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LErrrrrrrrrerrrrrrrrererrrrrrrerrrrrrrrl * The invention relates to
conpoundsw@f o2iddesgormul a I *159159* 5 RL WX-Y-T R2 10 iprpeshaBes i s ON,

CON( R3) 2,

-[C(R4) 2], N(R3)2, -C(=NH)-NH2 which is unsubstituted or

nmonosubstituted by C(=O R3, COOR3, OR3,1©0COR3, OCOOR3 or by a conventional
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Het-diyl or Ar-diyl, Tis OR3, N(R3)2 or a nonocyciic or
saturated, unsaturated or aromatic heterocyclic radical having
4 N, 0 and/or S atonms .which is unsubstituted or nonosubstituted,
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is CN, CON(R?®),, -[C(R*),].N(R%)y,
-C(=NH)-NH, which is unsubstituted or monosubstituted by
C(=0)R?, COOR?, OR?, OCOR?, OCOOR?® or by a conventional

amino-protecting group, or is
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0 CH,

is H, Hal, A, OR?, N(R®),, NO,, CN, COOR?, CON(R?),,
-[C(R,],-Ar, -[C(R?),],-Het or -[C(R?),],-cycloalkyl,

is H, A, {C(R",],-Ar, -[C(R%),],-Het or -[C(R%),],-cycloalkyl,

is HorA,

is “C(R%);, -[C(R%)qly- “OC(R’),- or -NR*C(R);,

is CONR?, CONR®C(R%),-~, -C(R*),NR3-, -C(R*),NR*C(R"),-,
-C(R%),0- or -C(R),0C(R?),,

is alkylene, cycloalkylene, Het-diyl or Ar-diyl,

is OR?, N(R?), or a monocyclic or bicyclic, saturated, unsaturated
or aromatic heterocyclic radical having from 1 to 4 N, O and/or S
atoms which is unsubstituted or monosubstituted, disubstituted or
trisubstituted by Hal, A, -[C(R*),],-Ar, -[C(R*),],-Het,



-2 -[C(R4)2]"cycloal kyl, OR3, N(R3)2, NO2, CN, COORS, CON(R3)2, NR3COA
NR3S02A, COR3, SO02NR3, S(O mA and/or carbonyl oxygen, 5 A is unbranched or

branched giggdostagi ng 1-6 carbon atons, in which one or tpg/K2/1g09@uUpPsS may
be replaced by O or S atons and/or by -CH=CH groups and/or, in addition,
1-7 H atons nmay be replaced by F, Ar -2 phenyl, naphthyl or biphenyl, each
of which is unsubstituted or 10 nonosubstituted, disubstituted or
trisubstituted by Hal, A OR4, NR4)2, NO2, CN, COOR4, CON(R4)2, NRACOA,

NRASO2A, COR4, S02 O - c 5 COORS, Het
I s a nonocyclic or ‘%&ﬁ%&cgﬂ%%ﬁﬁﬁ(ﬁ}gﬁf gﬂmbﬂ;%bﬁ(@)?%
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NCG2, CN, COCOR3, CON(R3)2, NR3COA, NR3S02A, COR3, 20 S02NR3, S(O d/
‘car bonyl oxyden, Héé Un%’@r&hﬁﬁﬁ@%mqr@do?‘kﬂi Rawing 3“26 E%r%lﬂ’lna%%@@?'( "Z]‘é’ pat Ce)(rtl

ani o T's unsubst i Ecer 0 GHR SR phibel eBRdec B O S BTRE Al 7,0
OR3, N(R3)2, N2, @ -CHEER- gfsddstEidier, Oﬂﬁlﬁonl\m%omsmbeSOZNR&

S(O mA and/ or carbonyl oxygen, Hal is F, Br or I, mand 30 n are each,
i ndependent |y of omepkacediyrF, 0, 1 or 2, ois 1, 2 or 3, and their

Pnh§{ Enra Zg”{ Lg?érlo%l :Jﬁg ghgnglgiﬁaégﬁwlyggrs bipﬁgwlf’lteggh 3P hidhis UstBERLfd of NC! udi ng
10 monosubstituted, disubstituted or trisubstituted by Hal, A, OR?,
N(R%),, NO,, CN, COOR*, CON(R*),, NR*COA, NR*SO,A, COR?,
SO,NR¢, S(O), A, {C(R%,],-COOR?® or O-[C(R*),],-COOR?,
Het is a monocyclic or bicyclic, saturated, unsaturated or aromatic
15 heterocyclic radical having from 1 to 4 N, O and/or S atoms which
is unsubstituted or monosubstituted, disubstituted or trisubstituted
by Hal, A, [C(R*)],-Ar, -[C(R%),],-Het', {C(R*),],-cycloalkyl, OR?,
N(R%),, NO,, CN, COOR?, CON(R?),, NR°COA, NR°SO,A, COR’,
20 SO,NR?, S(0),,A and/or carbonyl oxygen,
Het'  is a monocyclic or bicyclic, saturated, unsaturated or aromatic
heterocyclic radical having from 1 to 4 N, O and/or S atoms which
is unsubstituted or monosubstituted or disubstituted by Hal, A,
25 OR?, N(R%),, NO,, CN, COOR?, CON(R?),, NR®*COA, NR’SO,A,
COR?, SO,NR?, S(0),A and/or carbonyl oxygen,
Hal isF, Cl, Brorl,

m and
30 n are each, independently of one another, 0, 1 or 2,
o is1, 2 or3,

and their pharmaceutically usable derivatives, solvates and stereoisomers,

including mixtures thereof in all ratios.
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WO 02/ 057236 PCT/ EPO1/ 14296 -3- The invention had the object of finding
novel conpounds having valuable properties, in particular those which can

be used fwo ée7R6eparati on of nedicanents. 5 It has beerpdwerd/iiiat t he
conmpounds of the fornula | and their salts have very valuable

phar macol ogi cal properties and are well-3olerated. In particu- lar, they
exhi bit factor Xa-inhibiting properties and can therefore be enployed for
conmbating and preventing thronboenbolic disorders, such 10 as thronbosis,

nyocardi al infarction rteriosclerpsi ' | = ' angi na
pectoris, reg{r\ﬁdﬂg?gﬂ%‘ E@&%BS@&FQ@&@Q&@&%%@Q@& ﬁ?‘ﬁ?%&%ﬁﬁbgens. 15
The conpound i bR Sah®d tsed foréiné peaparation of t her - nore
‘be i nhi bi tor?rgéeﬁhﬁg‘ @?ﬁ%{sgﬂgﬁ%’?%@gﬁsaf actL(l)r Vil a, Pgécr% or | Xa and
thronbi n i n trhedibhoemhts.oagul ati on cascade. 20 Aromatic ami di ne derivatives

havi ng an antithronbotic action are disclosed, for exanple, in EP 0 540
‘051 131, WO 00/ 71508, WO 00/ 71511, WD 00/71493, WD 00/71507, WO 00/ 71509,

WD 00/ A1512, / ' hgl
treat ment of I?ﬁ?ggﬁééﬁé@l‘q @{%él\{%)fzgg{p éérﬁégg!e@’%@g@rﬁgﬁ?ﬁi;ﬂz@ﬁs&lg&éﬁf in WO
97/ 08165. Ar qgl vEludbis pragiaddiegieaimropediestznd arp wel taleraled.ilnipaplicwer y

activity are disclosed, for exa_rrﬁ.l e, In W 96/10022. Substituted

N-[ (ami noi mi Aar, teeyekhibitifacipr Xekiphibitingrrroppdiapand eah theretle Peet or Xa
inhibitors are 0 cribed.in / b kC

anti coa Q:l{l ante"EP%é@g%af c?wﬁakwgﬁﬁzgveﬁ@aﬁfﬁs?%%ﬁ’ é;a%%téi sc')lfldwljs
attributted to h-* H&E | | |, Avferiastievsdis dnflémardion| apo-on

pr ot ease, kno?/\%ﬁ{rﬁ?/ heghg%dbfgdgtégﬁfh)g@or t(g the inhibition of | aV\% 02/ 057236
PCT/ EPOL/ 14298lexiad angina pectoris, restenosis after angioplasty and claudicatio

intermittens.

15 The compounds of the formula | according to the invention may further-
more be inhibitors of the coagulation factors factor Vila, factor IXa and

thrombin in the blood coagulation cascade.

20 Aromatic amidine derivatives having an antithrombotic action are
disclosed, for example, in EP 0 540 051 B1, WO 00/71508, WO 00/71511,
WO 00/71493, WO 00/71507, WO 00/71509, WO 00/71512, WO 00/71515
and WO 00/71516. Cyclic guanidines for the treatment of thromboembolic
25 disorders are described, for example, in WO 97/08165. Aromatic
heterocyclic compounds having factor Xa-inhibitory activity are disclosed,
for example, in WO 96/10022. Substituted N-[(aminoimino-
methyl)phenylalkyllazaheterocyclylamides as factor Xa inhibitors are
30 described in WO 96/40679.
The antithrombotic and anticoagulant effect of the compounds according to
the invention is attributed to the inhibitory action against activated

a5 coagulation protease, known by the name factor Xa, or to the inhibition of




ot her activated serine proteases, such as factor Vila, factor |Xa or
thrombin. 5 Factor Xa is one of the proteases involved in the conpl ex
process oWwd@ddmathiscoagul ati on. Factor Xa catal yses the conu@ysprinint
prothronmbin into thronbin. Thronbin cleaves fibrinogen into fibrin
nmonomers, which, after crosslinking, neke an elenentary contribution to
thronbus formation. Activation of thronmbin nmay result in the occurrence of
t hronboenbol i ¢ 10 di sorders. However, inhibition of thronmbin may inhibit

o an B R, B3 ORIl 117,
al. in Grculygionsin. 1996, 94, 1705-1712. 15 Inhibition of factor Xa can

thus prevent the formation of thrombin. The conpounds of the fornula I
according to the invention and their salts engage in the blood coagul ation

by inhi biti fact X dth 20.iphibit the f | f
D onbypses.  Trastonda s onsa e bistaasessivalyed it sabaleleragess o 0T o « ne
thr or . t you fi e of IEY
act rvi ty can cogUBESTC FHREF Rl pAlohEa8 R LomRame R o I o e hods.

A sui t abl e mehfRsbihs THRSAbIntsavdsdibrigroganlisto fiyinJmohiometrsyawinicletaftdr. i n
Thronbosis and Haenpbstasis 1990, 63, 220-223. 30 The inhibitjon of factor

Xa can be measessiiakinge makeanelementanneontdbyiinn t thrambpg formstion, . j
Thronb. Haenostas,. 19 73 - .ggﬁg ' f Lkl tiates the
extrinsic pa Ct'e!Pt‘?ﬂé’?i‘H&Hﬂ?'%ﬁ%’n'%%g“& ca@ée&g‘f%ﬁ %ﬁh m%@%@b?llmssue factor
and cort% i butggohiard, Moviglary BhisiorP bt RMBINMES IEnBETAEREAA TotaRtion- 5 T act or
X to give factor Xa. Inhibition of factor VIla thus prevents the formation
of factor Xa iavelvedirsthrombesfermation. diei inhibdianeef thromiriecan® bi ti on of
factor Vila br%l\e;shgreﬁ?%oe&gorlﬁplg,cgyo h%' rrﬁgthto% (tnfh(g.lf.r&?unstlr'\sogt al. in Circulation

1996, 94, 1705-1712.

15

Inhibition of factor Xa can thus prevent the formation of thrombin.

The compounds of the formula | according to the invention and their salts

engage in the blood coagulation process by inhibiting factor Xa and thus

20 inhibit the formation of thrombuses.

The inhibition of factor Xa by the compounds according to the invention
and the measurement of the anticoagulant and antithrombotic activity can

25 be determined by conventional in-vitro or in-vivo methods. A suitable
method is described, for example, by J. Hauptmann et al. in Thrombosis
and Haemostasis 1990, 63, 220-223.

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

30

Coagulation factor Vlla initiates the extrinsic part of the coagulation

35 cascade after binding to tissue factor and contributes to the activation of



5 and the neasurenent of the anticoagulant and antithronbotic activity can
be determ ned by conventional in-vitro or in-vivo nethods. A conventional
net hod f owoldagsmasur ement of the inhibition of factor VI deaemideseri bed,
for exanple, by H F. Ronning et al. in Thronbosis Research 1996, 84, 73-
81. 10 Coagul ation factor IXa is generafed in the intrinsic coagul ation
cascade and is likewi se involved in the activation of factor X to give
factor Xa. Inhibition of factor | Xa can therefore prevent the formation of

conpounds ac e S8 e BN X foniBlion oitaPlor VIR Ble biets e, O 1 1e
ant i coagul anforafilion e fabop Macand trastsubiseueatthrérabimefosrnatioed by
‘conventional in-vitro or in-vivo nethods. A suitable 20 nmethod is

c(i:ﬁscr i bed, f dhednbibjtlon offactdr Vdiaamgthetccunpound&@mqn@mgde thesinyesljeaal
emstry 1998, 273, 12089-120 nd ' tq..t.

‘may furt her m?)‘lng té@ '%%%%Jf?meng gtlh@@qfcpégp aﬁ?‘?ﬁ}%ﬁi@%ﬂ%ﬂ%'vcéwﬁgts'sgg
and/ or 't umbupRlgRhARADy CoriRhtishAlhRrd 8t }HeﬁOo rhétAbgs /R ebAVertional f act or
Vila and the eve prment various types of cancer has been indicated by

T. Tani guchi  ansthbd Hbr theaBasyreimenBiod thadlinhititiorn bf feetor \(IEDB0JeschbedMoirecul ar

Pat hogenesi s of 30 Pancreatic Cancer), 57-59. Th ubl | sted bel ow
descri be an @amplexy Hi FaBenpingdst a’rF'n\[’TmHWd’SBé@g )%\‘%% 8&% 5Fs for

various typesg,of tunour: K. M Donnelly et al. in Thronb. Haenpst. 1998; 79:
1041- 101 7; "E.G Fischer et al. inJ. din. Invest. 104: 1213-1221
(1999); B M Mieller et al. inJ. din. Invest. 101: 1372-1378 (1998); WO
02/ 057236 PCT/ EPOL/ 14296 -6 ME. Bronberg et al. in Thronb. Haenost. 1999;
82: 88-92 Th€aagylatiortfactsr IXads genetated in theninbinsigpragiationscafc@d@anent

active and is likewise involved in the activation of factor X to give factor Xa.

Inhibition of factor IXa can therefore prevent the formation of factor Xa in a

15 different way.
The inhibition of factor 1Xa by the compounds according to the invention
and the measurement of the anticoagulant and antithrombotic activity can
be determined by conventional in-vitro or in-vivo methods. A suitable

20 method is described, for example, by J. Chang et al. in Journal of
Biological Chemistry 1998, 273, 12089-12094.

The compounds according to the invention may furthermore be used for
25 the treatment of tumours, tumour illnesses and/or tumour metastases.
A correlation between tissue factor TF / factor Vlla and the development of
various types of cancer has been indicated by T.Taniguchi and N.R.
Lemoine in Biomed. Health Res. (2000), 41 (Molecular Pathogenesis of
30 Pancreatic Cancer), 57-59.
The publications listed below describe an antitumoural action of TF-VIi and
factor Xa inhibitors for various types of tumour:
K.M. Donnelly et al. in Thromb. Haemost. 1998; 79: 1041-1047;
E.G. Fischer et al. in J. Clin. Invest. 104: 1213-1221 (1999),
B.M. Mueller et al. in J. Clin. Invest. 101: 1372-1378 (1998),

35



5 ingredients in human and veterinary nedicine, in particular for the
treat- nment and prevention of thronboenbolic disorders, such as thronbosis,

nyocar di ajyg g3fosf8¢ 1 on, arteriosclerosis, inflammation, apQgh@egdodi1428691 na

pectoris, restenosis after angioplasty, claudicatio intermttens, venous

t hrombosi s, pul nonary enbolism arterialé+hronbosis, nyocardial 10

i schaem a, unstabl e angi na and strokes based on thronbosis. The conpounds
according to the invention are al so enployed for the treatnment or

prophyl axi s of _atherosclerotjc_di seases, suc . Sor y arterial

di sease, cer@bEa refnberg %ﬁ'ﬁdir‘s‘g@@@ ﬁ%?é?‘?%hgpgé @)tﬁlggl di sease. 15 The
conpounds are al so enployed in conbination with other thronbolytic agents
in the case of nyocardial infarction, furthernore for prophylaxis for

reoccl usi on Fheajonpuurrdsodfithe fornmala d caareoemployadsdsmiedicanserdiactivest y

(PTCA) and coronary bypass operations. 20 The co oundls ?008%9 n? to the
i nvention ar ingredients idiumar aadivateringsy mediciBs: INpATBeUlARIN BRIEE™ | n

m'crosérgery furthe . ' | 0 ' it hartificial
T oS o ot R ud of BrafRRBHAle HsglefioRiar bt Mrotbiguiar 1 1
cleaning of GRRF@EFINIELSH, drsHdstleradidSinflamvhation, apppleiiangire as

anti coagul ants for the preservation of blood, plasma and other bl ood

products i n yiectaris, Testenosip afted angioplasty, reipudieaticistermitens, oiengre
furthernore used for illnesses i i ch, bl oaqul ati o kes a cruci al
contri but i on tREMASiS RUIAENERY %mBOWWn%%%T'%?HWC?%'@%‘?Ed@;our ce of
seconddy patiigl-agte SHGHLRSandifk aRUYHRKBs Heed GHRRMbbAS! Ui Ng

net ast asi s, nmmat ory di sorders, including arthritis, and diabetes. 35

In the treat M cothpbineds hécwrdimgstodhe dnvention arealsmemployes facthe di ng to
the invention are al so enployed in conbination with other thronbolytically

VIO 02/ 057236 tregimentor prphylaxisrobathPIRECSRTG HIfgESeS, RIPNAS CHI9NaBkanpl e,
m E)Ei n;;zsu_erﬁg{e%s@ﬂb%%%gg c&8blaf Aridtial disBase BPRLfibhstal afibrialdis&aierki nase or
15 The compounds are also employed in combination with other thrombolytic
agents in the case of myocardial infarction, furthermore for prophylaxis for
reocclusion after thrombolysis, percutaneous transluminai angioplasty
(PTCA) and coronary bypass operations.
20 The compounds according to the inven;cion are furthermore used for the
prevention of rethrombosis in microsurgery, furthermore as anticoagulants
in connection with artificial organs or in haemodialysis.
The compounds are furthermore used in the cleaning of catheters and
25 medical aids in vivo in patients, or as anticoagulants for the preservation of
blood, plasma and other blood products in vitro. The compounds according
to the invention are furthermore used for illnesses in which blood
coagulation makes a crucial contribution to the course of the illness or
30 represents a source of secondary pathology, such as, for example, in
cancer, including metastasis, infammatory disorders, including arthritis,

and diabetes.

35 In the treatment of the illnesses described, the compounds according to

the invention are also employed in combination with other thrombolytically



according to the invention are given either at the sanme tine as or before
or after the other substances nentioned. 5 Particular preference is given
to sinul t@igeRws73¢Mm nistration with aspirin in order to pcayEsi/140gurrence
of the clot formation. The conpounds according to the invention are al so
used in conbination wth blood platel et gl ycoprotein receptor (Ilb/lila)
antagoni sts, which inhibit 10 blood pl atel et aggregation. The invention
relates to the conpounds of the fornula | and their salts and to a process

and thei I saBFdve BRPoufiErTRIL ds, tor idmbR HHY “ou BRSNS, o1 one or
their functi %Bﬁxl'atéﬁ’rﬂl’ﬂt troaficet-A cstratokinavé bh ufoldmase Miai cignpounds

‘hydr ogenol ysi ng agent 20 I&)l | berating an am di no grou fromtheir
hydr oxyl , oxaﬁcalzhngetu)the ioxariion arengiven @ghex/a&me@ame g ayenbefpse o or

solvolysis, 2 | a_conventignal am no-protecting group by

“hydr oggn by a?tp Q’Z%ﬁér bﬁ c?:%lr'\‘ﬁfﬁkpgpﬁg or hydrogenol ysi ng agent, or

"berat'ng a RimaitSREDREdrAMEraioAtvwit b8giringroup, 30

or b) conveﬁa?{r%mgrgfeg&%ngrégig%ﬁﬁg an am di no group, 35 or 02/ 057236

PCT/ EPOL/ 142 %%der 18 preverieicunenee obtheoclotifoniatioe. formula 11 Z-Y-T Il 5
The compounds according to the invention are also used in combination

with blood platelet glycoprotein receptor (lib/llla) antagonists, which inhibit

10 blood platelet aggregation.
The invention relates to the compounds of the formula | and their salts and
to a process for the preparation of compounds of the formula | according to
15 Claim 1 and their salts, characterised in that
a) they are liberated from one of their functional derivatives by treatment
with a solvolysing or hydrogenolysing agent by
20
i) liberating an amidino group from their hydroxyl, oxadiazole or
oxazolidinone derivative by hydrogenolysis or solvolysis,
25 i) replacing a conventional amino-protecting group by hydrogen by
treatment with a solvolysing or hydrogenolysing agent, or
liberating an amino group protected by a conventional protecting
group,
30
or
b) converting a cyano group into an amidino group ,
35

or



in which Zis HNR3- or HNR3C(R4)2 and R3, R4, Y and T are as defined in
Caiml, 10 with a conpound of the formula IIl 15 Rl WQI I I R2 in

whi ch 20 Q0 28057586 =NH) - NH2 whi ch i s nonosubstituted by C{4d¥Ero1dR3, OR3
or by a conventional am no-protecting group, or is H\V,( or N 25\~ 0 CH3
Qis -COL or -C(R4)2-L, 30 Lis d, B84 or a free or reactively
functionally nodified OH group, and and R2, R3, R4 and Ware as defined in
Claim1, 35 and/or WD 02/ 057236 PCT/ EP0O1/ 14296 -9- d) converting a base or
acid of the formula | into one of its salts. 5 The invention also rel ates
to the optically active forns (stereo isoners), the enantioners, the
racemates, t di s and solvates of these
conpounds. Tﬁg tgﬁtﬁg%%§ogﬁgtﬁﬁ%ﬁl s is taken to nmean adductions
of inert solvent nolecules onto the conpounds which formow ng to their
mut ual attractive force. _Solvates are, for 10 exanpl e, nonohydrates or

-di hydr%t es or al cohol at e€-Y-Thellt erm phar maceutical ly usable derivatives is

taken to nmean, for exanple, the salts of the conpounds according to the
i nvention and al so

in which
Z is HNR®- or HNR3*C(R%),-

- and R, R* Y and T are as defined in Claim 1,
10

with a compound of the formula Il
1 R W-Q 1]
RZ
in which
20
R! is -C(=NH)-NH, which is monosubstituted by C(=O)R?, COOR?,
OR?® or by a conventional amino-protecting group, or is
N. N.
or N=
25 HN ,
0] CH,
Q is-CO-L or-C(R%,-L,
30 L is Cl, Br, | or a free or reactively functionally modified OH group,
and
and R?, R®, R* and W are as defined in Claim 1,
35

and/or



15 so-call ed prodrug conpounds. The term prodrug derivatives is taken to
mean conpounds of the formula I which have been nodified with, for

exanpl e, @ldrlosesssacyl groups, sugars or oligopeptides angiWBpoiNaDdge
rapidly cleaved in the organismto give the 20 effective conpounds
according to the invention. These al so-incl ude bi odegradabl e pol ymer
derivatives of the conpounds according to the invention, as described, for
exanple, inInt. J. Pharm 115, 61-67 (1995). 25 The invention al so
relates to mxtures of the conpounds of the formula I according to the

i nvention, for exanple m xtures of two diastereoners, for exanple in the

ratio 1:1, 1y ire%oﬁv%rﬁ mﬂés‘i—: orlééﬁ of the- fitnRiia Lind98Re oFfts Bagse are

._partlc_ul arly era Xt'ures of stereolsoneric conmpounds. The
i nvention also relates, in particular, to t he -C( NH) NH2- conpounds of
theforrrulal whi ch are substituted by %aS

q

-convent onal Taeiinventian alseirelgtes taihe QM)CQW @@%@rmﬁﬁwﬁ S5, 31910 For

al | cal s which occ e S , thei
rreanl ngs areﬁnﬁﬂﬁﬁ@ﬁﬁ%%e5?c%ﬂé&§nm%g§5te§é§@8& a%ci ﬁ{eowst%e r adi gialrs or
paranet er s Wsor&atéé oflth E’ec%mbc%d@,r ﬂ’hé&ernﬁigélvﬁféi sfitiecohipounasrisll a |,

unl ess express state otherwise. Ais alkyl, is unbranched (Ili near) or

br a][lc hegI and?ﬁa}stoleneanhaﬂduétloss obinem saventinelecules @@I%ﬁ?ﬁ eQrBReUNdS | s
preferably nethy urt her nor e, et b I
{ sobutyl selcwhm Jarmpewing . tbetrwumﬁhﬁﬁfﬁ&%@% SV Vﬁ%ﬂ@y " o

nmet y ut hyl I -
oL Y exahglsympbafy e gram RV bpsgBKbigey < L pr oyl et 1

3,3-di rret hyl butyl, 1- or 2-ethyl butyl, 1-ethyl-1- rret hyI propyl
1- et hyl - 2- met hyl propyl 1,1,2- or 15 1,2,2-trinet O,Ré tfurtherrmre
preferably, fihe iexanphasmaceuficalbt esakiederivatives is ta erto an,

example, the salts of the compounds according to the invention and also
15 so-called prodrug compounds.

The term prodrug derivatives is taken to mean compounds of the formula |

which have been modified with, for example, alkyl or acyl groups, sugars

or oligopeptides and which are rapidly cleaved in the organism to give the
20 effective compounds according to the invention.

These also include biodegradable polymer derivatives of the compounds

according to the invention, as described, for example, in Int. J. Pharm.

115, 61-67 (1995).

25
The invention also relates to mixtures of the compounds of the formula |
according to the invention, for example mixtures of two diastereomers, for
example in the ratio 1:1, 1:2, 1:3, 1:4, 1:5, 1:10, 1:100 or 1:1000.

30 These are particularly preferably mixtures of stereoisomeric compounds.

The invention also relates, in particular, to the -C(=NH)-NH,- compounds of
the formula | which are substituted by -COA, -COOA, -OH or by a

35 conventional amino-protecting group.



Ais very particularly preferably alkyl having 1-6 carbon atoms, preferably
nmet hyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl,

pentyl, T@W}osﬁ&s”i fluoronet hyl. 20 Cycloal kyl is preferp@kﬁ/ propyl ,
cycl obutyl, cyclopentyl, cyclohexyl or cycloheptyl. Al kyl eneM)logMgﬂrggf ergﬁl y

met hyl ene, ethyl ene, propyl ene, butyl ent)-pentylene 25 or hexyl ene,
furthernore branched al kyl ene. -COR3 (acyl) is preferably fornyl, acetyl,

Ere(r)]ggglnyl thurtherm)lre al so bu%rlyl , pentanoyl, hexanoyl or, for exanple,
.S phenyl, s e t is ethyl, BQC i .

tert - but oxycﬁ%@'ﬂl}ﬂgca'gmh °F§de%8¥9e5mgﬂcﬁ; S%fh 8?%,e§(8mpl%ﬂ RS i vel y

é. If R is F@%ﬁr'ndéﬁé%&ﬁ]}&whwml NH2 or CH2NH2i s preferred.

is particula prefera CONA2, NH2, CH2NH2, 35 CH2CH2NHZ2,
WO 02/ 057236 PCT/ EP01/ 14296 -11- -C(=NH)-NH2which is unsubstltut ed or

*?&é:ngi%;k:%gpgéngjﬁow m%W'qtféi/PhBarfm%{er%V\glpg \;6‘1:%) choS B 1BI- }R’Zol S
preferably, ﬁ %@35@?} %eﬁ’oﬁl}@ al }"K#g\"’;' é;?g%lssg(%@bon at ons, t:oﬁglrlslrl gr
benzyl. Wis preferabl y -C(R3)2-, -OC(R3)2- or -NR3C(R3)2-, particularly
preferably, 15 for exarrpl e, OCHR3 or -NHCHR3, where R3 | s H _al kyl having
1, 2, 3, 4, Bisalkyl,is unbranched (linear) or branched, and has 1, 2, 3,4, 5,6 g
9 or 10 carbon atoms. A is preferably methyl, furthermore ethyl, propyl, iso-
10 propyl, butyl, isobutyl, sec-butyl or tert-butyl, furthermore also pentyl, 1-, 2-
or 3-methylbutyl, 1,1-, 1,2- or 2,2-dimethylpropyl, 1-ethylpropyl, hexyl, 1-,
2-, 3- or 4-methylpentyl, 1,1-, 1,2-, 1,3-,2,2-,2,3-or 3,3-dimethyibutyl,
1- or 2-ethylbutyl, 1-ethyl-1-methylpropyl, 1-ethyl-2-methylpropyl, 1,1,2- or
15 1,2,2-trimethylpropyl, furthermore preferably, for example, triftuoromethyl.
A is very particularly preferably alkyl having 1-6 carbon atoms, preferably
methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, tert-butyl, pentyl,

hexy! or trifluoromethyl.

20
Cycloalkyl is preferably cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl or
cycloheptyl.
Alkylene is preferably methylene, ethylene, propylene, butylene, pentylene
25 or hexylene, furthermore branched alkylene.

-COR? (acyl) is preferably formyl, acetyl, propionyl, furthermore also
butyryl, pentanoyl, hexanoyl or, for example, benzoyl.
Ph is phenyl, Me is methyl, Et is ethyl, BOC is tert-butoxycarbonyl.
30 Hal is preferably F, Cl or Br, but alternatively 1.
If R' is CON(R?®), or -[C(R*),],N(R?),, CONH,, NH, or CH,NH is preferred.

R' is particularly preferably CN, CONH,, CONA,, NH,, CH;NH,,

45 CHCHAH,



or 6 carbon atons, in which 3 H atonms may be replaced by P, or phenyl,
benzyl or thienyl, each of which is unsubstituted or nonosubstituted or

di substi t Wwicegd/d8y235, nethyl or ethyl. 20 X is preferably C@dt/os01/1429¢
CONH(CH2) 2-, particularly preferably CONH or CONHCH2, furthermore CH2O- or
CH20CH2. 25 Y is preferably al kyl ene of1hr-diyl, particularly preferably
net hyl ene, ethyl ene, propylene, or 1,4- phenylene whi ch is unsubstituted or
nonosubstituted by F, et hoxycar bonyl net hoxy or carboxynet hoxy, furthernore

alternatively r ef eferably
N(R3'")2 or a %@M&@Fﬁ@ﬁ&h % W@?ﬁﬁ LX%@%I'&"@SUE tﬁg%%éya i’g d-Cbi‘a(?{:)rratl C
het erocycl i cg@@og{al rigving 1 to 2 N and/or O atons, which is

unsubstitute m)nosubstl tuted or disubstituted by A and/ or carbonyl 35

oxygen, wher R3 Nis Hor 02/ 057236 PCT/ EPOLl/ 14296 -12 T is
particularly er@bl y, for &xa I e, di nmet hyl am no, diethylam no,
-m)rphol i n-4- yI _%oppberi di N , 2-oxopyrrolidin-1-yl, 5,5-dinmethyl-2-
oxopyr oI i di n- f—‘yl

@ 0X0- 1H pyri ctr;||:| 1- yl, 3-oxonorpholin-4-yl, 4-oxo0-1H 5
pyridin-1-yl, 2, xopi peridin-1 y? 2- oxopiperazin 1-yl, 2,5-dioxo-
pyrrolidin-1- I I S.

2-azabi cycl Oﬁ%%%ﬁ?&#réb&@@ Ha@I g?’dXSOorz carbrqndagcglmn 2-yl. Ar is, for

exanpl e, phenyl which is unsubstltuted or nDnosubstltuted 10
di substituted or trisubstituted by Hal, A OR4, [C(R4)2]n COORS or
0- 1 C( R4) 21, - BBaRprefarably HorFer abl y unsubst i t ut ed phenyl , naphthyl or

0
A A R L s TR et L R L o
by A, fluor'%‘ﬂ(ylﬁ ﬂlb'f%cal?ﬁamaﬁﬁns'ﬂﬁgd?%rﬁéﬁiﬂxw met hoxy, et hoxy,

propoxy, buto pen

W is preferably -C(R%),-, -OC(R®),- or -NR°C(R°),~, particularly preferably,

19 for example, -OCHR® or -NHCHR?®, where R®is H, alkyl having 1, 2, 3, 4, 5
or 6 carbon atoms, in which 3 H atoms may be replaced by F, or phenyl,
benzyl or thienyl, each of which is unsubstituted or monosubstituted or
disubstituted by F, methyl or ethyl.

20

X is preferably CONH or CONH(CH,),-, particularly preferably CONH or
CONHCH,, furthermore CH,0- or CH,OCH,.

25 Y is preferably alkylene or Ar-diyl, particularly preferably methylene,
ethylene, propylene, or 1,4-phenylene which is unsubstituted or
monosubstituted by F, ethoxycarbonylmethoxy or carboxymethoxy,
furthermore alternatively pyridinedyl, preferably pyridine-2,5-diyl.

30
T is preferably N(R*), or a monocyclic or bicyclic, saturated, unsaturated or
aromatic heterocyclic radical having 1 to 2 N and/or O atoms, which is
unsubstituted or monosubstituted or disubstituted by A and/or carbonyl

35 oxygen, where R¥is H or A.



hexyl oxy, nitro, cyano, fornyl, acetyl, propionyl, trifluoromethyl, am no,

me]t Pyl am a‘% et hiy; i’im' In? di met hyl am no, diethyl am no, benzyl oxy, 20

sul f onam o@ety! sul f onam do, et hyl sul fonani do, propyl sudepR]

but yl sul f onam do, di net hyl sul fonam do, phenyl sul foﬁampéo, Lklcéar box3}|§12,96

nmet hoxycar bonyl, et hoxycarbonyl, et hoxytar bonyl met hoxy, carboxy- nethoxy or
am nocarbonyl. 25 Ar is particularly preferably, for exanple, phenyl which
I s unsubstituted or nonosubstituted or disubstituted by Hal, A net hoxy,

net hoxycarb h

pr ef ergtbl Y, O%? @E&%fﬁb@ er@BRé ‘%ﬁt’gﬂ%mﬁ d'metgﬁ?ﬁﬁ@bﬁ%&%'gwgr Het o
3-pyrrolyl, - B - R
-or 5-oxazol 5’!""’@"“"’% yloi Ogo‘)lgb ﬂgﬁ? ' Nz éxopﬁmllgfr }ﬁ’: h?g%rlhém g 2- of

5-i sot hi a- Z@kabyrrcﬂtdln-a-ylpa—éxq.‘—slH-Wridln-Z-yl &oxomorplnomwﬂ.u‘fywm

furthernore preferably 2,3-trjazaol -1- 2. 4-1 I -1 -
~-3- or -5-yl pymdlnoT-VB&@‘tdrlmllBﬁ”d"ﬁ v, %%%5995%‘13&42 Seioxe: yrlI azo

1, 2, 4- 8xadi azol

I 2 4. chi act pYBpIan Tyl 2801 OBy Zardoliorz 2aktan3-an 2y)

02/ 057236 PC&@P@J@QZ&ﬁldaﬁz pyridazinyl, pyrazinyl, 1-, 2-, 3-, 4-, 5-,
6- or 7-indolyl, 4- or 5-isoindolyl, 1- 2- 4- or 5- ben2| m dazol yI 1-,

2-, g-, 5-, 6- OL 7- benzopyrazolyl 2-, - - or 7- benzoxazolyl 3-,

-, 5-, 6- or enzi soxazol lyl, 2-,

421- , g , 6- OIA"'/'S tf@ﬁ??‘@'?ﬁpfﬁ ﬂt\éﬂw WhiEh 'sgngu%s'[ﬁ‘&a(a?ordgnzeﬁ%@"@éoigd?/azoI yl,
- - - i 4 7

8-i squ| noI yl |5L?§’utuigd ogtrlﬁ.%ﬂlﬂt@ HY}}’ Hé-l ﬁl 9(?! i ﬁg(Rf)é C@OR orore_, 7- or

8- qui nazo- | |@Y¢(R4§2-]O_QO(BRG1U| noxal i nyl, 2-, 3- - - or

8- 2H benzo- 1, 4- oxazl ny furt hernore prefer b | -5-yl,
1, 4- benzodi omnsmqferamyyngqultg@qlzm%%d] yl @r%&p?i'\ergpffﬁlgthorxn?ore y

2 3 5 benconall el o, O B B e o 1
;)f" Lo ﬁj 5r §)|r 'oﬁsﬁbégilf%tgg?ogit[ls%éim%d - for exafhple, WAOﬂuorﬁre‘ chidrinet et r ahydr o- 2-
bromine, iodine, hydroxyl, methoxy, ethoxy, propoxy, butoxy, pentyloxy,
hexyloxy, nitro, cyano, formyl, acetyl, propionyl, trifluoromethyl, amino,
methylamino, ethylamino, dimethylamino, diethylamino, benzyloxy,

20 sulfonamido, methylsulfonamido, ethylsulfonamido, propylisulfonamido,
butylsulfonamido, dimethylsulfonamido, phenylsulfonamido, carboxyl,
methoxycarbonyl, ethoxycarbonyl, ethoxycarbonylmethoxy, carboxy-
methoxy or aminocarbonyl.

25 Ar is particularly preferably, for example, phenyl which is unsubstituted or
monosubstituted or disubstituted by Hal, A, methoxy, methoxycarbonyl-
methoxy, carboxymethoxy or ethoxycarbonylmethoxy.

Het is preferably, for example, 2- or 3-furyl, 2- or 3-thienyl, 1-, 2- or
30 3-pyrrolyl, 1-, 2-, 4- or 5-imidazolyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4- or
5-oxazolyl, 3-, 4- or 5-isoxazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or 5-isothia-
zolyl, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or 6-pyrimidinyl, furthermore preferably
1,2,3-triazol-1-, -4- or -5-yl, 1,2 4-triazol-1-, -3- or -5-yl, 1- or 5-tetrazolyl,
1,2,3-oxadiazol-4- or -5-yl, 1,2,4-oxadiazol-3- or -5-yl, 1,3,4-thiadiazol-2- or
-5-yl, 1,2 ,4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3- or

35



15 tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-, -4- or
-5-pyrrolyl, 2,5 dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 1-, 2- or

3- pyrrol i digwdos7iset r ahydro-1-, - 2- or -4-imdazolyl, 2,3-gifhyshiQads. -2-,
-3-, -4- or -5-pyrazolyl, tetrahydro-1-, -3- or -4-pyrazolyl,

1, 4-di hydro-1-, -2-, -3- or -4-pyridyls13-2, 3,4-tetrahydro- 20 1-, -2-,
-3-, -4-, -5- or -6-pyridyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3- or
4-mor phol i nyl, tetrahydro-2-, -3- or -4-pyranyl, 1, 4-dioxanyl,

1, 3-dioxan-2-, -4- or -5-yl, hexahydro-1-, -3;.0r -4-pyrikdazinyl

nexahydr o- 1 4-nysdazing, Ryadiny. fy ¥ty 6107 T-i0dolyl 4°HF BascpRyl.
1,2,3,4-tetraghydr@- 1: g 1o 2o 13- =.2-2-.5.28. 5074 ot aui pol yl
1,2,3,4-tetr H%r%- érS b%I_Z!ml_d%_Zt:le[,j_,,3_,§_,,5 : °I67 %)_ehgcr)pf%\_z Ii%oq’ui nol yl, 2-,
3-, 5-, 6-, B: 6GorSr-Berdzshdnotil,B-24k Fna-corl7-benxzisokazolyl, 2¢ ul-f e bror &-
preferably 2, 3-net hyl enedi oxyphenyl . 3, 4-net hyl enedi oxy- '?J?%réy ,

2, 3- et gy| enebeozgtbiazolyl, 23 44- 2+ Ay e Abengispthiazalyl, 43 5. %‘d? g 30

met hyl @nedi oxy) phenyil 35 dihy 0 o) . 0f_ 7=6-y!| z_ 2 37(2- 0X0-

net hyl enedi oéy%’gﬁ%l'aztﬂgyla?'t gr"n‘g't ﬁ&%gﬁs‘%ﬁnl@}y ’r!)-' EH-{,’ E-’b?eeﬁzo%ﬁ oxepi n-
6- or -7-yl, gfidphirabpra. AL &f-esabl vr 8.qikbliyHropsn sof 6y #Fapt 8ajuirazb-di hydr o-
2- oxof ur anyl 8 IggéV\D ([yg’/ 057236" PCT/ EPO1 1428%/‘j -14 Het is veri{qv particul arly
pref erabl y~ alinpinbepr Brquinoxatingly &, &, 55 &-u7-e0d2H-berza-tdaoxaziayl, ar omati ¢
het er ocycl i c radi cal havin

monosubst i t ufétheIMeedr Sﬁec’g?lulxtt%bé?%‘gﬁﬁﬁglﬁ%yﬁ?%’P%%ﬁgogigﬁoﬂg?ﬁ; %’ﬁ uted or

exanpl 40 nor A4yl o 2- oxani oI ; rrolidin-1-yl,

5, 5- di met hyl @’%ﬂ%&%@]b?/dr'r%?'igdi@%)ﬁﬁ ﬁ%@ﬁfﬁ‘%@%fﬂﬁy‘f §| . 3- Y

oxonor phol i n-Pheyhetefodyilc tadlicals inmiayalboe partiéiyloofuliyihydragénated.i , 2- oxo-

pi perazin-1-yl, 2,5-dioxopyrrolidin- ?i n-%— I,
LY fél'yl or

1-yl ., 2-o0x0-1, 3- oxazol i
3- ox0- 2H pyHetganithasyfor ezam!ﬁ.cﬁl%&baé?r-w ,Vd2°'3Xvo‘-%1', = 8% a*li'
or S turyl . G, ftordy ot -§:), RephydiBt2- drsaRUAA S SRlidolais-xampl €. 2
15 tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 2,5-
dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 1-, 2- or 3-pyrrolidinyl, tetrahydro-1-, -
2- or -4-imidazolyl, 2,3-dihydro-1-, -2-, -3-, -4- or -5-pyrazolyl, tetrahydro-1-,
-3- or -4-pyrazolyl, 1,4-dihydro-1-, -2-, -3- or -4-pyridyl, 1,2,3,4-tetrahydro-
20 1., -2-, =3-, -4-, -5- or -6-pyridyl, 1-, 2-, 3- or 4-piperidinyl, 2-, 3- or
4-morpholinyl, tetrahydro-2-, -3- or -4-pyranyl, 1,4-dioxanyl, 1,3-dioxan-2-,

-4- or -5-yl, hexahydro-1-, -3- or -4-pyridazinyl, hexahydro-1-, -2-, -4- or
-5-pyrimidinyl, 1-, 2- or 3-piperazinyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-,
25 --, -7- or -8-quinolyl, 1,2,3,4-tetrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7- or -8-
isoquinolyl, 2-, 3-, 5-, 8-, 7- or 8-3,4-dihydro-2H-benzo-1,4-oxazinyl,
furthermore preferably 2,3-methylenedioxyphenyl, 3,4-methylenedioxy-
phenyl, 2,3-ethylenedioxyphenyl, 3,4-ethylenedioxyphenyl, 3,4-(difluoro-
30 methylenedioxy)phenyl, 2,3-dihydrobenzofuran-5- or -6-yl, 2,3-(2-oxo-
methylenedioxy)phenyl or alternatively 3,4-dihydro-2H-1,5-benzodioxepin-
6- or -7-yl, furthermore preferably 2,3-dihydrobenzofuranyl or 2,3-dihydro-

2-oxofuranyl.

35



3-pyrrolyl, 1-, 2-, 4- or 5-imdazolyl, 1-, 3-, 4- or 5-pyrazolyl, 2-, 4-
or 5-oxazolyl, 3-, 4- or 5-isoxazolyl, 2-, 4- or 5-thiazolyl, 3-, 4- or

5-i sot hi awbpoaehask, 2-, 3- or 4-pyridyl, 2-, 4-, 5- or 6-
furthernore preferably 1,2,3-triazol- 1- -4- or -5-y1, 1m2(ﬁ4/fﬂ;0(rilllgzzg(k)l

-3- or -5-yl, 1- or 5-tetrazo|y| 1, 2“1340xad|azol - or -5-yl,
1,2, 4- oxadi azol -3- or -5-yl, 1, 3,,4 th| adi azol -2- or -5-yl,
1,2, 4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3- or 20

5. 01 ndol yi He t%y 185/ BBy eirebin e HongtypiOyr Byl Bilgloa & o
7-benzopyr az 8h¥+tur%ted df-aromatic terdt dmaamxnmhgm to2 N o o a’riems6- or
.7- benzi soxazo - - or % benzot hi azol yl 6- or

7- benzi sot hi mmil'yis,u%ubsﬁtutedmr monDSbb&tﬂUt%" or @Sgbﬁﬁﬁ@ﬂa@bi-@fbonﬂ- 3- 4-
5-, 6- 7- or 8-quinoly

5- 7-  oPXBIefi SHON aﬁ”for gxamqle "@rph(gm'd"yl %Pgéola%@é W ?I nyci -
6- qui el " Bytrgfdin-frvl, 528 dgﬁeﬁhy?% BYopfrdiuiAenyioa ot N1y faurt her nor e

preferably 1 nzodi oxan- 6-yl ,
benzot hi adi aggbmbrpR6lin-4-y, |4-0Ro-211-1=p§$|=|dhﬂn1z-y)h<2c6 -dioxopipeyidinTFie2t@er ocycl i ¢

di cal |
o Dl bl L AL S
-4- or - r
tetrahydro 2~"W§'fjgz%1 %‘H Qﬂmﬂ%cgarﬁ W?fc?r-&af‘l%%ga?ﬁ-a@-S,jylfm?z-g?a?Sy:oyrrgISyI

2,5 di h 0- i - -5- lyl, 1-, 2-
ic ctan-3-orf2yl; o- pyrroly or 3-pyrrolidinyl,
Cetrahydrool - vz Psta oty > Y o 1y o o i i dazol e

243 di hydlroI 1—|e1t‘ iza%rem;]ergbly, fot-example,- zawra?zfuryll 2- oeBrihiepyk d-12-01 - 3- " or
- razo -
Py azol Y L oL i B & 4 oy aSedof ety

I’'per 1 dinyl
or 45 m)rph tr . Qf 2 | 3-,
o P or2h P il 81 £ Rofarclyi2 O or PSR 2 X 6r Gcmime

hexahydto- 1- ,zoig; 2- -34-orG¥-pyrﬁyl (B4 A#i5dion-pyriridiryl, urthsﬂpor@ew&i&rﬁpiy
1,2, 3, 4-tetrahydro-1-, - r
1,2, 3, 4-tet ra’hécﬁ*tﬂa!o" 1-:24: ot f‘:’i‘)’l' ji,{l-tugz_cél-t— 6‘3 or 7 -ybql 025% @?838{V%o| yl, 2-
3-. 5, 6. T3 08 B &4 0) YOI 2K ohe Rz aaiky AR XGB! 1,3, 4-thiadiazol-2- or |
-5-yl, 1,2,4-thiadiazol-3- or -5-yl, 1,2,3-thiadiazol-4- or -5-yl, 3- or
20 4-pyridazinyl, pyrazinyl, 1-, 2, 3-, 4-, 5-, 6- or 7-indolyl, 4- or 5-isoindolyl,
1-, 2-, 4- or 5-benzimidazolyl, 1-, 3-, 4-, 5-, 6- or 7-benzopyrazolyl, 2-, 4-,
5-, 6- or 7-benzoxazolyl, 3-, 4-, 5-, 6- or 7-benzisoxazolyl, 2-, 4-, 5-, 6- or 7-
benzothiazolyl, 2-, 4-, 5-, 6- or 7-benzisothiazolyl, 4-, 5-, 6- or 7-benz-
25 2,1,3-oxadiazolyl, 24, 3-, 4-, 5-, 8-, 7- or 8-quinolyl, 1-, 3-, 4-, 5-, 6-, 7- or
8-isoquinolyl, 3-, 4-, 5-, 6-, 7- or 8-quinolinyl, 2-, 4-, 5-, 6-, 7- or 8-quinazo-
linyl, 5- or 8-quinoxalinyl, 2-, 3-, 5-, 6-, 7- or 8-2H-benzo-1 ,4-oxazinyl,
furthermore preferably 1,3-benzodioxol-5-yl, 1,4-benzodioxan-6-yl, 2,1,3-
benzothiadiazol-4- or -5-yl or 2,1,3-benzoxadiazol-5-yl.

. The heterocyclic radicals may also be partially or fully hydrogenated.
Het' can thus, for example, also be 2,3-dihydro-2-, -3-, -4- or -5-furyl, 2,5-
dihydro-2-, -3-, -4- or -5-furyl, tetrahydro-2- or -3-furyl, 1,3-dioxolan-4-yl,

25 tetrahydro-2- or -3-thienyl, 2,3-dihydro-1-, -2-, -3-, -4~ or -5-pyrrolyl, 2,5-

dihydro-1-, -2-, -3-, -4- or -5-pyrrolyl, 1-, 2- or 3-pyrrolidinyl, tetrahydro-1-, -



10 furthernore preferably 2, 3-net hyl enedi oxyphenyl, 3, 4-net hyl enedi oxy-
phenyl , 2, 3- et hyl enedi oxyphenyl, 3, 4-ethyl enedi oxyphenyl, 3, 4-(difluoro-
met hyl enedigooysedzeny! , 2, 3- di hydrobenzof uran-5- or -6-yl, poBEkEH$298-

met hyl enedi oxy) phenyl or alternatively 3, 4-di hydro-2H 1, 5-benzodi oxepin 15
6- or -7-yl, furthernore preferably 2,318+hydrobenzofuranyl or 2, 3-dihydro-
2-oxofuranyl. mis preferably 2, furthernore alternatively O or 1. 20 nis
preferably 1, furthernore alternatively 0 or 2. The conpounds of the

formula | may have. one o e.chiragl gentres an h '
Xari og_s slt erébpﬁtﬁeﬂp%@z?m'gé'dﬂyglr?'g"n%r' i '26\95?@'p&ﬁ%ro@'g{eﬁﬁgg(g@yrPns.
ccordi ngly, _4 he ian j r&l D _pargl gl t of th
A S R e NS s gt R D U o
preferred 3Q-npanBRgd- i-BdrB-pyridyiot-e 2-Drar epipeeidingd] 231 3upsd-of conpounds
may be expressed bﬁ{nthe foll ow ng sub-fornul a ich gonformto

|
t he fgr gu:c gmo(;ahqd ¥ tﬁr}nabmdﬁqq%rl. r3Pic4Ryrapyl, 3&3@%891'@3‘1#@%@51 sr detai |
are as efin u t I Je o | ' -
027 057236 PCHERGa DRVt T 3 or b, Aigxgiyr -2, 4 or s 10
unsubsti tut e%yﬁﬁqidiﬁ?l?ﬂHb@tdrtalgi%_rai?uylQ‘l‘!Q,ID,ﬂ-téﬁaH @ro-1; -4-, -3HM-0-85H 3 10 in

lc Ar is phe whi ch i's unsubstituted or nonosubstituted or_ disubstituted
by Hal, A OR8-e7- & {8ayEapl],d 28zR®etrahydro-1-, -2-, -3-, -4-, -5-, -6-, -7- or -8-

isoquinolyl, 2-, 3-, 5-, 6-, 7- or 8-3,4-dihydro-2H-benzo-1,4-oxazinyl,

10 furthermore preferably 2,3-methylenedioxyphenyl, 3,4-methylenedioxy-

phenyl, 2,3-ethylenedioxyphenyl, 3,4-ethylenedioxyphenyl, 3,4-(difluoro-

methylenedioxy)phenyi, 2,3-dihydrobenzofuran-5- or -6-yl, 2,3~(2-oxo-

methylenedioxy)phenyl or alternatively 3,4-dihydro-2H-1 ,5-benzodioxepin-
15 8- or -7-yl, furthermore preferably 2,3-dihydrobenzofuranyi or 2,3-dihydro-

2-oxofuranyl.

m is preferably 2, furthermore alternatively 0 or 1.

20 n is preferably 1, furthermore alternatively 0 or 2.

The compounds of the formula | may have one or more chiral centres and
therefore occur in various stereoisomeric forms. The formula | covers all

25 these forms.

Accordingly, the invention relates in particular to the compounds of the
formula | in which at least one of the said radicals has one of the preferred

meanings indicated above. Some preferred groups of compounds may be

30
expressed by the following sub-formulae fa to Im, which conform to the
formula | and in which the radicals not designated in greater detail are as
defined under the formula 1, but in which

35

in la R? isH;



inld Het is a nonocyclic or bicyclic, saturated, unsaturated or aromatic
heterocyclic radical having | to 2 N and/or O 15 atons which is

nonosubst wioui2ad7m6 di substituted by A and/or carbonyl oxylggm;pdln_dgg Wis
-OC(R3)2- or -NR3C(R3)2-; 20 in If Wis -OC(R3)2- or -NR3C(R3)Z R3 is
H Aor -(CH)"Ar, Ar is phenyl which 1% unsubstituted or rmnosubstitut ed
or 25 disubstituted by Hal, A, OR4 or O-[C(R4)2]; COORS, n isOorl; inlg W
is -OCHR3- or -NHCHR3-, 30 R3is H Aor -(CH2)n-Ar, Ar is phenyl which is
unsubstituted or nonosubstituted or disubstituted by Hal, A OR4 or
O[C(R4)2]07CO0RS, n isOorl; 35 inlh Xis CONH or CONH(CH2)2-; WO

02/ 057236 PG 01/ 14296 =N uksLBStRuRId AW mehysubstituted phenyl
which is ungﬁ)’s%rl tut;ktzj olrs %nowbﬁwl\ymcgdggrhg gﬁdl substituted by Hal ,
OR4 or 0-1C(RO)21, - COORShyiQH,|¢ri8 is N(R3')2 or a nonocyclic or bi cycllc
saturated, unsatu- rated or aromatic heter ycllc radi cal having | to 2 N
and/ or .0 atons which is no Nbstl t ut egxo{ ubstituted 10 by A and/or

carbong’l oxygen, R3' is H erk |s -C( =NH) - NH2 whi ch is
unsubstituted or m)nosubstlHlN

3 .

10 inlc Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?;
inld Het is a monocyclic or bicyclic, saturated, unsaturated or
aromatic heterocyclic radical having 1 to 2 N and/or O
15 atoms which is monosubstituted or disubstituted by A
and/or carbony! oxygen;
in le W is -OG(R?®),- or -NR*C(R%),~;
20
in If W  is -OC(R®),- or -NR*C(R?),-,
R® is H, A or -(CH,),-Ar,
Ar is phenyl which is unsubstituted or monosubstituted or
25 disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?,

n isOor1;

inlg W  is -OCHR®- or -NHCHR?®-,
30 R® is H, A or -(CH,),-Ar,
Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?®,
n isOorf;

35
in Ih X  is CONH or CONH(CH,),~;



15 by OH, or is { NCO{~-N~O N4 4 0or HHNOCH3 20 R is H R3is H A
or -(CH2),-Ar, R4 is Hor A/ Wis -OC(R3)2 or -NR3C(R3)2-, 25 X is CO\H
or CONH( GW@)edis72¥6i s al kylene or Ar-diyl, T is N(R3')2 or pgrip@gy06i c or
bicyclic, saturated, unsatu- rated or aromatic heterocyclic radical having
1 to 2 N30 and/or 0 atons which is nonbsubstituted or disubstituted by A
and/ or carbonyl oxygen, R3'" is Hor A Ar is phenyl which is unsubstituted
or nonosubstituted or 35 disubstituted by Hal, A, OR4 or G[C(R4)2]o
COORS, WO 02/ 057236 PCT/EPOL/ 14296 -18 A is unbranched or branched al kyl
having 1-6 carbon atons, in which 1-7 H atons may be replaced by F, n

isOorl; 5 1 R s - Andingh s unsubstituted or
-nonosubst i tu[heltjg by a—i %ﬁ@qégag \gdral 0 HN-\ O N--
Ar is phenyl which is unsubstituted or monosubstituted or

disubstituted by Hal, A, OR* or O-[C(R"),],-COOR?;

in lj T is N(R*), or a monocyclic or bicyclic, saturated, unsatu-
rated or aromatic heterocyclic radical having 1to 2 N
and/or O atoms which is monosubstituted or disubstituted
10 by A and/or carbonyl oxygen,

R¥ isHorA;

in Ik R' is -C(=NH)-NH, which is unsubstituted or monosubstituted
15 by OH, or is

{ /N‘ { /N\O
\( 0 \'(\l__{

or
HN—{O -

is H,

is H, A or -(CH,),-Ar,

is HorA,

is -OC(R%),- or -NR*C(RY),-,
is CONH or CONH(CH,),
is alkylene or Ar-diyl,

20

25

4 < xs33RA

is N(R*), or a monocyclic or bicyclic, saturated, unsatu-
rated or aromatic heterocyclic radical having 1to 2 N
30 and/or O atoms which is monosubstituted or disubstituted
by A and/or carbonyl oxygen,
R¥ isHorA,
Ar is phenyl which is unsubstituted or monosubstituted or
35 disubstituted by Hal, A, OR* or G-{C(R*),],-COOR®,



OCHB RRis H R3isH Aor -(CH2)"Ar, 15 Ris Hor A, Wis -0OC(R3)2- or
-NR3C(R3)2-, X is CONH or CONH(CH2)2, Y is alkylene or Ar-diyl, 20 T is
di et hyl awige/osghizet hyl am no, norpholin-4-yl, 2-oxo- piperigimeioiMhios
2-oxopyrrolidin-1-yl, 5,5-dinethyl-2-oxo- pyrrolidin-1-yl, 2-oxo-1

H pyridin-1-yl, 3-oxonorpholin-4-yl, 418xo-1H pyridin-1-yi,

2, 6-di oxopi peridin-1-yl, 2-oxo 25 piperazin-1-yl, 2,5-dioxopyrrolidin-21-yl,
2- oxo- 1, 3- oxazol i di n- 3 yl, 2-azabicycl o[ 2. 2. 2] octan-3-on-2-yl or

3- 0x0- 2H pyri dazi n- 2-y Ar s enyl . which i S titu I
nonosubstituted or §0 d?%ﬁ%@’@ﬂgﬁ?@ﬁm ed é\kﬁ&?&qﬁr*% %%g?ﬁ)aé?

A is unbranched or branc I n Wmch 1 7 H
-at ons nmay be repl aced byhﬁq’hﬁiwggo#r’%%'ﬂg b(é)g?%]g%% PCT/ EPOL/ 14296 - 19

in ImR is CN, NH2, nCONM0 oEM2NH21 CH2CH2NH2, -C(=NH)-NH2 which is
unsubstituted or nonosubstituted by OH COOR3, OCQOA or OCOOA, or is HH |
or \=- OCH3 R2is Hor F, 10 RSis H Aor -(CH),-Ar or thienyl,

5
intl R' s -C(=NH)-NH, which is unsubstituted or monosubstituted
by OH, oris

{0 { /N‘o
10 \(—Q or \{l:{

CH,
R?* isH,
R® is H, A or -(CH,),-Ar,
15 R* isHorA,
W is -OC(R®),- or -NR*C(R?),-,
X  is CONH or CONH(CH,),
Y is alkylene or Ar-diyl,

20 T is dimethylamino, diethylamino, morpholin-4-yl, 2-oxo-
piperidin-1-yl, 2-oxopyrrolidin-1-yl, 5,5-dimethyl-2-oxo-
pyrrolidin-1-yl, 2-oxo-1H-pyridin-1-yl, 3-oxomorpholin-4-yl,
4-oxo0-1H-pyridin-1-yl, 2,6-dioxopiperidin-1-yl, 2-oxo-

25 piperazin-1-yl, 2,5-dioxopyrrolidin-1-yl, 2-oxo-1,3-

oxazolidin-3-yl, 2-azabicyclo[2.2.2]octan-3-on-2-yl or
3-oxo-2H-pyridazin-2-yl,
Ar is phenyl which is unsubstituted or monosubstituted or
30 disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?,
A is unbranched or branched alkyl having 1-6 carbon atoms,
in which 1-7 H atoms may be replaced by F,
n isOorft;

35



R4 is Hor A, Wis -C(R3)2-, -OC(R3)2- or -NR SC(R3)2-, X is CONH,
CONH(CH2), CONH(CH2) 2, CH2O or CH2OCH21 Y is al kylene, Ar-diyl or

pyri di nedwy o2/053§ i s di nethyl am no, diethylam no, norpholpdy/dproii4296

2- oxopi peridin-1-yl, 2-oxopyrrolidin-21-yl, 5,5-dinethyl-2-
oxopyrroiidin-1-yl, 2-oxo-1 Hpyridin-L49l-, 3-oxonorpholin-4- yl,

4- oxo- 1H pyridin-1-yl, 2,6-di oxopiperidin-1-yl, 2-oxo 20 piperazin-1-yl,
2, 5-di oxopyrrolidin-1- yI 2- 0xo0-1, 3-oxa- zolidin-3-yl,

3- oxo- 2H- pyri dazi n- 2- 2- caprol act am 3-yl or
2- azabi cycl ofielm. 2] oé%/anl% CHhaNH., {4 NéﬁbﬁzN"& eri'g@" h\kﬁ gﬁ(ﬂ@ﬁﬂgabsti t ut ed
or nonosubstituted or !g@q_h sbonyl -
net hoxy, ethoxycar bonyI Qf(i/s %"r‘g“?gF‘@S%mne °%§Ub§'t}l§%u% ranwgﬁ:{
branched al kyl havi ng 1- ®@CopbsrOeODA, or |30 in Whl ch 1-7 H atonms may be
replaced by F, n isOorl; and the| r phar maceyti cal |y usabl e derivatives,
sol vat es and st er eoi sorre i ncl udf xtiures thereof in all ratios.
WO 02/ 357236 PCT/ EPOL/ 14 200 The conp un of the formula | and al so
the starting materials for eparatN are,,in addition, prepared by
met hods known per se, as descrl Bed in the lit@Hature (for exarrple in the
st andard works, such as 5 Houben- V\éyl Met hoden der organi schen Chem e

[ Met hods of Organic Fgﬁe Iyd_-, Georg Thi enme-Verl ag, Stuttgart), to be
preci se under reaction condl ti'ons which are known and suitable for the
said reactions. Use ®Rh gk be-(Chp-Arasrahighylari ants which are known per

se, but1@Gre not
R* isHorA,
is ~C(R%),-, -OC(R%,- or -NR3C(R?),-,
is CONH, CONH(CH,), CONH(CH,),, CH,O- or CH,OCH,,

is alkylene, Ar-diyl or pyridinediyl,
15

4 < X s

is dimethylamino, diethylamino, morpholin-4-yl,

2-oxopiperidin-1-yl, 2-oxopyrrolidin-1-yl, 5,5-dimethyl-2-

oxopyrrolidin-1-yl, 2-oxo-1H-pyridin-1-yl, 3-oxomorpholin-4-
yl, 4-oxo0-1H-pyridin-1-yl, 2,6-dioxopiperidin-1-yl, 2-oxo-

20 piperazin-1-yl, 2,5-dioxopyrrolidin-1-yl, 2-oxo-1,3-oxa-

zolidin-3-yl, 3-oxo-2H-pyridazin-2-yl, 2-caprolactam-1-yl, 2-

oxo-1,3-oxazinan-3-yl or 2-azabicyclo[2.2.2]octan-3-on-2-

yl,

25 Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, CF,, A, OA, methoxycarbonyl-
methoxy, ethoxycarbonylmethoxy or carboxymethoxy,

A is unbranched or branched alkyl having 1-6 carbon atoms,

30 in which 1-7 H atoms may be replaced by F,

n is0or1;

and their pharmaceutically usable derivatives, solvates and stereoisomers,

35 including mixtures thereof in all ratios.



mentioned here in greater detail. 10 If desired, the starting nmaterials can
al so be forned in situ so that they are not isolated fromthe reaction

m xture, Welg2logagead are inmedi ately converted further i ncg/ideg140gpounds
of the formula I. 15 Conpounds of the fornmula | can preferably be obtained
by liberating conmpounds of the fornula20-from one of their functional
derivatives by treatnent with a solvolysing or hydrogenol ysi ng agent. 20
Preferred starting materials for the solvolysis or hydrogenol ysis are those

whi ch conformto the fo ., but .contain,corr ondi n ot.ect ed '
an:j/or hydrofpﬁcﬁﬂ‘&%'Jsz‘éﬂtgﬁéowmﬁﬂg ra%ﬂ?}gﬁstggtipgarﬁ#ﬁj%g r&ﬁe gdrg:(r‘ylnoZS
roups, f : ahiache ] ' i nst ead of

Pt o boREAIo] 87, MHANCE blohefdd BY enBuS kAGhnerdiepdl | Te ) at ©

group, in whigebcibed i the lnsiatmrenforteempig igtheugtandarsk warkspsuamasiN gr oup,

and/ or those which carry a hydroxyl -prqotecting gro | nste of the H atom
30 of a hydr Slopbegr\digy!, M@ﬁhoéﬁaﬁﬁ@@m%gmlﬁ)w@hﬁa?G?E“ga'f"ﬁrrrul a1,

but carry a4 ' gr ' i ' d 5 ' up,
Mnstead | of - SNERuRY G St e Velifd, Sfudart W pE Sre e LnGb iachbn

oxadi azol e d%hgﬁﬁbhg ShichatE kné@A andsuirabRoy the saldireaetidrize Usercars pondi ng
am di no conpounds. WO 02/ 057236 PCT/ EPQO /14296 -21 The am di no group can
be |i ber at ed alsobe madekart ecia@Eriantiwhich areknown pejrse, Sxhafe 8ot t r eat nent

wi th hydrogen in the presence of a catalyst (for exanple Raney nickel).

Sui t abl e sol Vet e1RJB O 9818y velow, in 5 particular al cohols, such
as net H&hol or ethanol, organic acids, such as acetic acid or propionic
acid, or mxtures thereof. The hydrogenolysis is generally carried out at
t enper at ur es [pésireh tadetbrtify avateridle candalso be formed in situ so that they are

not isolated from the reaction mixture, but instead are immediately
converted further into the compounds of the formula .
15
Compounds of the formula | can preferably be obtained by liberating
compounds of the formula | from one of their functional derivatives by
treatment with a solvolysing or hydrogenolysing agent.
20
Preferred starting materials for the solvolysis or hydrogenolysis are those
which conform to the formula |, but contain corresponding protected amino
and/or hydroxy! groups instead of one or more free amino and/or hydroxyl
25 groups, preferably those which carry an amino-protecting group instead of
an H atom bonded to an N atom, in particular those which carry an R*-N
group, in which R' is an amino-protecting group, instead of an HN group,
and/or those which carry a hydroxyl-protecting group instead of the H atom
30 of a hydroxyl group, for example those which conform to the formula |, but
carry a -COOR” group, in which R” is a hydroxyl-protecting group, instead
of a -COOH group.
Preferred starting materials are also the oxadiazole derivatives, which can

35 be converted into the corresponding amidino compounds.



pressures between about 1 and 200 bar, preferably at 20-30 (room
tenperature) and 1-10 bar. 10 The oxadi azole group is introduced, for

exanpl e, Wy vR&REs on of the cyano conpounds w th hydroxylpefiEre1/adrde
reaction with phosgene, dial kyl carbonate, chloroformc acid esters,

N, N - carbonyl dii m dazol e or acetic 15 a@hydride. It is also possible for a
plurality of - identical or different - protected am no and/or hydroxyl
groups to be present in the nolecule of the starting 20 material. If the
protecting group

d f f h
cases be cl egbéé%gk%z&%LE?‘{a\eM%/' gﬁ&({ @prﬁpﬁ&&%ﬁ%gﬁ%p&y?w& gg’ J‘éa” in many

known in gen e é)ég}% Fe tabl e for
-prot ecting (§*§J“Efeng§&£ﬁggh‘5"ﬁh 8 lg{)e‘?m ln%ﬁeg gvr@ca%@fc t)ns but which
are easy to grampke R‘ahéY nidkel)dSaitalsle sonm ard thosedndloatddalselbwem carried
out el sewhere in the nolecule. Typical of such groups are, in partlcul ar,

'unsubstsl t ut epadicularaicohale.uchas methanol osethanal. I5gFRIEERIdS, sHCh @Sl Ky |

groups® Since _the a rotecti.ng Y desired
reaction (oraF%@E?ngrég Blonese ci Wﬂ&PMﬁ§§35§WQFe@ﬁaﬁﬂg%éEEBW%%g?nnre not
er UC' al ; Wgéﬁévaﬂ?rc%frﬁé&ﬂﬁﬁaﬂ t%nﬁjéf&f&ré@béﬁm aistioand 1202 ahg parti cul ar
- carbon tons. " The term "acyl group” is to be 35 understood in the
broadest senpeess;mrwba’mﬁemabwtthamdheoprbfasepqurabb@aiszo -30% (el udes acyl

groups derived from al i pha aral i phatic, aromatic or WD 02/ 057236

PCT/ EPOL/ 142 mperatured @ddo QMaE carboxylic acids or sulfonic acids, and,
in partlOcul ar, al koxy- carbonyl, aryl oxycarbonyl and especially

ar al koxycar bonyl groups. Exanples of such acyl groups are al kanoyl, such

as acetyl, prrtwélcﬁ@dlamdgEoumlrsmrbdu@aomfckwcamplesbylreamqmrmnpeaganw
aroyl, such as benzoyl and tolyl; yl oxyal kang

al koxycar bonybbmpawldsalglthrbyq!r@xylgaﬁ%ﬁpﬁ rea@ttquwglﬁghggaéne inaIECfA
2,2, 2-trichl orget NOXY AL R0t deideStef!. N RHESIERYIdRIdAZ0le or acetic

15 anhydride.

It is also possible for a plurality of — identical or different — protected amino
and/or hydroxy! groups to be present in the molecule of the starting
20 material. If the protecting groups present are different from one another,

they can in many cases be cleaved off selectively.

The term “amino-protecting group” is known in general terms and relates to

25 groups which are suitable for protecting (blocking) an amino group against
chemical reactions, but which are easy to remove after the desired
chemical reaction has been carried out elsewhere in the molecule. Typical
of such groups are, in particular, unsubstituted or substituted acyl, aryl,

30 aralkoxymethyl or aralkyl groups. Since the amino-protecting groups are
removed after the desired reaction (or reaction sequence), their type and
size are furthermore not crucial; however, preference is given to those
having 1-20, in particular 1-8, carbon atoms. The term “acyl group” is to be
understood in the broadest sense in connection with the present process.

35
It includes acyl groups derived from aliphatic, araliphatic, aromatic or



and 2-iodoet hoxycar bonyl ; aral koxycarbonyl, such as CBZ ("carbo benzoxy"),
4- met hoxybenzyl oxycar bonyl and FMOC, and aryl sul fonyl, such 10 as Mr.

Pr ef er r edwayd@78360t ect i ng groups are BOC and Mr, furtherpmyerorsi2ds Fnoc,
benzyl and acetyl. The term "hydroxyl-protecting group” is |ikew se known
in general ternms 15 and relates to gre@@s which are suitable for
protecting a hydroxyl group against chem cal reactions, but are easily
renovabl e after the desired chem cal reaction has been carried out

el sewhere in the nol ecule. Typical of _suych groups are the abqve-nentioned
unsubst i t ut edreterosyelis carpOKWIcagiAs opguIfRNE Gl Soﬁﬁac‘iﬁlp%'h@ﬁﬁé, ﬂf%yf her nor e

I | kyl T ' : [
arenot - or usicAbEvl BIHESHIERIOY Hnd s8fiecly, Rk RSy BESURSC ' 10 X CLPe
reaction of IEBAHEIEE GTRALRREY! gibUpE G BficINoyk sibh @ doety pptoriytandg 1- 20,

in particular 1-10, carbon atons. Exa 5 of hydroxyl - protecting groups
are, inter altuyryhearalikanoyl, suchas phenylacetylaravk sugkasdgnzoyl and tolyl;

D oo Sualehbyi s o DA oS S rhanbhlaRALY L ©
fromtheir f | ep iovAl ég@& F{ﬁg | sarbgngnoup used
- for exanpl ;élﬁéil(ﬁ&?bg? b%'gz'%t(t:llil S, ogt va ?g‘;ﬂgg‘ggfﬂ?%gﬁgbﬁgor pgg'():hl oric
aci d, but al smdigiingoethokysarsonyinarallcoxygarbionyheudh assCiBB (earbg-dr ochl ori ¢

acid or sulfuric acid, 35 strong organic carb lic acids, such as

trichl O{é)acetbﬁﬂ@éy'c'); 4dneﬁwvbﬁm%ylowéa&qnviaea%b§eREQ@Y'SHEOHV': such

p-t ol uehesul f gni el e - Of 296 -23
Bddi i onal i rf Mg %ﬁ@ﬂerﬁEqugmB{?éé%‘?‘g!"%%’{nggﬁ%g@%ﬁég\”ﬁ&[{e@@%gwi tabl e
i nert sol ventgBzr Fnidccbenafllahdcadeyii c, for exanpl e carboxylic acids, such

as acetic acid, ethers, such as tetrahydrofuran or di oxane, am des, such
as 5 DMF, hal ogenated hydrocarbons, such as dichl oronet hane, furthernore

o Seurcone! st e anle-uth SRR Do FBLBIASh o R e

15 and relates to groups which are suitable for protecting a hydroxyl group
against chemical reactions, but are easily removable after the desired
chemical reaction has been carried out elsewhere in the molecule. Typical
of such groups are the above-mentioned unsubstituted or substituted aryl,

20 aralkyl or acyl groups, furthermore also alkyl groups. The nature and size
of the hydroxyl-protecting groups are not crucial since they are removed
again after the desired chemical reaction or reaction sequence; preference
is given to groups having 1-20, in particular 1-10, carbon atoms. Examples

25 of hydroxyl-protecting groups are, inter alia, benzyl, 4-methoxybenzyl,
p-hitrobenzoyl, p-toluenesulfonyl, tert-butyl and acetyl, where benzyl and

tert-butyl are particularly preferred.

30 The compounds of the formula | are liberated from their functional
derivatives — depending on the protecting group used — for example using
strong acids, advantageously using TFA or perchloric acid, but also using
other strong inorganic acids, such as hydrochloric acid or sulfuric acid,
strong organic carboxylic acids, such as trichloroacetic acid, or sulfonic

35
acids, such as benzene- or p-toluenesulfonic acid. The presence of an



preferably used in excess without addition of a further solvent, and
perchloric acid is preferably used in the formof a m xture of acetic acid

and 10 70§ponRrHehberic acid in the ratio 9:1. The reacti on pcargmiaizmEes for
the cl eavage are advant ageously between about 0 and about 50, preferably

between 15 and 30 (roomtenperature). 4123The BOC, O but and Mr groups can,
for exanple, preferably be cleaved off using TFA in dichl oronethane or
usi ng approximately 3 to 5N HCl in dioxane at 15-30, and the FMOC group

i ot nyl am n@cdBioBal Rk salEewe Bsbf FRbls i BNFNaEesRAragS AR cct i ng
whi h
Phe T berati BetbpoiRRRIRETHINARIRERY, fof Sxaltple PR a8l 4 H8c) can

be cl eaved Ofabetlééblceéﬂﬁ@’sesumaé tetrathydrﬁfuvarmr Hipstangeamides, sheh psesence of
a catalyst (for exarrpl e a nobl e-netal catal yst. such as palladium

-advant geousIWBnhalog&pp’tﬁthCﬁQ@afbagsc%l-lMﬁ dlcblﬂrtJmGﬂ'@n%(ﬁ'lW@fﬂ@rﬁere are

hothanol or - @lsaenct, sl 85 theiinih. alaEsrRefonsith RERRRE; °1S"
general l'y caiikfiffe8oF tifd abé\%’-ﬁfeﬂtlbhéé sbRienBLarefipihbrorer8ditad)d. BFAl is

pressures between about 1 and 200 bar, preferably at 20-30 and 1-10 bar.
Hydr ogenol ysipsefefabliiais€B4n gxoess withoeicatidition ofaffwftheaesOévmﬁpa@d on 5to 10%

n et hanol %ggémgaggg@g%w\gm 09 Bes gt 4 TGS 0%‘9 e ©
sui t abl®d | ne[forfg biic AEfd |H3f||q%“ na? %Rei@ﬁ@tl res?ﬁ*th@' eum et her,

benzene, tol r xy ene; roca ons, suc

trichi or oet hyigdagelaré adveintay emtsksalﬂ@twe*eatamnlooambomm preferably
trifluoronethyl benzene, chl orof orm or di chl oronet hane; al cohol S, such as

met hanol , et thetweeniEoand BAH GooMiemRasaEe). n- but anol or tert- but anol :
et hers, such as di et hyl ether, diisopropyl ether, tetrahydrofuran (THF) or

15 The BOC, O-but and Mtr groups can, for example, preferably be cleaved
off using TFA in dichloromethane or using approximately 3 to 5N HCl in
dioxane at 15-30°, and the FMOC group can be cleaved off using an
approximately 5 to 50% solution of dimethylamine, diethylamine or

20 piperidine in DMF at 15-30°.

Protecting groups which can be removed hydrogenolytically (for example
CBZ, benzyl or the liberation of the amidino group from its oxadiazole

25 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, advantageously on a support, such as carbon). Suitable
solvents here are those indicated above, in particular, for example,

30 alcohols, such as methanol or ethanol, or amides, such as DMF. The
hydrogenolysis is generally carried out at temperatures between about 0
and 100° and pressures between about 1 and 200 bar, preferably at
20-30° and 1-10 bar. Hydrogenolysis of the CBZ group succeeds well, for
example, on 5 to 10% Pd/C in methanol or using ammonium formate
(instead of hydrogen) on Pd/C in methanol/DMF at 20-30°.

35



di oxane; glycol ethers, such as ethylene glycol nononethyl or nonoethyl 10
et her or ethylene glycol dinethyl ether (diglyne); ketones, such as

acet one owgusieafape; am des, such as acetam de, di nmethyl aggitaped 4200

met hyl pyrrol i done (NMP) or dinethylformam de (DVF); nitrites, such as
acetonitrile; sulfoxides, such as di nmetB4l- sul f oxi de (DMSO ; carbon 15

di sul fide; carboxylic acids, such as formc acid or acetic acid; nitro
conpounds, such as nitronmethane or nitrobenzene; esters, such as ethyl
acetate, or mxtures of the said solvents. 20 A cyano group is converted
into an am dino group by reaction wth, for exanple, hydroxylam ne

fol | owed by fE%%‘rm{e%f %itétﬂ]ﬁ i@%@!ﬁl&@ﬁ%%ﬁ@%o@ﬁgﬁa JUCH ROREXArR, t he

presence of a catalyst, suc or exanp I'n order to prepare an
am di ne of ht fmér:‘joq‘mrmleahdzr,, behzemse, dblsienp @s xylene; thlosddtedt hyzoeanponsa ont o a
nitrite. The adduction is preferably carried out in a nunper of steps by,
in a ner I&h'@h/rasﬂélﬁh@é?etgweeﬁni'/@rg'PWQTQGHBaWP:ttPFrP@hlpFR’Be anehi oani de usi ng

H2S, conhverti i ) [ . ' Sz | Lo hi oest
S, (ool A A RBR O Hiole GAAGASRIAS AReScBhk! bsiaL oost e
in turn w th fkahsl, @thandli8oprEpanbR n-Bopafbl erbitagol dretertibdtandle into the
correspondi ng i mdoester using an al cohol, for exanple ethanol in the

pr eSﬁnce ;)f lethersastdch aeatiéthyl ether, idﬁsdﬁ'@ﬁu{b@th@f,ttﬁtrgﬁwﬁfl&an(('IBHE D F
synthesis), o, ¢) reacting the nitril ith |ithium3

bis(trimet hylc&?’F%}ﬁ?&iYQ%,e & s altvleng 9%‘?‘6!‘?’“%’!‘%6‘3'! REMENSEIY . wo
02/ 05746 P 1 - \ﬁg@@n ' anpl e, usi
acetic aci dc-(?}tﬁgrg%égﬁ%a%gs %Iféol@@fhﬁ/l &g{éer?ielg ter'}(éijlglgﬂg’rée\&/aq §$/ (rjr}ooxane, 219
t enper at ur es duritoveor Butamotie l8Mides, Buek asrdcetargidey dimethylacetamidendre be

acylated in a conventional nmanner  using an acid I, hydri d
al kyl at ed usimgthuipyirlidesei(NMRPrglime 9fm?n‘t'<i%('§‘{)‘k§:|rf"'ﬁﬁ$§(r§é'%ﬂ&% Haagt Ce)(rtl

wi th CHB- C{ =N SRtrile ASAKRLCRHS) ¥s dimethy! sulfoxide (DMSO); carbon
15 disulfide; carboxylic acids, such as formic acid or acetic acid; nitro
compounds, such as nitromethane or nitrobenzene; esters, such as ethyl

acetate, or mixtures of the said solvents.

20 A cyano group is converted into an amidino group by reaction with, for
example, hydroxylamine followed by reduction of the N-hydroxyamidine
using hydrogen in the presence of a catalyst, such as, for example, Pd/C.
In order to prepare an amidine of the formula |, it is also possible to adduct

25 ammonia onto a nitrile. The adduction is preferably carried out in a number
of steps by, in a manner known per se, a) converting the nitrile into a
thioamide using H,S, converting the thioamide into the corresponding S-
alkylimidothioester using an alkylating agent, for example CH;l, and

30 reacting the thioester in turn with NH, to give the amidine, b) converting the
nitrile into the corresponding imidoester using an alcohol, for example
ethanol in the presence of HCI, an_d treating the imidoester with ammonia
(Pinner synthesis), or c) reacting the nitrile with lithium

35 bis(trimethylsilyl)amide, and subsequently hydro'vsing the product.



in an inert solvent, such as dichloronethane or THE and/or in the presence
10 of a base, such as triethylamne or pyridine, at tenperatures between
-60 and w¥h2sokt23gesi red, the starting materials can al so ge/fmi/igdei N Situ
so that they are 15 not isolated fromthe reaction m xture, but instead
are imedi ately con- verted further intgsthe conpounds of the fornula I.

Compounds of the formula | in which R is in protected formcan preferably
20 be obtained by reacting conpounds of the fornula Il with conpounds of
the formula I1l. The reactiop i

)N IS, generally carried out in an inert solvent,
in the presef&ergcande gapepni e%fpﬁgxweh. ,Usmge?‘@t&cﬁ@é QﬁuﬁlnlgaN?S Ofal kal i ne

anothersal ¢ AT vttt St ATHP G dfkaRe B herRlurad ppiiedt 727

preferably ofgngof@egsi um  sodi um cal cium or caesium The addition of an
organi c base, such as triethylam ne, dinmethylaniline, pyridine or
qui noline, nmay al so be 30 favourabl e. Depending on the conditions used, the

reacti ti is hetween a fe nut es, and , e.r | on

t enper at ur emi'a:§_ee FERIRR SO URDH R W%EB‘%%B? %gﬁﬁ&%gﬁgﬁ&ggﬁ% ni%ﬁ" 30. 35
Exanpl es of qﬁﬁﬁgh%clw@rﬁlbriéébvgﬁhfdrﬁeeommétedwhgvaw.mm_ StifHEH RS
hexane, petrole et her, benzene, 1ol uene or xylene; chlorinated WO

02/ 057236 PCBuBBtittddiakg! halkiz, loy deasted withsCHg-G¢ANEY-Qet, atdvantageaysigne,

1, 2-di chl oroet hane, carbon tetrach]oride, chlorgofarmor .dichloronethane;
al cohol s, sudh aé]s'nﬂﬁtsﬁ’aﬁﬁ'f‘r,sucﬁtaﬁa shlprq'@%%\a@saefoﬂ:'?@-"ﬁ!?%aﬁm PresaieCanol or

_ 1t% ; , . T -
et r ahydr of il Qg Bl i BRUm i b vl ot SeagREaRE nogh ce0
monomnet hyl orgrgoe9gt hyl ether or ethylene glycol dinmethyl ether (diglyne);

ket ones, such as acetone or butanone; am des, such as acetam de,
di net hyl acetam de or dinethylformam de (DMF); nitrites, such as

acetonitril e;lf ale“si];é)ci(, Ittqg SstaraHg rr]naéfgrials can also be formed in situ so that they are
15 not isolated from the reaction mixture, but instead are immediately con-

verted further into the compounds of the formula |.

Compounds of the formula | in which R’ is in protected form can preferably

20 be obtained by reacting compounds of the formula Ii with compounds of
the formulia lil.
The reaction is generally carried out in an inert solvent, in the presence of
an acid-binding agent, preferably an alkali or alkaline earth metal

25 hydroxide, carbonate or bicarbonate, or in the presence of another salt of a
weak acid of the alkali or alkaline earth metals, preferably of potassium,
sodium, calcium or caesium. The addition of an organic base, such as
triethylamine, dimethylaniline, pyridine or quinoline, may also be

30 favourable. Depending on the conditions used, the reaction time is
between a few minutes and 14 days, and the reaction temperature is
between about 0° and 150°, normally between 20° and 130°.

35 Examples of suitable inert solvents are water; hydrocarbons, such as
hexane, petroleum ether, benzene, toluene or xylene; chlorinated



10 di net hyl sul foxi de (DVMSO); carbon disulfide; carboxylic acids, such as
formc acid or acetic acid; nitro conpounds, such as nitronethane or

ni trobenzgepsyRslsgr s, such as ethyl acetate, or mxtures Qicrf@iA#ded
solvents. 15 The starting conpounds of the fornmulae Il and IIl are
generally known. If they are novel, howgver, they can be prepared by

nmet hods known per se. 20 In the conpounds of the formula II1l, L is
preferably C, Br, | or a reactively nodified OH group, such as, for
exanpl e, an activated ester, an imdazolide or alkylsulfonyloxy having 1-6
car bon at ons hypregarbans ysuaheasiyichlnroethylenry 12-dichiaroeipapae€aPPbul f onyl oxy)

Pt ol vi sul f orbrasypnas, Aot prdichiraney e it SiE8 A BefRhg . ne
associ at ed a%tﬂéﬁ&?is%bf@ean?%gﬁ-gﬁéd%l, -bﬁfén@i of frt-BufMBl; @thers! 6K hen of

equi val ent anounts' o and the acid in an inert solvent, such

as et hanol , fdikthghethebydikoprapyhether, tefrahydidfaramc(TdHF)fardioxdre; gbmol i on are,
in partd cular, those which give physiologically accetBt ‘abhe salts. Thus, it
i s possibl e tatherse sueh agathyena glyes! manomstayiAraneneethy &thgePl, nitric

aci d, hydrohal, [ : | PL4 Ccl r{m c acid,
phosphori c ac?thg'?ﬁéﬁc°é§“§gﬁ?{§?%§ﬁzé‘g ori bRéafglﬁ:'g,e‘ %l?crfs)%? ? g‘%’@eadgi d,
furthernore gaandse;armhides, sictpas acetdniide dnithplacemit€dr EPOL/ 14296 - 27
aliphatic, alicyclic, araliphatic, aromatic or heterocyclic¢c nonobasic or

pol ybas& gardimeyhylfqrn‘lamlidet‘iDMlﬁ'r l“iiﬁﬂﬁSLﬁUQE' agaeetonitdle; sylfexides, sYehias aci d,
ferd. 5 suceiAmetad R RedpNSUR defoRf el AP AR BEi8 bde BR.07 ¢

acid, tartar iﬁ)rmﬁzcé%d oFBckfic 38idd nitfd E(Sﬂ*lgo@ﬁdléj, hsﬁhté‘sor'ﬂfrénﬁhéhe @scor bi ¢

acid, nicotinic aci I'sonicotinic acid, nmethane- or ethanesul fonic acid,
et hanedi sul f ofitrebeszshe; 2stérgdsuoty as ety acefate,i ar mixtures lof theesaidul f oni ¢ aci d,
p-tol uenesul foni ¢ acid, naphthal enenono- and -di sul fonic acids, and

| auryl sul furigol@ms. Salts with

15
The starting compounds of the formulae |l and lll are generally known. If
they are novel, however, they can be prepared by methods known per se.
20 In the compounds of the formula Ill, L is preferably Cl, Br, 1 or a reactively

modified OH group, such as, for example, an activated ester, an

imidazolide or alkylsulfonyloxy having 1-6 carbon atoms (preferably

methylsulfonyloxy or trifluoromethylsulfonyloxy) or arylsulfonyloxy having
25 6-10 carbon atoms (preferably phenyl- or p-tolylsulfonyloxy).

A base of the formula | can be converted into the associated acid-addition
salt using an acid, for example by reaction of equivalent amounts of the

base and the acid in an inert solvent, such as ethanol, followed by

> evaporation. Suitable acids for this reaction are, in particular, those which
give physiologically acceptable salts. Thus, it is possible to use inorganic
acids, for example sulfuric acid, nitric acid, hydrohalic acids, such as

35 hydrochloric acid or hydrobromic acid, phosphoric acids, such as ortho-

phosphoric acid, or sulfamic acid, furthermore organic acids, in particular



10 physi ol ogi cal |l y unacceptabl e acids, for exanple picrates, can be used
for the isolation and/or purification of the conpounds of the forrmula I.
On the otweyouefde conpounds of the formula | can be conveidiggpoiAifet he 15
corresponding netal salts, in particular alkali nmetal or alkaline earth
metal salts, or into the correspondi ng2amamoni um salts using bases (for
exanpl e sodi um hydroxi de, potassium hydroxide, sodium carbonate or
potassium carbonate). 20 It is also possible to use physiologically

accept abl e gﬁﬂanlc bases, such as, for exanple, ethanola Some of the

starting compliphatic, lieyeliev aralivhatic aromaticer W@P@V@M“W@%ﬂ??ﬁer rmr e

whi on Fa. 1. ReoRel CRERRIG BliotRRes il dqibs for prlple fqnic 2905 Ty =3

are each, 'n%eﬁe@eml ofibnie HidiipNdIRracid]. di Iaoétlc@éldolmélﬁﬁicdﬂb!OZ/ 057236
PCT/ EPOl/ 14296 - 28- pl)lsﬂa kyl ;b\ﬁng 1, 2, élgiy 4, 5 or 6 carbon atons, Het?2

is a rmnocyclsuccmrc acidypimealic acid, fumase, acithSnalgicoacid, laetiaagidntariaric

h |
o Lot Tt carclh, el Aok AST, dbniable, 2eBAiokeR, BRledal oo 1)
A OA CN, %lc&(@r\]@%md Fidthan ot i & fanéd fonio écid?e%%dﬁs@rfbmexdcudwgen n

is 0, 1, 2 sal er eof
hydroxyethanesulfonic acid, benzenesulfonic acid, p-toluenesulfonic acid,
naphthalenemono- and -disulfonic acids, and laurylsulfuric acid. Salts with
10 physiologically unacceptable acids, for example picrates, can be used for

the isolation and/or purification of the compounds of the formula 1.

On the other hand, compounds of the formula | can be converted into the
15 corresponding metal salts, in particular alkali metal or alkaline earth metal
salts, or into the corresponding ammonium salts using bases (for example
sodium hydroxide, potassium hydroxide, sodium carbonate or potassium
carbonate).
20 It is also possible to use physiologically acceptable organic bases, such

as, for example, ethanolamine.

Some of the starting compounds are novel. The invention therefore

25 furthermore relates to the intermediates of the formula -1

R1

Het? I-1
30 R2
R3
in which
R’ is NO,, CN, NHA, NHCOA, NACF,, NH, or (CH,),NH,,
35 R?and

R® are each, independently of one another, H, Hal, A, OA or CF,,



In the conpounds of the fornmula I-1, Ais preferably nethyl, ethyl, propyl,
| sopropyl, butyl or tert-butyl. Het2 is preferably piperidinyl,

pyrrolidi wdoe2m@bRerazinyl, azepanyl, pyrazinyl, 15 PCT/EP01/14296

3,4,5, 6-tetrahydropyridinyl, pyridinyl, 2-azabicyclo[?2.2.2]octanyl, 1, 3-
oxazi nanyl or oxazolidinyl. The inventipg.furthernore relates to the

I nternmedi ates selected fromthe 20 group consisting of 1-(3-fluoro-4-n

i trophenyl) pi peridin-2-one, 1-(4-am no-3-fluorophenyl)piperidin-2-one, 25
tert-butyl 4-(4-nitrophenyl)-3-o0xopiperazin-1-carboxylate, tert-butyl

4- ( 4- ani nophényl ) - @-'dﬁmldvq)émmii A-3-4 5 ek prehan atoms,

12 0L OB ) RN Rl or ish QS ART ChAEARE o
1- (4- ami no- 3- f | uor RERABY|JIRFABRET RafiAG from 1 to 4 N, O and/or S atoms which

1- (2- et hyl - 4-ni trophenyl ) azepam 2-one, ) ) .
1- (4- ag‘ no- 2- met hy isphesybstiited amnlorosaipstitted, -disubstituted ies dgsubstituted
H pyra®i n- 2-one, 1-(4-am noph I )= I i 2 Q06 2] 6
PCT/ EPO1/ 14296 - 29V£1t"§( B, %m@b&‘@éﬁ?ﬁo@h@%'ﬂﬁ?@ﬁﬁaﬁne
1- (4-am no- 2, 5-di rFHH? | b din-2-one, 2,2,2-trifl
uoro- N-net hyl - N- | T—a}@?@oxo g?flmwr)(?gé'h’n 1 -yl)phenyl]acetamde, 5 1
-(4-nethyl am nophéng] I p2 peBj di n-2-one, 1-(3-nmethyl-4-n
i trophenyl ) pi peridi n-2-one, 1-(4-am no-3-nethyl phenyl) pi peridi n-2-one,
5' -ni tro- 3, 4 @desaltsttharg@ir o- 1, 2' - bi pyri di nyl - 2- one,
5 -amri® 3, 4, 5, 6-tetrahydro-1, 2' - bi pyridi nyl -2-one, 10
2- (4-ni trophenyl) - 2-azabi cycl o[ 2. 2. 2] oct an- 3- one,

In the compounds of the formula -1, A is preferably methyl, ethyl, propyl,

isopropyl, butyl or tert-butyl.
Het? is preferably piperidinyl, pyrrolidinyl, piperazinyl, azepamyl, pyrazinyl,
15 3,4,5,6-tetrahydropyridinyl, pyridinyl, 2-azabicyclo[2.2.2]octanyl, 1,3-

oxazinanyl or oxazolidinyl.

The invention furthermore relates to the intermediates selected from the

20 group consisting of

1-(3-fluoro-4-nitrophenyl)piperidin-2-one,
1-(4-amino-3-fluorophenyl)piperidin-2-one,

25 tert-butyl 4-(4-nitrophenyl)-3-oxopiperazin-1-carboxylate,
tert-butyl 4-(4-aminophenyl)-3-oxopiperazin-1-carboxylate,
1-(4-nitrophenyl)azepam-2-one,
1-(4-aminophenyl)azepam-2-one,

30 1-(3-fluoro-4-nitrophenyl)azepam-2-one,
1-(4-amino-3-fluorophenyl)azepam-2-one,
1-(2-methyl-4-nitrophenyl)azepam-2-one,
1-(4-amino-2-methylphenyl)azepam-2-one,
1-(4-nitrophenyl)-1H-pyrazin-2-one,

35
1-(4-aminophenyi)-1H-pyrazin-2-one,




2- (4- am nophenyl ) - 2- azabi cycl o[ 2. 2. 2] octan-3-one, 2-(4-nitro-2-trifl
uor onet hyl phenyl ) -2-azab icycl o] 2. 2. 2] oct an- 3- one,

2- (4- am neo2o2i057936 uor onet hyl phenyl ) - 2- azabi cycl o[ 2. 2. 2] octyryEBroan£296 15
2- (2-met hyl -4-ni tropheny!)-2-azabi cycl o[ 2. 2. 2] oct an- 3- one,

2-.(4- am no- 2- net hyl phenyl ) - 2- azabi cycl-022- 2. 2] oct an- 3- one,

(2- met hoxy-4-ni trophenyl) - 2-azabi cycl o[ 2. 2. 2] oct an- 3- one,

(4-am no- 2- met hoxyphenyl ) - 2- azabi cycl o[ 2. 2. 2] oct an- 3- one, 20

{2- rrethoxy4n|tr eridin-2-0

4- ami no- 23t@thn @‘k@% léln%rétgc?fﬁlgﬂ gp'rﬁ’eﬂdlﬂig'one

4-nitro- 2 ty | r one,

4- am no- 2- t(4 ft@r%ﬁ ﬁ»ﬁ@ﬂ@wﬁ%@ peH"g?rr:drgé one, 25

2-met hyl -2 212-Itn‘deTeWJn)ethyBN€[4€(2+mmpféndnm1-yI)phenyI]acetamlde
4- am no- 2- met hyl phenyl ) - 1, 3- oxazi nan- 2- one,

E1 or o- 4= (ﬁrmetkwlﬁmwpb?nvlmlpandinﬁ ene,

pyp(r)olzl C Ior ESﬁ/h%Bﬁ plgérﬂln%ZO&?e 30 1-(2-neth oxy-4-n itrop

yl)
4-am no- 24 n@t W@-?ﬁ&%h!/%éh?l’)plﬁéﬁ@mzz-énél one,
4-

di met hyl - 1- (4- ni trophenyl ) pyrrol i di n- 2- one,
am noph5hyitrb—$5,455 6+te'arahydrpy‘r Rlabipytidingl-2meae, 35
2- met hyl - 4 nitro

4- am no- 2 5ramMing- Mﬁﬁ §e§sx@§§ﬁrqﬂ ﬂf'iﬂyéﬁﬁ‘y'ﬁt?'lfz/ 057236 PCT/ EPOL/ 14296

41<;1m ;J)l ;Q;@u@tragh H@F‘-?azepa _%Z]QB%n %—o(r)]go 2H pyridin-1

yl') benzoni t 2-{deammcphehybha- ammcwb[armﬂ}dc)aasmwru di n- 2- one,

Eg Z[n h;f)mgt h&glge%ﬁym&irnle&ynm%éw@ %-.qgablcyclo[2 2.2]octan-3-one,
(

- (5-ami no- 2 =l RIS ohthdibReAyIRBSzabicyclo[2.2.2]octan-3-one,
15 2-(2-methyl-4-nitrophenyl)-2-azabicyclo[2.2.2]octan-3-one,
2-(4-amino-2-methylphenyl)-2-azabicyclo[2.2.2]octan-3-one,
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2-(2-methoxy-4-nitrophenyl)-2-azabicyclo[2.2.2]octan-3-one,
2-(4-amino-2-methoxyphenyl)-2-azabicyclo[2.2.2]octan-3-one,

20 1-(2-methoxy-4-nitrophenyl)piperidin-2-one,
1-(4-amino-2-methoxyphenyi)piperidin-2-one,
1-(4-nitro-2-trifluoromethylphenyl)piperidin-2-one,
1-(4-amino-2-trifluoromethylphenyl)piperidin-2-one,

25 3-(2-methyl-4-nitrophenyl)-1,3-oxazinan-2-one,
3-(4-amino-2-methylphenyl)-1,3-oxazinan-2-one,
1-(2-chloro-4-nitrophenyl)pyrrolidin-2-one,
1-(4-amino-2-chlorophenyl)pyrrolidin-2-one,

30 1-(2-methoxy-4-nitrophenyl)pyrrolidine-2,5-dione,
1-(4-amino-2-methoxyphenyl)pyrrolidine-2,5-dione,
5,5-dimethyl-1-(4-nitrophenyl)pyrrolidin-2-one,
1-(4-aminophenyl)-5,5-dimethylpyrrolidin-2-one,
3-(2-methyl-4-nitrophenyl)oxazolidin-2-one,

35
3-(4-amino-2-methylphenyl)oxazolidin-2-one,



1- (4- am nophenyl ) pi perid! ne-2,6-dione, 10 and salts thereof. Conpounds of
the formula | according to the invention nmay be chiral owwng to their

mol ecul ar waj g2ustas6e and may accordingly occur in various eaRkpoirnazbg Neric
forms. They can therefore exist in racemc or in optically active form

Since the pharmaceutical activity of th80racenmates or stereoi soners of the
conpounds according to the invention nmay differ, it nay be desirable to 20
use the enantionmers. In these cases, the end product or even the interne
diates can be se arated,inho enantionEric conpounds by chem cal or

physi cal meaddRdiokendnRitiopheny)37anreirsHi& 1 ed in the art or even enpl oyed
as such int S ' S£ racem c am nes, diastereoners
are forned f Eg%%'ﬂfé‘%%-ilﬁﬁghéb@n%g%ﬁ?o\ﬁ\ﬂé’t h an optically active resolving
agent. Exanpyge-eio-gHipyaiie-1-yigepzehidlengent s are optical ly active acids,

such as the Rand S forns of tartaric acid, diacetyltartaric acid,
di benzgyl t ar fle{draminomethidphesyd-d HpyrddingboR@l i ¢ acid, lactic acid, suitable

N- pr ot €ct ed 1,no_aci d r. e .6 nzoyl proline or

N- benzenesul 3%ﬁ'ﬁmf‘?%9§’fp?‘8w§ﬁ§3bgw:}%ﬁggopt ically active canphorsulfonic
acids. Also d@aﬁ}_ 2 Mitfohife FBlidigLBBAEC enantionmer resolution with the
aid of an op?i a 3p§cti\}%a r@g?vi ng agent (for exanple 35

di ni t r obenzoy@hamirics2ethylphery)dyutalidin-210n&cet at e or ot her derivatives of
carbohydrates or chirally derivatised, nethacrylate polyners immobilised WO

02/ 057236 PC‘F/'@E@I‘)“PPI@@W)B'P@HH'nﬁ'i%c‘épﬁ%'l). Suitabl e eluents for this

pur posdOar e geﬁﬁ%tﬂér fcoholic sol vent m xtures, such as, for exanple,
hexane/ i sopr% no acetonitrile, for exanple in the ratio 82:15:3. 5 The
i nvention furthernore relates to the use of the compounds of the fornmula l
and/or their physiologically acceptable salts for {he qrye grﬁstion of

a

phar maceut i c&lorppewadsof prmu!qolaaqq%dinartow KYBnEQR : A RWINGThey
can be converted her e L0bOsfudiid AR fdlPSa%Faihgly B9 H Mariold éflardto-| €ast

15 meric forms. They can therefore exist in racemic or in optically active form.

Since the pharmaceutical activity of the racemates or stereoisomers of the

compounds according to the invention may differ, it may be desirable to
20 use the enantiomers. In these cases, the end product or even t_he inferme-
diates can be separated into enantiomeric compounds by chemical or
physical measures known to the person skilled in the art or even employed

as such in the synthesis.

25 In the case of racemic amines, diastereomers are formed from the mixture
by reaction with an optically active resolving agent. Examples of suitable
resolving agents are optically active acids, such as the R and S forms of
tartaric acid, diacetyltartaric acid, dibenzoyltartaric acid, mandelic acid,

30 malic acid, lactic acid, suitable N-protected amino acids (for example N-

benzoyiproline or N-benzenesulfonylproline), or the various optically active

camphorsulfonic acids. Also advantageous is chromatographic enantiomer
resolution with the aid of an optically active resolving agent (for example
dinitrobenzoylphenylglycine, cellulose triacetate or other derivatives of

carbohydrates or chirally derivatised methacrylate polymers immobilised

35



10 one solid, liquid and/or sem-liquid excipient or assistant and, if
desired, in conbination with one or nmore further active ingredi enis. The
I nvent i onwigiagdespore rel ates to nedi canments conpri si ng atpdegsh/199€¢ 15
conpound of the formula | and/or its pharmaceutically usable derivatives
soJ vat es and stereoi soners, including-rgixtures thereof in all ratios ana
if desired, excipients and/or assistants. 20 These preparations can1 be 1
used as nedi canents in human or veterinary nedicine. Suitable excipients
are organi c or inorgani c substances which are suitable for eﬁtBFral (for

teﬁgrrﬁl e Ior alon siﬂiatI gﬁi);aSé!itab'ﬁ alegiits dor thigPWipose Are atgROYS AT AISOHBIC r eact with
ovel conpounds, or ex I - ' ;
al'kylone gl veavem TRty EE SHaER. dpl Bisibplel idRane ERpfutich acdkiflie? PORO <

carblo_hydrat %regﬁﬁ{b#@ﬁ'lﬂh%%%%m&gt arch, magnesium stearate, talc or
vaseline. Suitable'for oral admnistration are, in particular, tablets,

pills, coated tablets, capsules, powders, granules, syru | Ui
dr ops, 5sui t abhe uention dudhermore eEteata e ugeokthe siom QHf\pdesOthglﬁf? able for

50 @ ! .
ol Ut ons. - arwiE hend/o taslerBranieSicaly, AEPentEbf STt iR preBRiRoree CHCEPCR
topi cal appl hg@@é’&.ﬂka 8.?@5?&(8@, irpbﬁgﬁﬁla?bxﬁ@ﬂdﬁdni@al mietiodss Theyal

sprays. The conpoun may al so ' yophilised and the resultant 35
| yophi | i sat egaypetoriveredtemlreo & suitabipdosagenfosat togather eyt akleask. The

preparations indicated may be sterilised.and/or_ conpri ' .

V0 02/ 487 t235one:spm.dnmdzgdlor%mld@w%@ﬁ'!&'sﬂ{ of agsialdnf S NS | Foers

and/ or wettin ent s, i fyi S i modi fyi ng the o ti

pressure, bqugﬁﬂ?&W&‘ﬂﬁQ%hg or&%rfgﬁﬁgpéﬁaleﬁﬁgﬁe?ﬁ@éénd/ or ya gl ural i f)r/mo:‘ :
further active ingredients, for 5 exanple one or nore vitam ns. The

conpounds of the fornmula | and their physiologically acceptaple | t
be used for Ghelinvéntiprefultherraoe relaigsttn nasdicaRepls Qdyrm@wﬁ@f&a%@ﬁﬁ > oA

15 compound of the formula | and/or its pharmaceutically usable derivatives,
solvates and stereoisomers, including mixtures thereof in all ratios, and, if

desired, excipients and/or assistants.

These preparations can be used as medicaments in human or veterinary

medicine. Suitable excipients are organic or inorganic substances which

20

are suitable for enteral (for example oral), parenteral or topical administra-
tion and do not react with the novel compounds, for example water, vege-
table oils, benzyl alcohols, alkylene glycols, polyethylene glycols, glycerol
25 triacetate, gelatin, carbohydrates, such as lactose or starch, magnesium
stearate, talc or vaseline. Suitable for oral administration are, in particular,
tablets, pills, coated tablets, capsules, powders, granules, syrups, juices or
drops, suitable for rectal administration are suppositories, suitable for
30 parenteral administration are solutions, preferably oil-based or aqueous
solutions, furthermore suspensions, emulsions or implants, and suitable for
topical application are ointments, creams or powders or also as nasal
sprays. The novel compounds may also be lyophilised and the resultant
35 lyophilisates used, for example, to prepare injection preparations. The

preparations indicated may be sterilised and/or comprise assistants, such



as thronbosis, nyocardial infarction, arteriosclerosis, inflammtion, 10
apopl exi a, angina pectoris, restenosis after angioplasty, claudicatio

i nterm tteugpoydse¥eur s, tunour di seases and/ or tunour net a@ESER)1/14396
general, the substances according to the invention are preferably 15
admi ni stered in doses between about 1 -a32i-500 ng, in particular between 5
and 100 ny, per dosage unit. The daily dose is preferably between about
0.02 and 10 ngy/ kg of body wei ght. However, the specific dose for each

pat-i ent depends on a w de vari.et f .factaor for,. :

efficacy of aﬁéu@mﬁs,imeﬁ%wam% S&%ﬁlﬁﬁ%@!’la{% Wﬁﬂﬁiégghﬁo%w@ﬁ’éﬁ gen-
eral state of I &P m : ' ; i dbskeingesd, of

adm ni strati 8ﬁgﬁ§hggﬁse exc?gﬁ{léﬁﬂ}%?ﬁﬁoﬁggﬁég%éﬁtwgﬁn& nation and severity
of the parti gglcpints!dreeiavdups whiloh at plaralibeotfuythep pelivesing@dientss for

adm nistration is preferred. The invention furthernore relates to

medi canent s exapple png antmoreadtanii® conpound of the formula | and/or its
phar madeut i cal | y usabl e derivatives, 30 solvates and stereoisoners,
including m xtures thereof in all ratios, and at |east one further

medi canent  agiyaVEorhPdiFdd fHRBula ek thel Eai%/smcugid:auyeacde@taam%altski t)
consi sting oﬁ{Hseegoadrqgg%ﬁ%ac seof 35 WO 02/ 057236 PCT/ EPOL/ 14296 -33- (a) an

effective anmpamtbeofised furrquonivatingfanchpreventing thromieempolicidisorders, such

pharmaceutical |l y usabl e derivatives, ,solvates an t ' s, including
i xturgms;‘h t he rembesis, FYPF8 ,'alé?éi'ct@n( Bﬁeﬂﬂsﬂ?‘?’é@‘r Wga%gﬁrr'%ﬂ%ﬁ’ of a further
nmedi ca t act] je ' he JSR ' isplabBh lcRaueitdatial ners, such
as boxes, in(ﬂRﬂ\b‘gg}g?’g%'ﬁlb%@%FmT%a[;es%?%r} anpgﬁllsgig.l q’he?}sjet may, for exanple,
conpri se sepapmrmittshe0 timsursl furnenhdiceases andigr tumenr wetasiasegount of a

conpound of the formula | and/or

In general, the substances according to the invention are preferably

15 administered in doses between about 1 and 500 mg, in particular between
5 and 100 mg, per dosage unit. The daily dose is preferably between
about 0.02 and 10 mg/kg of body weight. However, the specific dose for
each patient depends on a wide variety of factors, for example on the

20 efficacy of the specific compound employed, on the age, body weight, gen-
eral state of health, sex, on the diet, on the time and method of
administration, on the excretion rate, medicament combination and
severity of the particular illness to which the therapy applies. Oral

25 administration is preferred.

The invention furthermore relates to medicaments comprising at least one
compound of the formula | and/or its pharmaceutically usable derivatives,
solvates and stereoisomers, including mixtures thereof in all ratios, and at

30
least one further medicament active ingredient.

The invention also relates to a set (kit) consisting of separate packs of

35



its pharmaceutically usable derivatives, solvates and stereoi soners
including mxtures thereof in all ratios, and an effective amunt 011‘ a
further na®ewsent active ingredient in 15 dissolved or |p@pkpdihgpd form
The invention furthernore relates to the use of conpounds of the 1f ormul a |
and/or their pharmaceutically usable deB8vatives, solvates and stereo 20

i somers, including mxtures thereof in all ratios, for the preparation of a
medi canent for the treatnent of thronbosis, nyocardial infarction,

arteriosclerosis, inflammation, apoplexia, angi tory,s,. i
ZLé/e(r)r a?gl oplast an affestive @mqwtiQﬂﬁe?quﬁQ%9pﬁ%:?#SUT‘§'%ﬁ %6”‘%5? gingza:es

/ unour et ast ases,,. i ' | i t i
medi cament acti v® Pﬁﬁﬁgﬁtﬁ?ﬂyﬁg’gﬁ%&g&%@@v&’l g(;b\/lv\,%tg% %ﬂ?’ésﬁ%ﬂeé?ﬁﬁéerg?;r e given

in C. In the fol kow it TSy "

; _ iriMidielg PRixRiresereof incallvatios) onal wor k-up” means that water
.| s added if necessary,” the pHis adjusted, if necessary, to between 2 and
10, depending ondnde constitution of the end product, the mxture is

extracted with ethyl, acetate qr_.di -

the organic pidsé@n effeptiveam r°f&@%%f§ﬁ£@ﬁgﬁtn%a§9§§@r at erﬁ'r eaﬁgp? Lgt °d
product is purified by 35 WO 02/057236 PCT/EP01/14296 -34 chr omat ogr aphy

on silica gel and/or by crystallisation. Rf values on silica cgel ; el uent:

St oh e e i o

i oni sation) (hags)er arApauigseThe set may, for exa p'YPeF,Fgompnse Shpirate SpotsY

2- (3- am@i nopne Oéqfrﬁtp’@{,éqﬁaﬁ‘éﬁgfﬁgﬁg'éé vt BRS RS p6Hngr GFthégornfula PapBrsred as
its pharmaceutically usable derivatives, solvates and stereoisomers,
including mixtures thereof in all ratios,
and an effective amount of a further medicament active ingredient in

15 dissolved or lyophilised form.

The invention furthermore relates to the use of compounds of thé formula |
and/or their pharmaceutically usable derivatives, solvates and stereo-

20 isomers, including mixtures thereof in all ratios,
for the preparation of a medicament for the treatment of thrombosis,
myocardial infarction, arteriosclerosis, inflammation, apoplexia, angina
pectoris, restenosis after angioplasty, claudicatio intermittens, tumours,

25 tumour diseases and/or tumour metastases,
in combination with at least one further medicament active ingredient.

Above and below, all temperatures are given in °C. In the following
examples, "conventional work-up" means that water is added if necessary,
the pH is adjusted, if necessary, to between 2 and 10, depending on the
constitution of the end product, the mixture is extracted with ethyl acetate
or dichloromethane, the phases are separated, the organic phase is dried

30

35 over sodium sulfate and evaporated, and the product is purified by



-NO ---P-NOCS2C03 N15 N1 OH + Br O- Q0JO acetonitrile OO-N O OHN
G :::: 0SCC12 0 20/ OONO/ N 25 H2ZN\ \ 1 O\ I NH / €y 30 HZO

H2NNH\ O Wdozoseesbi | / H 1. 380 g (1.17 nol) of caesium qahesmalisgr €
added to a solution of 35 200 g (1.135 nol) of

3-¢5-nmet hyl -1, 2, 4- oxadi azol - 3-yl ) phenel34i-n 2. 51 of WD 02/ 057236
PCT/ EPO1/ 14296 -35 acetonitrile. A solution of 190 m (1.15 nol) of ethyl
2-bronovalerate in 0.5 1 of acetonitrile is subsequently added. The

¥?i;‘fte'z ed, ”’aﬁgjéﬁ@'@mp&'v gﬁ»?sﬁlfégéﬁa%geé@g?@v?{a]“&%néﬂ LRfdpllesaR ﬁfhﬁ t “e”h
2-[3-(5-net Iéluénfllﬁ%@ c%f% OL@ enoxy] pentanoate as a yellow s

0il; ESI roxi de solution are added to a

sol ution of Maéd sgeétiterhétrWNDS)pf &H(glectron lmpact ionisation) M*
2-[ 3-(5-net hyl - 4- oxadi azol

yl ) phenox ent an p 1.4 1 of
met han5ol and the mixture is sti rrF S'F%%’}ﬁp b%rdmenB%/ﬁ-H)

ESI (electrospray ionisation) (M+H)"

Example 1

10 2-(3-amidinophenoxy)-N-(4-morphoIin-4-ylpheny|)valeramide is

prepared as indicated in the following scheme:
0 —4\
O~ c co
I PUS Bt
acetonitrile
NaOH socl2 ’-(\
; Rass
MeOH

25 H2N/©/ N\i )\© 9)\

30
—_— H,N 0 N
Ra-Ni H

1. 380 g (1.17 mol) of caesium carbonate are added to a solution of
200 g (1.135 mol) of 3-(5-methyl-1 2 4-oxadiazol-3-yl)phenol in 2.5 | of

J’

35



perature for 24 hours. The reaction mxture is diluted with I | of water
and extracted twice with 1 | of tert-butyl nethyl ether each tine. The
aqueous pWweseosRsaci dified to a pH of 2 using concentrat ecbdyyeio@qaldogri ¢ 15
acid and extracted twice with 2 1 of tert-butyl nethyl ether each tine.

The conbi ned organi c phases are evapor@ded, and the residue is
recrystallised from 100 m of toluene: 2-[3-(5-nethyl-1, 2, 4-oxadi azol - 3-

yl ) phenoxy] pent anoi ¢ acid is obtained as col ourl ess crystal s of mp. 98- 20

phenoxy] pentarpie: A SR I BB IS TPl of Gt ARRIPPIARRIEML - o

the mxture I%?%Eég)rﬁthlé @%db%éhuéﬁﬂy ZddwdiThe rBaetion atitueaisTi xture is

-evapor at ed, e residue I's taken up i'n toluene, and the solution is re-

evapor at ed, girremat iDdoBtemdpenaturngl for 24 houtxaad then filtered) andthey] - pent anoyl
hi d | h lid. .30 ' i di

pol ystyrene fﬁvé&-daw@%paastéd'wrmtew 5ty b Bl a1 e o

2-[ 3- (%5- n%*ﬁ&g&%erﬂéﬁ% a:;ﬁwév?"shmegygbgent anoyl chloride and 60. 4

ng (0.339 aniline in 6 m of dichioronethane, and
the mxture is stirred at room 35 tenperature for 18 hours. The reaction
mxture is filtered, and the filtrate WD 02/ 0572 c& CT/E %./14 -36 is
evapor at ed, @J wﬁd INf(IN sediprohydrozide| sohian ?reza‘f' ‘J(D WyPa PT 5 4

di |
m of aﬁgter 1 B CRE  RET E R My P ?angjc ﬂ”“ae??&y " 2dded to a
sol utid ﬁ?@ta@taﬁé)‘n?’?a I@F%éth@iﬁol’\'aﬁ&tﬁ@ frﬂkl@l‘e rsshrsdd at room tem-

phenyl ) - 2 [3 1,2, 4- oxadi azol - %/I ) phenoxy] pent angam de in 6 m of
met hanol , angetdteretor 2drheirs. Tiyel reaptinnmaituse is dsetewiied hofwater

and extracted twice with 1 | of tert-butyl methy! ether each time. The

aqueous phase is acidified to a pH of 2 using concentrated hydrochloric
15 lacid and extracted twice with 2 | of tert-butyl methyl ether each time.

The combined organic phases are evaporated, and the residue is

recrystallised from 100 ml of toluene: 2-[3-(5-methyl-1,2,4-oxadiazol-3-

yl)phenoxy]pentanoic acid is obtained as colourless crystals of m.p. 98-
20 100°.

3.  3.50 g (12.7 mmol) of 2-[3~(5-methyl-1 ,2,4-oxadiazol-3-yl)-
phenoxy]pentanoic acid are dissolved in 10 ml of thionyl chloride, and

25 the mixture is heated at the boil for 2 hours. The reaction mixture is
evaporated, the residue is taken up in toluene, and the solution is re-
evaporated, giving 2-[3-(5-methyl-1 2 4-oxadiazol-3-yl)phenoxy]-
pentanoyl chloride as a yellowish solid.

> 4. 200 mg of 4-dimethylaminopyridine on polystyrene are added to a
solution of 100 mg (0.339 mmol) of 2-[3-(5-methy!-1,2,4-oxadiazol-3-yl)-
phenoxy]pentanoyl chloride and 60.4 mg (0.339 mmol) of 4-morpholin-

35 4-ylaniline in 6 m! of dichloromethane, and the mixture is stirred at room

temperature for 18 hours. The reaction mixture is filtered, and the filtrate



and at nospheric pressure for 18 hours. The reaction mxture i [
_ : . s filtered,

10 and the residue is evaporated, giving 2-(3-am di nophenoxy)-N-(4-nor-
phol i n-f- waesayissval eram de, acetate, ESI 397; 1C50(Xa) =3c0ipd1/1419650
(Mila) = 4.9 x 100 M 15 The follow ng conpound is obtained anal ogously:
SRS LA s SV Pt R IS

, ; a) = 9.0 x 10'8 20 1 C50 = "
M Exanple 2 25 M (M1a) 6.0 x 10"8

2- € 3- am di nophenyl am no) - N- (4-.nor phol i.n-4- yi ph ) ~2- - ' i
pr epar ed as I wEBaa Sivia o SRRl NN R (8 RRIL) 358, 12 O S
0L/ 1870131 i \ i

acetonitril eo%d@%?l él'yl?\ﬁﬂ:eongx%qg\ntwﬁe@ﬁ quﬁﬂégsoﬁq,:gs%?h: \DA:DECI 10
hydroxylamne HON O/ | N

5. 200 mg of water-moist Raney nickel and 0.25 ml of acetic acid are

added to a solution of 140 mg (0.321 mmol) of N-(4-morpholin-4-yl-

phenyl)-2-[3~(5-methyl-1 2 4-oxadiazol-3-yl)phenoxy]pentanoamide in

6 ml of methanol, and the mixture is hydrogenated at room temperature

and atmospheric pressure for 18 hours. The reaction mixture is filtered,

10 and the residue is evaporated, giving 2-(3-amidinophenoxy)-N-(4-mor-
pholin-4-yiphenyl)valeramide, acetate, ESI 397,
ICs, (Xa) =3 x 107 M;
ICq, (Vla) = 4.9 x 107 M.

15

The following compound is obtained analogously:
2-(3-amidinophenoxy)-N-(4-morphoIin-4-ylphenyl)-2-phenylacet-
amide, diacetate, ESI 431; ICg, (Xa) = 9.0 x 10°M,
20 ICq, (Vila) = 6.0 x 10° M.

Example 2

25 2-(3-amidinophenylamino)-N-(4-morpholin-4-ylphenyl)-2-phenylacet—

amide is prepared as indicated in the following scheme:

30

35




15 HzZN NNN\ :::': ee Hz NHO HzN\ | \ ~ H30- 20 Ra-NI 1. 14.3 g
(44.0 mmol ) of caesium carbonate are added to a solution of 8.6 g (40.2
mro! ) of Wd @yagophenyl )[2.2.2]trifluoroacetam de in 25@E0poii1adk
acetonitrile. 7.2 m (44.4 nmol) of nethyl 2-brono-2-phenyl acetate are
subsequent|y added. The reaction mxturd41s heated at the boil with
stirring for 3 hours, then filtered, the filtrate is evaporated, and the
residue is chromat ographed on a silica-gel colum with dichloro 30

met hane/ petrol eum et her, giving nethyl (3- cyanophenyl am no) - 2-

phenyl acetate as a5CcQ Burl ess @ l; ESI 267. 2. I N sodi um hydr oxi de
sol ution areyadded 0 B sol gt ,of 8§CA. 5 g oy of nethyl

-(3- cyanophenyl® -2 pheny! &cet at e—+r—450 m hanol and the
mxture is stir at roomt er at ubgtohile WO 02705 PCT/ EPO1/ 14296 - 38

21 hours. The reaction m xtu is evaporated, the restdue is acidified to
pH 1 using 25% HCl, and the resultant precipitate is filtered off, giving
( 3- cyahophenyl am no) - 2- phenyl acetic acid a | ourl ess crystals of mp.

159-162. 5 3. 87 pl (0.793 mmol) of 4- thmr pholine are added oia
solution of &?’8' ngy 0 793 gm)tb) of nophenyl am no) tic

acid, 141 793 boR0r R 4 yl am&i ng, 793 mol )
10 of N ( 3- d‘r‘rTE'rhyIamo l) - I\l-e%hylga,[dellm oc Iorlde(DAPECI)
and 121 ng (OMePY3 nmol ) of oxybenzgidbazol e hyd ‘ e HOBt) in 3 m of

DIVF, afllgthe m xture is stirred at roomtenperature
hydroxylamine o N\j
hydrochlorlde H
trlethylamme )\©/
16
R NI J\Q

1.  14.3 g (44.0 mmol) of caesium carbonate are added to a solution

of 8.6 g (40.2 mmol) of N-(3-cyanopheny)[2.2.2]trifluoroacetamide in
25 200 mi of acetonitrile. 7.2 mi (44.4 mmol) of methyl 2-bromo-2-phenyl-

acetate are subsequently added. The reaction mixture is heated at the

boil with stirring for 3 hours, then filtered, the filtrate is evaporated, and

the residue is chromatographed on a silica-gel column with dichloro-
30 methane/petroleum ether, giving methyl (3-cyanophenylamino)-2-

phenylacetate as a colourless oil; ESI 267.

2. 50 ml of 1N sodium hydroxide solution are added to a solution of
35 9.5 g (35.6 mmol) of methyl (3-cyanophenylamino)-2-phenylacetate in
150 mi of methanol, and the mixture is stirred at room temperature for



for 48 hours. The reaction mxture is introduced into water, and the 15
precipitate is filtered off, giving 2-(3-cyanophenyl am no)-N-(4-norpholin-
4-yl phenyWo @/@hspy| acet am de as a col ourl ess solid; ESI 48Sy/EFh/1148 No
(2.15 mmol ) of hydroxyl am ne hydrochloride, 0.30 M 20 (2.15 mol) of
triethylamne and a few grains of 0.3~ @ﬂ-nnlecular sieve are added to a
solution of 295 ng (0.715 mmol ) of 2-(3-cyanophenyl -

anm no) - N- (4- nor phol i n- 4- yIphenyI) 2- phenyl acetamde in 5 m of netha- nol,

d th t t d f 1 51
filtered i Rous, 1R8 achinfbrutdl SBpattRd: mElRslERAG RIS, (e '
t Th | I #- 41 hyd -

ani di no) pﬁeﬁﬁm e 2 2'%‘%‘% %32‘!‘““9‘5'835’“%?92'8%%%;?‘?20e?a%‘gie Vas o

col ourl ess S(GL¢yhnoﬁﬁbny|amnepzmheaqmcegcamdv@a eoloniless Crystaly ohiMbRel and 0. 1
m  of acetlc aC|d are added to a solution of 150 ng (0.337 mol) of

2-13-( hydr 163 di no) phenyl ami no] - N

(4- rmr%khol i n-4- yI phenyl ) - 2- phenyl acetamde in 35 5 mM of nethanol, and the
m xture is hydrogenated at roomtenperature and atnospheric pressure for

18 hours. Thg regril @798 %Mbp of 4- metnmemhdumemaaaeeaolacsnIM/ 14296
-39 and the residue is evaporated, giving 2-

ot phol i n- 4-1 20mg (0 zg@mgn)@mmmohwﬂ REOR R SacRs SRS () -
gbfa?nég_ 2&@6&3&@99& mmo ) of Lrdrgholib-LyMniihee 152irhg th 793GRmepund 1 s
G Soernt o, "B ROSARCIRN AN oo i aTBRORAKlS hybozplogiiga - 10, ol de
Exanpl e 3 15(DAPECI) and 121 mg (0.793 mmol) of hydroxybenzotriazole hydrate

(HOBY) in 3 ml of DMF, and the mixture is stirred at room temperature

for 48 hours. The reaction mixture is introduced into water, and the

15 precipitate is filtered off, giving 2-(3-cyanophenylamino)-N-(4-morpholin-
4-ylphenyl)-2-phenylacetamide as a colourless solid; ESI 413.

4. 149 mg (2.15 mmol) of hydroxylamine hydrochloride, 0.30 ml

20 (2.15 mmol) of triethylamine and a few grains of 0.3 nM molecular sieve
are added to a solution of 295 mg (0.715 mmol) of 2-(3-cyanophenyl-
amino)-N-(4-morpholin-4-y|phenyl)-2-phenylacetamide in 5 mi of metha-
nol, and the mixture is heated at 70°C for 18 hours. The reaction mix-

25 ture is filtered, the filtrate is evaporated, and the residue is taken up in
water. The resultant precipitate is filtered off, giving 2-[3-(N-hydroxy-
amidino)phenyIamino]—N—(4—morphoIin-4-ylphenyl)-z-phenylacetamide
as a colourless solid; ES| 446.

* 5. 500 mg of water-moist Raney nickel and 0.1 m! of acetic acid are
added to a solution of 150 mg (0.337 mmol) of 2-[3-(N-hydroxy-
amidino)phenylamino]-N-(4—morpholin-4-y|phenyl)-2-phenylacetamide in

15 5 ml of methanol, and the mixture is hydrogenated at room temperature

and atmospheric pressure for 18 hours. The reaction mixture is filtered,



2- (3-am di nophenoxy) - N-[ 4- ( 2- oxopi peridin-I -yl)phenyl]-2-phenyl acet- am de
is prepared as indicated in the follow ng schene: 20 25 30 35 WO

02/ 05723 6wileblos3d/ 14296 - 40 /ONO ONOH+ Br OO GagaadiiilesO O
acetonitrile 5 NaOHO-NO NI-\ OOH MOH~ 10N \' I OONON HZN/
--~~Nl \OHO 15 NHO HZH2Ra-NI -39+ 20 1. 11.5 g (33.5 mol) of
caesi um carbonate and 7.67 ¢ (35 2 mol) of nmethyl 2-brono-2-phenyl acetate
are addedtoasolutlon of 5.90 25 (33.5 mmol ) of

3-{5- et hyl - 4- | h TN Th
r egct |m§n )r/n xﬂﬁjjr@ei '%)éa Lieraé(?&i’agp}{q%a en&%@?ﬁ?@? glt‘e@ﬂghou )% Nl(t hen ©
filtered, andshifihld-yigHehyl)2-Némpacstarhidd) tiacstars; E8II43T- (5-

IC,, (Xa) = 3.4 x 10°M;

C,, (Vila) = 2.2 x 10° M;

The following compound is obtained analogously:

2-(3-amidinophenylamino)-N—(4-dimethylaminophenyl)-4-methy|valer—

10 amide, diacetate, ESI 368; IC4, (Xa) = 1.6 X 107 M;
ICy, (Vlla) = 2.1 x 10° M.
Example 3
15
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-phenylacet-
amide is prepared as indicated in the following scheme:
20
25
30

35



met hyl -1, 2, 4- oxadi azol - 3-yl ) phenoxy] - 2- phenyl acetate as a yellow sh oil;

ESI 325. 30 2. 30 m of 1 N sodium hydroxide solution are added to a

sol ution @i 024872869 (31.0 mml ) of nethyl PCT/EP01/14296

[ 3-(5-met hyl -1, 2, 4- oxadi azol - 3-yl ) - phenoxy] - 2- phenyl acetate in 30 m of
met hanol, and the mixture is 35 heated4@t 80C for 3 hours. The reaction

m xture is evaporated, 1 N HClI is added, and the m xture is extracted with
ethyl acetate. The organic WO 02/057236 PCT/EPOL/ 14296 -41- phase is dried
and evaporated, and the residue is recrystallised frgm ether, g}Vlng
[3-(5-nethyl-1,2 4-oxadiazol -3-yl) henoxy]égégpenyLQQ iC 8'd as__
col ourl ess cr d 3. 435 pl mol N70 y Gnrphollne
are added to a oMy (b 322 nnDI) of

[ 3- (5- et hyl - 1, 2, 4lgxadi azol - 3- gFyphenoxyacgonitiipeny| aceti ¢ ad 61.3 ny
(0.322 nmol ) of 1- (4-am nopheny peridin- 2-one (prepared fT -(4-n
itrophenyl) pipe rid i n-2-one by hydrogenation 10 using Raney nickel as
catal yst), 61.7 ng (0.322 nmmol) of N (3-

di met hyl am nopysdwy! )-N -e Icarbodll"de hydrochl ori de (DAPECI) and 49.3
nmyg (0.322 mol ) of hydr©ox oy hydrate (HOBt) in 3 m of DM, and
the mixture isstirred at rature for 48 hours. The 15 reaction

m xture is intMe@diced i nto aqu gdi um car bonate solution, and the
precipitate is filtered off, giving [3-(5-nethyl -1, 2, 4- oxadi azol -
3-yl)phenoxy] -N-[4-(2-0 oplperldln | -yl) phenyl ] -2-phenyl acetam de as a

col our1@ss solid; ESI #83] 20 4. 200 ngy of mater-nni?:;Taney ni ckel and 0.2

m of acetic aC|d ded to a solution of 122 ngy(0)253 mol) of
2-[3-(5- rrethyl ‘/ox- 0

o~

15

Q

H, NH 0

S 0 o]
H,N |':ll

Ra-Ni

1. 11.5 g (33.5 mmol) of caesium carbonate and 7.67 g (35.2 mmol)
of methyl 2-bromo-2-phenylacetate are added to a solution of 5.90 g
(33.5 mmol) of 3-(5-methyl—1,2,4-oxadiazol-3-yl)pheno| in 50 ml of
acetonitrile. The reaction mixture is stirred at room temperature for

24 hours, then filtered, and the filtrate is evaporated, giving methy! [3-(5-
methyl-1 .2 4-oxadiazol-3-yl)phenoxyl-2-phenylacetate as a yellowish oil;
ESI 325.

20

25

30

2 30 ml of 1N sodium hydroxide solution are added to a solution of
10.1 g (31.0 mmol) of methy! [3-(5-methyl-1 .2, 4-oxadiazol-3-yl)-
phenoxyl-2-phenylacetate in 30 mi of methanol, and the mixture is

35 heated at 80°C for 3 hours. The reaction mixture is evaporated, 1N HCI
is added, and the mixture is extracted with ethyl acetate. The organic



di azol - 3-yl ) phenoxy] - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] -2-phenyl '

in 5 m of nethanol, and the mxture is hydrggégat eé !at rgom %/eﬁggﬁg'[nu(rjg 2
and at nos@faiajeg7REessure for 18 hours. The reaction m Xt urgt/gpoikdegr €d
and the residue is evaporated, giving 2-(3-amn di nophenoxy)-N-[4- (12-oxo-’

pi peridin-1-yl)phenyl]-2-phenyl acet am-dd,- acetate (EVMD 388547), ESI 443; 30
ICSO (Xa) = 3.2 x 10-8 M 1C50 (M la) = 1.4 x 108 M The following
conpounds are obtai ned anal ogously: 35 WD 02/057236 PCT/ EP01/ 14296 -42

2- (-3- am di noph -N-[4-(2- '
acetate, ESI Sh%ol)g %D@(?V&Séfg y@r(ra%lgl glerlfl)?ls'ﬁ&%ﬁg%eﬁw" lléecﬁ@ Xyllgcgt ﬁ/lm dg,

2- ( 3- am di nophenox [

acetare, ES Bl oY iba s etV T £ Skptis e VIO PRONERET, & M 10
-(3-am di “%@gg&%&w%é&é@s@mmmlv din-1 - yl)phenyl]vai eramn de,
acetate, ESI ; 1C50 = 1.3 x 101 M 1C50 (Vila) 8.3 x 1008 M 15
2- (3- am di nophenoxy) - N-[4 (2 oxo- | H pyridin-1-vyl )phenyl] 2- phenyl -

t anbd
%ﬁit Zmadij 135(‘3 Sé"dkc?ﬁﬁﬁe“‘)xﬁcsr%haf{vim?ﬁn‘*@ha%%'dﬁd@d%mw 2-pheny! -
pyri din
2-(3- (I\I-Hydrﬁ)@&n%@kuo?éﬁenox )OTIL?F4 (2- gl)?o2I4-g)r(|acglaﬁol13:-y=)ph?]réc:]xy] 2
g ?gegﬁ gfﬁgﬁﬁgﬁgacjéﬁc N?c'j,l 6; .3 mg (0.322 mmol) of 4-ammophenyl)p|pe }er
X

acet am de, I%—one (grepare[d frt()m 16 (ﬂhﬁ?(o%‘?\leﬁy%lgéﬁdm ZA O%Q%WHroéeﬁ’é‘tW' )

10

=3

using Raney nickel as catalyst), 61.7 mg (0.322 mmol) of N-(3-

dimethylaminopropyl)-N* _ethylcarbodiimide hydrochloride (DAPECI) and

49.3 mg (0.322 mmol) of hydroxybenzotriazole hydrate (HOB) in 3 ml of

DMF, and the mixture is stirred at room temperature for 48 hours. The

15 reaction mixture is introduced into aqueous sodium carbonate solution,
and the precipitate is filtered off, giving 2-[3-(5-methyl-1 ,2,4-oxadiazol-
3-yl)phenoxy]-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-phenylacetamide as a
colourless solid; ESI 483.

20
4. 200 mg of water-moist Raney nickel and 0.2 mi of acetic acid are
added to a solution of 122 mg (0.253 mmol) of 2-[3-(5-methyl-1,2,4-oxa-
diazol-3-yl)phenoxy]-N-[4-(2-oxopiperidi_n-1-yl)phenyl]—2-phenylacetamide

25 in 5 mi of methanol, and the mixture is hydrogenated at room temperature
and atmospheric pressure for 18 hours. The reaction mixture is filtered,
and the residue is evaporated, giving 2-(3-amidinophenoxy)-N-[4-(2-oxo-
piperidin-1 -yl)phenyi]-2-phenylacetamide, acetate (EMD 388547), ESI 443;

30 IC, (Xa) = 3.2 x 10°M; ICy, (Vlla) = 1.4 x 10° M.

The following compounds are obtained analogously:

35



2- (3- am di nophenoxy) - N- [ 4- ( 3- oxo- 2H- pi per azi n- 1-yl ) phenyl ] - 2-

phenyl acet am de, 30 2-(3-am di nophenoxy)-N-[2-fluoro-4-(2-o0xo0-1

H pyri di nwbaglokBeny!l ] - 2- phenyl acet am de, 2-(3-am di nophegayapo1Aidéd- (2, 5-d
i oxopyrrolidin-1-yl)phenyl]-2-phenyl- acetam de, 35

2-{ 3- am di nophenoxy) - N-[ 5- ( 2- oxopi perd@2n-1 -yl)pyridin-2-yl]-2-

phenyl acet am de, WO 02/ 057236 PCT/ EPO1l/ 14296 -43

2- ( 3- am di nophenoxy) - N-[ 4- ( 2- oxo- |, 3-oxazol i di n- 3-yl ) phenyl ] - 2-

oyt 101 1-y1 ) (R OB hGRgR)- N A2 s hPYGOIGI- - phenyl}2-

5(3 3 o nomRRBEpaRdabfedicEs B et by e rbAe Py~ Scei o de
1g 2- I( 3- atrri qbggm%gg)g)bhbdM;B- 0Xx0- 2H pyri dazi n- 2-yl ) phenyl | - 2-
enyl acet am de,
FZ) ( 3¥a£1' di nophenoxy) - N-[ 2-f | uor o- 4- ( 2- oxopi peri di n- 1-yi ) phenyl ] - 2-
h I tam de, 15 S :
b (3 an di nophendX3EmidnerBeRRN I GeRRATFn ylphsryivaleramide,  gq

403; 2-(3-a md.i {b%n ) E qNpol i n-4-yl ) propyl ] -2-phenyl -
acet am de, %eqﬁt??;%o '%%éﬁy&l g’ég@nq)xy) -N-[3-(piperidin-|

-yl) propyl ] -2 phemy) 2663 rrioddd; ESI 381; 2-(3-am di nophenoxy) - N-(4-d
. . 5

i met hyl am nophenyl )- 2- phenyl -

10 2-(3-amidinophenoxy)-N-[4-(2-oxopyrroIidin-1-yI)phenyI]vaIeramide,
acetate, ESI 395; 1C,, (Xa) = 1.3 x 107 M;
ICq (V1a) = 8.3 x 10° M;
15 2-(3-amidinophenoxy)-N-[4-(2-oxo-1 H-pyridin-1-yl)phenyl}-2-phenyl-
acetamide,
2-(3-amidinophenoxy)—N-[4-(3—oxomorpholin-4-y|)phenyl]-2-phenyI-
acetamide,
20 2-(3-amidinophenoxy)-N-{4-(4-oxo-1 H-pyridin-1-yl)phenyl]-2-phenyl-
acetamide,
2-(3-(N-Hydroxyamidino)phenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-
2-phenylacetamide,
25 2-(3-amidinophenoxy)-N—[4-(2,6-dioxopiperidin-1-yI)phenyI]-2-phenyl-
acetamide,
2—(3-amidinophenoxy)-N-[4-(3-oxo-2H-piperazin-1-yI)phenyI]-2-
phenylacetamide,
30 2-(3-amidinophenoxy)-N-{2-fluoro-4-(2-oxo-1 H-pyridin-1-yl)phenyl}-2-
phenylacetamide,
2-(3-amidinophenoxy)-N-[4-(2,5-dioxopyrrolidin-1-yI)phenyl]—2—phenyI-
acetamide,
35 2—(3—amidinophenoxy)-N-[5-(2-oxopiperidin-1-yl)pyridin-2-yl]-2-

phenylacetamide,



acetam de, ESI 389. 25 Anal ogous reaction of

[ 3-(5-nethyl -1, 2, 4- oxadi azol - 3-yl ) phenyl am no] - 2- phenyl acetic acid and

1- (4- am nyygenshdspi peri di n-2-one, 30 2-(norpholin-4-yl) etiyt/eroing2o

4- di net hyl am nobenzyl am ne, 3-(norpholin-4-yl)propylam ne, 3-(piperidin-1
-yl.) propyl am ne, 35 and subsequent hyds43enati on gi ves WO 02/ 057236

PCT/ EPO1/ 14296 -44 2-(3-am di nophenyl am no) - N-[ 4- ( 2- oxopi peri di n-|

-yl') phenyl ] - 2- phenyl - acetam de, 5

2- (-3- am di nophenyl am no r Y. acet am de,
2- ( 3- ani di nopheny M'U@P&Qﬂ‘é‘n?ﬁgpﬁ{zﬂm Ho%éﬁé%ﬁ%d]rﬁgp}mg Hﬂ] gcet am de,

2- (3-am di nogfl‘gﬂﬂ#g‘ N-[3 (nor phol i n-4-yl) propyl] - phenyl - 10

-acet am de, nop ényl am no)-N-[ 3-(piperidin-1 -yl) '] - 2 phenyl -
acet am de. 15 Ang-gmatmdinepleenay)-N-[4- -(2-0x0-1H-pyridin- 1-yl)benzy -2- enyl-

[3- (5-nethyl -1, 2, 4- oxadi azol - 3-yl ) phenoxy] - 2-valeric acid and

2- (m)rphol | n-aaze;am hyl am ne, 4-di met hyl am nobenzyl am ne, 20

guég‘e’;ueﬁ{' Hygr glgaefétaﬁﬁ mapﬁ%@o@)w 1R85 bgbPipbridinl RYABYAZI-2pheniird
acetamide,
2-(3-amidinophenoxy)-N-[4—(2-oxopiperidin-1-yI)butyI]-2-phenyl-
acetamide,
10 2-(3—amidinophenoxy)-N-[4-(3-oxo-2H-pyridazin-2-yl)pheny|]-2-
phenylacetamide,
2—(3-amidinophenoxy)-N—[Z-fluoro-4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide,
15 2-(3-amidinophenoxy)-N—(4—dimethylaminobenzyl)-2-phenyI-
acetamide, ESI 403;
2-(3-amidinophenoxy)-N-[3-(morpholin-4-y|)propyl]-2-phenyl-
acetamide, ESI 397,
20 2-(3-amidinophenoxy)-N-[3—(piperidin-1-yI)propy|]—2-phenylacetamide,
ES! 381,
2-(3-amidinophenoxy)-N-(4-dimethylaminophenyl)-z-phenyl-
acetamide, ESI 389.
25
Analogous reaction of [3-(5-methyi-1 .2 4-oxadiazol-3-yl)phenylamino]-2-
phenylacetic acid and
1-(4-aminophenyi)piperidin-2-one,
30 2-(morpholin-4-yl)ethylamine,
4-dimethylaminobenzylamine,
3-(morpholin-4-yl)propylamine,
3-(piperidin-1-yl)propylamine,

35 _
and subsequent hydrogenation gives



25 2-(3-am di nophenoxy) - N-[ 2- (nor phol i n-4-yl)ethyl]val eram de, ESI 349;

2- (3-am di nophenoxy) -N-(4-d i nmet hyl am nobenzyl )val eram de, 30 ESI 369;

2- (13- am diypeeiasy) - N- [ 3- (mor phol i n-4-yi ) propyl | val er am dggT/ER®h4383;

2- ( 3- am di nophenoxy) - N-[ 3- (pi peridin-1-yl)propyl]val eram de, ESI 347. 35
WD.02/ 057236 PCT/ EP01/ 14296 -45- Exanphf44-4 Anal ogously to Exanples 1-3,
reacti on of (3-cyanophenoxy)-2-phenyl- acetic acid and 5

1- (4- am nophenyl ) pi peri di n-2-one, 2-(norpholin-4-yl)ethylan ne,

4- di nmet hyl am nobenzyl am ne, 3-(norpholin-4-yl)propyl am ne, 10
3-(piperidin-1 -yl)propylamne, followed by hydrolysis using aqueous sodi um

_QY?Q?QL?ﬁoig'r Ef)'n?] bﬁ' Ve@py&ﬁf@ﬂa??ogw- 4- 2e-ro|x8P|Rer|d|n-‘§-zl)phen\il]-ztphenyl-

phenyl acet am

2- (3-am nocar ny phenoxy) - N-[ 2- (nor phol i n-4-yl)e I- acet am de,
20 2- (3fdam nocar macryammnonan{ammqirmﬁﬁmpmhq{@n%ﬂg%lwﬁfo
acet amde
2- (3- ani nocards®AMeenoxy) - N- [ 3- (mor phol i n-4-y1 ) propyl ] - 2- phenyl -
acet am de, 2-(3-amidinophenylamino)-N-(4- -dimethylaminobenzyl)-2-pheny!-
acetamide,
2-(3-amidinophenylamino)-N-[3-(morpholin-4-yl)propyll-2-phenyl-
10 acetamide,
2-(3-amidinophenylamino)-N-[3-(piperidin-1-yl)propyl}-2-phenyi-
acetamide.
15 Analogous reaction of [3-(5-methyl-1 2,4-oxadiazol-3-yl)phenoxy}-2-valeric
acid and

2-(morpholin-4-yl)ethylamine,

4-dimethylaminobenzylamine,
20 3-(morpholin-4-yl)propylamine,

3-(piperidin-1-yl)propylamine,

and subsequent hydrogenation gives

25

2—(3-amidinophenoxy)-N-[Z-(morpholin-4-y|)ethyl]valeramide,
ESI 348;

2—(3-amidinophenoxy)-N-(4-dimethylaminobenzyl)valeramide,
ESI 369;

2-(3-amidinophenoxy)-N-[S-(morphoIin-4-y|)propyl]valeramide,
ESI 363;

2-(3-amidinophenoxy)-N-[3-(piperidin-1 -yl)propyljvaleramide,
ESI 347.

30

35



25 2-(3-am nocar bonyl phenoxy)-N-[ 3-(pi peridin-I1-yl)propyl]-2-phenyl -
acetam de. Exanple 5 30 The foll ow ng conpounds are obtai ned anal ogously
t o Exanpl @olg2/s72363- ami di nophenoxy) - N- (4- nor phol i n- 4-yl| bergyipvaligiogm de,
35 diacetate, ESI 411; WD 02/057236 PCT/EPO /14296 -46 2-(3-amd

i nephenoxy) - N- (4- nor phol i n- 4-yl benzyl )-#5phenyl - acetam de, diacetate, ESI
445; 2-(3-am di nophenoxy) - N-[ 4- ( 3- oxonor phol i n- 4-yl ) phenyl ] - 2- phenyl - 5
acet am de, acetate, ESI 445; 2-(3-amd

i nephenoxy) - N-[ 3- (2- oxopi peridin-1-yl)phenyl]-2-phenyl - acetam de, acetate,
ESI 443; 2-( ophenoxy) - N- [ 3- net hyl - 4- ( 2- oxopi peri din-1

-yl ) phenyl ]-2- phenyl acetam de, acetate, ESI 457; 10

(2R) - 2-(3- am di nophenoxy) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] val er- am de,

acetate, ' ESprdfRjoudly & Bxampleephenmactiohtdf 23-Cyanophenaxd)-Sxagnydr i di n- 1
-yl') phenyl ] - 2- phenyl'acet am de, acetate, ESI 461; 15

2-(3- am di nopbeh@mpw-aqu fluoro-4-(2-caprol actam 1-yl) phenyl ] - 2-
phenyl &et ami de, tate, ESI 475;
diffe

2- ( 3- ani di nophenox{faf! dfh?é\yﬂ9|pe£‘dtr§2 A ol actam 1 -yi ) phenyl ] -

val eram de, acet aéﬁ,? ﬁﬁbhﬂﬁﬁ |P]gtgy|amme
2- (3- am di nophenoxy) - | =4-(2-oxopiperidin-1 -yl)phenyl]-

val eram de, acet M—dtm&ﬁylaﬁrﬁﬁobenzylamme

2- (3-am di nophenoxy) - N-[ 3-f ] u 2- oxopi peridin-1 -yl)phenyl]-
val er ani de, acetéié’"omo"ﬂ!z“ry propyla ine,

10 3-(piperidin-1-yl)propylamine,

followed by hydrolysis using aqueous sodium hydroxide solution gives

15 2-(3-aminocarbonylphenoxy)-N-[4-(2—oxopiperidin-1 -y)phenyl]-2-
phenylacetamide, ESI 444;
2—(3-aminocarbonylphenoxy)-N-[2-(morphoIin—4-yl)ethyl]-2-phenyl-
acetamide, |
20 2—(3-aminocarbonylphenoxy)—N—(4-dimethylaminobenzyl)—2-phenyl-
acetamide,
2-(3-aminocarbonylphenoxy)-N-{3- (morpholln-4—yl)propyl]-2 -phenyl-
acetamide,
25 2-(3-aminocarbonylphenoxy)-N-[3-(piperidin-1—yI)propyI]-Z-phenyI-

acetamide.

Example 5

30
The following compounds are obtained analogously to Example 1.

2-(3-amidinophenoxy)-N-(4-morpholin-4—ylbenzyl)valeramide,

diacetate, ESI 411;
35



25 2-(3-am di nophenoxy) - N-[ 4- ( 2- oxopi T _
acetate, ESI 367; y) [ ( Xopl1 peri din-1 yl )phenyl ] acet am de1

2- (2- am diyepi N[ 4- (2- oxopi i di n-1- -0 -
acetate, ESI fgﬁgﬁ&%é L4 piperidin-1-yl)phenyl]-2- peipeiasios am de,

2- ((4- am di nophenoxy) - N-[ 4- ( 2- oxopi per i d4f-1-

yl ) phenyl ] - 2- phenyl -
acetate, ESI 443; 3-(3-am di nophenyl)-N[4-(2- Lgoplgelldlg | - Y acetam de,
yI)phenyI]proplonan1de ESI 365;

2- (-3- am di nophenoxy) - 3-fluoro-4-(2- -
phenKI ac% am de, 2 Sl-am! nopkerexybHiz é‘@ ﬁ@%%ﬂ&’f@ﬂ%zyﬂggﬁ n3(/l3] ar2n'- d35
| nopheny nmet, hy ridin-l-yl)phenyl]- propionan de, ESI
g?gal (erZS) 3 ?get%W'G?n‘a'ﬁﬁ@%%%gﬁé{% f1 uor o- 4- ( 2- oxopi peri di n- 1-yl ) phenyl | -
ey ag‘ e, aC‘%t cF%pl@Voxy)-N% -(3-oxomorpholin-4-yl)phenyl}-2- phenyl-

(3-amdi nophenox 3- hyl" - 2 caprolactam 1 -yl)phenyl]-
phenyl acet arradetamadet atetate §Sdub,

gc(ef at ? d'ngnggy' (%35&%%0%&0)&% TREBROpiBLRain- LD PRGT-2pRkRYR am de,

L5 OB i g (oo i)

2:(3-am S' “gglhez%@~awnﬂrﬁ0bﬁemq9+w~amthyﬂ4 {2-prvringriginal -yhahead]-2- \

(25)-2-(3- ampihemwlmeﬂmmﬂ)e, meptate ESKR Gl act am | -yl ) phenyl Jval er- ami de,

) e TR B9 sl e i maen er 1 -
2- (3-ami di nophaRRxKEabité SR - 4- (2- oxopi peridin-1 -yl )phenyl]-4-

2-(3-amidinophenoxy)-N-[Z-ﬂuoro-4-(2-oxopiperidin—1 -yh)phenyi}-2-

N
)

phenylacetamide, acetate, ESI 461;
15 2-(3-amidinophenoxy)-N-[2-fluoro-4-(2-caprolactam-1 -yl)phenyi]-2-
phenylacetamide, acetate, ESI 475,
2—(3—amidinophenoxy)-N-[3-methyl-4-(2-capro|actam-1-yl)phenyl]-
valeramide, acetate, ESI 437,
20 2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-
valeramide, acetate, ESI 423;
2-(3-amidinophenoxy)—N—[B-ﬂuoro-4-(2-oxopiperidin-1—yl)phenyl]—
valeramide, acetate, ESI 427,
25 2—(3—amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]acetamide,
acetate, ESI 367,
2-(2-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yI)phenyl]-2-phenylacet-
amide, acetate, ESI 443;
2-(4-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]—2-pheny|-

» acetamide, acetate, ESI 443;
3-(3-amidinophenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]propionamide,
ESI 365;
35 2-(3-amidinophenoxy)-N-[3-ﬂuoro-4-(2-oxopiperidin-1—yl)phenyl]-2-

phenylacetamide, ESI 461;



met hyl val eram de, acetate, ESI 437,

2- (3-am di nophenoxy) - N-[ 4- (2- oxopi peri di n-1-yl ) phenyl ] - 4- et hyl -

val eram dwo @pet®mase, ESI 423; 25 PCT/EP01/14296
(2R) - 2- (3- am di nophenoxy) - N-[ 4- (2- oxopi peri di n-1-yl ) phenyl Jval er- am de,
acetate, ESI 409; 2-(3-am di nophenoxy)-4FF4-(2-oxopiperidin-1

-yl') phenyl ] propi onam de, acetate, ESI 381; 30

2- ( 3- am di nophenoxy) - N-[ 3- rret hyI 4- (2-oxopi peridin-1 -yl)phenyl]-

pr opi onam de, acetate,  ESI

2-(3-ami di nophendxtpramiq 'QOR@WQO’NT[B@‘?@VWT{ZW?BW@HQITB[Y WheRYlle, acetate,
ESI 395; 35 |
2- (3-am di noBﬁ%BQ@T'q& [E:?:S r% gnyl 4- (2- oxopi peridin-1-yl)phenyl]-

but yram de, acet gps) -2R§Larﬂﬁﬁ1 g;menw PR 3FroRs- AL BRXdplgeradin-1-vifphenyl]-
(2S)-2-(3-amdi nophenox met hyl - 4- (2-caprol actam | -yl ) -
phenyl ] val er adaﬂamlm;@tc@taie 81 4237

2-(3- di h ) tate,

2 g S RS L R PR Ay . oot e
') ph I 37;

2 (épa%nél ]noS@hgr&)aﬁlfiga%éﬁt@-agﬁz?ﬁxo yrrolidin-1 -yl)phenyl]-2-

phenyl acet am de, m@ammnoﬁsenwmihﬂpNa4{(2-mmermpﬂeﬂmny&va’reﬁ-h | - 4-

2-o0oxo rrolidin-1- I hen |- valeram de, acetate, ESI 409;

2- (3- ani di notieidexasetats, ﬁ%‘e‘lw -4-(2-oxopi peridin-1 -yl)phenyl]-

\Z/al( gr chgfnO‘SﬁZ;g(;f;%-aﬁ?i?ééagnéﬁfﬂ%ylk etrpgwy -4- (2 2ci+op|per|d|n -1-yl)-
bi pyri di nyl - %hewy)]valbﬁaramedace@wmmet ESI 410 20
2—(3-amidinophenoxy)-N-[4-(2-oxopiperazin-1-yl)phenyl]valeramide,
~ diacetate, ESI 410;
15 (28)-2-(3-amidinophenoxy)-N-[4-(2-caprolactam-1 -yl)phenyljvaler-
amide, acetate, ESI 423,
(28)-2-(3-amidinophenoxy)-N—[3-methyl-4-(2-oxopiperidin-1-yI)-
phenyljvaleramide, acetate, ESI 423;
20 2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl}-4-
methylvaleramide, acetate, ES| 437;
| 2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yI)phenyI]-4-methyI-
valeramide, acetate, ESI 423,
25 (2R)-2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]valer-
amide, acetate, ES| 409;
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyljpropionamide,
acetate, ESI| 381;
2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl}-

* propionamide, acetate, ESI 395;
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyllbutyramide,
acetate, ESI 395;
35 2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl}-

butyramide, acetate, ESI 409;



NHN ONO NH2 O/ N 25

2- (3-am di nophenoxy) - N-[ 2- net hyl - 4- ( 2- oxopi peri di n-1-yl ) pheny!]-2- 30
phenyl acepgygfigyasacet ate, ES! 457 PCT/EP01/14296
2- ( 3- am di nophenoxy) - N- ( 2- oxo- 3, 4, 5, 6-tetrahydro-2H-1, 2' -

bi pyri di nyl -5' -yl ) -2-phenyl acet am de, -d#8xcetate, ES|I 444;

2- [ (3-N-net hoxycar bonyl am di no) phenoxy] - N-[ 4- (2- oxopi peridin-1 35 -

yl ) phenyl ] val eram de, ESI 467; WO 02/057236 PCT/EPO /14296 -49

2- (3-am di nophen -z-ékﬁu&@%ﬁé’né‘x})%?é‘ AUt e BploladiamEgHL | -

val er am de, acet

2-(3-am di ng@l’,ldgﬁmg,g Ver i Eggpﬂg gs( gapxopyrrolidin-1 -yl)phenyl]-2- 5

.phenyl acet a cetate,

2-(3-anidi nophengﬁg)armdir{bm@noxy)pNﬂéf(erxmpynyh}bhlt)plwmd}yplﬁﬁamdﬁa acet at e,
ESI 423; 2-(3-am |nophenoxy) N-[ 4- (2-oxopyrrolidin-
-yl ) pheny! ] bacstetarikl 40%cet ate, ESI 381; 10

2- (3- afi di nopnengy) a@g‘ s BrX NS dirsthydd 2 B38pbbridmIFygheny Tl

but yram de, acet

2- (3-am di nopie Fﬁﬁﬁ %g@t@tmmfggf(z oxopyrrolidin-1 -yl)phenyl]valer-
am de, acetate,

2- (3-anidi nophend@)amﬂmph&my)—h#[@mﬁw-&r@&mﬂmwU‘phé‘ﬂ?‘i‘?'%ﬂ &7 - ani de,
acetate, ESI

441,
2-(3- ani di nopheRYRGstaRnids. aestates ER! A43¢ apr ol act am 1-yI ) phenyl | - 2-
10 2-(3-amidinophenoxy)-N-[3- -methyl-4-(2-oxopyrrolidin-1-yhphenyl]-

valeramide, acetate, ESI 409;
2-(3-amidinophenoxy)-N-[2-methyl-4-(2~oxopiperidin-1-yl)phenyl]—
valeramide, acetate, ES| 423;
15 2-(3—amidinophenoxy)-N-(2-oxo-3,4,5,6-tetrahydro-2H—-1 2'-
bipyridinyl-5'-yl)valeramide, diacetate, ESI 410

20
NH 0 NN 0O
N

25

2—(3—amidinophenoxy)-N-[2-methyl-4-(2-oxopiperidin-'l-yl)phenyl]-2-
phenylacetamide, acetate, ESI 457;

2-(3-amidinophenoxy)-N-(2-ox0-3,4,5,6-tetrahydro-2H--1,2-
bipyridinyl-5'-yl)-2-phenylacetamide, diacetate, ESI 444;

2-[(3-N—methoxycarbonylamidino)phenoxy]-N-[4-(2-oxopiperidin-1-

30

35 yl)phenyljvaleramide, ES| 467,



phenyl acet am de, acetate, ES! 475; 20

2- (3-am di nophenoxy) - N-[ 4- (2, 6-di oxopi peri di n-1-yl)phenyl]val er- am de, ESI
423; 3- ( Swayiasmpphenyl ) - N-[ 4- (2- oxopi peri di n-1 -yl ) phenyldeiemiamok-

propi onam de, acetate, ES! 441; 25

3-{3-am di nophenyl ) - N[ 3-net hyl - 4- (2- c4®i peridin-1 -yl)phenyl]-2-

phenyl propi onam de, acetate, ESI 455;

2- ( 3- am di nophenoxy) - N-[ 3- met hoxy- 4- (2, 5-di oxopyrrolidin-1 -yl)

phenyl ] val eram de, acetate

2-3- (5- ety - 12413zalmjfdmphfggiﬂﬁ’g’ﬁ?ﬁ@gﬁ%ﬁgﬁzz%ﬁpﬂ?’ﬂ??8-' TvBRBSMIE i di n-
- -2 Y 1k, | 497,
2- %/3) gmegiynz)ﬁgﬁﬁ@%l %‘?‘%?%pgj%-%ﬁgxopi peri di n-1-yl ) phenyl ] - 2-phenyl -

acet ami de, ES| 4573.aphidinophenoxy)-N-[3-fluoro-4-(2-oxopyrrolidin-1-yl)phenyl]-2-
2- (3-am di nophenoxy)-N-[3-trifluaronethyi-4-(2, 6-di oxopi peridin-1-yl)-
phenyl ] val er pinénidacdtamice BcetmeoRS034236 PCT/ EPOL/ 14296 - 50-

2 (3-ai di nophengy) - \L 3. ol 050y Re e e Ag)johehyhoaprbaaae, 1 -

val er am de, acet

2-[ 3- (5-net hyls Be¥ggli azol - 3-yl ) phenoxy] -N-[3-trifl uoronethyl-4- 5
(2,5-d i oxo%é;/ertr%(t)% I:TélsdJ I n- 1 -yl)p henyl]-2-vale ramjd e, ESI 5%7;

2-[ 3- ( 5- met hyl - 12-@ dmizirab e )-8 R-oxanyrielidin-fyebenyluranmide, 5.
di oxopyrrolidin- 1-y|% henyl ] - 2-val eram de, ESI 483;

2-[ 3- ( 5- net haretate, & b iazol - 3- yl ) phenoxy] - N-[ 3- net hoxy-4-(2, 5

2 1208t " R AR PR BRI i
3 (3 an i noRheR N L Chl of 0 & 2 gxoni per i n- 1. y1 ) ey
phenyl acet ampde, béeamicgjnomnmmw-ﬁ%ethyl-g-( -OXOpYIT &dinyi-gfﬁpﬁe'Wy|]lvaFer-
3-(3-anm di no%rr'r‘%ﬂgf%étgﬁé,%ﬁrﬂﬂo‘ 4- (2- oxopi peridin-1-yl)phenyl]-
15 2-(3-amidinophenoxy)-N-[3-f|uoro-4—(2-caprolactam-‘I -yl)phenyljvaler-
amide, acetate, ES| 441;
2-(3-amidinophenoxy)-N—[S-ﬂuoro-4-(2-caprolactam-1-yl)phenyl]-z-
phenylacetamide, acetate, ESI 475;
20 2-(3—amidinophenoxy)-N-[4-(2,6—dioxopiperidin-1-yl)phenyl]valer-
amide, ESI 423;
3-(3-amidinophenyl)-N—[4-(2-oxopiperidin-1 -yl)phenyl}-2-phenyl-
propionamide, acetate, ESI 441;
25 3-(3-amidinophenyI)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylpropionamide, acetate, ESI 455;
2-(3-amidinophenoxy)-N-[3-methoxy-4-(2,5-dioxopyrrolidin—1 -yi)-
phenyljvaleramide, acetate, ESI 439;
2-[3-(5-methyl-1 2 4-oxadiazol-3-yl)phenoxy}-N-[4-(2,8-dioxopiperidin-

* 1-yl)phenyl]-2-phenylacetamide, ES| 497,
2-(3-amidinophenoxy)-N-[4-(2,6-dioxopiperidin-1-yl)phenyl]-z-phenyl-
acetamide, ESI 457,
15 2-(3-amidinophenoxy)-N-[3-trifluoromethyl-4-(2,6-dioxopiperidin-1-y|)-

phenyljvaleramide, ESI 491;



val eranmi de, acetate, ESI 443;
3- (3-am di nophenoxy) - N- [ 3- chl or 0- 4- (2- oxopi peridin-1 -yl)phenyl]-
but yram dwo(ﬁ_ﬁg{gz@ge, ESI 429. 20 Exanpl e 5a PCT/EP01/14296
%-5{ éSI[ 23&2 Am di nophengxy) pent yl gm no] phenyl } pi peri di n- 2- one, di acet at e,

: , 1's prepared in accordance wgph the foll ow ng schene:
02/ 057236 PCT/EP01/14296 -51 N O N Om’g? O_0,0 Q/\Ng\ 0 ™H ~03(C):i §I5IV\:D
DAPECI, HOBt, NWM5 O-NO HO NH2 LiAIH4, . N O 10 THE w titaniun(4)
| sepropoxi de sodi um cyanoborohydride 15 0" NN-4 ,\\ .1 0 20 ° N NH
/ 0 H2, Ra-Ni st(aaamnd|n<ppheany)-N-[3-ch|oro-4-(2,5—d|oxopyrrolldm-1-ylg)phenyl]-

valeramide, acetate, ESI 443,
2-[3-(5-methyi-1 2 4-oxadiazol-3-yl)phenoxy]-N-[3-trifluoromethyl-4-
(2,5-dioxopyrrolidin-1-yl)phenyl]-2-valeramide, ESI 517;

° 2-[3-(5-methyl-1 .2 4-oxadiazol-3-yl)phenoxy]-N-[3-chloro-4-(2,5-
dioxopyrrolidin-1-yl)phenyl]-2-vaieramide, ES| 483;
2-[3~(5-methyl-1 2 4-oxadiazol-3-yl)phenoxy]-N-[3-methoxy-4-(2,5-
dioxopyrrolidin-1-yl)phenyl}-2-valeramide, ESI 479;
10 2-[3-(5-methyl-1 2 4-oxadiazol-3-yl)phenoxy}-N-[4-(2,5-dioxo-
pyrrolidin-1-yl)phenyl]-2-valeramide, ESI 449,
3-(3-amidinophenoxy)-N-[3-chIoro-4-(2-oxopiperidin-1-yI)phenyl]-Z—
phenylacetamide, acetate, ESI| 477,
15 3-(3-amidinop henoxy)-N-[3-chloro-4-(2-oxopiperidin-1 -yl)phenyl]-
valeramide, acetate, ES| 443;
3-(3-amidinophenoxy)-N—[3-chIoro-4-(2-oxopiperidin—1-yI)phenyl]-
butyramide, acetate, ESI 429.
20
Example 5a
1-{4-[2-(3-Amidinophenoxy)pentylamino]phenyl}piperidin-2-one, diacetate,
25 ESI 395, is prepared in accordance with the following scheme:
30

35



/[ glacial acetic acid 25 The foll owi ng conpounds are obtai ned anal ogously:
30 1-{4-[2-(3-am di nophenoxy) pent yl am no] - 2- net hyl phenyl } pi peri di n- 2- one,

di acet at ewdR2os4829; PCT/EP01/14296

1-{4-[ 2- (3-am di nophenoxy) - 2- phenyl et hoxy] phenyl } pi peri di n-2-one, acetate,
ESk 430. 35 WD 02/ 057236 PCT/ EPOL/ 142961 ~52- Exanple 5b 5

2- (3- Am di nophenoxy) - N-[ 3- (2- oxopi peri di n-1-yl) propyl ] - 2- phenyl acet - am de,
acetate, ESI 409, is prepared in accordance with the following schene: /
10~/~ CG=0C CN Hz, Ra-Ni KOH " \ N NH3/ MeOH CN~NH2 tetra-n- butyI anmmoni um

bromide 15 ~'W o OM | \ OOH O-NO ~N Nb\}\lo DAPECI , NVM / %
200 H O Hz, HZN\ 0 O *

o T

DAPECI, HOBt, NMM

5
LIAIHg \ NH2
10 o
titanium(4) isopropoxide
sadium cyanoborchydride
— <\ o
N/\UCFK\H
20
I S
H2 Ra-Ni
glacial acetic acld
25
The following compounds are obtained analogously:
30

1-{4-[2-(3-amidinophenoxy)pentylamino]-2-methylphenyl}piperidin-2-one,
diacetate, ESI 409;
1-{4-[2-(3—amidinophenoxy)—2-phenylethoxy]phenyl}piperidin-2-one,

acetate, ES| 430.
35




gl acial acetic acid 25 30 35 WD 02/057236 PCT/ EPO1/ 14296 -53- Exanple 5c
5 2-[(3-N Et hoxycar bonyl am di no) phenoxy] - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] -
val er am d@o d2ok72381, i s prepared in accordance with the fadmpongsdghene:

0 10\o~0 / o H,No N2 Ns1I5HN/ O~\ I IMF. RT 0 N/ ONHOD O
N4 y 20 0 H 25 The follow ng conpounrd? -are obt ai ned anal ogousl y:

2-[ (3- N- et hoxycar bonyl am di no) phenoxy] - N-[ 4- ( 2- oxopi peridin-1-yl)-

phenyl ] - 2- phenyl acet am de, ESI 501;

2-{ (3- N- et hoxycar bonyl am di no) phenoxy] - N-[ 4- (2- oxopi peridin-1 -yl)- 30
phenyl ] - 2- phenyl acet am de, ESI 515. 35 WO 02/057236 PCT/ EP01/ 14296

Example 5b

2-(3-Amidinophenoxy)-N-[3-(2-oxopiperidin—1-yl)propyl]-2-phenylacet—
amide, acetate, ESI 409, is prepared in accordance with the following

scheme:

N
/
10 | /_//
° o}
N cl Cf H,, Ra-Ni C(
<}0 KOH - N\/\\\N NHy/MeOH N _~_NH;

tetra-n-butylammonium bromide

15 =N 0]

0
N O
N 0
- N)\(j T
DAPECI, HOBt, NMM o
20

H 0
- o
Hz. Ra Nl HzN N /\/\N
glaciat acetic acid
0

25

30

35



-54- Exanple 6 The foll owm ng conmpounds are obtai ned anal ogously to Exanple
2: 5 2-(3-am di nophenyl am no) - N-[ 4- (2- oxopi peri di n-1-yl) phenyl ] -4-net hyl -
val er am deo efledggkate, ESI 422; PCT/EP01/14296

2- (3- am di nophenyl am no) - N-[ 4- (2 oxopi peridin-|-yl)phenyl]-2-phenyl- 10
acetam de, diacetate, ESI 442; -53-

2- (3-am di nophenyl am no) - N-[ 4- (2- oxopyrrolidin-1 -yl)phenyl]-4-

nmet hyl val eram de, diacetate, ESI 408;

2-{3-am di nophenyl am no) - N-[ 4- (2-oxopyrrolidin-1 -yl)phenyl]-2 15
phenyl acet am de, di acetate, ESI 428;

2- (3-am di no no) N-[ 4- (2- oxopi peridin-1 -yl)phenyl]-2-(2-

.f1 uor ophenyl Q&ﬂléﬁ% e, acetate, ESI 460;

2- ( 3- am di nophenyl am no) - N-[ 4- ( 2- oxopi peridin-1-yl)phenyl]acet- 20 am de,

0 E‘Lgnyﬁs |2 @ esoxzeabaniamdBe Ihad XN oropperidit i sHEr T
I(oﬁg’)nyf] (‘Z’ ghmg%rao{ﬁggaﬁﬁrﬁﬁ Lsﬁgbéré@h@dgg@dér?ce%ﬂ?'ttFl?fdllQW’hglsdﬂéme%

(2S) - 2- (3-am di nophenyl am no) - N-[ 4- (2- oxopi peridin-1 -yl)phenyl]-2

phenyl acet am de, diacetate, ESI 442,

2- ( 3- am di nophenyl am no) - N-[ 4- ( 2- oxopi peri di n-1-yl)phenyl]capro- 30 am de,
acetate, ESI 422;

2-(3- am di nophenyl am no) - N-[ 3- net hyl - 4- ( 2- o}]gpl peridin-1-yl)phenyl]-
2-(2-fl Qorophenyl )acet am de, di acetat e,

(2S) - 2- (2-am di nophenyl am no) - N-[ 4- ( 2- oxopi pey i din-1 -yl)phenyl]-2- 35
phenyl acet ani de, acetate, ESI 442 V\D 02/ 05 @ PCT] EPOL/ 14295 - 55

20 \O/U\HJ\Q/?)LﬁQ/

The following compounds are obtained analogously:

25
2—[(3-N-methoxycarbonylamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, ESI 501;
2-[(3-N-ethoxycarbonylamidino)phenoxyl]-N-[4-(2-oxopiperidin-1 -yh)-
30

phenyl]-2-phenylacetamide, ESI 515.

35



(2R) - 2- (2- am di nophenyl am no) - N-[ 4- ( 2- oxopi peri di n-1 -yl ) phenyl]-2-
phenyl acet am de, acetate, ESI 442;

(2S) - 2- ( 3wyisimaphenyl am no) - N-[ 3-f | uor o- 4- ( 2- oxopi per i digeriEPoyhizee S
phenyl ] - 2- phenyl acet am de, ESI 460;

2-{ 3- am di nophenyl am no) - N-[ 4- ( 2- oxopi-fs&4 di n-1 -yl ) phenyl ]-2-(3-

fl uorophenyl )acetam de, acetate, ESI 460; '

2- ( 3- am di nophenyl am no) - N-[ 3-f | uor o- 4- (2- oxopi peri di n-1 -yl ) phenyl ]

2-{ 3-fl uorophenyl )acetam de, acetate, ESI 478; 10 2R -2- 3-am dino hen

| am no) - N-[ 3- et hy1- 4- (2-oxopi peridin-1- I () ( pYY)-
phenyl ] - 4- h | gram de, ESI 436; )
2-(3-amdin I N0) - N-[ 4- (2- oxopi peridin-I-yl)phenyl]val er- ani de,

di acetate, ESI 408; 15 (2R)_2-(3-am di nophenyl am no)-N-[ 4-(2-oxopi peridin-|
-yl ) phenyl]-4- methylval eram de, acetate, ES 422 )

{ 2R) - 2- ( 3- anThié ficllgving |camn%wquraoptale%ﬁaﬁk@9&ﬁ{y| to FXAMRIGA ] - 4

met hyl Qal erami de, acetate, ESI 436; 20

2- (3- am di nophenyl am no) - N-[ 3-f | uor o- 4- ( 2- oxopi peri di n-1-yl ) phenyl ] -

2- (2-fluor Ophenyb)(g%Rg&ﬁd{\lﬁeﬁ%ﬁliﬁbFNAﬁ(ﬂz}éﬁ&jmeﬂdin-1-yl)phenyl]—4-methyl-
0) - “met hyl - 4- (2-

2- (3-am di nophenyl mn caprol actam| -yl)
phenyl ] - 2- ( 2vélevarnie) dindetatecESIHAA2, acetate, ESI 488; 25

phenyi 11 oty oo iR a2 by
2-(3- di h an = ' idin-1 -yl)ph 1]1-4
1111 wor o 3. RESRITBN: Jekaite ERLEE 7 BSlGy 5o 1 e

(29) - 2- (3- ani di ngpfEaNidRbHIRNYNarhiho)N-iHe(Gopepyrmiidin-1 yi)beny i - 2-

phenyl acet am de, acetate, ESI 456; (2S)-2-(3-am di nophenyl am no)
N- [ 4- ( 3- oxo- Methylvaleyamige diacstate; E%' B) phenyl ] - 2- phenyl acet am de,
O mophonA-ChAMSIORPRenyipmINCI- G ppyroigin-yiphenyl2-
phenylacetamide, diacetate, ESI 428,
2-(3-amidinophenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-(2-
fluorophenyl)acetamide, acetate, ESI 460;
2-(3-amidinophenylamino)-N—[4-(2-oxopiperidin-1-yl)phenyl]acet-
20 amide, acetate, ES| 366;
(23)-2-(3-amidinophenylamino]-N-[4-(2-caprolactam-1 -yl)phenyl]-2-
phenylacetamide, acetate, ES| 456; ;
(28)—2—(3-amidinophenylamino)-N-[3-methyl-4-(2—oxopiperidin-1-yI)-
25 phenyl]-2-phenylacetamide, acetate, ESI 456;
(28)-2—(3-amidinophenyiamino)-N-[4—(2-oxopiperidin-1-yI)phenyl]-2—
phenylacetamide, diacetate, ES| 442;
2-(3-amidinophenylamino)-N—[4—(2—oxopiperidin-1-yl)phenyl]capro-
amide, acetate, ESI 422
2-(3-amidinophenylamino)-N-[3-methyl-4—(2-oxopiperidin-1-yl)phenyl]-
2-(2-fluorophenyl)acetamide, diacetate, ESI 474;
(2S)—2-(2-amidinophenylamino)—N—[4-(2-oxopiperidin-1-yl)phenyl]-z-

30

35 phenylacetamide, acetate, ES| 442;



[2.2.2] oct-2-yl)phenyl]-2-phenyl acet ani de, ESI 536;
PCT/ EPO1/ 14296 - 56 pheny ’ 6; WO 02/057236

2- (3- ani diygon2fsdssor ophenyl ani no) - N- [ 4- (2- oxopi peridin-1 - )
2- phenyl acet am de, di acetate, ESI 460; Exarrglg 6a BUTDARYsh

2-{ 3- Ani di nophenyl ani no) - N- net hyl - N-[4§52' oxopi peridin-1I-yl)phenyl] - 2-
phenyl acet am de, acetate, ESI 456, is prepared in accordance with the 10
followi ng schene: 15 20 25 30 35 WD 02/057236 PCT/EP01/14296 -57- O o

C Mot T N1 @RA2-Bitingehehy o)A éetE-cropipdridir 1 fypheApRL hane N |
phenylacetamide, acetate, ESI 442;
(23)—2-(3-amidinophenylamino)-N-[3-fIuoro-4-(2-oxopiperidin-1-yI)-
phenyl]-2-phenylacetamide, ESI 460;

° 2-(3-amidinophenylamino)-N-[4-(2-oxopiperidin-1-yI)phenyI]-Z-(S-
fluorophenyl)acetamide, acetate, ESI 460;
2-(3-amidinophenylamino)-N-[3-f|uoro-4-(2—oxopiperidin-1 -yhphenyl]-
2-(3-fluorophenyl)acetamide, acetate, ES| 478;
10 (2R)-2-(3-amidinophenylamino)-N-[3-methy|-4-(2-oxopiperidin-1 ~yl)-
phenyl]-4-methylvaleramide, ESI 436;
2- (3-amld|nophenylam|no)-N-[4-(2-oxoplperldm -1-yl)phenyljvaler-
amide, diacetate, ESI 408;
15 (2R)-2-(3—amidinophenylamino)-N-[4-(2-oxopiperidin-1 -yl)phenyl}-4-
methylvaleramide, acetate, ESI 422;
(2R)-2-(3—amidinopheny|amino)-N-[4-(2—caprolactam-1-yl)phenyl]-4-
methylvaleramide, acetate, ESI 436;
20 2-(3-amidinophenylamino)—N—[3-fIuoro-4-(2-oxopiperidin-1-yl)phenyl]-
2-(2-fluorophenyl)acetamide, acetate, ESI 478;
2-(3-amidinophenylamino)-N-[3-methyI-4-(2-caprolactam-1-yI)-
phenyl]-2-(2-fluorophenyl)acetamide, acetate, ESI 488,;
25 (2R)-2-(3-amidinophenylamino)-N-[3-fIuoro-4-(2-oxopiperidin-1-yl)-
phenyl]-4-methylvaleramide, ESI 440;
2-(3-amidinophenylamino)-N-[4-+’(2-oxopiperidin-1-yl)phenyl]—4-
trifluoro-3-methylbutyramide, acetate, ES{ 462;
30 (25)-2-(3-amidinophenylamino)-N-[4-(2-oxopiperidin-1-yl)benzyl]-2-
phenylacetamide, acetate, ESI 456;
(28)-2-(3—amidinophenylamino)»’-N-[4—(3-oxo-2*azabicyclo[2.2.2]oct-2-
yhphenyl}-2-phenylacetamide, acetate, ESI 468;
35 2-(3-amidinophenylamino)-N-[3«-trifIuoromethyl-4-(3-oxo-2-azabicyclo-

[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, ESI 536;



100 FF ON-~\ OH 15 DAPECI, HOBt, N\WM _\ ( NN H/ I O O\ N NH2OH
x HO H2ZN\ NI N O 20 NEt3 HORN HO H21 Ra-Nl / \ I 2 N N/ gl acial
acetic cigdghMszBeNH HO I O N 30 35 WO 02/ 057236 PCT/ ERfAv¥/iptdQ$r96- 58-
Exanple 7 5 The foll owi ng are obtai ned anal ogously to Exanple 4:

2- (3-am nocar bonyl phenoxy) - N-[ 4- (2- oxopggeri din-1 -yl )phenyl]val er- am de,
ESI 410; 2-(3-am nocar bonyl phenyl am no) - N-[ 4- ( 2- oxopi peridin-1

-yl )phenyl]-2- 10 phenyl acet am de, ESI 443;

2- (-3- am nocar bonyl phenoxy) - N-[ 4- (2-o0oxo-1 Hpyridin-1 -vyl)ben - 2=
phenyl acet am de, E=Q-armidino-firapheryaminm W??W&'F&:fﬁﬁﬁh%@]'act am 1
) yl)phenyl ] - 2?'.--phenylacetamide, diacetate, ESI 460;

5
Example 6a
2-(3-Amidinophenylamino)-N—methy!-N-[4-(2-oxopiperidin—1-yI)phenyI]-2-
phenylacetamide, acetate, ESI 456, is prepared in accordance with the

10 following scheme:

15

20

25

30

35



15 phenyl acet am de, ESI 457,

2- (3-am nocar bonyl phenoxy) - N-[ 4- (2-caprol actam | -yl)phenyl]-2-

phenyl acepyifigy2sESl 458; o PCT/EP01/14296

2- (3-am nocar bonyl phenyl am no) - N- [ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] - 2-

(2-fl uorophenyl )acetam de, ESI 461; -57-

3-(3-am nocar bonyl phenyl ) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] propi on- am de,
ESI 366; 2-(3-am nocarbonyl phenoxy)-N-[4-(2-0x0-1 H pyridin-1-yl)phenyl]-2-
25- phenyl acet ami de, ESI 440;

2- (3-am nocar bonyl phenoxy) - N—[3°rre hyI 4- (2-oxopi peridin-1 -yl)-
phenyl ] - 2- phe acet am de,

.2- (3-am nocarbo Iphenoxy) Ns 4- (4 o] p 4H p d| -1 yI)phenyI] 2- 30
phenyl acet am tg;
2- (3-am nocarb nyI Iam NiGet; du 1.4 (2 oxopi p r| o henyl]
acet am de, ESI 367; (23§*2-(3-amin ocarbonyl B hen

no) - N- P3- net hyl - 4- (2 oxop ipe ridin- 35 1- yI)phenyI] -p enyI acet am de,
ESI 457; WD 02/ 057236 EPOL/ 14296 -59

(2S)-2- (3 am ng matg] onyI phe yl am no) - N—[4 82 capro@aml yl) -

phenyl ] - 2- phen;é
\‘\y)

57
(2R)-2-(3-am nqmng.roblanylp em-N-M (2- oxopi p
phenyl ] - 2- phenyl acet am de 423

(2S) - 2- (3- ami nocar bonyl phenyl am -MN-[4-(2-oxopiperidin-1 yI)

phenyl 102- phenyl acet am ¢ ESI ‘

2- ( 3- am nocar bonyl phs anno) - N- 4-(2-caprolactam 1 -yl)phenyl]-2-
(2-fluorophenyl ) ace i 475; 10

2- (3-am nocar bo pire M) - N-[ 4- (2- oxgpi peri di n-1-Yl)phenYl] - 2-

(2-t hi enyl ) acet™i de,

|
DAPECI, HOBt, NMM /@L N
[ 1 — N
"é

Hz. Ra-Ni
glacial acetlc acid HN
25 Oé

30

35



2- (4- am nocar bonyl phenoxy) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] - 2-
phenyl acet am de, ESI 444; 15

2- (2- am nogrgdsmss phenoxy) - N- [ 4- (2- oxopi peri di n- 1-yl ) phenypdr/Ero1/14296
phenyl acet am de, ES! 444,

2-{ 3- am nocar bonyl phenoxy) - N-[ 2-f | uor o-88 { 2- oxopi peridin-1 -yl)-
phenyl ] - 2- phenyl acet am de, ESI 462; 20

2- ( 3- am nocar bonyl phenoxy) - N-[ 2-f | uor o- 4- (2- caprol actam 1-yl) -

phenyl ] - 2- phenyl acet am de, ESI 475;

(2S) - 2-(2-am nocar bonyl phenyl ) - N-[ 4- (2- oxopi peridin-1 -yl)phenyl]-2-

phenyl acet am 443; 25
(2R) - 2- ( 2- aﬁg@&&inw phenyl)-N-[4-(2-oxopi peridin-1 -yl)phenyl]-2-
phenyl acet am de, ESI 443;

2- (3-am nocar bonyl phenoxy) - N-[ 3-met hyl - 4- (2-caprol actam| -yl )-
phenyl 15 2- phEhg w@imlamare obwedmaalczgously to Example 4:

(2S) - 29(3-am nocar bonyl phenyl am no) - N-[ 4- (2- oxopyri di n-1-yl) -
phenyl ] - 2- phenyl acet am de, ESI 439;

2- (3-am nocar bonyl (@E%Pm4o%g}5%}é4%érﬂyxgﬁnm4%mﬂiﬁémih-T)‘i/I)phenyl]valer-

phenyl ] val eram de,
2- ( 3- am nocaahride, E8F 41 @or ophenyl am no) - -[ 4- (2- oxopi peridin-1-yl)-

SRR PR o N AL ol TR e
N 5 ébﬁﬁilaﬁ?%%@?b%ﬁ* P8 hoxy) - N[ 4- (2 oxopi per i di n- 1.y ) phenyl I-
2- phenyl acet am de.(FEamifSSarboRyIPHERaypA-|43(Roxoidhpygrdin t-p)béreyile-l owi ng
scheme: 10 phenylacetamide, ESI 454,
2-(3-aminocarbonylphenoxy)—N—[4-(2-caprolactam-1-yl)phenyl]-2—
15 phenylacetamide, ESI 457,
2-(3-aminocarbonylphenoxy)-N-[4-(2-caprolactam-1-yl)phenyl}-2-
phenylacetamide, ESI 458,
2-(3-aminocarbonyiphenylamino)-N-{4-(2-oxopiperidin-1-yl)phenyl]-2-
20 (2-fluorophenyl)acetamide, ESI 461;
| 3~(3-aminocarbonylphenyl)-N-{4-(2-oxopiperidin-1-yi)phenyl]propion-
amide, ES| 366;
2-(3-aminocarbonylphenoxy)-N-[4-(2-oxo-1H-pyridin-1-yl)phenyl}-2-
25 phenylacetamide, ESI 440;
2-(3-aminocarbonylphenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, ESI 458;
2-(3-aminocarbonylphenoxy)-N-[4-(4-oxo-4H-pyridin-1-yl)phenyi]-2-
30 phenylacetamide, ESI 458,;
2-(3-aminocarbonylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-
acetamide, ESI 367;
(2S)-2-~(3-aminocarbonylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-

35 1-yl)phenyl]-2-phenylacetamide, ESI 457,



15 20 25 30 35 WD 02/057236 PCT/EPO1/14296 -61- Br 0Cs2CO3 0 O HO

acetonitrile/ 0 JOY OS5 000 HzN 1:> ON NaOH elo \

OH O DAPEC ,

HOBt, NVMyol@/09860 \ | 0 O 00 N 15 NaOH / 310 HO O \pdr/ipodifhok /

N 1/ HN\ OO 2500/
" ' - 59 -
(28)-2-(3—aminocarbonylphenylamino)-N-[4-(2-caprolactam-1-yI)-
phenyl}-2-phenylacetamide, ES| 457;
(2R)-2-(3-aminocarbonylphenyIamino)-N-[4-(2-oxopiperidin-1-yI)—
5 phenyl}-2-phenylacetamide, ESI 443;
(2S)-2-(3-aminocarbonylphenylamino)-N-[4-(2-oxopiperidin-1 -yh)-
phenyl]-2-phenylacetamide, ESI 443;
2—(3-aminocarbonylphenylamino)-N-[4-(2-caprolactam-1-yl)pheny|]—2-
(2-fluorophenyl)acetamide, ESI 475;
10 2—(3-aminocarbonylphenylamino)-N-[4-(2-oxopiperidin-1 -yl)phenyl]-2-
(2-thienylyacetamide, ESI 449;
2-(4-aminocarbonylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]—2-
phenylacetamide, ESI 444;
15 2-(2-aminocarbonylphenoxy)-N-[4-(2-oxopiperidin-1 -yl)phenyl]-2-
phenylacetamide, ES| 444;
2—(3-aminocarbonyIphenoxy)-N-[2-fIuoro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, ESI 462;
20 2-(3-aminocarbonylphenoxy)-N-[2-fIuoro-4-(2-capro|actam-1-yI)-
phenyl}-2-phenylacetamide, ESI 475;
(28)-2—(2-aminocarbonylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide, ESI 443;
25 (2R)-2-(2-aminocarbonylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide, ESI 443,
2-(3-aminocarbonylphenoxy)-N-[3-methyl-4-(2-caprolactam-1-yl)-
phenyl]-2-phenylacetamide, ESI 472;
30 (2S)-2-(3—aminocarbonylphenylamino)-N-[4-(2-oxopyridin-1-yl)-
phenyl]-2-phenylacetamide, ES| 439;
2-(3-aminocarbonylphenylamino)-N-{4-(2-oxopiperidin-1-yl)-
phenyllvaleramide, ESI 409;
35 2-(3-aminocarbonyl—4-ﬂuorophenylamino)-."!—[4-(2-oxopiperidin-1-yl)-

phenyl]-2-phenylacetamide, ESI 461;

20



N DAPEC!,

HOBt, NWM Exanple 7b 30

2- (3- Am nocar bonyl phenoxy) - N- [ 4- (2- oxopi perazin-1 -yl)

. : - phenyl ] - 2- phenyl -
acet am dewdaRlossBs, IS prepared in accordance wit h he folg@%mzsghgne
35 WO 02/ 057236 PCT/ EPO1/ 14296 -62 \ ~NHZ N N O --i OH O O DAPEC,

HOW NwW 5 O 10 \ N, ON LN YO -B9 k203, DVMSO HzN Yja 20 H202 30%0

O 0 NJ)

10

15

20

25

30

35

NYo O 25/ HCI/EE JIJ H

2-(3-aminocarbonylphenylamino)—N—[3—triﬂuoromethyl-4-(3-oxo-2—aza-
bicyclo[2.2.2]oct-2-y|)phenyl]-2-phenylacetamide, ESI 537.

Example 7a

2-(3-N, N-Diethylaminocarbonylphenoxy)-N—[4-(2-oxopiperidin-1-y|)phenyl]-
2-phenylacetamide, ESI 500, is prepared in accordance with the following

scheme:



N\ O --THZNOOOI / N 30 NH Exanple 8 The foll owm ng conpounds are
[

bt ai ned anal ogously to Exanple 2: 35 WO 02/057236 PCT/ EPOL/ 14296 - 63-
- [ 3- ( N- @y e2xag#a%k di no) phenyl ami no] - N-[ 4- (2- oxopi per i di n- Ipoaygpo1/14296
henyl ] - 2- phenyl acet am de, ESI 458;
-{3- ( N- hydr oxyami di no) phenoxy] - N-[ 4- (-B1oxopi peridin-1 -yl)phenyl]-2- 5
henyl acet am de, ESI 459;
-[3- (N-hydr oxyani di no) phenyl ] - N- [ 4- ( 2- oxopi perl din-1 -yl)phenyl]-
ropi onanm de, ESI 381,
-[ 3- (N- hydr oxyam di no) pheny, i no] - N-[ 4- (2- oxopi peridiagl-yl)-
henyl ] acet am de, ESI 382;
[ 3- (N- hYdr oxYas | no) PhenoxY] - NC4- (2- oxoPi Peri dj henYl | -
al eram de, ESI o Cs,C0;
2R)-[2-(3-(No (A di no') phényl amada@;tmd\l-{’ pro a am 1-
I

) phenyl ] - 2- phenyl aget am de, | 472; 15
-0 3-(54— hydr oxyam di no) phenyl anm no]j - N-[4 (2 OXOpI peri di n- 1 yl) -
henyl ]-2-(2-trifluoronethyl phenyl)acetg 2 ESI 526; 2-[3-(N-hyd roxyam
d i no) phenyl ani no] - N-[ 3- met hyl ~zy( 2- ox ih-

yl ) phenyl ] - 2- (2-fl uor ophenyl) am de, ~N20

-[ 3- (N- hydr oxyam di no)ph MYo] - N- [ 4- (2 oxopi pdridin-1-yl) -
henyl ] - 2- (2thacein¥ aget ES| _of64,__2-[3- (NYfyd.roxyamid in
)phenoxy] N[ hyl - (2 ox&pi ':- rid |DnPE01HO|§zIN)\nM phenyl ] val er am de, ESI

o o} N
15
o}
25 > o N
DAPEC!, HOBt, NMM

Example 7b

>
/
(

2

30

2-(3-Aminocarbonylphenoxy)-N-[4-(2-oxopiperazin-1-yl)phenyl]—2—phenyl-
acetamide, ESI 445, is prepared in accordance with the following scheme:

35



25 (2S)-2-[3-(N-hydroxyam di no) phenyl am no) - N-[ 3-f | uor o- 4- ( 2- oxo-

pi peridi n-1-yl)phenyl]-2-phenyl acetam de, ESI 476; 3-[3-(N

hydr oxy aniydj Guspfgny! | - N- [ 3- met hyl - 4- (2- oxopi per i di n- 1- yl Jpc/EPo1/14296
phenyl ] pr opi onam de, ESI 395; 30 _

(2S)-2-[3-(Nhydroxyam di no) phenyl am F\gf N[ 4- (2- oxopi peridin-1-yl)-
phenyl ] - 4- net hyl val eram de, ESI 438; 2-[3-(N hydroxyam di no) phenoxy]-N
[ 4- (2- oxopi peridin-1-yl)phenyl]- val eram de, ESI 439;

2-13- (N-hydr oxyam di no) phenoxy] -N-{4-(2-0x0-1 H pyrazin-1-yl)-

phenyl Jval eram de, ESI 422; WO OZL_§516361\‘<LG£§EPO

(2S) - 2-[ 3- (N- hydr oxyam p) phenyl

yl) phenyl ] - 2-phenyl acet fle hydroch ESI \453;
(2R) - 2-[ 3- (N- hydroxyam d no) phenyl am no] N[ o(2 oxop| peridin-1 5
yl) phenyl ] - 4- met 3 deH ES—439:

2-13- (AF hydr oxszam i
phenyl [ val er &% de, ESI 424p 2- [ 3- (N

hydr oxyam di no) phenyl am no] - N- [ 3- net hyl - 4- ( 2- oxopi peri di n-

1-yl ) phenyl ] -4-nmet hyl val eram de, ESI 452; 10

2-[ 3- (N- hydr oxyam di no) phenox [ 4-(2-oxopyridin-1 -yl)phenyl]-
val eram de, ESI 421;

(2R)-2-[3-(N-hydroxyam d Regy{ am no] - N-[ 4- (2- capr ol actam 1-
yl )pheq i]-4-methylvale SI 452; 15
(2R) - 2- P3 (N- hydr oxyani-s ) ]

mchxopl peridin-1 -yl)
phenyl ] val er am de, &St 425;
(2S) - 2-[ 3- (N-hydr oxyami di no) phendy] S ,@ng'opi peridin-1-yl)-
phenyl ] val eram de, ESI 425;

(0]
15 \ﬁ
K,COj, DMSO o H ]
20 H,0, 30% o \©\
(0]
(o] N)]\’
N

K/\fo

O\K
HCVEE H
——— H2N N
o) \©\ 0
|\/NH
30

Example 8

The following compounds are obtained analogously to Example 2:
35




20 2-[3- (N hydroxyam di no) phenoxy] - N- [ 4- ( 2- oxopi peridin-1-yl)phenyl]-4-
net hyl val eram de, ESI 439;

2- [ 3- ( N- hwadly exxag#a3s di no) phenyl am no] - N-[ 4- ( 2- oxopi peri di n- IJpcykpo1/14296
phenyl]-3-methyl -4 trifluorobutyram de, ESI 478; 25

(2S) - 2-[ 3- (N- hydr oxyani di no) phenyl ani no]83- [ 4- ( 2- oxopi peridin-1-yl)-
benzyl ] - 2- phenyl acet am de, ESI 472; '

(2S) - 2-[ 3- (N- hydr oxyam di no) phenyl am no] - N-[ 4- ( 3- oxo- 2- aza

bityclo[2.2.2 37 h | ] -2z | ' 484 . 30,35 WO
021 057236 PCT] EPCRTAY U O RIBREnFaR el (& Shepiberichit o
2-13- (N hydrc&gv&yﬁ?%&pm&%iﬂ@: E4i qggpxopi peridin-1-yl)phenyl]- 10

\but yram de,

2-[3- (N-hydr oxyanQdB{(N}Ideona}fhldil?jcj)pheﬂe)qu\b{w-bdbpipérigiin}Mbphéﬂwyl]—Z-
d ESI

Dhonyl agi no] - RISTHIRGRtATiiH. &=L 485+ 4. ( 3. oxo- 15

2- b | of 2. 2.

- L3 (N by oxyantdmRg @h%‘%’)‘ﬁm@'lf%ﬁ%ﬂéﬁﬂ%ﬂﬁ@%@ﬁﬁ‘d'Fﬁpﬁ'ﬁ%ﬂy‘b

phenyl pr opi onpropitnarkide, EST 381,

3-[3-(N- hydr oxyam di ng) phenyl ] - et hyl - 4- (2- oxopi peri di n- 3{
phenyl ] - 2- pheny! p2dil nla{ﬁrgéyarasllnm)pmenylammo] N-[4-(2-oxopiperidin- 1'y)

R T
2-[3- (N ydr oxy anpqB AL RHRBLYathidihd)Bh8ASE | -p4-ERBXbPBERGIY 141 b Renyi]-
valeramide, ESI 425;
(2R)-[2-(3-(N-hydroxyamidino)phenylamino]-N-[4-(2-caprolactam-1-
yhphenyl]-2-phenylacetamide, ESI 472;
15 2-[3-(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-yl)-
phenyl]-2-(2-trifluoromethylphenyl)acetamide, ESI 526;
2-[3-(N-hydroxyamidino)phenylamino]-N-[3-methyl-4-(2-oxopiperidin-
1-yl)phenyl}-2-(2-fluorophenyl)acetamide, ESI 490;
20 2-[3-(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-yi)-
phenyl]-2-(2-thienyl)acetamide, ESI 464;
2-[3-(N-hydroxyamidino)phenoxy]-N-[3-methyl-4-(2-oxopiperidin-1-y!)-
phenyljvaleramide, ESI| 439;
25 (28)-2-[3-(N-hydroxyamidino)phenylamino]-N-[3-fluoro-4-(2-oxo-
piperidin-1-yl)phenyl]-2-phenylacetamide, ESI 476;
3-[3-(N-hydroxyamidino)phenyl}-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
phenyl]proplonamlde ESI 395;
30 (2S)-2-[3- (N—hydroxyamld|no)phenylam|no] N-[4-(2-oxopiperidin-1-yl)-
phenyl]-4-methylvaleramide, ES| 438;
2-[3-(N-hydroxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)phenyl]-
valeramide, ESI 439;
2-[3-(N-hydroxyamidino)phenoxy]-N-[4-(2-oxo-1H-pyrazin-1-yl)-

35
phenyllvaleramide, ESI 422;



25 oxopi peridi n-1-yl)phenyl]val eram de, ESI 561; 30 35 WO 02/057236

PCT/ EPOL/ 14296 -66- Exanple 8a

1- {4-[ 2- ($d é/0Prdg oxYam di no) phenoxY) - 2- phenYl et hoxYl phendmwEmgnigsn- 2- 5
one, ESI 446, is prepared in accordance with the follow ng schene: Br NH +
O0+\ 1/ 10 Cul, K2C3 DM/ 150C 45 O N O NaBH4/ CaCl2 THE H2
20 Pd/C Co OOH + HO QN N~ 25 triphenyl phosphine (polynmer bound) I \

di | sopropyl / / OO0 azodtcarboxylate N 30 NH2OH x HCl HN

(2S)-2-[3~(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-
yl)phenyl]-2-phenylacetamide, hydrochloride, ESI 458;
(2R)-2-[3-(N-hydroxyamidino)phenylamino}-N-[4-(2-oxopiperidin-1-
' yl)phenyl]-4-methylvaleramide, ESI 439;

° 2-[3-(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-yl)-
phenyllvaleramide, ESI| 424;
2-[3-(N-hydroxyamidino)phenylamino]-N-[3-methyl-4-(2-oxopiperidin-
1-yl)phenyl]-4-methylvaleramide, ES| 452,
10 2-[3-(N-hydroxyamidino)phenoxy]-N-{4-(2-oxopyridin-1-yl)phenyl}-
valeramide, ESI 421; -
(2R)-2-[3-(N-hydroxyamidino)phenylamino]-N-{4-(2-caprolactam-1-
yl)phenyl]-4-methylvaleramide, ES| 452;
15 (2R)-2-[3-(N-hydroxyamidino)phenoxy}-N-[4-(2-oxopiperidin-1-yl)-
phenyljvaleramide, ESI 425;
(28)-2-[3-(N-hydroxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)-
phenyljvaleramide, ESI 425;
20 2-[3~(N-hydroxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)phenyl]-4-
methylvaleramide, ESI 439;
2-[3-(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-yl)-
phenyl]-3-methyl-4-trifluorobutyramide, ESI 478;
25 (28)-2-[3-(N-hydroxyamidino)phenylamino]-N-[4-(2-oxopiperidin-1-yl)-
benzyl]-2-phenylacetamide, ESI 472;
(2S)-2-[3-(N-hydroxyamidino)phenylamino]-N-{4-(3-oxo-2-aza-
bicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, ES| 484
30 |

35




OO NE3/ECH ZI I I HO N 35 WO 02/057236 PCT/ EPO1/ 14296 -67- Exanple 8b
2-[ 3- (N- et hoxycar bonyl oxyam i d i no) phenoxy] - N-[ 4- (2- oxopi peridin-1-yl)- 5
phenyl ] vawer@mistds ESI 483, is prepared in accordance w t bpcreporfi9los oW ng
schene: 0 10 HHZN yla ONONX®Z HORNOI / NDW, RT 15i H2N1a 01 O
,NOV\ 20 N 01)-.10 25 The foll owi ngBxenpounds are obt ai ned

anal ogously: 2-[3-(N-ethoxycarbonyl oxyam di

no) phenoxy] - N-[ 4- ( 2- oxopi peri di n-1- yl)phenyl]val eram de, ESI 497; 30
(2S)-2-[3-(N-et hoxycar bonyl oxyam di no) phenyl am no] - N-[ 4- ( 2- oxo-

pi peridin-1-yl)phenyl]-4-nmegttyl™al erani de, ESI 494. 35 WD 02/ 057236

PCT/ EPOL/ 14296 -68- Exanpl e O

NH,

' HO o
5 N
| o) .

2-[3-(N-hydroxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)phenyl]-
0 putyramide, ESI 411;
2-[3-(N-hydroxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-yl)phenyl]-
propionamide, ESI 397;
2-[3-(N-hydroxyamidino)phenylamino]-N-[3-trifluioromethyl-4-(3-oxo-
15 2-azabicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, ESI| 552;
3-[3-(N-hydroxyamidino)phenyl]-N-[4-(2-oxopiperidin-1-yl)phenyl)-2-
phenylipropionamide, ESI 457;
3-[3-(N-hydroxyamidino)phenyl]-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
20 phenyl]-2-phenylpropionamide, ES| 471;
2-[3-(N-hydroxyamidino)phenoxyl-N-[3-ethoxycarbonylmethoxy-4-(2-
oxopiperidin-1-yl)phenyl]-2-phenylacetamide, ESI 561;
2-[3-(N-hydroxyamidino)phenoxy]-N-[3-ethoxycarbonylmethoxy-4-(2-
25 oxopiperidin-1-yl)phenyljvaleramide, ES| 561

30

35



5 2-(3- Am i nonet hyl phenyl am no) - N- [ 3- et hyl - 4- ( 2- oxopi peri di n-1-yl ) phenyl ] -
2-(2-fluorophenyl)acetam de is prepared as indicated in the follow ng
schenme: 1QVosh3s / O K2CO3, Cul F OH Br F NH2 H OH TIemkpod/iddg F N a
DAPECI, HOBt, NMMN %H ( \ O 0 20 H!'Ra-N F H _~ HNN HC 25 NH3/ MeCH
H2HO cc O2-propanol N 30 HBN\ 0 69O N35 1. 6.5 g (47.0 mmol) of
pot assi um carbonate and 597 ng (3.10 nmol) of copper(l) iodide are added
to a solution of 5.70 g (31.3 nmol) WD 02/ 057236 PCT/ EPOL/ 14296 -69- of
3-br omobenzonitril E End 5.30 g (31.3 nmol) of 2-fluoro-dl -al pha-
phenyi gl yci ne of N, N-di net hyl acetam de, and the m xture is
stirred at 90C for 48 hours. The reaction mxture is then poured into 5 80
«mM of INHC and extracted twice with diethyl ether. The conbi ned
1~{4-[2-(3-(N-Hydroxyamidino)phenoxy)-2-phenylethoxy]phenyl}piperidin-2-

N 5 one, ESI 4486, is prepared in accordance with the following scheme:
AN Br
L L
e
0
10

Cul, K,CO,
———

DMF/150°C

N
o)
15 N///©\ ) ‘]n’ ~ Q‘l\@
o
0
(o]
l NaBH,/ CaCl, /\©

THF H,
PdIC

20

azodicarboxylate N

25 triphenylphosphine
(polymer bound) /@\
o 0
dilsopropyl
propy = 0 \@\ 0
“@

30

NH,OH x HCI
- HzN 0
o) 0
NEt/EtOH | @\
N

35



organi c phases are extracted twice with 50 mMl of 1 N NaCH each tine. The
two basi ¢ aqueous phases are conbined, acidified using 25% HOJ and

ext ract edwiordms7sst h 80 m of diethyl ether each tinme. Thaseykme/148§9ani c
phases are conbi ned, dried using sodiumsulfate and 10. subsequently
evapor at ed, giving (3-cyanophenyl am no)-%7 f1 uorophenyl acetic acid as a
yel l owi sh solid; ESI 270. 2. 225 pl1(2.22 nmmol) of 4-nethyl norpholine are
added to a solution 15 of 600 nmg (2.22 mmol) of

(3-cyanophenyl am no) - 2-f | uor ophenyl acetic acid, 453 ng (2.22 mmol) of

1- (4-am no-Z-&M_%yl ) pi peridin-2-one, 426 ng (2.22 nmol) of N-(3-d

i met hyl am nopropyl )-N -et hyl carbodi i m de hydrochloride (DAPECI) and 300 ny
«(2.22 mmol ) of hydroxybenzo 20 triazole hydrate (HOBt) in 1 m of DW, and
the mixture i s S-j3-(NeetiixychsonyicHyaa dihé}ﬁél@kylzﬂl-[hfmr@(opﬂﬁd ﬁ-ﬂ?l)-on

m xture is introduced into water, and precipitate is filtered off,

‘gi vi ng 2- ( 3- cyahenylvalaramide, ESI 483, is prepared in accordance with the

2- (2-f1 0or ophen t hyl - 4- (2- oxopi peri di n-1-yl ) phenyl ] acet am de 25
as a col ourl ess)fgaﬁ"?"ag SEEE 6. 3. 300 ng of water-noist Raney nickel and
2.0 M of nethanolic ammonia solution are added to a solution of 660 ng
(1.45 mmol ) of 30

2- (3- cyanophenyl am no) - 2- (2-f | uor ophenyl ) - N- [ 3- hyl - 4- (2- oxo

pi peridin-1-yl)phenyl]acetamde in 6 m of meth |, and the mixture is
hydr ogenated at 60C and 5 bar for 18 hours. Th refiction mixture is
filteredO and the filtrate is evapor at ed, giving - cyanophenyl am no) - 2
35 (2-fluorophenyl)-N-[3-nefhyl-4-(2-oxopi peri di | ) phenyl ] acet ami de as
a colourless solid; St 4660, WD 02/ 057236 PCT/ EPOT¥14296 -70- 4. 1.87 m of
0.1 N HCQ in Z;propanal ae dedto 86ng (0 187Na5;rml) of

2- (3- cyanopheny! g nyj -2 e N-3~5
met hyl - 4- ( 2- oxopinoeri di n- I cyl) cetamde Rt he m xture is left to
stand at room nperature for he reaction mxture is

15

m wﬁéaé

25 The following compounds are obtained analogously:

2-[3-(N-ethoxycarbonyloxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-
yl)phenyilvaleramide, ESI 497;
30 (28)-2-[3-(N-ethoxycarbonyloxyamidino)phenylamino]-N-[4-(2-oxo-
piperidin-1-yl)phenyl]-4-methylvaleramide, ESI| 494.
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evapor ated and subsequently |yophilised, giving 2-(3-cyanophenyl -

am no) - 2- (2-fl uorophenyl ) - N[ 3- net hyl - 4- ( 2- oxopi peri di n-1-yl) phenyl ] -

acet am dewogwaseakl ori de, as a col ourless solid; ESI 460. pkgygrg1§i0s! ow ng
conmpounds are obtai ned anal ogously:

2-13-am nonet hyl phenoxy) - N- 14- ( 2- oxopi pe88 di n- 1-yl ) phenyl ] -2- 15
phenyl acet am de, hydrochl oride, ESI 430;

2- ( 3- am nonet hyl phenyl am no) - N-[ 4- (2- oxopi peridin-1 -yl)phenyl]-2-

(2-fl uorophenyl)acetam de, ESI 447,

3- (3-am nonet hyl phenyl ) - N-[ 4- (2- oxopi peri di n-1-yl ) phenyl ] propi on- 20 am de,
ESI 352;
-2-(3-aninonet%§?gﬁg%%lanino)-N—[4-(2-oxopiperidin-1-y|)pheny|]acet- am de,
ESI 353; 2-(3-ami nomet hyl phenoxy) - N-[ 4- (2 oxopi peridin-1 yI)phenyI]vaIer-
25 am de, ESI_396; S)-2- 3 am nonet h enyl| ani. noj - rolactam1
-yl )- phenyl ] '§3W@W lRhepyWaming)- N%/[@?neth¥l-4 (2-ox]op|pend|n 1—yl)p?1eny -
(2S)-2- 53 am 4 |- 30

y1 ) phenyl ] ace ?gm@’&%gﬂ]y)}gg@?aﬂ%ehﬁ bragHRad 4t Wait 4RI/ RS Filotlifg

2- ( 3- am nomet §3Hapheny! am no) - N-[ 4- ( 2- oxopi peridin-1 -yl)phenyl]-2-
(2-trifluoronethyl phenyl)acetam de, ESI 497;

(2S) - 2- (3-am nomet hyl phenyl am no) - N-[ 4- (2- oxopi peridin-1-yl) 35

phenyl ] - 2- phenylacetanide ESI 429; WO 02/ 057236 PCT/ EPOL/ 14296 -71
(2R)-2-S§ ﬂonethylphenylanlno) N[ 4- (2- oxopi peridin-1-yl)

phenyl] pheny 429;

(2-nethy|pheny|)a‘

15 Q |
N
© NH F
2
- ,[j\ N
DAPECI, HOBY, NMM N7 N \T:::]:T q
o
120 N(Uj

_HfRaNi \/@ ]
25 NH3/MEOH \@é 2-propanol

30 ﬁ% ho

35 1. 6.5 g (47.0 mmol) of potassium carbonate and 597 mg (3.10
mmol) of copper(l) iodide are added to a solution of 5.70 g (31.3 mmol)



(2-fluorophenyl )acetam de, ESI 461,

2- (3-am nonet hyl phenyl am no) - N-[ 3- net hyl - 4- ( 2- oxopi peridin-1-yl)-

phenyl ] - 2wio22pmtay| phenyl ) acet ami de, ESI 457; 10 PCT/EP01/14296

2- (3- am nomet hyl phenyl am no) - N- [ 3- net hyl - 4- ( 2- oxopi peri din-1-yl)-

phienyl ] - 2- (2- fI uor ophenyl ) acet ani de, ESI6%61;

2- (3-am nonet hyl phenoxy) - N- [ 3- net hyl - 4- ( 2- oxopi peri din-1-yl) -

phenyl ] val eram de, ESI 410; 15 2-(3-am i nonet hyl phenyl am no)-N-[4-(2-oxop

P 3~ i nomet P SHOTBBRIEb iR ofa 4 a0 (3 2R B loBlariREiohr
phenyl ] - 2-(3- bhmg@?m@wh)wﬁﬂ BfNA¢-dirhSthyfiRetardfile, and the mixture is

N-di e
(2S) - 2- (3- am nonet hy ghenyl am no) - N-[ 3-f ['uor o- 4- ( 2- oxopi peri di n- 1-
yi ) phenyl ] - 2- giireer, ah801G A0S hexdis. Fhe;reaction mixture is then poured into

31y phongt 1 2. BREPST AL FlHanl SRt icr pie gy 4t Bed Sombirs
(29 2. (2 am spmidyhabaruleaginatedlide (rPsORIREHPNEOH shdr tme.

2- (2- am nonet Tige e hasjc aglidou2phases arerdotbinédd yadidified Wslrar25%#HoE, ESI
338; 30 2-(2-am nonet hyl phenox%) - N {4-&_2- OXOPI peri di n- 1-_¥I ) phenyl ] - 2-
pheny! acet ani @@d exisactggddwice with'80 ml of diethyl ether each time. These two

g;,(eﬁ-yﬁ;n'?%ggm@aaggm%%g Ned dorh RO BHBE U rSokiorh SRy ka2

2- ( 3- am nonet ' i(i ' haf inank2-ph ] -2-
(31 tor opheny e B A Sy PR b dR Wt~ 72
2-(3-am noneti;mrppbﬁnxlg):etic peidms ayelowish-sotigy 6Sh27am 1- yl ) -

phenyl ] - 2- phenyl acet am de, ESI 458;

2. 225 pi (2.22 mmol) of 4-methylmorpholine are added to a solution

15 of 600 mg (2.22 mmol) of (3-cyanophenylamino)-2-fluorophenylacetic

acid, 453 mg (2.22 mmol) of 1-(4-amino-2-methyiphenyl)piperidin-2-one,

- 426 mg (2.22 mmol) of N-(3-dimethylaminopropyl)-N‘“ethylcarbodiimide

hydrochloride (DAPECI) and 300 mg (2.22 mmol) of hydroxybenzo-

20 triazole hydrate (HOB) in 1 mi of DMF, and the mixture is stirred at
room temperature for 24 hours., The reaction mixture is introduced into
water, and the precipitate is filtered off, giving 2-(3-cyanophenylamino)-
2~(2-fluorophenyl)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyllacetamide

25 as a colourless solid; ESI 456.

3. 300 mg of water-moist Raney nickel and 2.0 ml of methanolic
ammonia solution are added io a solution of 660 mg (1.45 mmol) of
30 2-(3-cyanophenylamino)-2-(2-fluorophenyl)-N-[3-methyl-4-(2-oxo-
piperidin-1-yl)phenylijacetamide in 6 ml of methanol, and the mixture is
hydrogenated at 60°C and 5 bar for 18 hours. The reaction mixture is
filtered, and the filtrate is evaporated, giving 2-(3-cyanophenylamino)-2-
(2-fluorophenyl)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyljacetamide as

35
a colourless solid; ESI 460.



(2R) - 2- (3-am nonet hyl phenyl am no) - N-[ 3- et hyl - 4- (2- caprol actam 1- 5
yl ) phenyl ] - 2- phenyl acet am de, ESI 457,

(2R) - 2- (2waydnefdk hyl phenyl ani no) - N-[ 4- (2- oxopi peri di n- 1- y8or/Epo1/14296
phenyl ] - 2-phenyl acet am de, ESI 429;

(28) - 2- (3- ami nonet hyl phenyl ami no) - N- [ 3- nﬁp@hyl 4-(2-caprolactam 1

yl) phenyl ] - 2-phenyl acet am de, ESI 457;

2- ( 3- am nonet hyl phenyl am no) - N-[ 4- ( 2- OXOpI peridin-1 -yl)phenyl]-2-
cyel ohexyl acet am de, ESI 435;

2- (3-am nonet hyl phenyl am no) - N-[ 3- rret hyI 4 (2-oxopi peridin-1-yl)-

573 ami nomet | pRETIL hd) . HOT I 23reaanialase eed 19 B9 MEny1 | - 4.

(2R 2" (3 an Kot RO &R 2 G-cvanonhepylamino).2-(2-fugrophemy sy, ;.
-yl ) phenyl ] - 2-mwmutaczabmplﬂendlhy‘tiylt)pﬂiénwiatdetarﬁﬂé did the2Mixtd®@ isdeft 3- am
i normret hyl phenyl am no) - (2- oxopyridi n-1- ylﬁlphenyl ] - 2-phenyl acet am de,

ESll 425; dz (3 ﬁdraétrqagmpiﬁmgﬁraﬁumfgrz\h@m( & xepetisy mixtarelisy| ) phenyl ] -
2 (5 am nowet FYANGTAIST 3ne Skbsaayenty JyeRiash 8% 2135YPBRRRSRY - 4-

met hyl val er amygnho Eﬁkz-ﬂQSrophenyD-N kk methyl—4 (2 oxoplgendin-']—ygphenyI]-
(2R) - 2- (3-am nonet hyI phenyl am no) - oxopi péridin-1I -

yl ) phenyl | - 4- aegtamida) deam:lzﬂendeas azelouxless SO|Id ESI 460.

(2R) - 2- (8- ami nonet hyl phenyl ami no) - N-[ 3-f | uor o- 4- ( 2- oxopi peri di n- 1-
yl') phenyl ] - 4- met hyI val eram de, ESI 427; (2R

2- ( 3- am nonet I yl) -

phenyl | - 4- et F\'% FdWia r@gﬁ?ﬁo&%ﬁd@hé%bgﬁﬁé@ a%%‘d@’@u%fy

(2S) - 2- (3- am nonet hyl phenyl am no) - N-[ 2, 5- di et hyl - 4- (2- oxo-

pi peri di n-1-yl)phenyl ] -2-phenyl acetam de, hydrochl oride, ESI 457; WD
02/ 057236 PCT/ EPORHBaroisiomethyiphenoxy)-N-4-(2-oxopiperidin-1-y)phenyl}-2-

15 phenylacetamide, hydrochloride, ESI 430;

2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
(2-fluorophenyl)acetamide, ESI 447;
3-(3-aminomethylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]propion-
20 amide, ESI 352;
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyllacet-
amide, ESI 353;
2-(3-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]valer-
25 amide, ESI 396;
(28)-2-(3-aminomethylphenylamino]-N-{4-(2-caprolactam-1-yl)-
phenyl]-2-phenylacetamide, ESI 443;
(2S)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-
30 yhphenyllacetamide, ESI| 443;
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
(2-trifluoromethylphenyl)acetamide, ESI 497;
(28)-2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)-

35 phenyl]-2-phenylacetamide, ESI 429;



-73 2-(3-am nonet hyl phenyl am no) - N-[ 3-f | uor o- 4- ( 2- oxopi peri din-1-yl)-
phenyl]-2-(2-fluorophenyl)acetam de, hydrochl oride, ESI 465;

2- ( 3- am neweddagiphenyl am no) - N-[ 3- net hyl - 4- ( 2- capr ol act ampe1yEpo1a4296
phenyl ] -2-(2-fluorophenyl)acetam de, hydrochloride, ESI 475;

2-13-am nonet hyl phenyl ani no) - N- [ 3- met hyl 7%~ ( 2- oxopi peri di n-1-yl) -
phenyl]-2-(2, 4-difluorophenyl)acetan de, hydrochloride, ESI 479;

2- (3- am nonet hyl phenyl am no) - N-[ 4- ( 2- oxopi peridi n-1-yl ) phenyl ] - 2-

2,4-difl h m.d hi
Ezs) 2 (3”3?n°ﬁoﬁ2ﬁﬁ§>a%ﬁi%'aﬁm VFREC@'%MW'EQZZ%%BW%H-é(l)n-
1-yl)ph I A d ESI 429;
( Zé) )FZ) ((agya]m %%&ni@%@%gz@%m'gams?gbgg% ?-4 (2- oxopi peridin-1
yl) phenyl ] - 4- met h$H(8-ereinamedieylpk&hyld@iio) 484~ (2-oxopiperidin-1-yl) phengl] -2~

e S ki B ] (oo per
e M

2-(3-am nonetquyﬂllmmpuéwr{marmdg,ammk 4- (2-oxopyrrolidin-1-yl)-
phenyl ] - 2-( 2- nyl)acet am de drochl ori de, ESI 447

2- (3- am nomet hy:JBﬁgﬁnalnpmeﬁhym[1an\(lanma)w-b%medhyi-t&(zwgaplpenglln]-144)

fl 3- h
tZtI(S-;gjléorret tmw qh%‘)%hﬁ!‘%ia?éaﬁ&lf?p%r‘}%n 1 -yl )benzyl ] -2-
h I t d
?2%;“/281(3 Zm ngmat ylﬁﬁenmetwlﬁh?nsf\l??fo é\l& Zthlé\liﬁ'a 2I-8§/(8 lgfgdg £]y_l)-
oct - 2-yl )phengfhe}m{l]—bl@-rﬂ;abm;ﬂteﬂyl)deetaﬁﬁde 458} 46311

2- ( 3-am thyl | N- 3-f 2- li din-1-yl
pheny 1.2 (2. {1 uofeaRspP KX aherexy ) B rthgrd-Geoxamperein- -y

oheny! acet am By Y 4@5( 24‘i§°p§ér oridin-dylyphenytl-2
2- (3- anf#onet hyl phessdniinbr@thPbhényldmine)av-14-g2-ostopipiridink1-yh)pABhYI-2-
(2-thienyl)acetamide, ESI 435;
2-(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(3-flucrophenyl)acetamide, ES| 465;
20 (25)-2-(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopiperidin-1-
yl)phenyl]-2-phenylacetamide, ESI 447;
(28)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-
yl)phenyl]-2-phenylacetamide, hydrochloride, ESI 443;
25 (28)-2-(2-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)-
phenyll-2-phenylacetamide, ESI 429;
2~(2-aminomethylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyllacetamide,
ESI 338;
30 2~(2-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide, ESI 430;
2-(4-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-
phenylacetamide, ESI 430;
2~(3-aminomethylphenylamino)-N-{4-(2-oxopiperidin-1-yl)phenyl}-2-
(3-fluorophenyl)acetamide, ESI 447,
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(2-fluorophenyl)acetam de, hydrochl oride, ESI 433; WO 02/057236

PCT/ EPOL/ 14296 -74

2- ( 3- am nywgeidugtbenyl am no) - N-[ 4- et hyl - 3- (2- oxopyrrol i d!' peprEdhhazes
phenyl ] - 2- phenyl acet am de, ESI 443;

(2S) - 2-(3-am nonet hyl phenyl am no) - N-[ 3-11e2 hoxy- 4- ( 3- 0x0- 2-aza- 5

bi cycl o[ 2. 2. 2] oct - 2-yl ) phenyl ] - 2- phenyl acet am de, ES! 485;

2- ( 3- am nonet hyl phenyl am no) - N-[ 3-fl uor o-4- (2-caprol actam 1-yl)

henyl ] -2-(2-fI henyl tam d
(292" (3. am nomeengragTibRyISInY RBpORkY) ST Tastbyiet-(2 ceprsiastant -

%/!Z)SI)Dhgn%/{’B] aﬁiw ﬁ’%ﬁ?‘%%%'ﬁgf ﬁ-%}gsérlfl uor onet hyl - 4- ( 3- oxo- 2-

azabi cycl of 2. 2. 2] %R)Z—(Sia)rﬂhemétﬁoylﬁhémﬁmi W-f&hi@?éh 1|2 §3§rolactam-1-

2- (3-am nonet h nyl am no) - met hyl - 4- (3- oxo- azab| cyclo
~[2 2.2] pct - 2- xﬁ/ henwiy3-phen aeaganadexrém 487; ESI 469 15

2S) - 2-¥ 3- I

bi cycl ol 2. 2. 2] 32? @&fy'?%%ﬂ@m R IR i (2 £PPg AR Ty

2- (13- am nomet by, ﬁ},%btahlnhg ) 4pgor onet hyl - 4- (2- oxopi perid in
1-yl ) phenyl ] - 2 phenyl acefam de, ESI 497;' 20

2h( 3- ia]m gomﬁt hyl p(ﬁ)ﬂ-@nanm)égllﬁdeg%ﬁglmlmﬁmm%[&mwﬁ-(ﬁcaprﬂadﬁm-1-
en ace e, 9,
(3 p % ﬂ?ﬂﬂ?cﬂa[@dﬂeﬁﬁbﬁh ( 3- ox0- 2- azabi cycl o

2-(3- am norret

22 A 2y SRl AR E 52 AR RochFn bhefii>-
phenyl ] - 2- phe@di@f@@meiﬂmd‘eSIESI%s

2- (3-am nomet hyl phenyl am no) LS met hyl - 4- ( 3- oxo- 2- azabi cycl o
[2.2.2] oct-2-yl) paéa;arq]mgmeghvlp emyipnmg)wd&m@thy%(zmdpmenum-ne_wa)- 30

487; 2-(3-am &eny]r-]ﬁ(—cgclopl%xglg]cgto Ide[éSFmté)ro 4- (2-oxopyrrolidin-1-yl)-

15 2-(3-aminomethylphenylamino)-N-[4-(2-caprolactam-1-yl)phenyl]-4-
methylvaleramide, ESI 423;
(2R)-2-(3-aminomethylphenylamino)-N-{3-methyl-4-(2-oxopiperidin-1-
yl)phenyl]-2-phenylacetamide, hydrochloride, ESI 443;
20 (2S)-2-(3-aminomethylphenylamino)-N-[4-(2-oxopyridin-1-yl)phenyl]-

2-phenylacetamide, ESI 425;
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-
valeramide, ESI| 395; _
25 2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-4-
methylvaleramide, ESI 409;
(2R)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-
yl)phenyl]-4-methylvaleramide, ESI 423;
30 (2R)-2-(3-aminomethylphenylamino)-N-3-fluoro-4-(2-oxopiperidin-1-
yl)phenyll-4-methylvaleramide, ES| 427,
(2R)-2-(3-aminomethylphenylamino)-N-[4-(2-caprolactam-1-yl)-
phenyl]-4-methylvaleramide, ES| 423;
(2S)-2-(3-aminomethylphenylamino)-N-[2,5-dimethyl-4-(2-0xo-
piperidin-1-yl)phenyl}-2-phenylacetamide, hydrochioride, ESI 457;

35
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pheny!]-2-(2-fl uorophenyl)acetam de, hydrochloride, ESI 467,

2- (3-am nonet hyl phenyl am no) - N-[ 3- net hoxy- 4- ( 2- oxopi peridin-1-yl) 35
phenyl ] - 2wi202foswag ophenyl ) acet am de, ESI 477; WO 02/ 05723 6pdi@poERhbs 14296
-75 2-(3-am nonet hyl phenyl am no)-N-[ 3-trifl uoronethyl - 4- (3-oxo-2-aza-

bi tycl o[ 2. 2. 2] oct - 2-yl ) phenyl ] - 2- phenyl-a€®t ani de, hydrochl ori de, ESI 523;
2- (3-am nonet hyl phenyl am no)-N-[ 3-tri fl uoronet hyl -4-(2-oxopiperid in 5
1-yl ) phenyl ] -2-phenyl acet am de, hydrochl oride, ESI 497;

S A o Ny Dt {iBASARRRIAS A3 uld RS WWobigerile 1%5-

2-(3- t |
e o gl A o A )

3-(3-am no(rjret hyl gﬁéaﬁn)mng[ethxlphemﬁpn’mm)rlﬂ-*[&—rﬂethyl}i)-l(&mybIelaetpheris,yl)-
ro Ionam e r.o Il

=2h(§ an nore f?%fmlléﬁ-@-%om@wbﬁﬁﬁanxd% zhltddFFIEJP'élé% FSh4TH) -

Y L Zorer hyl SE3BLFRACNRARYIBAan LG TR it iea FdicofipRriait1 -

2- pheny!l pr opi phmenyilla+(2, Hydiﬂum‘dphenqlaacéf&md@;Zwydrochlorlde ESI 479;
2- (3-am nonet hyl phenoxy) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl]-2-(2

f I uor opheny! )acet%ﬁa@énmﬁmbﬂﬁh%mwa@mCBSV'M'z@*OXQD'Pe"dm 1-yl)ph(enyl] 2-

2- ( 3- am nonet I LdiRn-1-yi

ph(eny| ] -[ﬁ-(z @%@M@% ‘?%J@é{eﬁ*% BK%FB@’I@% 25 48§ 4%2)

5 - anffomet | o) o iome iy e ot
(2S)-2-(3-ani hyheheyipReahenyltostsmid, JhydmcblaildeeE@M-ZQ- 0Xo0-
CRTIRIT e ion P —
oxazi nan- 3- Y1 Y14 rethAbRERIGTER] 42851 445:

18 2-(3-aminomethylphenylamino)-N-methyI-N-[4-(2-oxopiperidin-1-ylj-

phenyl}-2-phenylacetamide, ESI 443,;
2-(3-aminoethyiphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide, hydrochloride, ES| 443;
20 2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)-
phenyl}-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 447;
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-4-
trifluoro-3-methylbutyramide, ESI 449;
25 2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)benzyl]-2-
phenylacetamide, ESI 443;
(28)-2-(3-aminomethylphenylamino)-N-[4-(3-oxo-2-azabicyclo[2.2.2]-
oct-2-yl)phenyl]-2-phenylacetamide, ESI 455;
30 2-(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopyrrolidin-1-yl)-
phenyl}-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 451;
2-~(3-aminomethylphenyiamino)-N-[4-(2-oxopyrrolidin-1-yl)phenyl]-2-
phenylacetamide, hydrochloride, ESt 415;
2~(3-aminomethylphenylamino)-N-[4-(2-oxopyrrolidin-1-yl)phenyl]-2-

35
(2-fluorophenyl)acetamide, hydrochioride, ESI 433,;



0 (29)-2-(3-am nonet hyl phenyl am no) - N- [ 3- met hyl - 4- ( 2- oxooxazol i di n-
| ) phenyl ] - 2- phenyl acet am de, hydrochl oride, ESI 431;

3- am novieddughpeenyl ) - N-[ 3- net hyl - 4- (2- oxopi peri di n- 1- ylpdgaiesm k296
2-f 1 uorophenyl ) propi onam de, hydrochl oride, ESI 460; 35
-( 3- am nonet hyl phenyl ) - N- [ 4- (2- oxopi per74lin- 1-yl ) phenyl ] - 2- ( 2-
| uor ophenyl ) propi onam de, hydrochl oride, ESI 446; WO 02/ 057236
PCT/ EPO1/ 14296 -76

-( 3- 1 -v]) -
phenyi] - 2- (- PYLﬁEi%ﬁﬁoﬁ%@%ﬁé”a@“' Wl e - Sxpputpicinl 12y
3-(3-am nometﬁ m]ag?m%tégh @,gﬁg 4-(2- oxop| peridin-1 -yl) 5

-phenyl ] - 2- phenyl acet och ori ESI 463; -
3- (3- ani nonet hyl p(@ba%—»@-am|h6melthyt|nmWé@WW[$metmw-4(31% 2-aza-

acet am de rochl oride, ESI 482;:

h [1-2-(2-fl
g ((ag}/a]m'jnogret h‘ﬁ%‘ﬁ&?@ﬁ%@%‘%bmm%z‘@hFQY‘@Q@W‘F’@J Eal 488; yI ) phenyl | -

5 (5- am nomet hy! pRagy TR AN KBRS Rl hupler P proRramtsy-
2-(2-1] uorophpnmwpzwfmmmyoawmaéqzsuwg ESI 480,

3- (3-am nonet hyl phenyl am no) - N-[ 4- (2, 6- di oxopi peri di n-1-yl) phenyl ]
2- phenyl acet ani de{29)r24(3-@brioel W@emmm}N fluoro-4-(2-caprolactam-1-

i 5222@&??@% Vi Bl gcormis ESif o e nc o, E_Xs?f’ﬁééf" 2 (- amin
glng;/c%/o[Z 2, 2? oct 5 % )phen‘ﬁﬁ?‘ %ﬂ%ém%}c‘ié’t°g'7n\!'?éﬁﬁ@>9§°rr§§ﬂ\ygﬁT(g'e",mE?s] 487:
20 2-[3- (N—teaxaﬁmyah[ﬂcz&]mmm)phwwaqghéwmmbmtdd}ﬂSII\523$ chl or o- 4-
(2-2 ( 3 g'moﬁgﬂg[ L;’ : :og‘égsﬁ %Pﬁ%tb%{1éﬂﬁ@%@y&?f%geaﬂranb&g(%rgaaT%wmcvclO-
a7 élfgf i B R e 2 HRE P AEIAE ST oozl 1 i ne sy )
(25)- 2—(3 -aminomethylphenylamino)-N-[3-methoxy-4-(3-oxo-2-aza-
bicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, ES| 485;
2-(3-aminomethylphenylamino)-N-{3-trifluoromethyl-4-(2-oxopiperidin-
1-yl)phenyl]-2-phenylacetamide, ESI 497

3
3-y
3-(
2-(
3-1(
flu

20 2-(3-aminomethylphenylamino)-N-[3-methoxy-4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, ESI| 459;
2-(3-aminomethylphenylamino)-N-[3-methy!l-4-(3-oxo-2-azabicyclo-
[2.2.2]oct-2-yl)phenyl]-2-(2-fluorophenyl)acetamide, ESI 487;
25 2-(3-aminomethyl-4-fluorophenylamino)-N-[4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, ESI 447;
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(3-ox0-2-azabicyclo-
[2.2.2]oct-2-yl)phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride,
30 ESI 487,
2-(3-aminomethylphenylamino)-N-[3-chloro-4-(2-oxopyrrolidin-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ES| 467
2-(3-aminomethyiphenylamino)-N-[3-methoxy-4-(2-oxopiperidin-1-yl)-

35 phenyl]-2-(2-fluorophenyl)acetamide, ESI| 477;



phenyl]-2-(2-fluorophenyl)acetan de, hydrochloride, ESI 449;
3- (3-am nonet hyl phenyl am no) - N-[ 3- met hoxy- 4- (2- oxopi peridin-1-yl) 30

phenyl ] - 2“(0’20;)‘/dgmophenyl )acetam de, hydrochloride, ESI 47%G6r/EP01/14296
3- (3-am nonet hyl phenyl am no) - N-[ 3- chl or 0- 4- ( 2- oxopyrr ol i di n- yls

phényl ] - 2- phenyl acet am de, hydrochl ori de75ESI 449;

2- (3- am nomet hyl phenoxy) - N- [ 3- met hyl - 4- (3- oxo- 2- azabi cycl o[ 2. 2. 2] - 35
oct-2-yl)phenyl]-2-(2-fluorophenyl)acetam de, hydrochloride, ESI 488; WO
02/ 057236 PCT/ EPO

3- (3- ani nonet hyl p%e(§429ﬁq%§taxlppgnylgngn@l riNdBrTiugomethyi4-6i-pupR-aza-

35 o et heVERERRIOC VBTSN Ehon LGN, hidrochichids RS 523
Al (5 ] oSt e hateny 4 g
a SVl s

‘phenyl ] 52- (2- ﬁ%ﬂ%ﬂ@pm phy %l%)é@ hydrastiprisia, &S| 4935 450,

ghéﬁy?{" 3°?§t P %/Lg?’ophen;'\")ﬁ EY@EEB@M@G&%%%"E%{“Eﬁﬁp'ﬁ'@']}'@'@heﬂk 20 25
Ex 9a 5
?gS) 32 }/\g %1/ ﬂm%)ﬁ g}nc{cﬁi(;bi‘% ESTageoxgangrl gl n-1-yl)phenyl]-2-

phenyl acet ami de, Bﬁar@nmometbwp;\mxwdﬁ-ﬁmet yiep{2-odopyrralidinriegdhce with
the follow ngpﬁg hﬁﬁ-(Z-]fRnorophenyl)acetamlde, hydrochloride, ES| 448;
3-(3-aminomethylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-phenyl-
propionamide, hydrochloride, ES| 428;
2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-caprofactam-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 476;
15 3-(3-aminomethylphenyl)-N-{3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-
2-phenylpropionamide, hydrochloride, ESI 442:
2-(3-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyi]-2-(2-
fluorophenyl)acetamide, hydrochioride, ESI 448;
20 2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yi)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ES| 462;
3-(3-aminomethylphenyl)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)phenyl]-
2-phenylpropionamide, hydrochloride, ESI| 428;
25 (28)-2-(3-aminomethylphenylamino)-N-[4-(5,5-dimethyl-2-oxo-
pyrrolidin-1-yl)phenyl]-2-phenylacetamide, ES| 443;
(25)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxo0-1,3-
oxazinan-3-yl)phenyl]-2-phenylacetamide, ESI 445;
30 (28)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxooxazolidin-
3-yl)phenyl]l-2-phenylacetamide, hydrochloride, ESI 431;
3-(3-aminomethylphenyl)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-
2~(2-fluorophenyl)propionamide, hydrochloride, ES| 460;
3-(3-aminomethylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-(2-
fluorophenyl)propionamide, hydrochioride, ES| 446;

35



* | ] NK2OOB, TCul N/ I \ ENOOH OH4DVA 90CO 15 N\ / f NH2 \ | N
DAPECI, HON NWMO 01 / N 20/ H2, Rs-Nl --~-- \ N O HCO NH3/ MeOH H2N
2-propanowodzashas / N+ NO HO N 30 35 WD 02/ 057236 PGU1aRe/14%4296 - 79-

Exanple 10 5 The following i s obtained anal ogously to Exanple 3:
2-7( 3- ami di nophenoxy) - N- [ 4- ( 2- oxopi perazi®® 4 -yl )phenyl]-2-phenyl -
acetam de, diformate, ESI 444. 10 Exanpl e 10a
3-(3-aminomethyiphenylamino)-N-[3-chloro-4-(2-oxopiperidin-1-yi)-
phenyl}-2-(2-fluorophenyl)acetamide, hydrochioride, ESI 481;
3-(3-aminomethylphenylamino)-N-[3-chloro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide, hydrochloride, ES| 463;
3-(3-aminomethylphenoxy)-N-[3-chloro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 482;
3-(3-aminomethylphenyl)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)phenyl]-
2-(2-fluorophenyl)propionamide, hydrochloride, ES| 446;
10 3-(3-aminomethylphenyl)-N-[3-chloro-4-(2-oxopiperidin-1-yl)phenyl]-
2-(2-fluorophenyl)propionamide, hydrochloride, ESI 480;
3-(3-aminomethylphenylamino)-N-[4-(2,6-dioxopiperidin-1-yl)phenyl}-
2-phenylacetamide, trifluoroacetate, ES| 443,
15 2-(3-aminomethylphenylamino)-N-[3-chloro-4-(2,5-dioxopyrrolidin-1-
yhphenyl]-2-phenylacetamide, ditrifluoroacetate, ESI| 463;
2-(3-aminomethyl-4-fluorophenylamino)-N-[3-methyl-4-(3-oxo-2-aza-
bicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, hydrochloride, ES| 487,
20 2-[3-(N-tert-butoxycarbonylaminomethyl)phenylamino]-N-[3-chloro-4-
(2,5-dioxopyrrolidin-1-yl)phenyl]-2-phenylacetamide, ESI 563,;
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(3-ox0-2-azabicyclo-
[2.2.2]oct-2-yl)phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI
25 487,
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxooxazolidin-3-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ES| 449;
3-(3-aminomethylphenylamino)-N-[3-methoxy-4-(2-oxopiperidin-1-yl)-
30 phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 477;
3-(3-aminomethylphenylamino)-N-[3-chioro-4-(2-oxopyrrolidin-1-yl)-
phenyl]-2-phenylacetamide, hydrochloride, ESI 449;
2-(3-aminomethylphenoxy)-N-[3-methyl-4-(3-oxo-2-azabicyclo[2.2.2]-

35 oct-2-yl)phenyl}-2-(2-fluorophenyl)acetamide, hydrochloride, ESI| 488;



2- ( 3- Am di nophenoxy) - N- [ 3- car boxymnet hoxy- 4- ( 2- oxopi peri din-1-yl)-

phenyl ] - 2- phenyl acetam de is prepared as indicated in the followng 15
schene: 240 @ws7239 35 WO 02/ 057236 PCT/ EPOL/ 14296 - 80 HAN¥ERI1Pbos! +
toluene Br IV HO\ N2 Br C ref lux 0O N2 OCHO ~ Cs2C33 N/ Br u0, ~
acetonitrile O NO2 Cs2C03, acetonitrilegl / N2 ~NO10 0 OH Of/ ONO
H2IRa-NI O \ ethanol O1 / DAPECI, HOBt, DMF 15 NH2 O

-

3-(3-aminomethylphenylamino)-N-[4-(5,5-dimethyl-2-oxopyrrolidin-1-
ylphenyi]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 461;

3-(3-aminomethylphenoxy)-N-[4-(5,5-dimethyl-2-oxopyrrolidin-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESl 462;

5
2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxo-oxazolidin-3-yl)-
phenyl]-2-(2-fluorophenyl)acetamide, hydrochloride, ESI 450;
3-(3-aminomethylphenoxy)-N-{3-methoxy-4-(2-oxopiperidin-1-yl)-
phenyl}-2-(2-fiuorophenyl)acetamide, hydrochioride, ESI 478.
10
15
20
25
30

35



O NON 200 NOONI oH \ I OOH1: 25 NNsOHNO / I nethanol "N O N
H 30 ooH 0 H2, glacial acetic acid Ra-Nl------ )N NH2 0 , nethanol HN O
0 35 W Ry Pwén3e PCT/ EP01/ 14296 -81 The foll owi ng conpaigigspodsieeebt ai ned
anal ogously: 2-(3-am i di nophenoxy)-N-[ 3-et hoxycar bonyl net hoxy- 4- (2-o0xo- 5
piperidin-1-yl)phenyl]-2-phenyl acet am de/8 acet ate, ESI 545;

2- (3-am di nophenoxy) - N- [ 3- et hoxycar bonyl net hoxy- 4- ( 2- oxo0

pi peri di n-1-yl)phenyl]val eram de, acetate, ESI 511;

3-1(3-am di nophenoxy) - N-[ 3- car boxymet hoxy- 4- ( 2- oxopi peri din-1-yl) -

phenyl ] val eram de, acetate, ESI 483; 10

3-(3-am di no%‘@@é 94k | 3- car boxYnet hoxY- 4- ( 2- oxopi peridin-1 -Yl)phenYll -
-2- phenyl acet d tate, ESI- 517. 11. Exanples of the preparation of
intermediates 15 11.1 1-(4- Am nophenyl)-1 H pyrazin-2-one

(28)-2-(3-Aminoethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-

5
phenylacetamide, hydrochloride, ESI 443, is prepared in accordance with
the following scheme:
10
cho,, cul
DMA, 90°C N
0
15 Q N :
Q\/Q\ N o
DAPECI, HOB, e \©\
5 ﬁ
20
H,, Ra-Ni /\/@\ |
e
NHyMeOH HN \Q pyw——s
25 ] é
0 é

35



Fr~NCS2C33 ~=1 + ° pMF NQN N2 20 OHNX2 O SnCl2 ~ 25 Ethanol N N
"NH2 0 30 35 WD 02/057236 PCT/ EPO1/ 14296 -82- 11.2

1- (4- Am nyo22mstbizget hyl phenyl ) pi peri di n-2-one copper powdgit/Ered e8¢/ H
0=0 1 Br + ON 02N KI,140C 2 - 5 H2 H2N Pd/C 10 11.3

1-(4- Am no- 3- net hyl phenyl ) pi peridin-2-amg F Cs2CG3 0 2N O 15 1/ NO + c::L N
ODMN2HI H2 HNO 20 Pd/C N 11.4

1- (5- Ami nopyri di n-2-yl) pi peri di n-2-one 25 cs2co3 02N

Example 10

5 The following is obtained analogously to Example 3:

2-(3-amidinophenoxy)-N-[4-(2-oxopiperazin-1-yl)phenyl}-2-phenyl-

acetamide, diformate, ESI| 444,

10
Example 10a
2~(3-Amidinophenoxy)-N-[3-carboxymethoxy-4-(2-oxopiperidin-1-yl)-
phenyli]-2-phenylacetamide is prepared as indicated in the following

15 scheme:

20

25

30

35



2N d + ---~- 01 NNODWNN 30 H HN1O0 PdCNN 35 W 02/057236
PCT/ EPO1/ 14296 -83 11.5 1-(4- Am nonet hyl phenyl) pi peridin-2-one F + CS2CO3
N~~\ 0 Wgbudbsklgs 61" 5 11 N 10 H2, Ra-Ni H2N 0 H2 H2N O pdyriBéoyR@ddeN |
Pd/ C 15 11.6 2-(4-Am nophenyl)-2-azabicycl o[ 2.2.2]octan-3-one Br ~0 NO +
copper powder, K2COB N H KI, 145C/ 20B0N2 N2 N 25 H2 PdIC NH2 30 35
WO 02/ 057236 PCT/ EPO /14296 -84

OH

m /\/\)j\ oluene H \@
© NO

reflux

2

5 _C8,C0,

acetonitrile Q \©\
0, Cs,CO,, acetonitrlle

10
0\/
Hlea-Nl Q
ethanol >
@\ DAPECI, HOBt, DMF

15

20 v‘\@/ 5&6

25
N
NaOH o>§N /é/ ?
methanol ‘NJ\©/O N 0
H
30 OTOH

(o}
H,, glacial acetic acid N
> NH o
Ra-NI, methanol 2
(o}
HN;UO N
35



11.7 1-(3- Am no-6-et hyi phenyl )pyrrolidin-2-one 0 1. DVF/reflux + Br NH O
2. NaOCHOH 2 H O 5SS~ 1 %HN®B I %H ONNPIdC H2SOH 95-98% 2 10 O

H2N ~~kI|  wighobsisbe 8 _ PCT/EP01/14296

2- (4- Ami no-2-trifluoronet hyl phenyl)-2-azabi cycl o[ 2. 2. 2] octan-3- one 20 0 +
K2COB N F \N022 2 HDW F F 25 NO2 nogf2 NF --T Pd/CF F 30 NH2 35 WO
02/ 057236 PCT/ EP01/ 14296 -85 11.9

1- (4- Am no- 3- chl or ophenyl ) pyrrol i di n-2-one

The following compounds are obtained analogously:

2-(3-amidinophenoxy)-N-[3-ethoxycarbonylmethoxy-4-(2-oxo-
piperidin-1-yl)phenyl]-2-phenylacetamide, acetate, ESI| 545;
2-(3-amidinophenoxy)-N-[3-ethoxycarbonylmethoxy-4-(2-oxo-
piperidin-1-yl)phenyllvaleramide, acetate, ESI 511;
3-(3-amidinophenoxy)-N-[3-carboxymethoxy-4-(2-oxopiperidin-1-yl)-
phenyljvaleramide, acetate, ESI 483;
10 3-(3-amidinophenoxy)-N-[3-carboxymethoxy-4-(2-oxopiperidin-1-yl)phenyl}-
2-phenylacetamide, acetate, ES| 517.

11. Examples of the preparation of intermediates

15

11.1 1-(4-Aminophenyl)-1H-pyrazin-2-one
F

E l C32C03 /N
N N—< >—NO
20 (e *
NO, 0
SnCI2 /-—'\ C
25 Ethanol

30

35



d C-11 + CS2CAB N FN 'O DMV 1 \ 5 N2 HON®2 HzZ A ON |

LNH2 10

Pd/C O 15 11.11 1-(4-Am no-2-trifluoronethyl phenyl)piperidin-2-one N2
F 20 H F Wdszienper powder, KZCO3 F O NO2 KI, 150C O N ch-lbml,ahgklz F
Pd/C ONF F 30 35 WD 02/ 057236 PCT/EPOL/ 14296 -86- 11.
3-{ 4- Am no- 2- net hyl phenyl ) - 1, 3- oxazi nan-gpone N02 H 02N N O copper powder,

K2C03 0 KI,

10

15

20

25

30

35

150C 5 gr N ~O

11.2  1-(4-Amino-2,5-dimethylphenyl)piperidin-2-one

H Br
<:)=O N copper powder, KZCiO3
O,N KI,140°C O:N
0
" O
—— H,N
Pd/C
11.3  1-(4-Amino-3-methylphenyl)piperidin-2-one

F
NO, ” o) DMF N l
S
Pd/C \é\ é

11.4  1-(5-Aminopyridin-2-yl)piperidin-2-one

CSZCO O,N
OZN—</j\>-—CI (l ® o)
=N

N" N I
Y

Hz H2N NS 0
-l
Pd/C

N~ 'N

O

F



~0 NH2 H2 / 10 Pd/C NO O 15 11.13 4-(4-Am nophenyl ) norpholin-3-one NO2-
KM, CH2A 2 N2 | O NI benzyltriethylamonlumchloride NO ~ O 20 H2
H2ZN I O QRd¢2/0872385 0 30 35 WO 02/ 057236 PCT/ EPO1/ 14296 -pfr/epeli1ddbe

1- (4- Am nophenyl )pyridin-2-one F CS2C08 NO2 O + c::L DVF HO N 5 NO2 \
SnC 2 2N | O ethanol N 10 11.15 1-(4-483 no-2- et hyl phenyl ) pi peri di n- 2- one
NO2 z O

11.5  1-(4-Aminomethylphenyl)piperidin-2-one

oIy

NH 4/MeOH PdlC

ESTOY O

15 11.6  2-(4-Aminophenyl)-2-azabicyclo[2.2.2]joctan-3-one

Br ngﬁ °
ﬂG:FO + copper powder, K,CO,
N -
NO,

Kl, 145°C
20
NO,
pﬂ\,fo

N

o5  __ Mo
Pd/C

NH2

30

35



,~toluene Br N'6 15\ | NH2 + Brl "~ v "G re flux 0 NO2 (CS2CC38 N2 / |
O H2 KON/ O CH3CN ~ N Pd/C ~ N 20 11.16 1-(4- Ani nophenyl)-1

H pyri di nwédamng7236 Cs2CO3 NO2 1a + NO OH 25 DVF N NO 2 gor/ERbWN1kde 30 ~-

~ Ra-Ni N "1 35 WO 02/057236 PCT/ EPO1/ 14296 -88- 11.17 1

- (4Ami nophenyl ) - 4- t ent - but oxycar bonyl pi® azin-2-one F N\ | C Cs2C + NN
NO2 11 NOH DVF 5 NO2 0 H2 HN N NHBoc20~ )OH Pd/C 2 TEA ~ N N N2

-(3-Amino-6-ethyiphenyl)pyrrolidin-2-one

(:(\ \/\/lL 1. DMF/reflux
~ - O
0 2. NaOH NN OH

N
H o)
5
50CI; HNO, 65% H,
O,N N
D H,SO, 95-98% 2 Q Pd/C
10 0 ©
o
15 °

11.8  2-(4-Amino-2-trifluoromethylphenyl)-2-azabicyclo[2.2.2]octan-3-

one

20
0
F N~ F
c . o K,CO,
F o N F
NO, DMF F

£ H
NO
25 2
ERFO
H, N© F
et
Pd/C Fr
30 NH,

35



10 0 O 11.18 1-(3-Am nophenyl ) pi peridin-2-one 15 Br H copper powder, K2CO03
|l + ~ONNO2 \ \ KI, 140C N2 0 H2 20 N2 Ra-Ni O 1 ~ 11.19

1- (4- Am neh@nmghass 2- caprol actam 25 Cs2C8 + 0 DMF NOZ NFredd1A4dde KVhO4,
CH2Cl2 \ H2 NO2 _ H benzyltriethyl- D Ra-Ni ammoni um chloride 35 WD

02/ 057236 PCT/ EPOL/ 14296 -89 11.20 -85-

1- (4- Am no- 3-fl uorophenyl ) pi peridin-2-one F/~ CS2C8 + A ~ N2 / N F N
OHDW 5 N2 FO F

11.9  1-(4-Amino-3-chlorophenyl)pyrrolidin-2-one

Cl
cl Cs,CO ¢l
H o}
5 NO, NO,
H, ? cl
—————————— N
10
PdIC d @\
NH,
15
11.11  1-(4-Amino-2-trifluoromethylphenyl)piperidin-2-one
NO,
F_F
20 H F
N Br copper powder, K,CO, F
O + S F
<:'\F_ NO, Kl, 150°C Oj/\NJ F
NH,
25
H, .
———
Pd/C o\l\/\r\jF F
30

35




H2 310 ZN N O 10 11.21 1-(4Am no-2-fluorophenyl)piperidin-2-one F O F
\ / Cs2CB + 15 OCHDW ~ dN-ID-NO2 "N N2 F 020 H2 (JN..QNH2 Pd/CF

11. 22 1- (worsmosmse-fl uoro)-2-caprolactam 25 F HF F + CopgGmpoiedds DM NO2
- 30 N2 00 KMM, CH2CI2 NO2 / \ NH2 H2ZN/ N benzyltriethyl- Ra-N

amoni um chloride F F 35 WD 02/057236 F$gL EPO1/ 14296 -90 11. 23
2- (2- Fl uor ophenyl ) - 3- (3-cyanophenyl )propionic acid 51 \ \ I \ Br NaH/ | \
F O0ODWO

11.12  3-(4-Amino-2-methylphenyl)-1,3-oxazinan-2-one

NO,
H
O,N N O copper powder, K,CO,
|OERN G -
5 Br o Ki, 150°C

NH,
H2 Q

10 —
YO

Pd/C N
Q!

CF

15

11.13 4-(4-Aminophenyl)morpholin-3-one
N02\©\ KMnO,, CH,Cl, NOz\@\ o
N/\ benzyltriethylammonium chloride @
(o 0
20
h, N 0
Njﬁ
25 Pd/C K/O
30

35



N 0O 10 LICH, HROF nethanol OH N 0 15 20 25 30 35 WO 02/057236
PCT/ EPO1/ 14296 -91 The exanpl es below rel ate to pharnmaceuti cal

pr epar at i wgss2/0ssanpl e A: Injection vials 5 A solution of pk9rm1af98n
active ingredient of the formula | and 5 g of disodi um hydrogenphosphat e
i3 1 of bidistilled water is adjusted gp-pH 6.5 using 2N hydrochloric

acid, sterile filtered, transferred into injection vials, |yophilised
under sterile conditions and sealed under sterile conditions. Each
i nj ection V|aI contalns active ingredient. 10 Exanple B:

Supposi t ori esTh1fi xiﬁﬁémmopbegylmyr@m @& e ingredient of the fornmula | is
melted with 109 g of soya lecithin and 1400 g of cocoa butter, poured into
‘moul ds and 15 ‘= | owed t o .cool. Eggh su Qry contains 20 ng of active

i ngredient. pl e C ] So utlon_ﬁ_sﬁlutlonpr ared from1l g of an
active ingredl of th 4ul a DMF 20 9. 33 & H2PO4 - 2 H2O, 28.48 g
of Na2HPO4. 12 H20 and OHl g of benzal koni um ch orijde in 940 m of
bidistiPled wat¥®, The pHis adjusted to 6.8, an he solution is nade up
to 11 and sterilised by irradiation. This

_sncl, \©\
ethano! é

10

11.15  1-(4-Amino-2-methylphenyl)piperidin-2-one

0
N02\<j\/ . /\/\)k toluene Br N
Br a ——— Y
15 NH, reflux o) NO
Ce,005 NO, \©\/
CHscN ‘5 Pd/C é

2

20
11.16 1-(4-Aminophenyl)-1H-pyridin-4-one
F
— cs,co, NO,
+ N\ / OH ———
25 DMF h{l
NO, NN
H,N
H, 2
30 —_

Ra-Ni h@
X0

35




solution can be used in the formof eye drops. 25 Exanple D. G ntnent 500
ng of an active ingredient of the formula | are mxed with 99.5 g of

Vasel i ne wodeyosasgepti ¢ conditions. 30 Exanple E: Tabl ets Agueroangsef 1 kg
of active ingredient of the formula I, 4 kg of |actose, 1.2 kg of potato
starch, 0.2 kg of talc and 0.1 kg of nmag@®&sium stearate is pressed in a
conventional manner to give tablets in such a way that each 35 tabl et
contains 10 ng of active ingredient. WO 02/ 057236 PCT/ EP01/ 14296 -92-
Example F: Co Iets Tabl ets are ressed anal ogously to Exanple E and
subsequent |y ﬁrﬁ?ed‘? ﬁ‘A"H'r\?@Hﬁﬁm‘A&ﬁﬁfg) %H'P I2d3ner@E of sucrose,
potato starch, tFaI c, traga- 5 canth and dye. Exarrpl e G Capsules 2 kg of
active |ngred|e of theyfornula | are introduced in a conventional 10

manner into hafd el at£ D\(apsupéé:%n s(FTh a th t each capsul e
contains 20 ny t he e ing I enty % Arrpoul es 15 A solution
of 1 kg.of actiJe ingredi eanof I?'ﬁeforrm I'n 60I of bidistilled water
is ster?leflltéi% transferred into arrpoles, | yophi li sed under sterile

conditions and seal ed under sterile conditions Each anpoul e contains 10 ny
of active ingredient. 20 25 30 35 WO 02/ 0;7236 PCT/ EPOL/ 14296 - 93-

H, / \ BoczO o /M
——>H N N NH,
Pd/C o) \_<

10 °
11.18 1-(3-Aminophenyl)piperidin-2-one
B
15 ' H copper powder, K,CO,
C (e = NN
NO, KI, 140°C X \Cr

20 — Q\k@“”z
Ra-Ni S

25
I N
Cs,CO,
DMF
NO,
30
o
KMnO,, CH,Cl, D D " : D
benzyitriethyl- Ra-Ni

ammonium chloride
35




Patent Cains 1. Conpounds of the formula |l 5 RlL/ WX-Y-T R2 10 in which
RlLis CN, CON(R3)2, -[C(R4)2]nN(R3)2, -C(=NH)-NH2 which is unsubstituted or
nonosubstwiguh2adiy C(=0) R3, COORS, ORS, OCOR3, OCOOR3 or pyvivepo§Almeen- 15
tional am no-protecting group, or is { N0 N HN4 or 20 OCH3 R2 is H,
Hal, A, OR3, N(R3)2, N2, CN, COOR3, CQMd3)2, -[C(R4)2]t1l Ar,

-[C(R4) 2] n- Het or -[C(R4)2]n cycloalkyl, 25 R3is H A -[C(R4)2]n Ar,

-[ C(R4) 2] n- Het or -[C(R4) 2] "cycloalkyl, R4 is Hor A, Wis -C(R3)2-,
-[C(R3) 2] 2-, - 2- or -NR3C(R3)2-, X is CONR3, CONR3C(R4)2-,

- C( R4) 2NR3- , m;&ﬂuorquilenwm?gém-%ﬁneq R4) 20C(R4)2-, Y is

al kyl ene, cyclo Ikylene Het-diyl or Ar-diyl, Tis OR3, N(R3)2 or a
‘monocyclic or bilcyclic, saturat ed unsatu- rated or aromatic heterocyclic
radi cal havin mit 0 CaR@or S at gy i s unsubstituted or
rmnosubstltut 35" di gub tltut_d'—PtND N;ed/%y Hal, A -[C(R4)2]n
Ar, 2/ 05723% PET/ EPON12Q86 [ C(R4) 2T - [C(R4) 2] n-cycl oal kyl ,
ORS, N( )2, NO#Q, CN, COORS, CON( R3)2 NR3EOA, NR3SORA, COR3, SO2NR3,

F
)
o

10

11.21  1-(4-Amino-2-fluorophenyl)piperidin-2-one

- F
F @ 0szco <—_/(
+
15 SN” OH Q

NO,

20 < E
Pd/C

11.22 1-(4-Amino-2-fluoro)-2-caprolactam

25
F H
F N C F
8,C0,
YOR--N*a e
DMF
30 NO,

ammonium chloride

KMnO,, CH,Cl, Q D i D
benzyltriethyl- Ra-Ni :

35



S(O mA and/ or carbonyl oxygen, 5 A is unbranched or branched al kyl havi ng
1-6 carbon atons, in which one or two CH2 groups nmay be replaced by 0 or S
at ons andw@y o2mg7236¢H=CH groups and/or, in addition, 1-7 Hp@ayewa img be
replaced by F, Ar is phenyl, naphthyl or biphenyl, each of which is
unsubstitu- 10 ted or nonosubstituted, d)Gubstituted or trisubstituted by
Hal, A OR4, N(R4)2, NO2, CN, COOR4, CON(R4)2i NRACOA, NRASO2A, CORM4,
SO02NR4, S(OmA, -[C(R4)2]n-COCRS or O0-[C(R4)2]0-COORS, 15 Het is a
nonocyclic or bigyclig, saturated, unsaturated or argmatic heterocyclic
radi cal havi nl;‘P-fzgoné'_(gthUQmR, envl&édfiowagoah@nw)pr@mw aaidunsubstituted or
nonosubstituted, disubstituted or trisubstituted by Hal, A -[C(R4)2]n-Ar,
~-[C(R4)2],,-Het', -[C(R4)2], 20 cycloal kyl, OR3, N(R3)2, NO2, CN, COOR3,

CON( R3) 2, NRSCRA, NR3SC2A, COR3, SO02NR3, S(O mA and/ or carbhgayl oxygen,
Het' is a nonocyclic or bicyglic, saturated, unsaturated or pmatic 25
‘het erocyclic radica <91'\ng f RBG 0~4 N, ONethd/ or S SuMNCh s
unsubstYt ut ed noubsti;ut ed di stbstitured by , N(R3) 2,
NC2, CN, COOR3 (R3) 2, NRBCOANARRISRA, DMPIR3, SDZNR3; OAland/ or

carbonyl oxygen, 30 Hal is F, d, Br or I, mandNA are each, ilndependently
of one another, 0, 1 or 2, ois 1, 2 or 3, 35 and their phar nBceut i cally
usabl e derivatives, solvates and st er e0- i soners, including mxtures
thereof in all ratios. WD 02/057236 (P EP01/ 14296 -95

10 LIOH, H,0 -
methanol o OH
N
0
15
20
25
30

35



2. Conpounds according to Claim1, in which R2is H 5 and their

phar maceutical ly usabl e derivatives, solvates and stereo- isoners,

i ncl udi now@ otlos286 thereof in all ratios. 3. Conpounds acoefmiipag14206 Cl ai m
1, in which RL is -C(=NH)-NH2 which is unsubstituted or nonosubstituted by
10 OH, or is { NON. O HNor N=~ g4 0 3 15 and their

phar maceutical ly usabl e derivatives, solvates and stereo- isoners,

i ncluding m xtures thereof in all ratios. 4. Conpounds according to Claim
1,-in which 20 Ar is phenyl which is unsubstituted or nonosubstituted or
di subst  t ut edriiy ckinpled bélbH 18latéXd PhEAdSutEFRpadttbrishe I

phar maceutical ly usabl e derivatives, solvates and stereo- isoners,
-including mxtures thereof in all ratios. 25 5. Conpounds according to
Aaiml1, in viBxadphkeA:iinjestionvdalscl ic or bicyclic, saturated, unsaturated
or aromatic heterocyclic radical having 1 to 2 N and/or O atonms which is
30 nonosubstituted or disubstituted by A and/or carbonyl oxygen, and their
phar mac®ut i cah isplulioalfd 0fkeg of an iactiee ingrediantef thedornaladand §gnafr s,

iCI”g : ‘rJndilngi nm ﬁ#@ﬁﬁﬁ RydregEnbRodhilatd # 8 93f bidfstified WATBPKMHuEq 6 PH'E.5 ©
’ using 2N hydrochloric acid, sterile filtered, transferred into injection vials,
lyophilised under sterile conditions and sealed under sterile conditions.
Each injection vial contains 5 mg of active ingredient.

10
Example B: Suppositories
A mixture of 20 g of an active ingredient of the formula | is melted with
100 g of soya lecithin and 1400 g of cocoa butter, poured into moulds and
15 allowed to cool. Each suppository contains 20 mg of active ingredient.

Example C: Solution

A solution is prepared from 1 g of an active ingredient of the formula I,

20 9.38 g of NaH,PO, - 2 H,0, 28.48 g of Na,HPO, - 12 H,0 and 0.1 g of
benzalkonium chloride in 940 ml of bidistilled water. The pH is adjusted to
6.8, and the solution is made up to 1 | and sterilised by irradiation. This
solution can be used in the form of eye drops.

25 Example D: Ointment

500 mg of an active ingredient of the formula | are mixed with 99.5 g of
Vaseline under aseptic conditions.

30 Example E: Tablets

A mixture of 1 kg of active ingredient of the formula 1, 4 kg of lactose,

1.2 kg of potato starch, 0.2 kg of talc and 0.1 kg of magnesium stearate is

pressed in a conventional manner to give tablets in such a way that each
35 tablet contains 10 mg of active ingredient.



WO 02/ 057236 PCT/ EPO1/ 14296 -96- Wis -OC(R3)2- or -NR3C(R3)2-, and their
phar maceutical ly usabl e derivatives, solvates and stereo- isoners,

i ncl udi ngwo achost38 thereof in all ratios. 5 7. Conpounds aeepkshiigeso C ai m
1, in which Wis -OC(R3)2- or -NR3C(R3)2-, R3is H Aor -(CH2)nAr, A is
phenyl which is unsubstituted or nonosubgpituted or 10 disubstituted by
Hal, A, OR4 or O[C(R4)2]0-COOR3 , n isOorl, and their pharnmaceutically
usabl e derivatives, solvates and stereo- isoners, including m xtures

thereof in all ratios. 15 8. Conpounds according to Caim1l, in which Wis
- OCHR3- or - NBxkhfRiple RToated tablaets - (CH2),,-Ar, 20 Ar is phenyl which is
unsubstituted or nonosubstituted or disubstituted by Hal, A OR4 or
‘0-[C(R4) 21, -COORS, n isOorl, and their pharmaceutically usabl e derivatives,
sol vates and $ablet®areprassed@mnalogaushyio xample loand subsequentlyiceatedriat i os.

9. Conpounds gceAyEhiishdl tndher ddatihg of sudrdsd %Qfarépi'é'fcfﬁ%b%:’ 30

i
and the'br pharmaceut| cal 'y usam'?ah eri va$| ves, solVates and 'stefeos
i somers? incl GAMAENA dY&res thereof in all ratios. 10. Conpounds according
to daim1l, in which 35 Y is alkylene or Ar-diyl,

Example G: Capsules
2 kg of active ingredient of the formula | are introduced in a conventional

10 manner into hard gelatine capsules in such a way that each capsule
contains 20 mg of the active ingredient.

Example H: Ampoules
15 A solution of 1 kg of active ingredient of the formula | in 60 | of bidistilled
water is sterile filtered, transferred into ampoules, lyophilised under sterile

conditions and sealed under sterile conditions. Each ampoule contains
10 mg of active ingredient.

20

25

30

35



WO 02/ 057236 PCT/ EPOL/ 14296 -97 Ar is phenyl which is unsubstituted or
nonosubstituted or disubstituted by Hal, A OR4 or O [ C(R4)2]0-COORS, and
t hei r phawpexstisgal | y usabl e derivatives, solvates and stmr©egpo1h4iogONers,
including mxtures thereof in all ratios. 11. Conmpounds according to Caim
1,-in which Tis N(RS )2 or a nonocyclicggt bicyclic, saturated,
unsaturated or aromatic heterocyclic radical having 1 to 2 N and/or 0 10
atons which is nonosubstituted or disubstituted by A and/or carbonyl
oxygen, RS is Hor A and their pharmaceutically usable derivatives,

sol vates and stereo- 15 isoners, indtatenh§laima ures thereof in all ratios.
12. Conpounds according to Caiml, inwhich R is -C(=NH)-NH2 which is
unsubstituted or nmonosubstituted by 20 OH, or is HN4 or N--C, 0 CH3
25 R2 is H R43 igohpdurs ofthEfdrmuldl, R4 is Hor A Wis -OC(RS)2- or
-NRSC(RS)2-, 30 X is CONH or CONH(CH2)21 Y is alkylene or Ar-diyl, Tis
‘N(R3')2_or a nonocyclic or bicyclic, saturated, unsaturated or aromatic
heteroc?clic radical having 1 to 2 N and/or 0 35 atonms which is

nonosubstituted or disubstitute A and/ or carbonyl oxygen, WD 02/057236
PCT/ EPOI / 14296 R1 W-X-Y-T |
R2
10 in which

R is CN, CON(R?),, -[C(R*,]1,N(R),,
-C(=NH)-NH, which is unsubstituted or monosubstituted by
C(=0)R?, COORS?, OR?, OCOR?, OCOOR:? or by a conven-
15 tional amino-protecting group, or is

{~ t~Mo
\H(; o \g_

20 0 CH,

RZ  isH, Hal, A, OR® N(R%, NO,, CN, COOR?, CON(R?),,
HC(R%),];-Ar, -[C(R*),]-Het or -[C(R*),],-cycloalkyl,

25 R® is H, A, -[C(RY,],-Ar, -[C(R%),],-Het or -[C(R*),],-cycloalkyl,
R* is Hor A, .
W is -C(R%),~, -[C(R%),],-, -OC(R?),- or -NR*C(R?),-,
X is CONR?, CONR3C(R*),~, -C(R*),NR®, -C(R*,NR*C(R%),-,
30 -C(R%,0- or -C(R%),0C(R%,-,
Y is alkylene, cycloalkylene, Het-diyl or Ar-diyl,
T is OR?, N(R?®), or a monocyclic or bicyclic, saturated, unsatu-

rated or aromatic heterocyclic radical having from 1to 4 N, O
and/or S atoms which is unsubstituiad or monosubstituted,

35
disubstituted or trisubstituted by Hal, A, -[C(R*),],-Ar,



-98- R3 is Hor A Ar is phenyl which is unsubstituted or nonosubstituted
or disubstituted by Hal, A, OR4 or O[C(R4)2]o COORS, 5 A is unbranched or

branched wigkglostayi ng 1-6 carbon atonms, in which 1-7 H atpgTBrpiid 4206
replaced by F, n isOorl, and their pharmaceutically usable derivatives,

sol vates and stereo- isoners, including94xtures thereof in all ratios. 10
13. Conpounds according to Caiml, in which R is -C(=NH)-NH2 which is
unsubstituted or nonosubstituted by OH, or is 15{ NO{ NO or N, HN

OCH3 R2is H 20 R3 i A or. - A, R4 s -OC(R3) 2
or - NR3C( RIC%)S 2-. Xis &&H"‘Mf%@dﬁé@@zh ‘cyclgaliyl, QRS |hlﬁq’bnészr CN.- di Iy| T
i s di methyl am no, diethy W:ﬂ h Wi pPeN dip- 1-y
~2-oxopyrrgl i din-1-yl, et 'QF@ ;Nx%*&éélrlglg#g?é{qioaa §b ﬂh

2- 0x0- 1H-pyri di n-1-yl, S(@)&Armidjbpbamoﬁyb/dxygén% oxo- | Hpyridin-1-yl,

2, 6- di oxopi peri din-1- yI 2- 0xopi perazin- 1- 2, 5-di oxopyrrolidin-1-yl,
2- 0X0- | z 3- oxazol iR n- 3- |§|unb2armed @rhfsaacb@ctamybm@angﬁ-@carbm@tbm in

3- 2?# dazi n-2-vyl S ich i s unsubs t.ed_or
rm(r)l)(;gubst P%’L't ed or y WhiAh one (9rhtwcybH2 groups may be rep?ace% byOorS

atoms and/or by -CH=CH- groups and/or, in addition, 1-7 H
atoms may be replaced by F,
Ar is phenyl, naphthyl or biphenyl, each of which is unsubstitu-

10 ted or monosubstituted, disubstituted or trisubstituted by Hal,
A, OR*, N(R%,, NO,, CN, COOR*, CON(R*),, NR*COA,
NR*SO,A, COR*, SO,NR*, S(0),,A, -[C(R*),],-COOR® or
O-[C(R?),],-COOR?,

15 Het is &@ monocyclic or bicyclic, saturated, unsaturated or aromatic
heterocyclic radical having from 1 to 4 N, O and/or S atoms
which is unsubstituted or monosubstituted, disubstituted or
trisubstituted by Hal, A, {C(R*),],-Ar, -[C(R*),],-Het', -[C(R).],-

20 cycloalkyl, OR?, N(R®),, NO,, CN, COOR®, CON(R?),,
NR?COA, NR*SO,A, COR?, SO,NR?, S(0),,A and/or carbonyl
oxygen,

Het' is a monocyclic or bicyclic, saturated, unsaturated or aromatic

25 heterocyclic radical having from 1 to 4 N, O and/or S atoms
which is unsubstituted or monosubstituted or disubstituted by
Hal, A, OR?, N(R%),, NO,, CN, COOR?, CON(R?),, NR*COA,
NR®SO,A, COR?, SO,NR?, §(0),,A and/or carbonyl oxygen,

30 Hal is F, Cl, Brorl,

m and

n are each, independently of one another, 0, 1 or 2,

o] is1,2o0r3,

and their pharmaceutically usable derivatives, solvates and stereo-

35
isomers, including mixtures thereof in all ratios.



35 disubstituted by Hal, A, OR4 or O[C(R4)2],,-COORS, WO 02/057236

PCT/ EPO1/ 14296 -99- A is unbranched or branched al kyl having 1-6 carbon
atons, i nwoMdoste3zd-7 H atonms may be replaced by F, n isOorplgr/Brodfighel hei r
pharmaceuti cal ly usabl e derivatives, solvates and stereo- isoners,

i nel uding m xtures thereof in all ratiosggld. Conpounds according to Caim
1, in which RL is CN, NH2, CONA2, CH2NH2, CH2CH2NH2, -C(=NH)-NH2 10 which
i s unsubstituted or nonosubstituted by OH COORS, OCOA or OCOOA, or is
HN--~or ~ 15 CHO3 R2is Hor F, RBis H A or -(CH)n-Ar or thienyl,
R4 is Hor A, 20 Wis -C(R3)2-, -OC(R3)2-or -NR3C(R3)2-, X is CONH,

CONH( CH2) , ( 2, CH2O- or CH 2 Y.is,alkylene, Ar-diyl or

-pyri di nedi yl, FE"Q%F%W% %‘r‘ﬁqﬁgmgﬁﬁﬂw arﬂnn‘gl,“chor phol i n-4-yl,

2- oxopi peri- 25 di3- 1-y{g 42- oxopyrrolidin-1-yl,

5, 5-di net hyl - 2- oxopyrrolidin-1- yl, 2-oxo-lIH pyridin-1-yl,

3- oxom)bphol i n- 4- and thewpbarmaceytidally nsablel dervatives,csadyates mindistereoy | |

2- oxopi perazin-1-yl, 2, 5: |.oxopyrroljdin-1-yi, 2-oxo-1,3-oxazolidin-3-yl,
3- 0x0- 2H-pyri 30 @F%@Wf@"&g Eﬁ%ﬁ”ﬁsa&le&‘?ﬁénﬁ",ragg%xo- 1, 3- oxazi nan- 3-yl or
2- azabicyclo[2.2.2)octan-3-on-2-yl, Ar is phenyl which is unsubstituted

or nonosubstituted or disubstituted by Hal, CF3, A QA
met hoxycar bonl. me Guwyoundibacddrdingdarclainy H et whiglh or car boxynet hoxy,

R is ~-C(=NH)-NH, which is unsubstituted or monosubstituted by
OH, oris
N. {~ N
t~¢"0 0
HN or N= ’
o) CH,

10

15
and their pharmaceutically usable derivatives, solvates and stereo-

isomers, including mixtures thereof in all ratios.

4. Compounds according to Claim 1, in which
20 Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?,
and their pharmaceutically usable derivatives, solvates and stereo-
isomers, including mixtures thereof in all ratios.
25
5. Compounds according to Claim 1, in which
Het is a monocyclic or bicyclic, saturated, unsaturated or aromatic
heterocyclic radical having 1 to 2 N and/or O atoms which is
30 monosubstituted or disubstituted by A and/or carbony!
oxygen,
and their pharmaceutically usable derivatives, solvates and stereo-
isomers, including mixtures thereof in all ratios.
35
6. Compounds according to Claim 1, in which



WO 02/ 057236 PCT/ EPO1/ 14296 -100 A is unbranched or branched al kyl having
1-6 carbon atons, in which 1-7 H atons may be replaced by F, n isQOorl, 5

and thei rwghéwoseggut i cal | y usabl e derivatives, solvates angSERiA996
isomers, including mxtures thereof in all ratios. 15. Conpounds according

to-Claim1l, selected fromthe group cons®8ting of 10

2- (3-am di nophenoxy) - N- (4- nor phol i n- 4-yl phenyl ) val er am de,

2- ( 3- am di nophenoxy) - N- ( 4- nor phol i n- 4-yl phenyl ) - 2- phenyl acet - am de, 15

2- ( 3- am di nophenyl,am no) - »di met hyl am.nophenyl ) - 4- et hyl val er- am de,

2- (3- ani di nopheny!am nogs-'llécé@- ﬂbpbﬂ\éﬁélﬁéﬂfy&l phenyl ) - 2- phenyl acet - ani de, 20
ﬁ-yl( 3-a md | nophegay teifphdmidcetitRang BSabiederiatives, Solatde Akl biereB- N

2- (3- ami di nophenoispiners] ieldimxmbitares! theteof In pll yatiemy | | - 2- pheny! -

acetam de; 25

2-(3- arr;'l})di nophenoxy) - N-[ 4- ( 2- oxopi peri di n- 1-yl ) phenyl ] val er am de,

2- (3-ant di nop?eno&g%%f%-g%dj@gié g_lélm @’Jﬁr‘{\?%{:ﬁphenyl ] val er am de,

2-(3-am d i nophenox pyri yl ) phenyl ] - 2- phenyl -
acet am de, 30 Y is -OC(R?),- or -NR*C(R®),-, .
2- (3-am di nophenoxy) - N-[ 4- ( 3- oxonor phol | n-4-yl ) phenyl ] - 2- phenyl - acet am de,
2- ( 3- ani di nophenoRy) - N- 84 A-065xCH)-Apyr i di n- 1-yl ) phenyl ] - 2- pheny! -
acet am de, 35 . o . .
2-(3- (N hydr oxyanf'lii no) HREIRM Whigh is Unsubstifytedkor monosubstittied A7 1 - o-
disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?,
n isOor1,
and their pharmaceutically usable derivatives, solvates and stereo-
isomers, including mixtures thereof in all ratios.
15
8. Compounds according to Claim 1, in which:
w is -OCHR®- or -NHCHR®-,
R® is H, A or -(CH,),-Ar,
20 Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, A, OR* or O-[C(R*),],-COOR?,
n isOori1,
and their pharmaceutically usable derivatives, solvates and stereo-

25 isomers, including mixtures thereof in all ratios.

9. Compounds according to Claim 1, in which
X is CONH or CONH(CH,),-,
30 and their pharmaceutically usable derivatives, solvates and stereo-
isomers, including mixtures thereof in all ratios.

10. Compounds according to Claim 1, in which

Y is alkylene or Ar-diyl,
35 Y y



phenyl acet am de, WO 02/ 057236 PCT/EP01/ 14296 -101

2- (3-am di nophenoxy) - N-[ 4- (2, 6-di oxopi peri di n-1-yl) phenyl]-2-phenyl -

acet am dewglo2o3733g1 di nophenoxy) - N-[ 4- ( 3- oxo- 2H- pi per azi n- lpyipRAAamos] - 2- 5
phenyl acet am de, 2-(3-am di nophenoxy)-N-[2-fl uoro-4-(2-oxo-I
Hpyridin-1-yl)phenyl]-2- phenyl acet am 'dﬁ7'2-(3- a m di nophenoxy)-N

[4- (2, 5-di oxopyrrolidin-1-yl)phenyl]-2-phenyl- acetam de, 10

2- ( 3- am di nophenoxy) - N-[ 5- ( 2- oxopi peri di n-1-yl ) pyridin-2-yi]-2-phenyl -

acet am de, 2-(3-am di nophenoxy)-N-[4-(2-0x0-1, 3-oxazolidin-3-yl)phenyl]-2-
phenyl acet anmi de, Ab is phenyl which is unsubstituted or monosubstituted or

2- (3- am di nophenoxy) - N-éA- 2-0X0- 1H-pyridin-:1-yl)benz IC]’/éZ- henyl -

-acet ami de, 2-(3-am di no ﬁé‘gﬁt»@se-q\pl[ h&ﬁ&%%éﬂbﬁﬁ»ﬁ: P(Eénzyl ] - 2- phenyl -
acetam de, 20 2-(3; 1.0 i . _

oy N 4. (2 oxopt B F Rhaffidtauticaly usabie derivatives, sglyates and stereo-

2- (3-am di nophenoigpndys| theldingxmidtreaythersasin all ratioheny | | - 2-

phenyl aBet am de, 25

2- (3- am di nophenoxy) - N-[ 2-f | uor o- 4- (2- oxopi peri di n-1-yi ) phenyl]-2-

phenyl acet am de, . . . .

2-(3-amdi nopﬂino?ﬁﬂ%“t@?’cﬁ%&?{qﬁm 5%%%%2’%‘7@5*3 phenyl acet- am de, 30

2- (3-ami di nophenoxy) - N- [sN(HP! 818 idhidbyilia 8F Bikybilc, SaRfieRY, aRshuraBhde,

or aromatic heterocyclic radical having 1 to 2 N and/or O

10 atoms which is monosubstituted or disubstituted by A and/or
carbonyl oxygen,
R¥ is HorA,
and their pharmaceutically usable derivatives, solvates and stereo-
15 isomers, including mixtures thereof in all ratios.
12. Compounds according to Claim 1, in which
R is -C(=NH)-NH, which is unsubstituted or monosubstituted by
20 OH, oris
{ /N‘ { 4 N\O
\Hg P or \i—— ,
O CH,
25 R? is H,
R? is H, A or -(CH,),-Ar,
R* is HorA,
w is -OC(R?),- or -NR*C(R?),-,
30 X is CONH or CONH(CH,),,
Y is alkylene or Ar-diyl,
T is N(R*), or a monocyclic or bicyclic, saturated, unsaturated
or aromatic heterocyclic radical having 1 to 2 N and/or O
35 atoms which is monosubstituted or disubstituted by A and/or

carbonyl oxygen,



2- (3-am di nophenoxy) - N-[ 3- (pi peridin-1-yl)propyl]-2-phenyl acet am de,
2- (3-am di nophenoxy) - N- (4- di net hyl am nophenyl ) - 2- phenyl acet - 35 am de, WO

02/ 05723 6wiglabfos3a8./ 14296 - 102- PCT/EP01/14296
2- (3- am di nophenyl am no) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] - 2- phenyl -
acet am de, -98-

2- (3-am di nophenyl am no) - N-[ 2- (nor phol i n-4-yl)ethyl]-2-phenyl acet- 5 am de,
2- ( 3- am di nophenyl am no) - N-(4- d i net hyl am nobenzyl) - 2- phenyl acet - am de,

2- (3-am di nophenyl am ng%}l&\)l- - (nor phol i n-4-yl) propyl ] - 2- phenyl acet - am de,
10 2-(3-am di nophenyl a [ 3-(pi peridin-1-yl)propyl]-2-phenyl acet -

ami de 2-(3- ani d nﬁephenqwqgwmﬂkﬁ% hghidndrat drshBHbd RG>

'2- (3- am di nophenoxy) am nobenz val eram

2 (3-am di nophenoxy) - N digulsthatly Half A/IOR GPOUD(RI TOOR

2- (3-am di nophenoxy) - N-[ 3- (pi peridin-1 - Eg eram de, _

2- ( 3- aninocar bonyfphendg mrpottqdzordwapclpﬁd Iat!ny aving )igh eaghan atoms, in

phenyl atet am de, 20 h

2- (3-ami nocar bony| pheno¥§iFhn-{ 5 ?mﬁ)ﬂﬁyi QF—R}?SG&PX/F] 2- phenyl - acet ani de,
2- (13- am nocar bonyh phengxyy o (4-d i met hyl am nobenzyl ) - 2- phenyl - acet am de,
25 2-(3-am nocar bonyl phenoxy)™- N [ 3- (nor phol i n- 4-yl ) propyl ] - 2- phenyl -

acet am de, and their pharmaceutically usable derivatives, solvates and stereo-

2-(3- am nocar bony) phenon) Nl RS G b 4l ey -2 pheny
10

13. Compounds according to Claim 1, in which
R’ is -C(=NH)-NH, which is unsubstituted or monosubstituted by -

OH, oris
15
{ /N‘ { 4 N\O
\Hl(\l P or \E-— ,
0 CH,
R? is H,
20 R®  isH, A or-(CH,)-Ar,
R* is Hor A,
w is -OC(R?),- or -NR*C(R?),-,
X is CONH or CONH(CH,),,
25 Y is alkylene or Ar-diyl,
T is dimethylamino, diethylamino, morpholin-4-yl, 2-oxo-
piperidin-1-yl, 2-oxopyrrolidin-1-yl, 5,5-dimethyl-2-oxo-
pyrrolidin-1-yl, 2-oxo-1H-pyridin-1-yl, 3-oxomorpholin-4-yl, 4-
30 oxo-1H-pyridin-1-yl, 2,6-dioxopiperidin-1-yl, 2-oxopiperazin-1-
yl, 2,5-dioxopyrrolidin-1-yl, 2-oxo-~1,3-oxazolidin-3-yl, 2-aza-
bicyclo[2.2.2]octan-3-on-2-yl or 3-oxo0-2H-pyridazin-2-yl,
Ar is phenyl which is unsubstituted or monosubstituted or

35 disubstituted by Hal, A, OR* or O-[C(R%),],-COOR?,



30 2-(3-am di nophenoxy) - N- (4- nor phol i n- 4-yl benzyl )val eram de, 2-(3-amd in
op hen oxy)-N-(4-norphol i n-4-ylbenzyl)-2-p henyl acet- am de,

2- (13- am dwooRiemnsgy) - N- [ 4- (3- oxonor phol i n-4-yl ) phenyl | - 2- phemiper/14B6

acet am de, WO 02/057236 PCT/ EP01/14296 -103- 2-(3-amd

i nophenoxy) - N- [ 3- ( 2- oxopi peri di n- 1-yl ) p88nyl | - 2- phenyl - acet ani de,

2-(3-am d i nophenoxy)-N-[ 3- net hyl - 4- (2- oxopi peridi n-1-yi)phenyl]-2- 5
phenyl acet am de, (2R)-2-(3-am di nophenoxy)-N-[4-(2-oxopiperidin-1

- vl h | | - i d - (3- i di \ ]
e M 53 P o, ReudranoRe B Bifheher alkd having; -6 Sathon KSnge. 10
2- (3-am di nophenoxy) - NulicH 700 @t 2n&yB6 9bgiebamby, ) pheny! ] - 2-

-phenyl acet am de, _
2- (3- ami di nophenoxy) - Nij @omdt hyl - 4- (2- caprol act am 1-yl ) phenyl ] - val er am de,

o et A noPBRAgRY phafmatSitchlly skbie WEMRaBVES, Solated ahl Mol

2- (3- am di nophengppled frdnlding hifdirdAneras iR gilirlids, 1- y! ) pheny! ] -

val eram de, 20

2- ( 3- am di nophenoxy) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] acetam de, 2-(2-a
m di nophenoxy) - N-[ 4- ( 2- oxopi peri din-1-yl)phenyl]-2-phenyl acet- am de,

2- (4-ani d i ndfhe aupdsyagoerding ie Sdaimy i ninw |F%‘phenyt] - 2-phenyl - 25

5 e mophenfT) - [N N BN SHeNt by FHHGED e SN

which is unsubstituted or monosubstituted by OH, COOR?,
OCOA or OCOOA, oris

N. N.
{\(/ 0 or {\(/— 0
HN N

15 0 CH,
R? is HorF,
R? is H, A or -(CH,),-Ar or thienyl,
R* is HorA,
20 W s -C(R%), -OC(R%),~ o NR*C(R),-,
X is CONH, CONH(CH,), CONH(CH,),, CH,0- or CH,OCH,,
Y is alkylene, Ar-diyl or pyridinediyl,
T is dimethylamino, diethylamino, morpholin-4-yl, 2-oxopiperi-

25 din-1-yl, 2-oxopyrrolidin-1-yl, 5,5-dimethyl-2-oxopyrrofidin-1-
yl, 2-oxo-1H-pyridin-1-yl, 3-oxomorpholin-4-yl, 4-oxo-1H-
pyridin-1-yl, 2,6-dioxopiperidin-1-yl, 2-oxopiperazin-1-yl, 2,5-
dioxopyrrolidin-1-yl, 2-oxo-1,3-oxazolidin-3-yl, 3-oxo-2H-pyri-
30 dazin-2-yl, 2-caprolactam-1-yl, 2-oxo-1,3-oxazinan-3-yl or 2-
azabicyclo[2.2.2]octan-3-on-2-y),
Ar is phenyl which is unsubstituted or monosubstituted or
disubstituted by Hal, CF,, A, OA, methoxycarbonyimethoxy,
35 ethoxycarbonylmethoxy or carboxymethoxy,



2- (3- am di nophenoxy) - N-[ 3-fl uor o- 4- ( 2- oxopi peridin-1 -yl)phenyl]-2-
phenyl acet am de, 30 3-(3-am di nophenyl)-N-[ 3-nethyl -4-(2-oxopi peridin-1
-yl) phenyWo ozsepsonamni de, (2S)-2-(3-amd i nophenoxy) - N [Ee1/kPo1/14296
uoro-4-(2-oxop ipe rid in- 1 -yl)phenyl]-_ val eram de, 35

2- (3- am di nophenoxy) - N-[ 3- net hyl - 4- (2-captol actam | -yl)phenyl]-2-
phenyl acet am de, WO 02/ 057236 PCT/ EPOL/ 14296 -104

2- (3-am di nophenyl net hyl ) - N- [ 4- (2- oxopi peri di n-1-yl ) phenyl Jval er- am de,

2-(3-ani d inophepyl met f *ybhbﬂ&nbﬁeﬁ%ﬂ&)‘én&eﬁzﬁlm@fé mgcjz‘l@ Sarbod!atoms, in,

phenyi]val eram de, 5 2-(3-a md 1 nophenoxy oxopl perazl n-

-yl ) phenyl ] val er ani de, which 1-7 H atoms may be replaced by F,

(2S) - 2- (3-am di nophenox N-[ 4- (2-caprol actam 1-vyl )phenyl ] val er- am de,
(2S)-2-(3-am di n@phenoigjléol‘il-[B met hyl - 4- (2- oxopi peridin-1-yl)- 10

phenyl ] val eram d? %héﬁ’toﬂg}‘ éﬁ'tfb%llg%améyaeljl\" divelTddiated ahd H&R. | perid

in- 1 &yl)phenyl PR aR

2- (13- am di nophenggmens; [nfbldcangmmuw@gtr@r@oﬂun%ll)rah@@yl] 4-met hyl - 15
val er am de,

(2R)-2-(3-am d| nophenoxy) N[ 4- (2-oxop| per| di n- 1-yl ) phenyl j val er- am de,

2. (3- am di nofRen GANENINS AEAIRBBLe . FalrieR oY F sifungoreisting =
pr opl onam de, 2- -amd i nophenoxy)-N[4-(2-oxopipe rid in- 1
-yl) phegyl ] but yram de,

2-(3-amidinophenoxy)-N-(4-morpholin-4-ylphenyl)valeramide,
2~(3-amidinophenoxy)-N-(4-morpholin-4-ylphenyl)-2-phenylacet-
amide,

15 2-(3-amidinophenylamino)-N-(d-dimethylaminophenyl)-4-methylvaler-
amide,
2-(3-amidinophenylamino)-N-(4-morpholin-4-ylphenyl)-2-phenylacet-
amide,

20 2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyi]-2-phenylacet-
amide,
2-(3-amidinophenoxy)-N-[4-(2-oxopyrrolidin-1-yl)phenyi]-2-phenyl-
acetamide;

25 2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]valeramide,
2~(3-amidinophenoxy)-N-[4-(2-oxopyrrolidin-1-yl)phenyljvaleramide,
2~(3-amidinophenoxy)-N-[4-(2-oxo-1H-pyridin-1-yl)phenyl]-2-phenyi-
acetamide,

30 2-(3-amidinophenoxy)-N-[4-(3-oxomorpholin-4-yl)phenyl}-2-phenyl-

acetamide,

2-(3-amidinophenoxy)-N-[4-(4-oxo-~1H-pyridin-1-yl)phenyl]-2-phenyl-
acetamide,
2-(3-(N-hydroxyamidino)phenoxy)-N-[4-(2-oxapiperidin-1-yl)phenyl]-2-

35
phenylacetamide,



2- (3- am di nophenoxy) - N-[ 3- met hyl - 4- ( 2- oxopi peri di n- 1-yl ) phenyl ] - 25
butyram de, (2S)- 2-(3- am di nophenoxy) - N-[ 3- net hyl - 4- (2-caprol actam 1-yl ) -

phenyl ] vazgy @isie 2- (3- am d _ PCT/EP01/14296
i nophenoxy) - N- [ 4- (2- oxopyri di n-1-vyI )phenél ] val eram de, 30

2- (3-am di nophenoxy) - N-[ 2, 5- di net hyl 1oxopi peri di n- 1- yl ) phenyl ] -
val er am de,
2- ( 3- am di nophenoxy) - N-[ 3- et hyl - 4- (2- oxopyrrolidin-1-yl)phenyl]- 2-

1y phenyl 1+ At aridndofe b AFREe Btkerc el Y e geRa ol 1
2-|(3- am gi nogh?gmﬁladrhidez EEt hyl - 4- (220x0pi pezfl d|5n61t y!{)pﬂegyl ]- o1 2 b
val eram ae, amnm I, nophenoxy O0XO0- etra ro I -
5 pyrid inyl-5" -8 n@dlagpl@@oxy%-N-[é ~(3- oxo-2H-p|perazm- -yI)phe¥1y|]-2~

2-(3-amdi nophen?%.%},| hyI 4- (2- oxopi peridin-I-yl)phenyl]-2-
‘phenyl aeet an de ¥l 8phenoxy) N- (2-oxo- 3,4, 5,6-tetrahydro-2H -1,

2' -bi - pyridinyl ﬁ(whﬁmaoﬂh@m&ﬁmﬁ @fms&m 2-@>x8 1rﬁp})harﬁmggpﬁéﬁﬁpﬁ

| am di no henox N- 4- 2-oxo | eridin-I- eram
2- ( 3- am di nopheng@hgnylacetarhideor o- 4- ( 2- oxopyrrol | d| n-1 -yphenyval - ami de, 15

G P R Y b iinabheesd) WAL Bt R BTN Phisry
i nophenoxy) - N-[ 4*%; | peridin-1-yl)phenyl]caproan de,

2-(3-a djl nophenoxy 4- (2-oxopyrrolidin-1 -yl)phenyl]butyram de, 20
2- (13- am di nophen@x(B-aitididopBemosgNa{5- (Zibnorihpsshdlhhﬁwwnﬁn@w]l&lphenyl-

acetamide,
2-(3-amidinophenoxy)-N-[4-(2-oxo-1,3-oxazolidin-3-yl)phenyl}-2-
phenylacetamide,

15 2-(3-amidinophenoxy)-N-[4-(2-oxo-1H-pyridin-1-yl)benzyl]-2-phenyl-
acetamide,
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)benzyl}-2-phenyl-
acetamide,

20 2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)butyl]-2-phenyl-
acetamide,
2-(3-amidinophenoxy)-N-[4-(3-oxo-2H-pyridazin-2-yl)phenyl}-2-
phenylacetamide,

25 2-(3-amidinophenoxy)-N-{2-fluoro-4-(2-oxopiperidin-1-yl)phenyl]-2-
phenylacetamide,
2-(3-amidinophenoxy)-N-(4-dimethylaminobenzyi)-2-phenylacet-
amide,

30 2~(3-amidinaphenaoxy)-N-[3-(morpholin-4-yl)propyl}-2-phenylacet-
amide,
2-(3-amidinophenoxy)-N-[3-(piperidin-1-yl)propyl]-2-phenylacetamide,
2-(3-amidinophenoxy)-N-(4-dimethylaminophenyl)-2-phenylacet-

ami
35 mide,



but yram de,

2- (3-am di nophenoxy) - N-[ 4- et hyl - 3- (2- oxopyrrolidin-1-yl)phenyl]valer-
am de, 25w @2Asa36di nophenoxy) - N-[ 3-f | uor o- 4- ( 2- capr ol act s PEPo1/14296
-yl ) phenyl ]val er- am de, 2-(3-am di nophenoxy)-N

[ 3-fluoro-4-(2-caprol actam 1-yl ) phenyl-]+02-- phenyl acet am de, acetate, 30
2- (13- am di nophenoxy) - N-[ 4- (2, 6- di oxopi peri di n-1-vyl )phenyl ] val er- am de,
3-(3-amd i nophenyl ) - N-(4-(2-oxopi peridin-1-yl)phenyl]-2-phenyl -

pr opi onam de,

3-(3-ani di nopheng (B-amidinephenyiaminey-Nsidsg-oxenieeridin-yhphanyk3-pheny-
phenyi propi onam gdggta “ﬁd?Z/ 057236 PCT/ EPOL/ 14296 -106-

2-(3-am di nophenoxy 3- net hoxy- 4- (2, 5- di oxopyrrolidin-1-yl)-

pheny! ] val er am d@;(3-amidinophenylamino)-N-{2-(morpholin-4-yl)ethyl}-2-phenylacet-
1-{4-[ 2- (3-am di nophenoxy) pent yl am no] phenyl } pi peri di n-2-one, 5
1-{4-[ 2-(3-am di ﬁﬂ'ﬂ%noxy) pentyl am no] - 2- met hyl phenyl } pi peri di n-2- one,

2 (3 am di nophenB RSN si—ﬁ@%‘ﬁ*@%?%bﬁ@%@ﬁ% SRBRIEog ot ami e,
10 2- 3-N-ethox ggii@en | am dino henox N- 4- 2-oxo i eridin-1-
gl %E)henyl ] val er am de,

3- N net hoxyc%(Bmidnm%e@qmm%l&@m@mhoﬂnéxmprppylil-arwhenwaqet-
phenyl ] - 2- phenyl acet.am de, 15
et hoxyca?%ﬁ?'l am di no) phenoxy] - N-[ 4- (2- oxopi peridi n-1-yl) -

eyt 05l erifip e S e
amide
2-(3-amidinophenoxy)-N-[2-(morpholin-4-yl)ethyljvaleramide,
2-(3-amidinophenoxy)-N-(4-dimethylaminobenzyl)valeramide,

15 2-(3-amidinophenoxy)-N-[3-(morpholin-4-yl)propyllvaleramide,
2~(3-amidinophenoxy)-N-[3-(piperidin-1-yl)propyl]valeramide,
2-~(3-aminocarbonylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyi]-2-
phenylacetamide,

20 2~(3-aminocarbonylphenoxy)-N-[2-(morpholin-4-yl)ethyl}-2-phenyl-
acetamide,
2-(3-aminocarbonylphenoxy)-N-(4-dimethylaminobenzyl)-2-phenyl-
acetamide,

25 2~(3-aminocarbonylphenoxy)-N-[3-(morphoiin-4-yl)propylj-2-phenyl-
acetamide,
2-(3-aminocarbonylphenoxy)-N-[3-(piperidin-1-yl)propyl]-2-phenyl-
acetamide,

30 2-(3-amidinophenoxy)-N-(4-morpholin-4-ylbenzyl)valeramide,
2-(3-amidinophenoxy)-N-(4-morpholin-4-ylbenzyl)-2-phenylacet-
amide,
2~(3-amidinophenoxy)-N-[4-(3-oxomorpholin-4-yl)phenyl]-2-phenyl-

acetamide,
35



val eram de, 20

2- (3-am di nophenyl am no) - N- [ 4- ( 2- oxopi peri di n-1-yi ) phenyl ] - 2- phenyl -

acet am dewo2(03723611 di nophenyl am no) - N-[ 4- ( 2- oxopyr rol i di n-peytpopheny! | - 4-
met hyl val eram de, 25 2-(3-amd 1

I nophenyl am no) - N-[ 4- (2- oxopyrrolidi n-'l-oﬁ ) phenyl ]-2- phenyl acet am de,

2- (3-am di nophenyl am no) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] -2-(2-

fl uorophenyl ) acet am de, 30

2- (3- ani di nopheng-@ramitindbHehd@)-AKIBRIZSd S Ibaridiny- wl ani de,
(2S)-2-(3-amdi nop(heny_l an?pno] - N?E 45(324 capr%’lbég(’:c?aér?}yl,- yl) t?e%;eﬁ%mg

phenyl acet ani de, agstamide,

(2S)-2-(3-amdin e 1 .100) - et hyl - 4-(2-oxopi peri di n-1- -
|(ohe)ny| ] E2- phenyl 2@@%@@%%3&%&%&% FyoPRerEgn-1- '8#‘9'%22-
(20)-2-(3-amdi ngﬁgﬁﬂgbé@'nqgé- N-[ 4- (2- oxopi peridi n-1-yl)phenyl]-2-
‘phenyl &cet ani de, '

2- ( 3- ami di nophen{2R)y2A8)amidinbph2noxppNg4+ R2<ixopiperidimhen)phenglivaler-5 anmi de,
2- (3- am di nophenyl am no) - N-[ 3- net hyl - 4- ( 2- oxopi peri di n-1-yi ) phenyl ] -
2-(2-fiuor ophenygmi@%t am de, I
Pty A " 2RI BNy - o2 UF 814 Lbk SpiBertaitt - SReiyIT-2-
(2R) - 2- (2- am di nphbayirtetzintide; N- [ 4- (2- oxopi peri di n-1-yl ) phenyl ] - 2-
phenyl goet am de, o

(2S) - 2- ( 3- ami di n8fReapidinerhenoxy)-8-RH-lusre-44(2-capretastars:1-yl) phanyl]-2-

phenyl ] -2-pheny! gRel Hitdimide,

2-(3-amidinophenoxy)-N-[3-methyl-4-(2-caprolactam-1-yl)phenyl}-

valeramide,

15 2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yi)phenyl-
valeramide,
2-(3-amidinophenoxy)-N-[3-fluoro-4-(2-oxopiperidin-1-yl)phenyl]-
valeramide, '

20 2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyljacetamide,
2-(2-amidinophenoxy)-N-{4-(2-oxopiperidin-1-yl)phenyl]-2-phenylacet-
amide,
2-(4-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyi}-2-phenyl-

25 acetamide,
3-(3-amidinophenyl)-N-[4-(2-oxopiperidin-1-yl)phenyljpropionamide,
2-(3-amidinophenoxy)-N-[3-fluoro-4-(2-oxopiperidin-1-yl)phenyli}-2-
phenylacetamide,

30 3-(3-amidinophenyl)-N-[3-methyl-4-(2-oxopiperidin-1-yl)pheny!}-
propionamide,
(28)-2-(3-amidinophenoxy)-N-[3-fluoro-4-(2-oxopiperidin-1-yl)phenyl}-
valeramide,

35 2-(3-amidinophenoxy)-N-{3-methyl-4-(2-caprolactam-1-yl)phenyl]-2-

phenylacetamide,




15 2-(3-am di nophenyl am no) - N-[ 4- (2- oxopi peri di n-1-yl ) phenyl ] -2-(3-
fl uor ophenyi ) acet am de,

2- ( 3- am diyigoRhemgs am no) - N-[ 3-f | uor o- 4- ( 2- oxopi peri di n- 1- ydomwk@amkios
2- (3-fl uorophenyl)acetam de, 20

(2R) - 2- ( 3- ami di nophenyl ami no) - N- [ 3- net-h104 4- ( 2- oxopi peri din-1-yl)-
phenyl ] - 4- met hyl val er am de,

2- (3-am di nophenyl am no) N-[4-(2- OXOpI peridin-1-yl)phenyl]val er- am de,

(2R) - 2-(3-am di n%p@ n|¥uaa no;ghgnylm[aﬁ-lyq -N%?B X%Hpcgrfglm 1-yl)?pP|gre19ﬂ\Hlér-'

met hyl val er am de;
(2R) - 2-(3-am di ngp,“&gyl am no) - N-[4-(2-caprol actam 1-yl ) phenyl ] - 4-
-net hyl val eram de,
2- (13- ami di nophen?l-(@namtrjlnopfﬁéhwmamw»-N-[B-ZneﬂwMﬁ@mxdprpeﬂdm Tatenyl ] -
2- (2-fl uorophenyl }‘acela| rp

( 3- aid di nophenPn& ‘fﬂeﬁ-"["gerret hyl - 4- (2- caprol act am 1-yl ) phenyl ] -

2-

2-(2-fl h

(2(R) 2- ?grg% Smol@gny% no?&%-y Q’ H Ezo?)éop\lp?r?zbnxga’ ')Seref‘}ﬁ'ﬂ"a"‘i mlgie
phenyl ] - 4- et hyl ‘(2$)222(GléiﬂldIN@M&ﬁﬂﬂﬁa-(ﬁ@aﬁa@&éﬁﬂ%)p Jvaler-
2- (3-am di nophenyl am no) - 2- oxopi peridin-1-yl)phenyl]-4-tri-

f | uor o- 3- met hyl banyidani de (28) 2-(3-anid

(23 “S”yéa;”m”ﬁ? N R L R R BT S

?/Lz)gﬂgny: Lmzngh?mgﬁ\h ?Teﬁﬁrgrzre'g ﬁy?m4d(3 0XO0- 2- azabi cycl 0-
[2.2.2] oct - 2- yl ) RhehginidiRophemylyydé{Smiediyl-4-@oxopiperidin-1 -yI)phgnyI]-4—
Shéﬁy?]m gl ngﬂ;rwxno - gl-m ethyI N[ 4- (2- oxopi peridin-1-yl)-
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-4-methyl-
15 valeramide,
(2R)-2-(3-amidinophenoxy)-N-{4-(2-oxopiperidin-1-yl)phenyl}valer-
amide,
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]propionamide,
20 2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopipetidin-1-yl)phenyl]-
propionamide,
2-(3-amidinophenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyllbutyramide,
2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-
25 butyramide,
(28)-2-(3-amidinophenaxy)-N-[3-methyl-4-(2-caprolactam-1-yl)-
phenyljvaleramide,
2-(3-amidinophenoxy)-N-[4-(2-oxopyridin-1-yl)phenyllvaleramide,
30 2-(3-amidinophenoxy)-N-[2,5-dimethyl-4-(2-oxopiperidin-1-yl)phenyl]-
valeramide,
2-(3-amidinophenoxy)-N-{3-methyl-4-(2-oxopyrrolidin-1-yl)phenyl]-2-
phenylacetamide,
2-(3-amidinophenoxy)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)phenyl]-

35
valeramide,

25



2- (3-am nocar bonyl phenoxy) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] val er- am de,
15 2-(3-am nocar bonyl phenyl am no) - N-[ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] - 2-
phenyl acewag2ed723¢- ( 3- am nocar bonyl phenoxy) - N- [ 4- ( 2- 0X0- 1 pCT/EP01/14296

H pyridin-1-yl)penzyl]-2- phenyl acetam de, 20

2- ( 3- ani nocar bonyl phenoxy) - N-[ 4- ( 2- capri®®act am 1-yl ) phenyl ] - 2-

phenyl acet am de,

2- ( 3- am nocar bonyl phenoxy) - N-[ 4- (2- caprol act am 1-yl ) phenyl ] - 2-

henyl acet am de, g N
2- ( 3¥am' nocar bo n;%%(éhae'ﬂﬁlr};\%’me&o-xn'fvzl[-z('??Wkﬂf(aé%o&"?ﬁr@r§/'l1 536)(F¢§W§'Vﬁ]'- 2-

2-fl uorophenyl idée,
-g-(S- am ngcar %O?’]??ﬁ]@l@ﬁ N-[ 4- (2- oxopi peridi n-1-yl) phenyl ] propi on- am de,
30 2-(3-am nocar Bﬂ(ByarpMWI-M(@ZGMBAlWWﬂEUWT&ZM—) byl ] - 2-
phenyl acet ami de, '

2- ( 3- agi nocar bon§YiMBKEXHIVRIGrAMiARhy | - 4- (2- oxopi peri di n-1-yI ) -

phenyl |- 2- phenyl t 0(;],‘;;3 N9 4(D- TR TP 9.
2- (3-am nocar bongﬁgh%ﬁ]oxy P % i %y)( Ql_[gxng_et y/ 3y(r2i°ci‘|°ﬁ-'p1‘?’§ﬂ")’ Sr?'e')rPJ’FPV'%
phenyl acet anm de, pWényacétaniidé, PCT/ EPO1/ 14296 - 109

2- (3-am nocar bon&l henyl am no) - N-k’4- (2- oxopi peri di n- 1-§/I ) phenyi ] -
acet ani de, -(%—amldlnophenoxy)- -(2-0x0-3,4,5,6-tetrahydro-2H--1,2"-bi-

(2S)-2-(3-am nocﬁgﬁ@ﬂﬁ‘ég@ﬁ%@@ng}@%{\;*%e@t hyl - 4- (2- oxopi peridin- 5

1-yl )pq?nyl 1-2-p

(29) - 2-'("3- am nocarjrmnLhieeswycar dilaridir) pRe KA/ N-PI-{ 2BXdpipedidin-1-yl)-
phenyl ] - 2- phenyl acet am de,

( 2R) - 2- ( 3- ami noc ahboyijngieranyitieni no) - N-[ 4- (2- oxopi peri di n-1-yl) -
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phenyl ] -2-(2-fl U@[@P@Mﬂydb@vaﬁﬁd’md}phenoxy}w -(2-oxopiperidin- 1-y|)phenyl]

2- ( 3- am nonet hyl phenyl am no) - N- [ 3- net hyl - }2 caprolactam 1-yl) -
phenyl | - 2- (2- f | ubuBPBENYE) acet ani de, 20

0T A e Mt SRR s

2- (3-am nonet hyI hamide) - N- [ 4- (2- oxopi peri di n-1-yl ) phenyl ] - 2-
(2, 4-diq uorophenysg%cet am'de, 25

(29) - 2 3- am nonﬂ-ﬁﬁy(%hgd;dwamym)pﬂeaymmg] -N4 3¢teiflocromyathyi-4-(3-oxa-2-
yl ) phenyl ] - 2- phenyl

cet
(2S) - 2- ( 3- ani no Y E:&-%%JP%-Y&Pb@%@@ﬁﬂxbﬁt&m’ési peri din-1-
yl) phenyl] - 4-met Wh‘i@ll-‘?ﬁ'amﬁﬁmidino)phenyl]-N-[4—(2—oxopiperidin~1-yl)phenyl]-2-
phenylpropionamide,
15 3-[3-(N-hydroxyamidino)phenyl]-N-[3-methyl-4-(2-oxopiperidin-1-yl)-

JU

phenyl]-2-phenylpropionamide,
1-{4-[2-(3-(N-hydroxyamidino)phenoxy)-2-phenylethoxy]phenyl}-
piperidin-2-one,

20 2-[3-(N-methoxycarbonyloxyamidino)phenoxy]-N-[4-(2-oxopiperidin-1-
yl)phenyljvaleramide,
2-[3-(N-ethoxycarbonyloxyamidino)phenoxy}-N-[4-(2-oxopiperidin-1-
yhphenyllvaleramide,

25 (28)-2-[3-(N-ethoxycarbonyloxyamidino)phenylamino}-N-{4-(2-oxo-
piperidin-1-yl)phenyl]-4-methylvaleramide,
2-(3-aminomethyiphenylamino)-N-{3-methyl-4-(2-oxopiperidin-1-yi)-
phenyl]-2-(2-fluorophenyl)acetamide,

30 2~(3-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-

phenylacetamide, hydrochloride,

2-~(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-(2-
fluorophenyl)acetamide,
3-(3-aminomethylphenyl)-N-[4~(2-oxopiperidin-1-yl)phenyl]propion-
amide,

35



30 2-(3-am nonet hyl phenyl am no) - N- net hyl - N- [ 4- ( 2- oxopi peri din-1-yl)-
phenyl ] - 2- phenyl acet am de,

2- (13- am nagg dydsphzgny| anmi no) - N-[ 4- (2- oxopi peri di n- 1-yi ) phensdi/esb/14296
phenyl acet am de, hydrochl oride, 35

2- (3-am nonet hyl phenyl am no) - N- [ 3- net Hy1134'-(2-oxopyrrol i din-1-yl)-
phenyl]-2-(2-fl uorophenyl)acetamn de, WO 02/057236 PCT/EPQ /14296 -116-
2- ( 3- am nonet hyl phenyl am no) - N- [ 4- ( 2- oxopi peri di n-1-yl ) phenyl ] - 4-
trifiuoro-3-nethyl N- _ maridin.g. _
2- (3-am nonet hyl gh%'ﬁmgﬂylﬁh[egwf 5“ lgo o’B’. [Se(rzl &( °r‘.’-'pf-"f|"3 l‘)le)g)fyl"e]ny g§0%t
phenyl acet ani de, amide,

(2S)-2-(3- amno N-[4 0X0 azabi cycl o[ 2. 2. 2] -
oct - 2-yl ) phenyl | 2&%@@ ni@g%ﬁpggxy)w-[a3(2—oxoplper|d|n~ J{)phekyl]valer]-
2- (3-am nonet hyI %I am no) - N-[ 3- f | uor 0- 4- (2- oxopyrrolidin-1-yl)-
phenyl - 2- (2-f uorop enyl ) acet am de, 10

2h(3 ?m n?m%‘t gyl ¥28)2!(3raminpmigthdphénylaming]j4-(2-caprolagtafe iyl - 2-
enyl acet am ae
I[2) (3yam nonet hy| phenyll-2rphenylaegtamide, oxopyrrol i di n- 1-yl ) phenyl ] - 2-

(3 ami nomet by! E%ifn?Rérﬁfﬂ'&meﬂrwpg?woemgzcod.v-&-awpwaﬁ%ﬁoefpwrw-1-

phenyl | - 2- phenyl gpshanjifitetamide,
(29)-2+p3-am norTgBE éﬁsl(1eny| am no) - N- [ 3- net hoxy- 4- ( 3- oxo- 2- aza-

bi cycl o[ 2. 2. 2] ocQ—@-arm)r;dm&n&]phﬁnphamyb)aﬂe[ﬂe(ﬁr@aplmnd|n 1-yl)phenyl]-2-(2-

2- ( 3- am nonet hyl | am n N- uor 0-4-(2-caprol actam 1-yl) -
phenyl ] -2-(2-fl ugﬁ‘f@ﬁ% \aéfaﬁ a&g amlde

(23) - 2-(3-am ”O”Eﬁ$Xb§?%in@%é}§%ph‘éﬁﬁa%ﬁ’é}fﬁ{ﬁfi(ﬁ-%x‘éﬁfbreﬁ'dﬂ%-EWF-1'

yl ) phenyl ] - 2- phe am de

(2S)-2-(3-am no anly eriadstamidid, 3- tri f | uor omet hyi - 4- ( 3- oxo- 2-

azabi cquaJ o[ 2. 2. 2] oct - 2-yl ) phenyl ] - 2- phenyl acet ani de,
(2R)-2-(3-aminomethyiphenylamino)-N-[4- (2-oxopiperidin-1-yl)-
phenyl}-2-phenylacetamide,
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-(2-
methylphenyl)acetamide,

20 2-(3-aminomethylphenylamino}-N-[4-(2-caprolactam-1-yl)phenyi]-2-(2-
fluorophenyl)acetamide,
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(2-methylphenyl)acetamide,

25 2-(3-aminomethylphenylamino)-N-[3-methy!-4-(2-oxopiperidin-1-yl)-
phenyl}-2-(2-fluorophenyl)acetamide,
2~(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
phenyllvaleramide,

30 2~(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-(2-
thienyl)acetamide,
2-(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(3-fluorophenyl)acetamide,
(25)-2~(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopiperidin-1-

35
yl)phenyl]-2-phenylacetamide,



2- ( 3- am nonet hyl phenyl am no) - N- [ 3- net hyl - 4- ( 3- oxo0- 2- azabi cycl o-

[2.2. 2] oct-2-yl)phenyl]-2-phenyl acet am de, 30

(25) - 2- (3waizamashy| phenyl am no) - N- [ 3- met hoxy- 4- ( 3- 0X0- 2-RZBEP01/14296
bi cycl o[ 2. 2. 2] oct - 2-yi ) phenyl ] - 2- phenyl acet an de,

2- (3- am nonet hyl phenyl am no) - N-[ 3-tri f1 it omet hyl - 4- ( 2- oxopi peri di n-
1-yl) phenyi] - 2- phenyl acet am de, 35

2- ( 3- am nonet hyl phenyl am no) - N- [ 3- met hoxy- 4- ( 2- oxopi peri di n-1-yl)-

pheny! ] - 2- phenyl %gketrbﬁhﬁmn)‘aﬁwl\%iﬁg@ﬁétﬁﬁgFﬁ@%@@@-%&:@_?g%%fo@éfpgwin-1-

2- (3-am nonet hyl yl'am no me 0XO-

[ 2. 2. 2] oct - 2- y| ) ghphghyi}-2-pHerlacetamideny| ) acet ami de,

-2- (3-am nonet hyl - 4-fLugr ophenyl am no) - N-[ 4- ( 2-oxopi peridjin-1-yl)- 5
ph(enyl ]-2- phenzi é%%)-grétﬁgﬁ{r]\onxetﬁylpﬂe%y aleno)EN-[4-(2-%xgpiperidin-1-y¥)-)

L SIS PRI 2 e v
2-(3- am‘_ n?mef hyi Qh@ﬂdmﬁ?ﬂhyfﬁhbﬁygw-ﬁ-gz-éxbﬁipéNQWT-&IBbhé‘rﬁﬂ]al:eféﬂfrde,
phenyl ]-2-(2-fluorophenyl)acetam de, 1

2- (3- ani nonet hy| gH@~gminiamethyirhesorer-Neldy(2oxopipexisin-feriphenyl-2s1 ) -
gh?gyg]m ﬁognzat L;F%&ﬁg%&%@gwﬁd?r i fiuoronethyl -4-(3-oxo-2-

el o o122 2 SN oA PSS gtz
1-yl) phenyl ] - 2- pipbepnyrcetanides, .

o 0p1 onar do, 20 220 STUTAMSGHEERY R3INGSNEIA-(2-Sxdpendin: -y ighenyi-2-(3-
pronyt 1-2- (211 ubLeRIGHPSERRG, '

3- (3- ami nonet hyi phegmindiéthy(phemofp)-NeeLidethyl4y(R)dapeotatiam-PARNYi -

15 phenyi]-2-phenylacetamide,
(2R)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-caprolactam-1-
yhphenyl]-2-phenylacetamide,
(2R)-2-(2-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)-

20 phenyl}-2-phenylacetamide,
(2S)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-caprolactam-1-
yl)phenyl]-2-phenylacetamide, '
2-(3-aminomethylphenylamino)-N-{4-(2-oxopiperidin-1-yl)phenyl]-2-

25 cyclohexylacetamide,
2~(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-yi)-
phenyl]-2-cyclohexylacetamide,
2-(3-aminomethylphenylamino)-N-[4-(2-caprolactam-1-yl)phenyi}-4-

30 methylvaleramide,
(2R)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-
yl)phenyl}-2-phenylacetamide, hydrochloride,
(28)-2-(3-aminomethylphenylamino)-N-[4-(2-oxopyridin-1-yl)phenyl]-

35 2-phenylacetamide,



propi onam de, 25

2- (3- am nonet hyl phenoxy) - N-[ 3- net hyl - 4- (2- caprol actam 1-yl) -

phenyl ] - 2wiolo2fos 143§ ophenyl ) acet ami de, _ o PCT/EP01/14296

3- (3-am nonet hyi phenyl ) - N-[ 3- net hyl - 4- ( 2- oxopi peri di n-1-yl ) phenyl]- 2-p
henyi pr opi onam de, 30 - 116 -

2- (3-am nonet hyl phenoxy) -N-[4-(2-oxopi peridin-1-yl)phenyl]-2-(2-

fl uor ophenyl ) acet am de,

2- (3-am nomet hyf pl = A=\ Rrraxepi L i 1- - _
phenyl ]-2-(2-fl uor nylrﬁé glpg%hglé!mﬁ%)gﬁ'[g)ﬁ%)&ﬁﬁ &Idh ]l Wﬂp%enyl]
3-(3-am nonet hyl pbbnaﬂn)dé\l—[3 nmet hyl - 4- ( 2- oxopyrrol i di n 1 -yl)phenyl]-
-2- phenyi propi onani de, WO 02/ 057236 PCT/ EPO1/ 14296 -11

(2S) - 2- ( 3- ami nomEt@y amw@w@hépylnnmow [4f£2mmngnd1m1mtmhenyl]-4-

pyrrolidin-1-yl) nyl acet am de,

(2S)-25(3-am non@?%@%%@ﬁ@’%gfﬁ 'no) - N- ( 3- net hyl -4- (2- oxo-1, 3-oxazi 5
nan- 3-yl ) phenyl )(ZR}le(Byérﬁ%hﬁth Ehenylamlno) N-[3-methy|-4 (2-oon|pe_ridin-1-
(2S) - 2- (3-am nomet hyl phenyl am no) - N- | - 4- (2- oxooxazol i di n-

?zé'))é’h(e?,yli% i °'am§4f2fnwva'eram'de " ) pheny!
2- phenyl acet am déﬁlﬁkgr@ 'Emamegmlﬁh%%é IQ—IQ ug Hééqvxé%)ﬁ}gr n “hen |
-2-h | - t 4 d
azol - 31 ) phenody PPN A The Rl amlad - o
1-yl) phenyl] 2- pf(l@lR)«lZ@(G%mm'lodmthylbhenylamlno)~N-[4 (2-caprolactam-1-yl)-

2- ( 3- am di nophenoxy) - N-[ 4- 42 6- di oxopi peri di n-1-yl)phenyl]-2-phenyl -
acet anmi de, phenyl]-4-methylvaleramide,

B P RSl ARG S-al A PEL A
2- (3-amdi nophenwéﬁdm_[13y|ydﬁega,w_24pﬁé’nﬁa¢gtgmr rolidin-1-yl)-

15 2-(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-oxopiperidin-1-y)-
phenyl]-2-(2-fluorophenyl)acetamide,
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-caprolactam-1-yl)-
phenyi}-2-(2-fluorophenyl)acetamide,

20 2-(3-aminomethylphenylamino)-N-[3-methyi-4-(2-oxopiperidin-1-yi)-
phenyl]-2-(2,4-difluorophenyl)acetamide,
2-(3-aminomethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-
(2,4-difluorophenyl)acetamide,

25 (28)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopyrrolidin-1-
yl)phenyl]-2-phenylacetamide,
(25)-2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxopiperidin-1-
yl)phenyl}-4-methylvaleramide,

30 2~(3-aminomethylphenylamino)-N-methyl-N-[4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide,
2-(3-aminoethylphenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-2-
phenylacetamide, hydrochioride,
2-(3-aminomethyiphenylamino)-N-{3-methyl-4-(2-oxopyrrolidin-1-yl)-

35
phenyl]-2-(2-fluorophenyl)acetamide,



phenyl ] val er am de, acet at e,
2-[3-(5-methyl -1, 2, 4- oxadi azol - 3-yl ) phenoxy] - N-[3-tri f | uoronet hyl -

(2,5-di OXW(fzmbisdl n-1-yl)phenyl]-2-val erani de, 25 PCT/EP01/14296
2-[3-(5-net hyl - , 4- oxadi azol - 3-yl ) phenoxy] - N-[ 3-chl or o- 4- (2, 5-

di oxopyrrolidin- 1 yI ) phenyl ] - 2-val er am t§ -
2-[3-(5-methyl -1, 2, 4- oxadi azol - 3-yl ) phenoxy] - N- (3- met hoxy-4- (2, 5-
di oxopyrrolidin-1-yi)pheny!]-2-val eram de, 30

oyt ol Ldime 1 y1 ) FRdaom et lednViab SR chptstiderdin d-HiiHenyi4-

nophenoxy) - N- [ 3- ¢} fr8- _w d| n- 1 yi ) phenyl]-2- phenyl acetam de,
35 3-(3-amdi nophlkg?lm{y-g4 l%)%ﬁt]@(f)ér}ﬁf 2 (2- oxopi peri di n-1-yl ) phenyl ] val er -

am de, \WO 02/ 057233- mmwlbhﬁaﬁlamlﬁde-M (2-oxopiperidin-1-ybenzyi]-2-
'gugir :m g;mpheno he%)/lacgatamlrc]il or 0- 4- (2- oxopi peri din-1-yl) phenyl ] -

2-(3-am di no- 4- T ey oRASHMER)IbhetakficyARARE I Radabic) BRI

2- phenyl acet am d

3- (3- am nonet hyl mgmyphgnw.mpﬁéwlaéﬁéﬁn@(opl peridin-1-yl)phenyl]-

3 (3- am nonet ﬁglyBﬁ&ﬁ;ml)rfqrggﬂwmﬁﬂxwlp@)*Ncﬁ3rﬂupr9+4)-@1@mpWr®d(fE1-y|)-

E’nggrg?’% El;lzpl Onaﬂ%ﬁ&ﬁ@gorﬂppgn@ﬁcﬂqmy%z oxopi peridin-1-yl)-

g (Syam nonet hyl %%@ﬁ%%ﬁ?@mgc rrlugcr))(;N-[4 @'%’&3?3’."839‘." t X!)Rijenxl] 2z

phenyl ] - 2- pheny| phenylacdtamite,

> (5 11 uor ophony B Ehariamathyishenylamino)-Ha-(2-otopyriolidin-1-yPphEmil 2 |
(2-fluorophenyl)acetamide,

15 2-(3-aminomethylphenylamino)-N-[4-ethyl-3-(2-oxopyrrolidin-1-yl)-
phenyl]-2-phenylacetamide,
(2S)-2-(3-aminomethylphenylamino)-N-[3-methoxy-4-(3-oxo0-2-aza-
bicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide, .

20 2-(3-aminomethylphenylamino)-N-{3-fluoro-4-(2-caprofactam-1-yl)-
phenyl}-2-(2-fluorophenyl)acetamide,
(25)-2+(3-aminomethylphenylamino)-N-[3-fluoro-4-(2-caprolactam-1-
yl)phenyl]-2-phenylacetamide,

25 (28)-2-(3-aminomethylphenylamino)-N-[3-trifluoromethyi-4-(3-oxo-2-
azabicyclo[2.2.2]oct-2-yl)phenyl}-2-phenylacetamide,
2-(3-aminomethylphenylamino)-N-[3-methyl-4-(3-oxo-2-azabicyclo-
[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide,

30 (28)-2-(3-aminomethylphenylamino)-N-[3-methoxy-4-(3-oxo0-2-aza-
bicyclo[2.2.2]oct-2-yl)phenyl]-2-phenylacetamide,
2-(3-aminomethylphenylamino)-N-[3-trifluoromethyl-4-(2-oxopiperidin-
1-yl)phenyl}-2-phenylacetamide,
2-(3-aminomethylphenylamino)-N-[3-methoxy-4-(2-oxopiperidin-1-yl)-

35
phenyli]-2-phenylacetamide,



3- (3-am nonet hyl phenyl ) - N-[ 3- net hyl - 4- (2- oxopyrrol i di n-1-yl)phenyl] -
2- (2-fluorophenyl) propi onam de, 20

3- (13- am nyedshpeenyl ) - N-[ 3- chl or o- 4- (2- oxopi peri di n- 1- yl pcaiesntf1hzed-
(2-fl uorophenyl ) propi onam de,

3- (3-ani nonet hyl phenyl ani no) - N- [ 4- (2, 6~ &l Gxopi peri di n- 1-yl ) phenyi ] -

2- phenyl acetam de, trifluoroacetate, ESI 443; 25

2- ( 3- am nonet hyl phenyl am no) - N-[ 3-chl or o- 4- (2, 5- di oxopyrrolidin-1-
yl)
2-(
bi c
2- [

| ) ph |]-2-ph .
B nomet hyl- SR pnenyiagynR)-(Hpe -4 oxs 2 pesbisyglo-
gcl o[ 2.2.2] oct[zambémnbhénﬁ]-zqzrfwo?@ﬂ&rvl)@e tabfide,
. (N-t ert but oxycar bonyl'am nonet hyl ) phenyl am noJ - N-[ 3- chl or o- 4-
oo ket g rabad i
| - - - - - -
'ph?Eyl ]5(21ypheﬂyl HOED ﬁri‘wd@" rggaéletamcg PLP Y .
am di nophen ALz n-
Z1 ) phenyl ]2 phacl AnoimEh PRSP ERARE AR b X0 By
2-(3-anidi nOphenQZQ)Z]bb{Kyﬁpheuyi];m(ﬂéfmdrmwméfdrﬁdexo'

pi peridin-1-yi)phenyl]val eram
B 5 ant d nophendx(Bainamety nbepyarmins) Nd3chiosoiBexByRolidiy yyiis

henyl ] val eram d
Pophe. i) N 3 PEaE Rt ep e RCRIBISe  f i n- 1-y1 ) -
pheny! ] - pheny! et amitimetAylphent=mYifo)- R’%ﬂ*ﬁbﬁoxyA -(2-oxopiperidin-1-yl)-
i no) phenoxy] - N-[ 3- et hoxycar bo nyl fret hoxy- 4- ( 2-
oxopi peri di n- 1- yiphehgth2-(2-flugrophenyliametamitte, 10 2- 3- N-h drox anidino

D nom o e ChSATEL e morg RGPl RIS = o o oo
[2.2.2] oct-2-yl) pheBidybiof2 0216t BRREMN- 2 FHnGEcetamide,

15 2-(3-aminomethylphenylamino)-N-[3-trifluoromethyl-4-(2-oxopiperidin-
1-yl)phenyl]-2-phenylacetamide,
3-(3-aminomethylphenyl)-N-[4-(2-caprolactam-1-yl)phenyl]-2-phenyi-
propionamide,

20 2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenyl)-N-{4-(2-oxopiperidin-1-yl)phenyl]-2-phenyl-
propionamide,

25 2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-caprolactam-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenyl)-N-{3-methyl-4-(2-oxopiperidin-1-yl)phenyl]-
2-phenylpropionamide,

30 2-(3-aminomethylphenoxy)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-(2-
fluorophenyl)acetamide,
2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(2-flucrophenyl)acetamide,
3-(3-aminomethylphenyl)-N-[3-methyl-4-(2-oxopyrrolidin-1-y})phenyl}-
2-phenylpropionamide,

35



15 2-(3-am nonet hyl phenyl am no) - N- [ 3- net hyl - 4- ( 2- oxooxazol i di n-3-yi ) -
phenyl]-2-(2-fiuorophenyl)acetam de, 3-(3-am

i nomet hyl Rlaesrydsadss no) - N- [ 3- met hoxy- 4- (2- oxopi peri di n- 1-y| )pcT/EP01/14296
phenyl ] -2-(2-fl uorophenyl)acetam de, 20

3- (3~ ani nomet hyl phenyl ani no) - N ( 3- chl ot b18= (2- oxopyrrol i din-1-yl)-
phenyl ] - 2- phenyl acet am de,

2- ( 3- am nonet hyl phenoxy) - N-[ 3- et hyl - 4- ( 3- oxo- 2- azabi cycl o[ 2. 2. 2] -

t-2-vyl h i ] - :(hL . .. ~di . -
3 (3= i honet byl KRS Gt eAARYbhRGRAMOEN 435, S-dmethyi 2-0x07 1.
yi ) phenyl ] - 2- ( 2- foyoafidphéy)pheny]-2pheaylacetamide, o
Dhenyi 1 2= (2- 1| uLRSPReAieaethYlabenygming)-AT3ethy4-{2-oxo-1 3 kel
2;]( 3- Ft]m go?gt Plyl %%D%‘ﬁﬁér‘%h@g?w‘a—é&%rd%)'(OOXazOl idin-3-yl)-
‘phenyl ]5 2- (2-f 1 uorop a m de,
3- (3- am nonet hyl RESE-QX&%?Ndo%émylbhéM%lgnﬁﬁoPNQBimeﬂhyMKQ-ba@bkazolidin—

eny

phenyl ] -2-(2-1uorop acet am de, WO 02/ 057236 PCT/ EP01/ 14296 -121-

and t heir phar macevbphenylly2-pbapylacetemides i ves, sol vates and stereo-

or epar at i on of  coRFBERGEBIAEIRBr Aok B rePePider LI ISISE ( hei
pharmaceutically s and sol vates, characterised in that a)
they arg | i berat e%ﬁb@gﬁhggtgﬁg?é't heir functional derivatives by 10

treat ment with a Z(8-anliginophenoxy)y{b{2orbpiperazirededphenyil2-phemydat i ng an
am dino group fromtheir hydroxyl, oxadi azole or oxazolidinone derivative
by hydrogenol ysi Pcgtamifieol ysis, 15 ii) replacing a conventi onal

am no- prot ect i ng LrHW o VA5 9968k diazol-3-yl)phenoxy]-N-[4-(2,6-dioxopiperidin-
1-yl)phenyl]-2-phenylacetamide,

15 2-(3-amidinophenoxy)-N-[4-(2,6-dioxopiperidin-1-yl)phenyl]-2-phenyi-
acetamide,
2-(3~-amidinophenoxy)-N-[3-trifluoromethyl-4-(2,6-dioxopiperidin-1-
yl)phenyl]valeramide,

20 2-(3-amidinophenoxy)-N-[3-chloro-4-(2,5-dioxopyrrolidin-1-yl)-
phenyl]valeramide, acetate,
2-[3-(5-methyl-1,2,4-oxadiazol-3-yl)phenoxy]-N-[3-trifluoromethyl-4-
(2,5-dioxopyrrolidin-1-yl)phenyl]-2-valeramide,

25 2-[3-(5-methyl-1,2,4-oxadiazol-3-yl)phenoxy]-N-{3-chloro-4-(2,5-
dioxopyrrolidin-1-yl)phenyl}-2-valeramide,
2-[3-(5-methyl-1,2,4-oxadiazol-3-yl)phenoxy]-N-[3-methoxy-4-(2,5-
dioxopyrrolidin-1-yl)phenyl}-2-valeramide,

30 2-[3-(5-methyl-1,2 ,4-oxadiazol-3-yl)phenoxy]-N-{4-(2,5-dioxo-
pyrrolidin-1-yl)phenyl}-2-valeramide,
3-(3-amidinophenoxy)-N-[3-chloro-4-(2-oxopiperidin-1-yl)phenyi]-2-
phenylacetamide,
3-(3-amidinophenoxy)-N-[3-chioro-4-(2-oxopiperidin-1-yl)phenyllvaler-

35
amide,



by treatnment with a solvol ysing or hydrogenol ysing agent, or |iberating an
am no group protected by a conventional 20 protecting group, or 25 b)

converti ngiofpafpk@3e group into an am dino group, or 30 c) hi%ho@
compound of the formula Il Z-Y-T Il 35 in which Z is HNR3- or HNR3C(R4)?2
WD 02/ 057236 PCT/ EPOL/ 14296 -122 and-Fd9 R4, Y and T are as defined in
Caiml, wth a conpound of the formula Il 5 RI WQR2 IIl 10 in which

R is -C(=NH)-NH2 which is nonosubstituted by (=0 R3, COORS, OR3 or by a

R I e L g NGy U R
modi fied OH grobptyramitelS R2, R3, R4 and Ware as defined in Claiml1,

-and/ or
2-~(3-amidino-4-fluorophenylamino)-N-[4-(2-oxopiperidin-1-yl)phenyl}-

2-phenylacetamide,

° 3-(3-aminomethylphenyl)-N-[3-methyl-4-(2~oxopiperidin-1-yl)phenyl]-
2-(2-fluorophenyl)propionamide,
3-(3-aminomethylphenyl)-N-[4-(2-oxopiperidin-1-yl)phenyl]-2-(2-
fluorophenyl)propionamide,

10 3-(3-aminomethylphenylamino)-N-[3-chloro-4-(2-oxopiperidin-1-yl)-
phenyl}-2-(2-flucrophenyl)acetamide,
3~(3-aminomethylphenylamino)-N-[3-chloro-4-(2-oxopiperidin-1-yl)-
phenyl]-2-phenylacetamide,

15 3-(3-aminomethylphenoxy)-N-[3-chloro-4-(2-oxopiperidin-1-yl)phenyl}-
2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenyl)-N-[3-methyl-4-(2-oxopyrrolidin-1-yl)phenyl]-
2~(2-fluorophenyl)propionamide,

20 3-(3-aminomethylphenyl)-N-[3-chloro-4-(2-oxopiperidin-1-yl)phenyl]-2-
(2-fluorophenyl)propionamide,
3-(3-aminomethylphenylamino)-N-[4-(2,8-dioxopiperidin-1-yl)phenyl]-
2-phenylacetamide, trifluoroacetate, ES| 443,;

25 2-(3-aminomethylphenylamino)-N-[3-chloro-4-(2,5-dioxopyrrolidin-1-
yl)phenyl]-2-phenylacetamide, '
2-(3-aminomethyi-4-fluorophenylamino)-N-{3-methyl-4-(3-oxo-2-aza-
bicyclo[2.2.2]oct-2-yi)phenyl]-2-phenylacetamide,

30 2-[3-(N-tertbutoxycarbonylaminomethyl)phenylamino]-N-[3-chloro-4-
(2,5-dioxopyrrolidin-1-yl)phenyi]-2-phenylacetamide,
2~(3-amidinophenoxy)-N-[3-carboxymethoxy-4-(2-oxopiperidin-1-yl)-
phenyl}-2-phenylacetamide,

35 2-(3-amidinophenoxy)-N-[3-ethoxycarbonylimethoxy-4-(2-oxo-~

piperidin-1-yl)phenyl]-2-phenylacetamide,



30 d) converting a base or acid of the formula | into one of its salts.

17. Conpounds of the fornmula | according to one or nore of Clains 1 to 35
15 as i nhigy é2a5%239f coagul ation factor Xa. WO 02/ 057236 PGUaEHM1/13%6896 -
123 18. Compounds of the formula | according to one or nore of Clains 1 to
15 as inhibitors of coagulation factor ¥d=a. 5 19. Medi canent conpri sing at
| east one conpound of the fornmula | according to one or nore of Clains |
to 15 and/or its pharmaceutically usable derivatives, solvates and

stereol sorers,  bugailidioperdkyRAs{a e RelcdBoRlindtAbk3. 2. 11 desired,

exci pients and/or assistants canment conprising at |east one

conpound of the piperidire1tyl)phengljvhlegmidepne or nore of Cains | to 15
-and/or its pharmaceuti- cally usable derivatives, solvates and
st er eoi somers, i nelSoamiginapheRcyIn\eB-eaibpsynethoxyr4-(2-gxppiperidingt-v)- | east

one further nedi L. I ngredient. 21. Use of conpounds according
to onegor nore o?ﬁ%@v@&%}é'gs'w and/or 20 their physiologically

accept abl e sal t s 3q3darpiliNGIRshoxg)-N-{3ccatberphathioxy-4-(d-oRopiperidiareyl)- f or the
treatment of thronbosis, ocardial infarc- tion, arteriosclerosis,

i nf | anmat i on, appbﬁexli-arpl;}/fgﬂlmt@@iﬂanri s, reste- nosis after angioplasty,
et ast aces. 22, 28BN RV XBREI SO PN a S A SRS et 1 cct f ve
s ol 5 SOTmeSEpRhn T e ol L2, e o e of
and st ereoi soner 2-[3-(N-hydroxyamidint)phenokyileNd8fethoxydarboratlimeshoxy-4-(2-
oxopiperidin-1-yl)phenyllvaleramide,
2-~(3-aminomethylphenylamino)-N-[3-methyi-4-(3-oxo-2-azabicyclo-
[2.2.2]oct-2-yl)phenyl]-2-(2-flucrophenyl)acetamide,

15 2-(3-aminomethylphenylamino)-N-[3-methyl-4-(2-oxooxazolidin-3-yl)-
phenyl}-2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenylamino)-N-[3-methoxy-4-(2-oxopiperidin-1-yl)-
phenyl]-2-(2-flucrophenyl)acetamide,

20 3-(3-aminomethylphenylamino)-N-[3-chloro-4-(2-oxopyrrolidin-1-yl)-
phenyl]-2-phenylacetamide,
2-(3-aminomethylphenoxy)-N-3-methyl-4-(3-oxo-2-azabicyclo[2.2.2]-
oct-2-yl)phenyl]-2-(2-fluorophenyl)acetamide,

25 3-(3-aminomethylphenylamino)-N-[4-(5,5-dimethyl-2-oxopyrrolidin-1-
yhphenyl]-2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenoxy)-N-[4-(5,5-dimethyl-2-oxopyrrofidin-1-yl)-
phenyl]-2-(2-fluorophenyl)acetamide,

30 2-(3-aminomethylphenoxy)-N-[3-methyl-4-(2-oxooxazolidin-3-yl)-
phenyl]-2-(2-fluorophenyl)acetamide,
3-(3-aminomethylphenoxy)-N-[3-methoxy-4-(2-oxopiperidin-1-y!)-
phenyl}-2-(2-fluorophenyl)acetamide,

35



and 35 (b) an effective amount of a further nedicanment active ingredient.
WO 02/ 057236 PCT/ EPO1/ 14296 - 124 23. Use of conpounds of the fornula I
accor di ngwig2aRe3gr nore of Clainms | to 15 and/or their phaypmsgdoscal |y
usabl e derivatives, 5 solvates and stergoi soners, including m xtures
thereof in all ratios, for the prepara Toh of a nedicanent for the
treatnment of thronbosis, nyocardial infarction, arteriosclerosis,

i nfl ammati on, apopl exia, angina pectoris, restenosis after angiopl asty,

cl audi cati o int epphithef phanhHEBUcRly USEBIY dSHVERAEE SSaNIStES ank Wigreo- _
met astases, 10 in conbination wth at [east one further nedicafnent active
i ngredi ent. 24. idomersyintiuding miktutesstheoeofinalliratiod5 Rl \ Het2 |-1 R2 R3
20 in which R is NO2, CN, NHA, NHCOA, NACF3, NH2 or (CH2)" NH2, R2 and R3
are each, independently of one another, H, Hal, A OAor 25 CF31 Ais

al kyl havi ng 4k, 4 1 . j HogNe]

bi cycl isc, sat1§|’ a% éat?est%fsogil?ﬁé{%@?@ﬁa‘g&(}%@%un*;%@ﬁtﬁg?g@pp@%%ﬁt%ﬁghavi ng
from1l to 4 N Ota0liai 1anattheR phafinabéwivally toleratbd isaltyand solvates,
nonosubstituted, disubstituted or trisubstituted by Hal, A QA CN, COOA,

CONH2, NHCOA,  Nebapectewdged in thatind/ or car bonyl oxygen,

a) they are liberated from one of their functional derivatives by

10 treatment with a solvolysing or hydrogenolysing agent by
i) liberating an amidino group from their hydroxyl, oxadiazole or
oxazolidinone derivative by hydrogenolysis or solvolysis,
15
ii) replacing a conventional amino-protecting group by hydrogen
by treatment with a solvolysing or hydrogenolysing agent, or
liberating an amino group protected by a conventional
20 protecting group,
or
25 b) converting a cyano group into an amidino group,
or
30 c) reacting a compound of the formula |l
Z-Y-T H
in which
35

Z is HNR®- or HNR®C(R%),-



nis 0, 1, 2 or 3, 35 and salts thereof. W 02/057236 PCT/ EPO1/ 14296 - 125
25. Conmpounds according to Claim24, selected fromthe group consisting of
S 1-(3-f 1 weuamsssp i trophenyl) pipe rid in-2-one, PCT/EP01/14296

1- (4-am no- 3-fl uor ophenyl ) pi peri di n-2-0 tent butyl

4- (4-ni trophenyl ) - 3- oxopi perazi n-1-carb®&l ate, tent-butyl

4- (4- am nophenyl ) - 3- oxopi perazi n- 1- car boxyl at e,

1- (4-nitrophenyl)azepam 2-one, 10 1-(4-am nophenyl)azepam 2-one,
1-(3-11uoro-4-ni tr opBARYRS) P2 EPRHRZF ARas defined in Claim 1,

1- (4- ami no- 3-f | uor ophenyl J azepam 2- one,

1- (2-met hyl - 4-ni trophenyl ) azepam 2-one, 15

1- (4- am no- 2- et hyi phenyi azeﬁan}z- ni trophenyl)-1

1- (2, 5-di net hyl - 4- ni t rophenyl ) pi peri di n- 2- one, 20

1- (4- am no- 2, 5- di met hyl phenyl ) pi peri di n- 2- one,

2,2,2-trifluoro-N nethyl-NJ4-(2-oxopi peridin-1-yl)phenyl]acetam de,
1

1 E

(
(
E 5
ne -(4-
H pyrazi n-2-one,  1- MNAEAER HH?IOfﬁle fww'aaﬂl n- 2- one,
- (
-(
, 2
(4- et hyl am nopheny],) p| di n- 2- one,
(3-nmet hyl -4-ni tropheny pET V- 2- one, 25
1- (4- am no- 3- net hyl phenyl ¥ peri di n- 2- one,
5'-nitro-3,4,5,6-tetrahygdro-1, 2' - bi pyri di nyl - 2- one,
5'-amnino- 3, 4, 5, 6- t et rahydr o- 1, 2' - bi pyri di nyl - 2llone,
2- (4- niqly ophenyl ) - 2- tgycl o[ 2. 2. 2] octan-3-one, 30 2-(4-a mn
ophenyl1;d: 2-azabi cycl ﬂf%ﬁg] oct an- 3- one,
2-(4-nitro-2-trifluoronethyl phenyl)-2-azabi cycl o[ 2. 2. 2] oct an- 3- one,
2-(4-am no-2-trifluoromet hyl phenyl)-2-azabi cycl o 2. 2. 2] oct an- 3- ong,
R’ is -C(=NH)-NH, which is‘ monosubstituted by C(=0)R°®,

COOR?, OR? or by a conventional amino-protecting

15 group, oris
. N.
HN or N= '
(0] CH,
20

Q is -CO-L or -C(R%),-L,
L is Cl, Br, | or a free or reactively functionally modified

OH group, and

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

and/or

30
d) converting a base or acid of the formula | into one of its salts.

17. Compounds of the formula | according to one or more of Claims 1 to

35 15 as inhibitors of coagulation factor Xa.



2- (2-met hyl - 4-ni trophenyl ) -2-azabi cycl o[ 2. 2. 2] oct an- 3-one, 35

2- (4- am no- 2- net hyl phenyl ) - 2- azabi cycl o[ 2. 2. 2] oct ' an- 3- one,

2- ( 2- met h@/oxdstisk r ophenyl ) - 2- azabi cycl of 2. 2. 2] oct an- 3- onepcV¥PR 244957236
PCT/ EPOL/ 14296 - 126 2-(4-am

no- 2- met hoxyphenyl ) - 2- azabi cycl o[ 2. 2. 2]1(?& an- 3- one,

1- (2- met hoxy-4-nitrophenyl) pi peri di n-2-one,

1- (4- am no- 2- net hoxyphenyl ) pi peri di n- 2- one, 1-(4-n
itro-2-triflygro | ;

1- (4-am no- 2- tgl’l F%Hﬁyo%h%w% eny|‘§"§.'€gﬁ8 0 %?lee?r more of Claims 1 to
3- (2- net hyl - 4- ni nscashahwltbrsloﬁeaagiaaﬁmnfaatmr\ﬂla.

3- (4- am no- 2- et hyl phenyl ) -1, 3- oxazi nan- 2- one

1- (2-chl oro- 4- nltrophenyl)pyrrolldln 2- one,

1 gg ﬁgt ngi_ : nMer%E%ﬁgéb ?%béﬁélbg (#p]e?asg Qﬁg cgmooound of the formula |

4- am no- 2- met gy one bF mdréldﬂel&nfsﬂwms,and%r its
i met hyl - 1- (4-ni trophenyl)pyrrolidin-2-one, 15 1-(4-anm no phenyl)-5,

i met hyl pyrro pharmacezutmay usabkezdermaNyes malvates eREBfeEeIsOMESd | n- 2- one,

4- am no- 2- et hyl phenyl

2_f| uoro-4-nil @g@%@}az rgoﬂuneallorggbs, and, if desired, excipients

(

d

di

E

(4 amn02flu Afiepam 2- one,

(2- 2H- pyri di nmieég?é sEenzonl trile, 1-(4-am nonethyl phenyl)-1
p

(

(

(

yr| | n-2-one, 1- (4 am nonet hyl phenyl ) pi peri di n-2-one, 25
2-et hyl - 5- nltrophenyl yrrol.idi n-2-one,
5- ani no- 226 @amppggqamgnﬂgg@tieqﬂ@ne compound of the formula |

4-am nophenyl )ch&%rn’léngng of b8 Claftt1 3845 Bridie ifPpharithceuti-

cally usable derivatives, solvates and stereoisomers, including

1-
1-
5-
5-
3-
1-
1-
4-
H
1-
1-
1-

15 mixtures thereof in all ratios, and at least one further medicament

active ingredient.

21. Use of compounds according to one or more of Claims 1 to 15 and/or
20 their physiologically acceptable salts and solvates for the preparation
of a medicament for the treatment of thrombosis, myocardial infarc-
tion, arteriosclerosis, inflammation, apoplexia, angina pectoris, reste-
nosis after angioplasty, claudicatio intermittens, tumours, tumour

25 diseases and/or tumour metastases.

22. Set (kit) consisting of separate packs of
(a) an effective amount of a compound of the formula | according
30 to one or more of Claims 1 to 15 and/or its pharmaceutically
usable derivatives, solvates and stereoisomers, including
mixtures thereof in all ratios,
and
(b) an effective amount of a further medicament active

35
ingredient.
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23.

24,

- 124 -

Use of compounds of the formula | according to one or more of
Claims 1 to 15 and/or their pharmaceutically usable derivatives,
solvates and stereoisomers, including mixtures thereof in all ratios,
for the preparation of a medicament for the treatment of thrombosis,
myocardial infarction, arteriosclerosis, inflammation, apoplexia,
angina pectoris, restenosis after angioplasty, claudicatio intermittens,
tumours, tumour diseases and/or tumour metastases,

in combination with at least one further medic\é!nent active ingredient.

Intermediates of the formula i-|

R1

Het? I-]
R2
R3
in which
R! is NO,, CN, NHA, NHCOA, NACF,, NH, or (CH,).NH,,
R? and

R® are each, independently of one another, H, Hal, A, OA or
CF,,
A is alkyl having 1, 2, 3, 4, 5 or 6 carbonh atoms,

Het* is a monocyclic or bicyclic, saturated, unsaturated or aromatic
heterocyclic radical having from 1 to 4 N, O and/or S atoms
which is unsubstituted or monosubstituted, disubstituted or
trisubstituted by Hal, A, OA, CN, COOA, CONH,, NHCOA,
NHSO,A, S(0),,A and/or carbonyl oxygen,

n is0,1,2o0r3,

and salts thereof.
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25. Compounds according to Claim 24, selected from the group

consisting of

1-(3-fluoro-4-nitrophenyl)piperidin-2-one,
1-(4-amino-3-fluorophenyl)piperidin-2-one,

tert-butyl 4-(4-nitrophenyl)-3-oxopiperazin-1-carboxylate,

tert-butyl 4-(4-aminophenyl)-3-oxopiperazin-1-carboxylate,
1-(4-nitrophenyl)azepam-2-one,

1-(4-aminophenyl)azepam-2-one,
1-(3-fluoro-4-nitrophenyl)azepam-2-one,
1-(4-amino-3-fluorophenyl)azepam-2-one,
1-(2-methyl-4-nitrophenyl)azepam-2-one,
1-(4-amino-2-methyiphenyl)azepam-2-one,
1-(4-nitrophenyl)-1H-pyrazin-2-one,
1-(4~aminophenyl)-1H-pyrazin-2-one,
1-(2,5-dimethyl-4-nitrophenyl)piperidin-2-one,
1-(4-amino-2,5-dimethylphenyl)piperidin-2-one,
2,2,2-trifluoro-N-methyl-N-[4-(2-oxopiperidin-1-yl)phenyl]acetamide,
1-(4-methylaminophenyl)piperidin-2-one,
1-(3-methyl-4-nitrophenyl)piperidin-2-one,
1-(4-amino-3-methylphenyl)piperidin-2-one,
5'-nitro-3,4,5,6-tetrahydro-1,2'-bipyridinyl-2-one,
5'-amino-3,4,5,6-tetrahydro-1,2"-bipyridinyl-2-one,
2~(4-nitrophenyl)-2-azabicyclo[2.2.2]octan-3-one,
2-(4-aminophenyl)-2-azabicyclo[2.2.2]octan-3-one,
2~(4-nitro-2-trifluoromethylphenyl)-2-azabicyclo[2.2.2]octan-3-one,
2-(4-amino-2-triflucromethylphenyl)-2-azabicyclo[2.2.2]octan-3-one,
2-(2-methyl-4-nitrophenyl)-2-azabicyclo[2.2.2]octan-3-one,
2~(4-amino-2-methylphenyl)-2-azabicyclo[2.2.2]octan-3-one,
2~(2-methoxy-4-nitrophenyl)-2-azabicyclo[2.2.2]octan-3-one,
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2~(4-amino-2-methoxyphenyl)-2-azabicyclo[2.2.2]octan-3-one,
1-(2-methoxy-4-nitrophenyl)piperidin-2-one,
1-(4-amino-2-methoxyphenyl)piperidin-2-one,
1-(4-nitro-2-trifluoromethylphenyl)piperidin-2-one,
1-(4-amino-2-trifluoromethylphenyl)piperidin-2-one,
3-(2-methyl-4-nitrophenyl)-1,3-oxazinan-2-one,
3-(4-amino-2-methylphenyl)-1,3-oxazinan-2-one,
1-(2-chloro-4-nitrophenyl)pyrrolidin-2-one,
1-(4-amino-2-chlorophenyl)pyrrolidin-2-one,
1-(2-methoxy-4-nitrophenyl)pyrrolidine-2,5-dione,
1-(4-amino-2-methoxyphenyl)pyrrolidine-2,5-dione,
5,5-dimethyl-1-(4-nitrophenyl)pyrrolidin-2-one,
1-(4-aminophenyl)-5,5-dimethylpyrrolidin-2-one,
3-(2-methyl-4-nitrophenyl)oxazolidin-2-one,
3-(4-amino-2-methylphenyl)oxazolidin-2-one,
1-(2-fluoro-4-nitrophenyl)azepam-2-one,
1-(4-amino-2-fluorophenyl)azepam-2-one,
4-(2-oxo-2H-pyridin-1-yl)benzonitrile,
1-(4-aminomethylphenyl)-1H-pyridin-2-one,
1-(4-aminomethyiphenyl)piperidin-2-one,
1-(2-ethyl-5-nitrophenyl)pyrrolidin-2-one,
1-(5-amino-2-ethylphenyl)pyrrolidin-2-one,
1-(4-aminophenyl)piperidine-2,6-dione,

and salts thereof.



