyclohexylaminocarbonyl)piperazin-1l-ylmethyl] -
oxazolidin-2-one;

with 4-methoxyphenyl isocyanate gives

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
{4—[N-(4-methoxyphenyl)aminocarbonyl]piperazin-l-yl-
methyl }oxazolidin-2-one;



or ¢) R is ~~NNOHN~ or O~~N~ON = CH3 1 3 MAY ~0~2 R3 and X toget her
are -CON, thus formng a 5-nenbered ring, NR5, -NN , -N=~Nor Yis ~-~
~/ ~5 R5 R5 ~N~Nv and R2 and R5 are as defined in Cdaiml, is reactedlyqﬂWZMZ

a conpound of the forrrula L1 in which Bz WL Wis -S02- or -CO,
defined in C ai .S Cl r afre qr actlvefunctlonally
derivati zed &—lItg?r(J)zlu utorfo t,h% zglrelng cor?pcaf aas ofglt\ﬁe formula I in

whi ch S&G01101 dad- [4--1(§2met|‘b,}®—~[~ll\l2o4l-]|Noxa‘d~la,zca-+3R‘yll Jpheryrl RS -and X
together are 4QQN¥'4J€y¥%ﬂﬂgfgdglﬁyfbﬂgﬂv¥¥éﬁiﬂdé&kbonyl]plpera21n—

1-ylmethyl }oxazolidin-2-one;

5
with 4-chlorophenyl isocyanate gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
{4- [N- (4-chlorophenyl)aminocarbonyl]lpiperazin-1-yl-
methyl }oxazolidin-2-one;
10
with 3-ethoxycarbonylphenyl isocyanate gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl] -5-
{4- [N- (3-ethoxycarbonylphenyl) aminocarbonyl]lpiperazin-
1-ylmethyl}oxazolidin-2-one;
15
with l-naphthyl isocyanate gives
3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-
[4- (naphth-1-ylaminocarbonyl)piperazin-1-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) aminocarbonyl] piperazin-1-ylmethyl}-
25 oxazolidin-2-one gives
-{2-0x0-5-{4- [N- (4-methoxyphenyl) aminocarbonyl] -
piperazin-1l-ylmethyl}oxazolidin-3-yl }benzamidine,
acetate, FAB 453

OO T

30 o

o<

3-[4-(5-methyl-[1,2,4] -oxadiazol-3-yl)phenyl]-5-{4- [N-
(4-trifluoromethylphenyl)aminocarbonyl]piperazin-1-yl-
methyl }oxazolidin-2-one gives



NR-, - ~- ~-N-NYis ~-~R5 or R~ R~ ~N-N- Wis -CONH,

are as defined in Claim1, a conpound of the fornula I

R1

and R2 and R4

I X~Y' R2 3~0

Rin which ~~N.OIl \ NOHN~ NR is ~or 1 3 MAY 2002 S&01101 doc”MAﬁ@m
R3 and X together are -CO N, thus foryrigg a 5-nenbered ring, NRS) - ~ "

eactod w th a conbolBaoEr R DVl a orF - PaERECLE FoRAnhT

iml, is

SRR i s as

defined in Oeanbdnyblpiperazin-l-ylmethyl }oxazolidin-3-yl}benz-

amidine, acetate, FAB 473;

5 3-[4-(5-methyl-[1,2,4]-oxadiazol-3-yl)phenyl]-5-{4-[N-
(4-chlorophenyl) aminocarbonyl]l piperazin-1-ylmethyl}-

oxazolidin-2-one gives

4-{2-0x0-5-{4-~ [N- (4-chlorophenyl) aminocarbonyl] -

piperazin-1l-ylmethyl}oxazolidin-3-yl}benzamidine,

10 acetate, FAB 457;

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

gives

15 4-[2-0x0-5- (4-butylaminocarbonylpiperazin-1-yl-

methyl)oxazolidin-3-yllbenzamidine, 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-

carbonyllpiperazin-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-1l-ylmethyl] -

oxazolidin-2-one gives

4-{2-0x0-5-[4- (naphth-1-ylaminocarbonyl)piperazin-

1-ylmethylloxazolidin-3-yl}benzamidine,
30 403.

Similarly to Examples 3 and 4,

acetate, FAB

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

gives

4—[3:(4—bupylaminocarbonylpiperazin—1-yl)—2-

hydroxypropylamino]l benzamidine, acetate, FAB 377;



VIl d) that for preparing conpounds of the formula | in which - ~~N p ~~N~-O
HN-~ NR is ~ or R3 and X together are -CO-N-, thus formng a 5- menpeimdil?
ring, 1 3 MAY 2002 SG&01101 doc  -114Y is NC(R5)2] m COOR5) Wis S02, and

R2 and R4 are as defined in Caiml, a cogpound of the formula Il RL I x WMAY

FQSLLLeE gfe 3%?%%E§TQ%%EY}6Eif%g4£ﬁé%%%%55?gé3?&E%?h%ngifkgtfﬁg?Z?ESCéCRS,
and R2 and R5(eyelalserelamendocarfbayh) pipesagtacleglmethyn] eonpound of the
formila VIT1 Ba:502: ki Y151 ohel g bk o
4-[3-(4-~cyclohexylaminocarbonylpiperazin-1-yl)-2-
5 hydroxypropylamino]lbenzamidine, acetate, FAB 403

HN N o)
Hg«@””f ‘\/N"{ﬁ’O

10 Example 14

A solution of 1 equivalent of methyl {3-[4-(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl}-
methanesulfonate, 3 egquivalents of glycine benzyl
15 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”).
20
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-
25 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,
30 acetate, FAB 517,
and

benzyl {N- [6-chloronaphth-2-ylsulfonyl] -N- [3- (4-
amidinophenyl) -2-oxooxazolidin-5-ylmethyl] amino}-
acetate.

35

Similarly, reaction of “G”



1 ~ MAY 2002 SG201 101 doc ~ 3 M41~ 2~~ -115L is C, Br, | or a free or a
reactive functionally derivatized OH group, and R4 is as defined in Claim
1, or e) that for preparing conmpounds of the formula I in vvhichp?J Mgy 862 and
R3is Hand R, RZ, R4, Y and Ware as g@aned in Claim1l, these conpounds

are Ilberatedfromthe Ii&glnon der | \i V.es bg' treahrrent wWth a
sol vol ysi ng &F iy dr 5§ 3 or F* Pﬁééefor BfepaPPRESEBRBbUNds of
the formul a hydro@enﬂtﬂ%nlgivda =NH) - NH2, a cyano group S converted into
an am di no group, L f I
Ré%r F\[g?a g:/hor Z%%%%n 1 e?l[e a%nldln rp%e%

radicals Y, R are ¢ 0 one gdl cal s
R, R, R3 ammmed§¢lM@}nﬁﬁmYLmanthia EdeulCUocaCld116 erehgteol ysi ng
an ester groypq Qggi ve a carboxyl group, ii) reducing a vitro group,

0
N (=0
H,N N

with 4-methoxybenzenesulfonyl chloride and subsequent
10 hydrogenation gives
{N- [4-methoxybenzenesulfonyl] -N- [3- (4-amidino-
phenyl) -2-oxooxazolidin-5-ylmethyl]amino}acetic acid,
acetéte, 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-S-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]lamino}acetate, acetate, FAB 565.



iii) acylating an am no group, and/or h) converting a base or acid of the
formula | into one of its salts. 4. Process for preparing pharnaceuti cal
formul ations, characterized in that a ~ 3 MAY 200T conpound of §heviynsul a
| according to Claim1 and/or one of iitsgphysiologically acceptable salts

I s brought in%}c() a Eui{gbl e dosage formtogether with at |east one solid,

liquid or se arrier or auxiliary. 5. Pharmaceutical fornulation
characterized by a content of at |east one conpound of the fornula I

di | and/ ' ' ' l I lts. 6.
Compounds of Fhedis BrachoofingbliRErapRYBehEan KeRTE IR BRIV
accept abl e sapipefazimeniat imethdnohbésesst impoedr underi feltlott ofipr 4

arteriosclerosi inf1g¥g§q' S opbexy; gign: S, 4664 1 S
after angisopﬂzg?%/sénéﬂc auﬁlggt ?Ngglgnt rﬁ%\{%s.‘l 3{ ﬁ-fgcﬁ}::déc}en{s@o the
fornula I accRtReFRZid- Tral pUoReYy Hhenrophysi b ogi cahry actipemientsal ts
as i nhi bi t or syof c€pagulAtd PN HyasRly 1%tind  Woaretnteppaendst pbrade Nf-or mul a

| according to aim31 and/or ‘their physiologically acceptable sajts for
t he prepar ati%‘%‘?xﬁ'%g@%ﬁéﬁ?xyﬁ'&?%@ﬁ ARHUR-OT YL hRTPBPRYl 2 |
accordi ng to Kimiamidimel/ osubbequenbyscolagionl i thceepitdld eargatdrsiden
conbatingothronboses, nmyocgar di I.nf.ar arterioscler

[

i nf | anmati-onsS* 4popl exy, ﬁ&cﬁ?oﬁcé'c’tldr '%I,éarbe'ﬁlé)r? Sah e :'ig'i [04p'l (a?s'ty and
cl audi cati o imeehyd ¢+ {2n2, 4 53204d04zdbe3 -yl) phenoxy] propane. After
. A . AS. An. Aueréné@af‘é‘fl-tﬁg 'ﬁ%% @écﬁ*ﬁ% with HCl in dioxane, reaction
with 4-propylphenylsulfonyl chloride gives the compound
2-acetoxy-1-[4- (4-propylphenylsulfonyl)piperazin-1-yl] -

15 3-[4-(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-1-yl]propoxy}benzamidine

20
HN /\(\N/\‘ (")
H N> _<: >—0 OH \\/N—ﬁ‘-@\\\
2 .
0]
The compounds below are obtained similarly
25

3-{2-hydroxy-3-[4- (4-biphenylylcarbonyl)piperazin-
1-yl]lpropoxy}benzamidine, acetate, FAB 459;

3-{2-hydroxy-3-[4- (6-chloro-2-naphthylsulfonyl) -
30 piperaiin-l—yl]propoxy}benzamidine, acetate, FAB 503;

3-{2-hydroxy-3-[4-(2-naphthylsulfonyl)piperazin-1-
vl]lpropoxy}benzamidine, acetate, FAB 469;

35 3—{2:hydroiy—3—[4-(4—propylphenylsulfony1)—
piperazin-1l-yl]lpropoxy}benzamidine, acetate, FAB 461;
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5
A solution of 1 equivalent of N-{3-[4-(5-methyl-
[1,2,4] -oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-yl-
methyl}- (6-chloro-2-naphthyl)sul fonamide (“1")
[obtainable by reaction of 5-aminomethyl-3-[4-(5-

10 methyl-[1,2,4]-oxadiazol-3-yl)phenyl [oxazolidin-2-one
with 6-chloro-2-naphthylsulfonyl chloride], 1.1
equivalents each of N,N’-dimethylchloroacetamide 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-5-ylmethyl }amino) -N, N’ -
dimethylacetamide.

Similarly to Examples 3 and 4, this gives the compound
20 2—[[é-(4—amidinophenylamino)-2—hydroxypropyl]-(6—
chloro-2-naphthylsulfonyl)amino] -N,N’-dimethylacetamide

Cl

AT kf

25 Similarly, reaction of “I” with

N,N’-diethylchloroacetamide,
N,N’ -dipropylchloroacetamide,
N-phenylchloroacetamide,

30 N,N’—diphgnylchloroacetamidé and
ethyl chloroacetate
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2-[[3-(4-amidinophenylamino) -2-hydroxypropyl] -

10 (6-chloro-2-naphthylsulfonyl)amineo] -N,N’ -dipropylacet-

amide,

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)aminc]acetic acid, acetate

FAB 491.

Similarly, by reaction of N-{3-[4-(5-methyl-[1,2,4]-
25 oxadiazol-3-yl)phenyl] -2-oxooxazolidin-5-ylmethyl) - (4-

isopropylphenyl) sulfonamide with

N,N’ -dimethylchloroacetamide,
N,N’-diethylchlorocacetamide,

30 N,N’-dipropylchloroacetamide,
N-phenylchloroacetamide,

N, N’ -diphenylchloroacetamide,
benzyl-bromide,
iodobutane,

35 4-chloromethyl-2-methylthiazole,
4 -methoxybenzyl bromide,
ethyl chloroacetate,
ethyl 4-chlorobutyrate,
ethyl 3-chloromethylbenzoate,

'l
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##} 2 ?MB70@D 2-[[3- (4-amidinophenylamino) -2-hydroxypropyl] -

(4-isopropylsulfonyl)amino] -N,N’ [-dimethylacetamide,

2-[[3~(4-amidinophenylamino) -2-hydroxypropyl] -
15 (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-isopropylbenzenesul fonyl) -
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]propylamino}benzamidine, acetate,
FAB 511,
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isopropylbenzenesulfonyl)amino]lbutyric acid, diacetate,
FAB 477,

3-{[[3- (4-amidinophenylamino) -2-hydroxypropyl] -
10 (4-isopropylbenzenesulfonyl)amino] methyl }benzoic acid,
diacetate, FAB 525,

4—{[[3-(4—amidinopheny1amino)—2—hydroxypropyl]-
(4-isopropylbenzenesulfonyl)aminol methyl }benzoic acid,
15 diacetate, FAB 525

0
] \\
HN ’S\
N N
H,N 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)aminol propylamino }benzamidine, tri-
25 acetate, FAB 523,

4—{(2—hydroxy)—3—[(4-isopropylbenzenesulfonyl)-
(3-amidinobenzyl) amino] propylamino }benzamidine,
triacetaté, FAB 523 and
30
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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-hxdroxypropylamino}benzamidine

20
Cl

o X
HN N”'%
aVal G
H,N OH

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.
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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,
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10 3-(3-amidinophenyl) -5- [ (4-amidinophenoxy)methyl] -
oxazolidin-2-one, diacetate, m.p. 150-166° (decom-

position), FAB 354;

3- (3-amidinophenyl) -5- [ (3-amidinophenoxy)methyl] -
15 oxazolidin-2-one, diacetate, m.p. 312-318°;

3- (4-amidinophenyl) -5- [ (3-amidinobenzyloxy) -
methyl] oxazolidin-2-one, triacetate, m.p. 189-205°
(degomp.), FAB 368;

20

3-(3-amidinophenyl) -5- [ (3~amidinobenzyloxy) -
methyl]oxazolidin-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)butyllbenzamidine, diacetate, FAB 327

NH HN _NH,

H,N
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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-
benzenesulfonamide.

This gives, by hydrogenation similarly to Example 2,
25 the compound

3-[2-hydroxy-3- (4-methoxybenzenesul fonylamino) -
propoxylbenzamidine, acetate, FAB 380

HN S
0] N’
/\/\ H
NH OH Oo/

Similarly, reaction of “AB” with

30

4-isopropylphenylsulfonyl chloride,
2-naphthylsulfonyl chloride,

35 6-chloro-2-naphthylsulfonyl chloride,
7-methoxy-2-naphthylsulfonyl chloride
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propoxy]benzamldlne, 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)phenoxylpropan-2-ole

with 4-methoxyphenylsulfonyl chloride,
4-isopropylphenylsulfonyl chloride,

20 2-naphthylsulfonyl chloride,
6-chloro-2-naphthylsulfonyl chloride,
7-methoxy-2-naphthylsulfonyl chloride

and subsequent hydrogenation

25
gives the following compounds
4- [2-hydroxy-3- (4-methoxybenzenesulfonylamino) -
propoxy]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) propoxyl benzamidine, acetate, FAB 430.



10%b n& ()- s10%& & ()-IJMV|[:vU410 “"10%& ()- ""10%&J& ()- 9!
1098 & ()- “10%& & ()- 10%&' ()- @ 10%&' & ()-Ku|[:vU410 1@10%0 & () -
/10%& & ()- L@10%& & ()-@f)yl0%& & ()-S ( 10%& & ()- 7 MAY 7
10%& & ()-([\]"krvUA10 @10%&L& ()- &1Q0%EL& ()- 10& 10& 10& 8311)/«&4 Y, Qaf
(10%& & ()-3 \ 1@ 10% & ()-rzr|[:vuaT0ol%s@10%& ()- H 10%&& () -
10%& ()- s| BRAPA& 2)-T FI0W&LE& ()- & 109%&L& ()-r.e~|[: VU410

d! Fo%6! 109%8& ()- 9"Z 10%&L& ()- ~~@10%W%E& ()- d " @10%& ()- 9Z

1094 8&L& ()- ~S@10%%& ()-> |[:vU410 a 93@10%&L& ()- 93@ 10%g" & () -
9s0s10%.8L& (30X @ @formcgliam Jmetda@ i, &3 0% - stremotbosivk methanaldlo
&s10% "' " & () ar@lgéaed& &a %o&lﬂif of& et h&&d 0% 4&4%&&!8& &L@-JQL&L
9Y: 10%_&L& ()- o%% f% % rT 0%#& % & ().-
109% # & (P- O 2%18:%)1’1&%% nié%ﬁ&“()and the
Sf)lOO/‘O/‘& ()mi@tdedo 1s&dt)1rr@5%aﬂﬁ)%55&fb)r- 10 miﬂﬁP&&@&Thk mlxture

£110% U’ & f| oblU410 91 T 98510% "4

10% g ()5)4< H%d}? SEqURntLyy i‘é%}eé 42 BB><|T’“%’E&%1°§1 5 é%{’ ag
f10%@R& () - pacaitRang)dehydd 088@; 29 - mi! 06 ireghenoly &BoR 'thiel JwixkREld : bUA10
10988’ () - L 10% & 1 1 .

'S () ﬂ% Lﬁff&@ced 0% g( )f)oﬁmz (i’nocf% & (%}‘he %%)Qe then

10% * & ( | 17094
10%& (1)0 Ladrm%d &wc-;h \4490%@ &oé)ﬂp@tpm bopahydpide pando stlrred

(P11 B3, IS ettt B ity ot ()

Xr -

910%0' & ()- SWOYRrE Ermes |"{1tr&4fo§%> %o%’% ?Wa Ug )9 S

10% & & () o 0%a1 (- metsHbOP@P/Ra mnmg%bﬂ 6od Far| [HdyHaQ

109& () - L%‘%‘Q(y%dﬁ%) L-@lO%& ()- s*1099' & ()- " sS&@ 10% $i & ()- sS&@

1099' & () 4v & ()- (1109 & ()-4109' 109' 109" f; 109%®' & () -

81099' & UF- H Y4 109Z&Z& ()- % {Z9vU410 10%&' & ()- @O0%& & ()- °

109& & ()-!+ ﬁ@c/éf' J&i%cun‘l:‘t1-0(}/9331.&'9() tﬂ@cyﬁ‘n.&t(ﬂ:e( 4dlh %&lﬂéQyzed Ja%{“&?& ()-
C&10%& & ()-S &10% 9 9[:v

S 109 - 10
1098 & () - )%Wﬁ%(?ﬂ &Y?G&ﬁgm&P( s l%ﬁj% 'é’%ls 91‘1%% &ae) a grude
"10% ) $_& () -pRsidd NAATOIdRe 16%' 108 Nlir(é%& '-(@)- (5 -meLOBAI& (1), 2547 -

10%& & 0#109 &O#10 Ucj 0 NA41010 f109R& ()- f109& () -
1090' & 8 Fﬁiﬁ/?ed% C@ 37 ’%@ ‘gjf(j’)%’églotycjsa 1&[() 2Tz| [: NA41010 ks 109%9' & () -

s 1098 ! &20) - Psl@@@l—l‘&i@)l of 1095 & (Pf 4r0B-glethylsl0uR &) (-pxa@ifazds1010

s. 10%9' & () ylloql@-n‘?étf }zlanﬂ-plﬁe(inds 11@0/in& &ﬁ e/B)(%ﬂch{@olgfg@:ln 1n
y#lO%L& 40bU410 109& -109' 109' 109’ 10%9'

| 110%9' & ()-5 | TLo%R &e%ljlaml-cﬁ[ndo@i% ™ 0o &Weyer%@/ 2iFd @posE & () -
3410%&' & () - frelflo@ & OF - 1D&HIR s (()uﬁ]:d)r['\abﬂ%ﬂrark bpl@ffks )6 s4 g of

~ ) 0,
Tove ()1 0@ b - itnan TR et B i
25 1azol 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 1l-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-methylbenzenesul fonamide.
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20 Example A: injection wvials

A sgsolution 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 wvial 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
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R® s R® or {C(R%)]n-COOR®,

R®and X together are also -CO-N-, thus forming a 5-membered ring, where R%is
-C=0O and Xis N,

R*  is A, cycloalkyl, [C(R%)2]mAr, -[C(R%)2]mHet or -CR?=CR-Ar,
R® is H, A or benzyl,

X is O, NR® or CH,,
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@10%L' 0& ()-1 -!‘YB%.O%& ()-<ng| [:vUA10 = 9*Z10%' & ()-@ ! 109%8& ()-
110%hos& ()-° s 100 & ()- 109’ & ()-  T10%A' &.()-T& | obU410

&10% ' & ()-10*L' *10*NIO(R6)5 -EON( )z.MI%R)f]&Q@NR NOBNICW&Q@NA@M,
10%$*& ()-° "1.10%' & ()- 'Whsu:|[:bW4l0 Ls!109® ' 9& ()- ,s10%' & ()-
10% "' & ()- 10%' & ()- yS10%' & ()- 3:10% & ()-:F1jv|[:bU410 $10%& ()-G
$1098 9B & ()WG is'SEOC @OONRE! 10% ' & ()- ' Ls! 10%E&>& () -

"Ls! 109 ' >&' () - @\BC| [NA41010L ' LTOL™* L10L 'L } LNS10%. ' L& ()-

LN5 10%Ch %C&! ()- 310(V & ()- L010% ' & () 3 $10% | & ()-G CW@[ : NA41010 LI

(}/a?;/lof} %0 () g+| [gﬁkﬁhi%ﬂgfﬂ Eier 4‘3’%“&”&‘?&%@& &3%;3 can be

“L% 10%RQ& () - LofepRiedBy(Q-orlS aidig of b- CR®= (lRéfgr&ub%ahHWdMQ H &fPdfis & () -
@10%& & () - $L10%& ()- "10HG HLOHG' HLOHG'H " LI +T10%HG' H&' () -

LI +T10% ' & () - Zv:93n Riaced by bg & ()-S NL 109& & ()-T LlO%& & ()-S
109 & ()- SFL109%& & ()- yYL09%& & ()-S> g|[:vU410 F1#10% & ()- \-@

109 & ()-f (L109%&R& ()-f ' 109 & ()- 9$10% & ()-@0, 310% & ()-gj avual10
9& 10%' s& ()Ar &nli®¥aphitiy( pr plE@ny dehicskis(Ynsibstiflded b0 & ord-18198r &is(ubstltuted

L O AT o S O

:10%' s& & 6- S OON i kr 10
s100e & () oo 028 TO TN BRI PRSP O

@10%&' & ()-dgu| [ :HMakr, !10%6& () - s

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®),, COR®
or S(O)nA,

Het is a mono- or bicyclic saturated or unsaturated heterocyclic ring system
which contains one, two, 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,

Hal isF,Cl Brorl,

m is0,1, 2, 3or4,
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11098 & ()-S 109 & ()- -109%& & ()-z 9FL0%& & ()- ~!10%& & ()- @| obU410
& “10%.&L& ()-10 10 10 "y, S&10% & ()-m "y, S&10% & ()-m vy, 8&10%& )-m
y, S&10% & ()-nx|[:bU410  10%&L& ()- L GLO%&L& ()- \,!10%&L& ()& MAY R
| FM 109%9&?& () - | FM 109D8D& () - y: 1098e8& ()- (| [: bU410 9& 10%&L& ()-
9(10%.&L& ()-g ' 10%&L& ()- 9$10%&LE& ()-g F! 10%&LE ()-

10%.&L& () - 15/ 013y o\ WH0 &' 109@& Z& ()- 10L& 10L& 10LE&L " L&I410% &LE () -
5 10%& ()-T L/ MO% &L& ()- .10%.&L& ()-v=|[:bUs10 F10%& & ()-

NI 1096&& ()- |!109%& & ()- y 109& & ()-@33 10%& & ()-S
&M 10% & 2 110%& & D + 10%& & D " *810%&' &

()- Jn{gl%ﬁ}éjtge of! ()- ()- ()-

o109 & () - 109 & ()-'2?2r QU1 f&10%' s& ()- L&L0Y' s& () -

109" s& ()- 10_J_J 10 J J 10 _J_J1pP+ 10% J_J& ()-D 8X@! 109%& ()-D?| [: rQ01

) 0%&() M T"10% & () - 10% & ()-M_ ~ "10% & )-|v|‘ 0%}$)&()
10% & () - M Wity ﬂg@:prosaspdb)@t e feblowmmnwr(d,&are &xC

18#1%?‘ Ol sy R el g %é@i@ﬁ%eﬁ%vé‘ U ()-

LSM 10%H H& 1¢-2~(3, &-Sllmazﬂfkﬁxy pl'&nw)-ethyISM|ri@-%[&>(&-rﬁ¢thyl -[1,2 4]oxad|azol -3-yl)-
“LSM 10999& --'h%IU_SM 1096 & ()-Zwe|[:vUAl LY+ I'10%444&' () -
(GLO% " & ()- hgnox Bm&a(‘) -0 &ov & ()- t "yl0%&L& ()-s

10% ' >&
W LY 100 S (e Aot R H R, 2 Aol -
1096' & ()- ° phenog- mp@p-Zaop/‘ 1 1096s" G& ()-3 1109 s’ [& ()-3 10%3 & ()-

109" & ()-|[:-410V'V " 9z&10/ V& ()-! "92&10%" & ()-! x 9z&10%Int d& ()-
$9z&10%/" V& () -! *9z&10%/" V& ()-I 9z&109@" d& ()-!a@10V'V | f109&>&& ()-f

" 91 10Y8GRE ()C gg,gméard; BRI - YAO0%RR&&: () - 10V'VIOV' Vt}\; @10V V
CE(110%6& ()-( PC 1008&& ()-C  SSEL0RE&E () - ( Nl 10Y8&&& () -' ~! 10YB&&&: () -
'f109ACA ()-T]y$, vU410 10%0' & ()- & 109%9' & ()- 10&10&10& ' L6! 109&&' () -

T lowe (R RIS SagITer diPrp bl atly T
hydroxypropylamino}benzamidine;
b) 4-{3-[(4-isopropylbenzenesulfonyl)methylamino]-2-
" hydroxypropylamino}benzamidine;
c) 4-{3-[4-(1-naphthylbenzenesulfonyl)piperazin-1-yl]-2-hydroxypropylamino}-
benzamidine;
d) 3-(4-amidinophenyl)-5-[(3-amidinophenoxy)methylJoxazolidin-2-one

and salts thereof.

3. Process for preparing compounds of the formula | according to Claim 1 and salts
thereof, characterized in that

a) they are liberated from one of their functional derivatives by treatment with
a solvolysing or hydrogenolysing agent, by
i) liberating an amidino group from its oxadiazole derivative by
hydrogenolysis,

ii)  replacing a conventional amino-protective group by treatment with a
solvolysing or hydrogenolysing agent with hydrogen or
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zY8VU410 “s% 109" & ()-"- s%W10%!& ()-"- x s!10% 9 /& ()-1 -
“s1109%9 *& ()-1 - sl 10%8& ()-1 -! sl10%& ()-1 | obU410

9 "10%%$& ()-10*9' *10*9' *10*9' * “s5 "109%9' *& ()-F s5 "10% & () -

X s -110%0 %& ()-s s -110%n! & ()-s 's:10B 1tS210 S, m 109&& ()- 13 MAY 2062
&S10% & ()- L' 10%$& ()-&10s$10s$10s$- 1096$& ()-L-1 9 "109%& ()-lu~ $
|[:tS210 @0%&() 0 W& ()-
D S m 10% & (). nBera@a@é’rPé’ﬁw(a %o?/{)% vlfﬂ‘%%s b}ote&t&aQ%a ?C"Q%‘i%‘fﬂf‘g‘f‘()
+Y+110% & ()-  ( 10% &rm)ectm gmplo%& ()- vU310 'I&lO%& ()

or

b) that for preparing compounds of the formula |

in which R' is
N. N.
HN N={ :
O or CH,

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

' NRE. —N N—,— D—N/
. —/ RS

RS RS

N\ N/
/N/\/ \

or

) is -SO,- or -CO-,
and R? and R* are as defined in Claim 1,

a compound of the formula Il
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| &10%/$Y& ()- 10%/r$Y& ()- 10%r$Y& ()-10"10"10" ";10% & ()-Q[:vU310 !
10%r$Y& ()-G ' 10%r$Y& ()- SF10% $j & ()- LLO%$SY& ()- 10%/$Y& ()-
0,109 $}& ()-&F kv|[:vU310 ! *FI0%$Y& ()- M I10%DBCE ()- M 1OWMM
10%r$Y& ()- LSLOW#Y& ()- 910%r$Y& ()=1¥{0bU410 ! Y310% & ()-10Y
YIOYN Y "; 109/N Y& ()- :10%($Y& ()- 610%r$Y& () -
09-"1109%2%$2& ()-ni's|[:bU410 ! LI0% & ()- 10% & ()- 10% & ()- 10% & ()-
$310% & ()- 910% & ()-OR|[:bU410 |  (410% & ()- $10% & ()- SH#10% & () -
110% & ()- w ! 10%ingvhish 10% & ()-Vu2B|[:bU410 | 5s10% & ()- 110% & () -
1109%& ()- &0!10% & ()- -10% & ()- Y+MB10% & ()-BvU410 | y&1098$3& () -
1098%$3& ()-10"10"10" ";10% & ()- 910%B & ()- @& 0%& ()-25fu|[:vU410 ! %
& 1098& ()- ° & 10%3k#3&' ()- f10£3$3&N()- 310%3 :  S1098$3& () -
L1098%$3&" () - (| [ :vU410 | +1098%$3 7 F0YB3¢& () W& () -
q, 1098$3&' () - 10%{#{& ()- 100/63 SOEU] mo @@410 1 103# 3103#
3103# 3 " 10%3# 3& {)- $1"1098$3& () le%& ()- S\ 2YAQUBE& () -
01098$3& () - pv|[: 410 Is 10 50@/[L0%)b#o& Y-\ @10% & (7-3s10%$F& () -
5109$F& ()-S ~109%S$F& ()- FL0%$F& ()-% [:NA410 !'10 109%S$F& () -
“109$F& ()-9 10%$F& ()-F %10%$F& ()- HF10%& ()-Z
" F10%~#L& () - Z9NRT amX1t9gbtHer lard OGO thiss for $E&1émbelré@ﬂ $F& ()-

(LI09%$F& () - Y" 109%$F& () - @ELO%$FE () - BOPCRXNY ! 10% &

10% & ()- 10F; F10F; F10F; F ";10%; F& ()- F710%=$F& ()-S

2109F$F& ()-m||[:vU410 | , , glO%& 10% & (), 00/?& ()-t

MLO%yy& ()-t 10% & ()- 10%!& ()-: gvm_;@,\‘ 109%. () - P

09' “109%&' ()- 7 09' 10%& ()-'¥d" 10 - #10M & ( 6 & ()-zyvU410 !
, 31098 38&' ()-( 1098$3&19)- ( 1098$3&7() - (101010 0%&’ ?F;i

y&10% & ()-)WK| [:vU410 ! @10%3$3& ()- @ 1098$3& ()- yl09B$3& ()-

8&1098$3& ()-3 0@ 10%8#3& ()- @ 1BZ& ()-k| [ VRH10 ! Y1100NSH#N&! () -

- 1098$38& () - *1098$3& () - 3310%3$%@M \OB$3& () - #1098$3& () -

' 4ABCD’ | obU410 | 8 310% & ()- 103 3 ;1098 3&' ()- ' 1098%$3& () -
81098$3& ()-3 " Y11098VB& ()-j|[:bUs10 | "10% & ()- FLO%E& ()-3
bF10% & ()-3 10% & ()- s10% & ()-3 10% & ()-4Kt|[:bU4l0 | 0 10% & ()-

L-10% & () y* 10%:4 TS *10% () - | obU410 !
L 10%:$F<(&')() >11010 S%ﬁﬁé}é 1%%/”%&5’3&5?5#18%@& 0)- ,3|\/§L%)%1'gz()- 6 WZ
I[:bu4lo ! Y10%:$F&( )-g 109 $F& ()- 10%$F& ()- 109F$F& ()- 9

10%-$F& ()- S10%F& ( Fprent 0%F-$F& () - y) 10%:$F& (-3
y&I0%F$F& () - y#10% ‘?)N-'t%s%@@mﬂp "8)%?1%5#@ - ind - "| 0bU410 !
310% & ()-10F; F10F; F10F, F ";10%; F& ()- @10%:$F&' (O)- , &3 10%B& () -
T0109-SF& () -""#ATHH##| [ bUALO ! Y)10% & ()-m 3110% & ()- &10% & () -
10% & ()- 9910%& ()-3 9910% & ()-I%A#%ESSSS! 98% [:bU410 ! 0% & () -
"T10% & ()- LI0% & ()- 10% & ()- Y'10% & ()- '!110% & ()-39WeR9&&E| [ : bU410
FoY+mLl0% & ()- ) "10% & ()- &LO0% & ()- $10% & ()- SHEMLO% & () -
1110% & ()-& N "' 3 Whidh bU410 ! @B10% & ()- 610% & ()- 5:110% & ()- s3
10% & ()- 9010% & ()- . 10% & ()-1(j("3(1(|[:bW410 ! @BLOW & () -
610% & ()- 5:110% & ()- s3 10%& ()- 9010% & ()- ";10%#& ()- Normal"
"Heading 13]c" " Htwdl NG 2 or @di ng 33]c" "Heading 43]c" "Heading 53]c"
"Headi ng 63]c" "Heading % ading 83]c" "Heading 93]c"A "Default
Par agraph Font Ds Z" #%*063>EI\/BV\[ah6pw{{u(8 Rl qTAr/

+ ?:> i <> A

g;&?/\/ggi Cl OsX, ] Q%Kg {sc}/\wane%q Cglalm . 02468: <>@DFHILNPRTVXZ\ A" bdf hj | n

and L is Cl, Br, | or a free or a reactive functionally derivatized OH group,

or
c) that for preparing compounds of the formula |

in which
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Wt #EHSVWABES! ' C( ((R) 8** Z+, - M 2368Y: &@\BBBEHLP>S0VWOWKZZ[ \ ~8adf M khp>ss
x{] z~ut UJ1) kI 197N: Jrr QUr 4(U@Ci @He_| Rce0} $q 2" e#u$%b(*, c./ N2346B8: ;
G=>@ATBCcEFI , KL) N_PKQ6RSt UV>XY[\ " befHjI-nbnot qr suwx
z{} ~ht MB58X_Qz2v{ ?0l & : C+>gakv?a, < |$ QB(p¥ayk  !"#3%&] (j ( 13 MAY 2002
" #$9&' () *+,-./0123456789: ;
< >7?@\BCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ]~ " abcdef ghi j kIl mopqgr st uvwxyz{|}~
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< >? @ABCDEFGHI JKLNN@Q?STU\/V\X%% abcdef gNFf-QI rmopqr st uvwxyz{|}~
"H$IUR' () *+, -./0123456789:
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P #HEU& () *+, - . 1 017345RY RYogether are -CO-N-, thus forming a 5-membered ring,

NR®, —N N—.—NQ—N/
/ N N

W  is -CONH-,

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

a compound of the formula ||

@”\”“ "

/
R3

in’which
HN N= ,
R'is O or CH,
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R® and X together are -CO-N-, thus forming a 5-membered ring,

7\ /
NR®, —N N— , — D—N
_/ \Rs

and R? and R® are as as defined in Claim 1,
is reacted with a compound of the formula Vi
R*-N=C=0 VI
| in which
R* s as defined in Claim 1,
or
d) that for preparing compounds of the formula |
in which
{\(/N*O {\(/N‘O
HN N=
R' is O or CH,
R® and X together are -CO-N-, thus forming a 5-membered ring,
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Y  is N[C(R%,]n-COOR?,
W is SO,,
and R? and R* are as defined in Claim 1,

a compound of the formula Il

R! "
| @\ H I
X Y~
P
R3

in which
N.
or N=
HN—
R' s 0 CH,

R? and X together are -CO-N-, thus forming a 5-membered ring,
Y  is N[C(R®)2]m-COOR’,
and R? and R® are as defined in Claim 1,
is-reacted with a compound of the formula VIii
R*-SO,-L VIl

in which
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L is Cl, Br, | or a free or a reactive functionally derivatized OH group,

and R* is as defined in Claim 1,

that for preparing compounds of the formula |

in which
X is NH and
R® isH

and R', R%, R* Y and W are as defined in Claim 1,

these compounds are liberated from their oxazolidinone derivatives by

' treatment with a solvolysing or hydrogenolyzing agent,

that for preparing compounds of the formula |
in which R is -C(=NH)-NH,

a cyano group is converted into an amidino group,

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*,

by, for example,
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i) hydrolysing an ester group to give a carboxyl group,
ii) reducing a nitro group,
iii) acylating an amino group,

and/or
h) converting a base or acid of the formula | into one of its salts.

Process for preparing pharmaceutical formulations, characterized in that a
compound of the formula | according to Claim 1 and/or one of its physiologically
acceptable salts is brought into a suitable dosage form together with at least one

solid, liquid or semi-liquid carrier or auxiliary.

Pharmaceﬁtical formulation, characterized by a content of at least one
compound of the formula | according to Claim 1 and/or one of its physiologically
acceptable salts.

Compounds of the formula | according to Claim 1 and their physiologically
acceptable salts for combating thromboses, myocardial infarction,
arteriosclerosis, inflammations, apoplexy, angina pectoris, restenosis after

angioplasty and claudicatio intermittens.

Medicaments of the formula | according to Claim 1 and their physiologically
acceptable salts as inhibitors of coagulation factor Xa.

Use of compounds of the formula | according to Claim 1 and/or their
physiologically acceptable salts for the preparation of a medicament.

Use of compounds of the formula | according to Claim 1 and/or their
physiologically acceptable salts in combating thromboses, myocardial infarction,
arteriosclerosis, inflammations, apoplexy, angina pectoris, restenosis after

angioplasty and claudicatio intermittens.
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