WD 02/ 083652 PCT/ EP02/ 03644 - 1 Case 20871 Di hydro-benzo [b] [ 1, 4]
di azepi n-2-one derivatives as md uR2 antagonists Il The present invention
rel at es twoamemgssands of general fornmula | RXK N O R2 NI RecTAPorosewherein X
is a single bond or an ethynediyl groug wherein 5 in case Xis a single
bond, Rl is cyano, halogen, |ower alkyl, C3-C6-cycloalkyl, 10 |ower
al koxy, fluoro-Ilower al koxy, fluoro- Iomer al kyl, or is pyrrol-1-yl, which
is unsubstituted or substitued by one to three substituents selected from
the group consisting of 15 fluoro, chloro, cyano, -(CH(err))(err)-hydroxy,
fl uoro-1 owecasd kys71 | oner al kyl, -(CH2)n-Ilower al koxy, -(CH2)n C(O O R,
-(CH2) (err)-NR R', hydroxy-I|ower al koxy, and -(CH2)n-CONR R', or is
phenyl , Whlﬁiiayal% wﬁ%[lgﬁ& Il M4 RHin AL or2 B akilddta® FhANYR PR gBhists P subst i t uent s
selected {HH%4H%fﬁfﬂﬂfﬂﬁﬁﬁ%k%%fﬁg—ﬁ%—ha¥ﬁgeﬁ*—+6ME%—ﬂ+ky¥——f|UOFO | ower
al kyl, 20 | ower al koxy, fluoro-Ilower al koxy and cyano; in case X is an
et hynedi yl TeqiipsenRinvestighadtes towbinpbunds afgendsltfoimilad or substituted by
one to three substituents selected fromthe group consisting of hal ogen,
| ower al kyl, fluoro-I|ower alhy%, C3-Cg-cyol oal lyl, | ower al koxy and

3

fluoro-1ower al koxy; WO 02/08 / /03644 -2- RRis -NRR',
fluoro-I ower al koxy or
R® =

wherein

X is a single bond or an ethynediyl group; wherein
5 in case X is a single bond,

R! s cyano,

halogen,
lower alkyl,
C;-Cg-cycloalkyl,

10 lower alkoxy,
fluoro-lower alkoxy,
fluoro-lower alkyl,
or is pyrrol-1-yl, which is unsubstituted or substitued by one to three
substituents selected from the group consisting of

15 fluoro, chloro, cyano, -(CH,).4-hydroxy, fluoro-lower alkyl, lower alkyl,
-(CH_;)q-lower alkoxy, -(CH,),-C(0)O-R”, -(CH2)1.4-NR'R”,
hydroxy-lower alkoxy, and -(CH,),-CONR’R”,
or is phenyl, which is unsubstituted or substituted by one or two substituents
selected from the group consisting of halogen, lower alkyl, fluoro-lower alkyl,

20 lower alkoxy, fluoro-lower alkoxy and cyano;
in case X is an ethynediyl group,

R'  is phenyl, which is unsubstituted or substituted by one to three substituents
selected from the group consisting of halogen, lower alkyl, fluoro-lower alkyl,
Cs-Cs-cycloalkyl, lower alkoxy and fluoro-lower alkoxy;



3- oxo- pi perazin-l-yl, pyrrolidin-1-yl or piperidin-I-yl, which rings are
optionally substituted by R'; R is hydrogen, 5 |ower alkyl,

C3- C6- cycwoakkgdes2 fl uoro-1 ower al kyl or 2-1ower al koxy PPomEPOzdIéyd ; R' is
hydrogen, 10 lower alkyl, C3-C6-cycloal Exl , fluoro-lower alkyl, 2-Iower
al koxy | ower alkyl, -(CH2)2.4-di-I|ower afkylam no, 15

-(CH(err)) (xr).-n Ol nyl - 2). 2. 4-pyrrolidinyl,

-(CHZ)(err)ﬁi p‘%ﬁﬁgﬁyhh% lby-em/]%? x%/r-l ower alkyl; Yis -CH= or =N-; 20 R3
i s hal ogen, | dwexo-gigeydzin-1§l,pyrrolilomby] et pipkridineimgls al koxy, cyano, 25
-(CH2)n C(O-CR... 1 -(CH2) n C%I-N R IS, an optionally substituted
five-menbered a‘?%lﬁ%fligjgsﬁl)gtogﬁé% glsg?St%ﬁegﬁ?ygy be substituted by hal ogen,
fl uoro-1 owes, al.k f | uoro-1 ower al koxy, cyano, -(CH2),,-NR R',

L(GR) . ot Cditrdrogeny O L 3G) RR R 300 - (GH2) ' SORL MR R

- (CH2) . - ©( NH2) diwér alkgldr oxy, | ower al koxy, |ower al kylthio, or by |ower

al kyl, which is-~optionally substituted by fluoro, hydroxy, |ower alkoxy,
cyano or car bar‘%@ﬁﬁ)@%loaflikﬁr’s 0, 1, 2, 3 or 4, and to their pharnaceutically
accept abl e addifluicro-lewértadkyl or

2-lower alkoxy lower alkyl;

R”  ishydrogen,

10 lower alkyl,
Cs-Cs-cycloalkyl,
fluoro-lower alkyl,
2-lower alkoxy lower alkyl,
-(CH3;);.4-di-lower alkylamino,

15 -(CHa)2-4-morpholinyl,
-(CHy);.4-pyrrolidinyl,
-(CH2),.4-piperidinyl or
3-hydroxy-lower alkyl;

Y 1s ~CH= or =N-;

20 R’ ishalogen,
lower alkyl,
fluoro-lower alkyl,
lower alkoxy,
cyano,

25 -(CH;)»-C(0)-0OR”,
-(CH,)»-C(O)-NR’R”,
or is an optionally substituted five-membered aromatic heterocycle, which may
be substituted by halogen, fluoro-lower alkyl, fluoro-lower alkoxy, cyano,
-(CH2).-NR’R”, -(CH>)n,-C(O)-OR”, -(CH,),-C(O)-NR'R”,

30 ~(CH2)n-SO2-NR’R”, -(CH,)o-C(NH;)=NR”, hydroxy, lower alkoxy,
lower alkylthio, or by lower alkyl, which is optionally substituted by fluoro,
hydroxy, lower alkoxy, cyano or carbamoyloxy;

n is0, 1, 2, 3 or4;

and to their pharmaceutically acceptable addition salts.



WD 02/ 083652 PCT/ EP02/ 03644 -3 It has surprisingly been found that the
conpounds of general fornmula | are netabotropic glutamate receptor

ant agoni swe.02@spounds of formula | are distinguished byPealrrabiiss4

t herapeutic properties. In the central nervous system (CNS) the

transm ssion of stinuli takes place by 53he interaction of a
neurotransmtte whi ch s, sent out neuron,, W.th a neurO{eceptor.

L-gl utam ¢ aci df thapsnrpgsipgly déﬁ%@??%%ﬁ&fﬁ%&% forrpla} 3et he NS,

plays a cri hietadbtroplc@litAmatd r@é@@orrwageﬁls@f CohypshedQsfifeahulpl @kesses. The
gl ut amat e- n&es end t st aﬂ}gi}us receptors are divided into two main groups.

The first YetherpReUtig PERSEHS! | ed i on channel s. The

nmet abot r opi ¢ gI mate rece tors ( formthe s con p and,
furt her mor e, PR IRE AT [N R oD on of SamAb BBt A
present, sei gﬁtmt@tafcheﬁ%ﬂa nBRIHRRhSmHer, WIEEELs BEAt Wt By & nkdwnwanRd of these
sone even have sub-types. On the basis of structural paraneters, the

di fferent 1BSYAICERIAEes on the synt hesi s of secondary netabolites and the

different affi Ejetgil{}to | ow ]gepl ecul ar ght chem cal corrpounalg hese ei ght
receptors can : Bmif 4 dbe Rigommep %Ogﬁﬁglﬁ%BﬂHQtraﬁ@ﬁtﬁil & uR5
bel ong to dritidd3 ¥ ARfbeHambes of ﬁl@'sfé[t%ﬁap ﬁfc@é&& The ainehnid-UR4,

n3d uR6, nﬂé and nd R8 bel ong tcﬁ % [ 17, andsﬁl_glc nmet abot r opi ¢
gl ut amat e r EREP ?ﬁfs‘UH& SHGFIREOT 378 HE @‘? Bip e rr@ghgqggps e fEH AN BroRe
treat nenfy Oforﬁ{sﬁ\g%m cOmrliedasn tRarRN/ T™He rﬁ&ﬁ@éﬂr 18@1&&4&&6 'ré‘c%bto@b‘ (SEGIARN S
such as psych05| , schi zgphreni a, Al zhei ner's dise Itive disorders

S
and menory  fQe¥the second mpaie grqupandafrdermeniec elorgio %t‘nml ﬁrﬁtélflron are

restricted bs@ldl febdprbison caused by bypass operations or transplants, poor
bl ood supply to the brain, spinal 25 cord injuries, head injuries, hypoxia

caused by preg nﬁf‘ﬁr\éserﬁ%iﬁlﬁsﬁff&éﬁﬁﬁ&mﬁ&@oh&)@%mﬁ?ﬂﬂe%no%rahﬁ%ftﬂeﬁ@at abl e
i ndi cati ons are chronic _and acute gal n Hunt i ton's chore arTyOt rOphl C

lateral scl &BePEnharssub-fpee G e datsefdimgtun rpsrané%ma the Gitfeaent

reti nOpafshymﬂu@h&@%hhh@sy%@lﬂéﬁis%?@&bﬁ&ﬁr?he%ohté@ 2RA i eskhRYy fEdivcament s
as well as conditions which | ead gl.ut amat e- defi ci ency functlﬁ(inse such
e,

as e.g. musdlokcghr ssiedihsh er@s#\f:erréﬂioaﬂés thepeypightiecentors sap pe $ubcdiwide
ni cotine adgied §if®herodps: FhEIRAGHUGHERRS baIdhE @6 YroupdMndlakh aflysiciuesi a and

depre55|ons
belong to group II and mGluR4, mGIluR6, mGluR7 and mGluR8 belong to group IIL.

Ligands of metabotropic glutamate receptors belonging to the group II can be
20 used for the treatment or prevention of acute and/or chronic neurological disorders
such as psychosis, schizophrenia, Alzheimer’s disease, cognitive disorders and memory
deficits.

Other treatable indications in this connection are restricted brain function

caused by bypass operations or transplants, poor blood supply to the brain, spinal

25 cord injuries, head injuries, hypoxia caused by pregnancy, cardiac arrest and
hypoglycaemia. Further treatable indications are chronic and acute pain, Huntington's
chorea, amyotrophic lateral sclerosis (ALS), dementia caused by AIDS, eye injuries,
retinopathy, idiopathic parkinsonism or parkinsonism caused by medicaments as well
as conditions which lead to glutamate-deficiency functions, such as e.g. muscle

30 spasms, convulsions, migraine, urinary incontinence, nicotine addiction, opiate

addiction, anxiety, vomiting, dyskinesia and depressions.



WO 02/ 083652 PCT/ EP02/ 03644 -4 Objects of the present invention are
conpounds of formula | and their pharmaceutically acceptable salts per se
and as phaproaogss: cal |y active substances, their manuf acrargporesiscanent s
based on a conpound in accordance with the, invention and their production,
as well as the use of the conpounds in accordance 5 with the invention in

the control or evention of illnesses of the aforenention .kind, and,
respectively, f iPJ ?Cﬁse()#ﬁﬁ%}&ﬁﬁﬁetr’it HhveBﬁO% Wr@&%ﬁﬂﬁ&%@%&ééﬁ@ eI The
conpounds ofphfnandhically ecrpabkaaliepdisednd & fharma@ititdliactips aBktdbses,

Exanpl es are esters, N-oxides S te esters,,.gl ycoam de .esters,
gl yceri de ?%‘ﬂf Rgaplactums, i H&ﬂeggg%ag% HEBARP UGS 1&&%@5&6“?8“&1 €val ue of
t he present imearionansthtd podedioageswillasahe e R onPvande GOXdcoRlahes | N

. Al tautoneric forns of the

distribution.ﬁnhntgtrans‘?orthto t he brain.

compounds’ of HHEE IHGRIT Wiihe Fantrelas Prewsptien of lnessesal fhe 2ipremeatioaed ar e
conmpounds  ofkirfd) &l réspkctivelypfos ithe ?Qoﬂ&ct@orﬁéﬂt@h@sﬁ@ﬂﬁdmg hxdfRhaitky preferred
are conpounds, wherein Rl is trifluoronethyl, and especially those wherein

12 R3 i g cyanol, _Th_eto?pa:iﬂmi?se)ftfds?lnﬂ@[ I:Qw'lsggaleqﬁeagm&fbﬁ@aofﬁ? rotc)irugs. o L4
-0x0-8-pyrrolidin-1-yl-7-tr.i or ojret -4,5-di hydr o- enzo :
f:li azepi n- g}/)];ilf(?mp%@ﬁe&?%@z g_—%giﬁoﬁpqspg?etg ,eg{car_s, qucoamlc}/e esters, gycerupe [b] I ]
8- (cycl opr opyhjigiteydndree iid. TaEpACdruds ¥Padd forthé V108 6fBE Pydseds ntlidands 0- 3H-
benzo [b] [ 4] di aZ%pI n-.2-y£§£6- pyr.i.di he- 2-,ca{3bon| tr%I e, 20 4- . 8-

(cycl opr lppyla es ADSYPion. Riagmacekingtics iy jstEpHijen and trapspeat i9-thebrajienz o
[b] [ 1,4] diazepin-2-yl] .-pyridine-2-carbopitrile, 4-

[ 4- oxo-8- (2, 2, ziﬁrtf‘?tPﬁ%F%-ﬁEf%&fgf}@ serppqunds g heutveption ars Ao fpaRiaces  benzo
[b] [ 1,4] degngdin-2-yl] -pyridine-2- carbonitrile, and 4-

[ 8- (1 sopropyl - net hyl -am no) - 4- oxo-7-trifluoronethyl -4, 5-di hydro-3H 25
benzo[b] [1, 4] di azepin-2-yl]-pyridine-2-carbonitrile. Further preferred are
conpounds, wher @rdfer¥ed e domboghds dfdeEhuliRL wiereid Kiif b sidplRBhndyExeaiplari3 i s an

optional | tituted five; nenbered, aromati c . heterocycl e, which npy be
o bstT ut o PE e S ERmPPY T BOPa. 1 PRgTOOPE ) 601 SUe s s et
- (CH2) n- MR R is eyt mextin®le thRfollowd &nd:-NR R', 30 -(CH2)n S2-NR R',

-(CH2) n- C(NH2) =NR', hydroxy, |ower al koxy, |ower alkylthio, or by |ower
al kyl , whi ch-(4soxops-pernalidiy- isyloatdifludreshethyl-|sudihpdrokatdr oxy, | ower al koxy,

benzo[b][1,4]diazepin-2-y1)-pyridine-2-carbonitrile,

4-[8-(cyclopropylmethyl-methyl-amino)-4-oxo-7-trifluoromethyl-4,5-dihydro-3H-
benzo[b][1,4]diazepin-2-yl]-pyridine-2-carbonitrile,

20 4-[8-(cyclopropylmethyl-amino)-4-oxo-7-trifluoromethyl-4,5-dihydro-3H-
benzo[b][1,4]diazepin-2-yl]-pyridine-2-carbonitrile,

4-[4-0x0-8-(2,2,2-trifluoro-ethoxy)-7-trifluoromethyl-4,5-dihydro-3H-
benzo[b][1,4]diazepin-2-yl]-pyridine-2-carbonitrile, and

4-[8-(isopropyl-methyl-amino)-4-oxo-7-trifluoromethyl-4,5-dihydro-3H-
25 benzo[b][1,4]diazepin-2-yl]-pyridine-2-carbonitrile.

Further preferred are compounds, wherein X is a single bond, R' is
trifluoromethyl and R is an optionally substituted five-membered aromatic
heterocycle, which may be substituted by halogen, fluoro-lower alkyl, fluoro-lower
alkoxy, cyano, -(CH3)n-NR'R”, -(CH;),-C(O)-OR”, -(CH,),-C(O)-NR’R”,

30 -(CHj)a-SO2-NR'R”, -(CH2),-C(NH)=NR”, hydroxy, lower alkoxy, lower alkylthio,
or by lower alkyl, which is optionally substituted by fluoro, hydroxy, lower alkoxy,

cyano or carbamoyloxy. Examples of such compounds are the following:



cyano or carbanoyl oxy. Exanples of such conmpounds are the follow ng: WO
02/ 083652 PCT/ EP02/ 03644 -5 7-di et hyl am no- 4-

[ 3- ( 3- metwplo2io83sxnzol - 5-yl ) - phenyl] -8-trifluoronethyl- 1P8I/EP02/03644

di hydr o- benzo[b] [ 1,4] diazepin-2-one, 7-dinethylam no-4-

[ 3-(2-net hyl - 2H pyrazol - 3-yl ) - phenyl ] - 8-t f | uor onet hyl - 1, 3-

di hydr o- benzoi.b 4] di azepi n-2-one, 5 .

7-di met hyl a%’éﬁ%l"t %‘?31%‘%‘%2Q%“-I‘Fa’k}’ﬁlsﬁﬁae’@ﬁﬁiP)ﬂ)gPlﬁf’r"iY’f]r%&fr‘%’r?é?wthyk,lé: di hydr o-
benzo [b] [ diMfircdberefh]it,2ldurepind-ohe,3- ( 3- met hyl -i soxazol - 5-yl ) - phenyl ]
-7-(met hyl - propyl -am no)-8-trifluoronethyl- 1,3-di hydro-benzo [b] [1,4]

di azepi n- 2- Brkmethylansiobut- 18- (rmiethyl-2 Hrpyiadol 4~ yl]-Bhenyl] -8-trifluoromethyl-1,3-

3 ai hych oS BRAgaPRroy AR o35 one, 7~ (1 Sopr opyl - met hyl - ami no) - 4-
3-(3- hylL - J. |.- 5- - 1] ,- 8- if 1 | -1,.3-di hydro-b
OO e R v SR e R

(i sopropyl - batzbi |{ Bajdiokpimed-byé,] [ 1,2, 3]
triazol-1-yl}-phenyl)-8-trifluoronethyl-1,3-di hydro-benzo [b] [1,4]

([jisafgpi n- 2- 4—_][3—_(B+’lﬁeth]71—is(>5tasolp$-§lbiﬁh2eﬂﬁﬂ Uydmah?lFlfrbpyiﬂ=anri;10)-S-r::riﬂu?)r]omethyl-
-(5-pyrro N-1-yl net -1k 1, triazol- |- - en
-8-tri P?/uor g’hﬁ‘ilﬂﬁpﬁeﬁlgﬁﬁ%bé}r}%l%eé’r‘f%'g’"{"ﬁ] [1, 4] di a)z/epi nPZ- o%e, 7-

met hyl - propyl - 1 N0)y 54- .(3- 2 . .
Lrranol - 1y RBA PR At ek Rl ispegglo e pbeml ptpfuorometyl-
[ 1, 4] di awepi A-dhpdre;benbo[b][1(4]diakupin-k-dxef hyl - ami no) -4- (3- [ 1,2, 3]
triazol - 1-yl-phenyl)-8-trifluoromethyl-1,3- dihydro-benzo[b]
[ 1, 4] di azeplV+iis@pxopl-nvkthyl-amino)-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-8-

o e ol el By o 15 0 v

3- (4- hydroxynet hyl -t hi azol.- 2-yl) - nyl] -8-tri.fluoronmethyl- 25
FL 3f di hidr o%gﬂé‘é@{”(ﬁie % -,ammfér‘éﬁ%—é?-m5%5@“%@&%%9?%@%1-4- [ 3-
(4- hydr oxy net,h§ltrieacdAefl}-phymy) - piefiyd omedryl 1) 3-Hihgd@rbdnay b | 114 1didepindr-o- benzo
[b] [ 1,4] diazepin-2-one, 4- [3-(4-hydroxynethyl-thiazol-2-yl)-phenyl] -7-
(et hyl . roB’gﬁ’- am no)-8- trifluoronethyl-1,3-di hydro-benzo [b] [ 1, 4]
di azepi n- 2-

e, and, 30 .4-[3-(5- roxymethyl - [1 ] .
thi adi azol - g{EVPs’WSP{kH&?ﬂ}ﬂ%@(@f‘E#f%‘Pﬁ‘ﬂ?ﬁgdlﬁhﬁ'%e—%‘%}’i“’2’3]"”"1201'1‘3’1)'
phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
7-(methyl-propyl-amino)-4-(3-[1,2,3]triazol- 1-yl-phenyl)-8-trifluoromethyl-1,3-
dihydro-benzo{b][1,4]diazepin-2-one,

20  7-(isobutyl-methyl-amino)-4-(3-[1,2,3]triazol-1-yl-phenyl)-8-trifluoromethyl-1,3-
dihydro-benzo(b][1,4]diazepin-2-one,
4-(3-imidazol-1-yl-phenyl)-7-isobutylamino-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
7-dimethylamino-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl] -8-trifluoromethyl-

25 1,3-dihydro-benzo[b][1,4]diazepin-2-one,
7-dimethylamino-4- [3-(4-hydroxymethyl-oxazol-2-yl)-phenyl] -8-trifluoromethyl-
1,3-dihydro-benzo[b][1,4]diazepin-2-one,
4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-8-
trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one, and

30  4-[3-(5-hydroxymethyl-[1,3,4]thiadiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-8-
trifluoromethyl-1,3-dihydro-benzo[b}[1,4]diazepin-2-one.



trifluoronethyl-1,3-di hydro-benzo [b] [ 1,4] diazepin-2-one, WO 02/ 083652
PCT/ EP02/ 03644 -6 Also preferred are conpounds, wherein X is a single
bond, andwBo02i08366hl oro, for exanple the foll ow ng conpouRdI/EP02/03644

8-chl oro-7-i sobutyl am no-4- [3- (3-nethyl-isoxazol-5-yl)-phenyl] -

1, 3-di hydro- benzo [b ] [ 1, 4] diazepin- 260ne 5

o ohL om0 1o R 2 bl bSOkl DR TS B,

8- chl or o- 7- &tanmyde thieYbHoveihpybmaoiunds) - 4- [3- (5-pyrrolidin- |-ylnethyl- [
1,2,3 ] triazol- | - yl)-phenyl] -1, 3-di hydro-benzo [b] [1,4]
di azepi n- 2- 8rblor8-7cikbdnrt@amind-# o HBtyitthilekdnakol-59i) Ahenyld-1,3-dihydro-

[yf’fﬁhgﬁﬂf sty T et abe) (1 4] o Zi:é'p{ ﬁ‘zlﬁnﬁ onloro-d.
3-(5
3 o et BT DE el 8 G LB R

4- [ 3- ( 5- azeyl)-ghenyl}-/3rdihbddo-henko B)] Ei],4]ﬂi’ak@11@12=dney| ) - phenyl ]
-8-chloro-7-(isopropyl - nethyl-am no)-1, 3-di hydro-benzo[ b]

|1 |4% di ﬁzepFnhR)rMe(,lsob%pﬁ rhethflSmnine)-4cbis- pllyrro&iﬂh‘ﬁllj;mhithgfl 1123 iiadot 12201 .
- - en met - alm no | r0o-penzo
[ ), 4] it a%é‘}?n%%ﬁg gﬁ@%ﬁr‘éﬁ“&"@ﬁ y‘Jf IBAREYE9R% hyl - ami no) A [3-

Ei_ gi S?Llyglr g— Bjé)ﬁg—g%eﬁﬂ%%[ﬁyl-flx% ifl(ﬁna gi}i;{ggg mroh%n) 1—ytl]1%g%yi 1,2,3]triazol-1-
8- chl or or7- ¢l) $heny byl }dhih?&tsol-b@ﬁbmm 4)4iafepin-250nd,
(i sopropyl - et hyl -am no) - net hyl |

[1,2, 3] tri asahloto-wH [~ (shdinydth 1ammaam4[nab¢um@b1] vD)- pheﬂ}rl di-@ebpiyd- 2- one,

?rlcglzglro et Pb'héﬂ’&'/’l[’é ;8 %&B%ﬁﬁtm#%}ﬂ%ﬁﬁ 1, 3 di hyer benzo[ b] [
(3 het L?fep'égéﬁé%?&édlm St s PR T R B lprpe Gporpomy-

di azepi n- 2- akehyl-dmino)-1,3-dihydro-benzo[b](1,4]diazepin-2-one,
8-chl oro-7-(isobutyl - rrethyl amno)-4-(3-[1,2,3]triazol-1-yl-phenyl)-1,3-dih
ydro- benzo4{[bj(5{azétidih- ldylﬁie&p,ﬂ-l’ﬁi 26@11ﬂ1@zol&-—jdmlpdzé 18- dhlororii- (isatattyl Imsthylpheny| )

-7-isobutyl am 4] di azepi n- 2-one, 8-chl oro-7-

(et hyl - met h§ ﬁ%@lwdr A‘-‘E}Jﬁ%f%%ﬁa 41911 t hi azol - 2-yl ) - phenyl ] -1,3- 30

di-hydro- bengoujo]ro 7~ CIS40]b ?Ze&l}q amlnof/} 3-(5-piperidin-1-ylmethyl-[1,2,3]triazol-1-
y1)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-7-(isopropyl-methyl-amino)-4-(3-{5-[(isopropyl-methyl-amino)-methyl]-

20 [1,2,3]triazol-1-yl}-phenyl)-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-4-(3-{5-[ (isobutyl-methyl-amino)-methyl]-[1,2,3]triazol-1-yl}-phenyl)-7-
(isopropyl-methyl-amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-7-isopropylamino-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,

25  8-chloro-7-(isobutyl-methyl-amino)-4-(3-[1,2,3]triazol- 1-yl-phenyl)-1,3-dihydro-
benzo[b]{1,4]diazepin-2-one,
8-chloro-4-(3-imidazol-1-yl-phenyl)-7-isobutylamino-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
8-chloro-7-(ethyl-methyl-amino)-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-1,3-

30 dihydro-benzo[b][1,4]diazepin-2-one

8-chloro-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-
1,3-dihydro-benzo[b][1,4]diazepin-2-one



8-chloro-4- [3- (4-hydroxynethyl-thiazol-2-yl)-phenyl]

-7-(met hyl -propyl -am no)- 1 , 3-di hydro-benzo [b ] [1,4] diazepin-2-one WD
02/ 083652wB@TH&I882/ 03644 -7 8-chl or o- 4- PCT/EP02/03644

[ 3- (4- hydroxynet hyl -t hi azol - 2-yl ) -phenyl] -7- (isopropyl-nethyl-am no) -
1, 3-di hydro-benzo [ b] [1 4] di azepin- 2- on'e78 chl oro-4- [3-

L4370 by o teetony b e oy Bt 2 8- haS A Xiso Ropy meehaiio -

8- chl or o- 7- (1e3-diHydrebéndofEl, aliazépin32-ode hydr oxynet hyl - oxazol - 2-yl ) - phenyl ] -
1, 3- di hydro-benzo [b] [ 1,4] diazepin-2-one 8-chloro-4- [3-

((j 4- " h;(;d r O)t; y m&ﬁ;&broeng«n—hzdw mléﬂﬁlﬂl-y]hl]azol EI‘YII phirtw I[-émrseblydykﬁt&h’g@annﬂoﬁ
i hydr o- ben i a n chloro-4- | 3-
(4- Kydr oxynéfoigil{yéioaﬁglmé%@ ﬁq] B‘r’i‘yf‘ﬁ €7- (i sopropyl - net hyl - ani no) - 10

1, 3-di hyd |aze and hl or

(4- hydr oxi/ i ig%tg{'l @Wf i f_ (‘gp‘y%m ﬁ?‘ﬁo’ﬁ'@?ﬁ%ﬂ) ﬁr‘i‘eﬁ%] 1,3-

1, 3-di hydro«hleyzﬂo{li&]mzc[ 4]4@i&1az®macﬁreone Further preferred are conpounds,
wherein X is a single bond and R(err) is cyano. Exanples of such conpounds

azl et he4f gl Llseuhla@-zl 15 (84t e&{ﬂ-l@?azﬁ)]l 25;73} plﬁeﬂ?ﬁthﬂneﬂﬁgpﬁd;qﬂ—a’lﬁmyd))} @hgnyl ]
- O0XO0- I azepl ne- carbonitrile, and 2-
[3- (3-neth lh%gﬁ’é? bgﬁ%ﬁa{?ﬁl}h%ﬁne P

- 4- 0x0- 8- pi peridi n; 5-dih 0- 3H- . benzo

di azepi ne- 7%059135%?‘ i% )0} é‘yﬁ ﬁpffeax%pyfy r?%@&ﬁt%bé%pr(?hﬂp‘@ﬁﬂ’éﬂs S Yor nul a
|, wherein R3B-dthydro-bgizofiial, bk iaz2Pins2Hbgat iabdt ed five-menbered aromatic

het er ocycl e, which may be substituted by hal ogen, fluoro-Iower alkyl,

f 1 uor o- | owers-ehl&@xy-[3-C¥-hpdroxyfetid]-oxagdR2 1) phdnHi2)-(isotaft{d) meRiyl-amino)-

CH2 O CH2 NH2) =NR" hyd ,
al( koxg/n X )rg\g}Wﬁ hérgOﬁ%J,[l %SREerP%y( m}]PCﬁ(I s 2)pt| onal | § PO oM
bsti tut d by f d I Y, I
Eepeci al 1y prof dFE ErePH R oo B R S R 2
optional | y Sixasipldswf adhfdowmommdbsareale followhist c het erocycl e sel ected fromthe

group consisting of thiazolyl, oxazolyl, isoxazolyl, imdazolyl,
2H pyr az o3 yl8-diethyPandhd12- (82 (8- ylethylfisokazdl-41yl}-phaztiF4Hoxo{4, 5k ddhydlo-BHi adi azol yl

and [ 1, 3’4]benzc?[g!]ﬁﬁ%%zepm%?”grb%lsntﬁ{e, ufh conpounds are the foll ow ng:

2-[3-(3-methyl-isoxazol-5-yl)-phenyl]-4-oxo-8-piperidin-1-yl-4,5-dihydro-3H-
benzo[b][1,4]diazepine-7-carbonitrile.

Preferred are further those compounds of formula I, wherein R’ is an optionally
20 substituted five-membered aromatic heterocycle, which may be substituted by
halogen, fluoro-lower alkyl, fluoro-lower alkoxy, cyano, -(CHz),-NR’R”, -(CHa)p-
C(0)-0OR”, -(CH,)s-C(0O)-NR’R”, -(CH_)5-SO,-NR’R”, -(CH,),-C(NH;)=NR”,
hydroxy, lower alkoxy, lower alkylthio, or by lower alkyl, which is optionally
substituted by fluoro, hydroxy, lower alkoxy, cyano or carbamoyloxy.

25 Especially preferred are those compounds of formula I, wherein R® is an
optionally substituted five-membered aromatic heterocycle selected from the group
consisting of thiazolyl, oxazolyl, isoxazolyl, imidazolyl, 2H-pyrazolyl, [1,2,3]triazolyl,
[1,2,4]triazolyl, [1,3,4]thiadiazolyl and [1,3,4] oxadiazolyl. Examples of such

compounds are the following:

30 7-dimethylamino-8-phenylethynyl-4-(3-[1,2,3]triazol-1-yl-phenyl)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
8-(2-fluoro-phenyl)-4-(3-[1,2,3]triazol- 1-yl-phenyl)-7-(2,2,2-trifluoro-ethoxy)-1,3-
dihydro-benzo[b][1,4]diazepin-2-one,



30

7-di met hyl am no- 8- phenyl et hynyl -4-(3-[1, 2, 3] triazol -1-yl -phenyl)-1, 3-di hydr
0- benzo[WD 0pa83kFrli azepi n-2-one, 8- (2-fluoro-phenyl)-4- EBI/HPOLI4B |
triazol- |-yl-phenyl)-7- (2,2,2-trifluoro:ethoxy)-1, 3-

di hydr o- benzo[ b] [ 1, 4] di azepi n-2-one, WO 027 083652 PCT/ EP02/ 03644 -8 7-

hyl h 1] -1, 3-
((jﬂly)(;r orTEter?zd)ﬂ-[YgJ]meﬁ})‘yi a&im‘a%hgi%%}l}ﬁ‘[%i%ﬁ%m %h%llﬁ?é? 1 Z’ﬁ} ﬁg %Yliré’ghsln}/4]- [ 3-
( 3- et hyl - idigdac-beao{ll[),4 liesmyin} 2-ont, 3- di hydr o- benzo[ b] [ 1, 4]
di azepi n-2-one, 5 7-(isobutyl-nethyl-am no)-8-nethyl -

[ 3- (3- et hVI-dlnted)ydmmhoEB-i;de)hyﬂ}lZle[Byd3]-methyBrsoﬁlalzbl}51-lyD ;Bi&iﬁ?l} LoMditlylird]

di 2, t hyl 8- met hyl -
3 (or pyr BRI LTI o0 172 3] 111 azol 1

I h | -4 b one, d,4- -{5-
! Lyl op ofyRBeR TR oA B Rys e A S s s A phenphdy ) - 7- 10
(i sobutyl - dittydyé-bamdofi]] 1,8tdietepiyl 2-bnd- di hydr o- benzo [b] [1, 4]
di azepin-2-one. Preferred are further conpounds, wherein R2 is

- N( CH( er r) y{(@sobjtybimeplyylralih6l)- Mmitﬁyl%aﬁ(ﬁgﬁrblﬁgggr ﬁynce@}fmql e 2102(;t,gtrr1a\gelexﬂ n R2

is isopro -

|sobut5I p itﬂ% lrﬁoa?‘%} p%?n% H\;ﬂ&&%ﬁ% P29 8Puia | in the scope of the
toi h t.h r an

ATEIIR o el G AT e e o B AN

subst i t1ot edisbiyutylGiiehil-aminoPH2 eI 3-dihhdrot eanad [bl] QvE diaatiiy! 2-ossed in the

present description denotes straight-chain or branched saturated
hydr ocar bon r ePreferesl amefdrt}ﬂerZompbbﬁdils avherein Ris eN@CEIl@)mrwhbhdmé Ale@r bon

t h t hyl dthe |ike. 20 The t
" ower al korger i reePE R vishSaR ST saatonlE o RePesCaeTarEnor or gl ng

def i ni ti onisobutytlamireo @risshuygeanethybamidoxanpl es of "l ower al koxy" residues
i ncl ude net hoxy, ethoxy, isopropoxy and the |ike. The term "hal ogen”

enbraces fl uor Pfﬁerr@hdompdmds bf fofinné: ldndhd @Apéf thd bﬁeséxﬁﬁﬁirexfuloblaf@- | ower

al kyl " s .a |.ower al k sr.esi due, wher ei e .or re dr ogen- at ons
maybe rlgg ggé}ber SF’IVY}ber“E} Rl'ﬁ%cytq“é?ﬁfa? PE%?%HVB%P“J&?CE@ meﬁ‘g}‘? s a | ower
al koxy r esarbigaticthetddecyslenwkichimaytbeaubgftitetd by cCHhOFRdN-CIEiN(EH;)Wher ei n one
or nore hydrogen-atons nay be repl aced

The term "lower alkyl" used in the present description denotes straight-chain or
branched saturated hydrocarbon residues with 1-7 carbon atoms, preferably with 1-4

carbon atoms, such as methyl, ethyl, n-propyl, i-propyl and the like.

20 The term "lower alkoxy" denotes a lower alkyl residue in the sense of the
foregoing definition bound via an oxygen atom. Examples of "lower alkoxy" residues

include methoxy, ethoxy, isopropoxy and the like.
The term "halogen" embraces fluorine, chlorine, bromine and iodine.

The term “fluoro-lower alkyl” means a lower alkyl residue, wherein one or more

25  hydrogen-atoms may be replaced by fluoro.

The term "fluoro-lower alkoxy" denotes a lower alkoxy residue in the sense of
the definition herein before, wherein one or more hydrogen-atoms may be replaced

by fluoro.

The term "Cs-Cs-cycloalkyl” means a cycloalkyl group containing 3 to 6 carbon
30  atoms, such as cyclopropyl, cyclobutyl, cyclopentyl or cyclohexyl.

The term "lower alkylthio" denotes a lower alkyl residue in the sense of the

foregoing definition bound via an sulfur atom, for example methylsulfanyl.



by fluoro. The term " C3-C6-cycl oal kyl"™ nmeans a cycl oal kyl group contai ni ng
3 to 6 carbon 30 atons, such as cycl opropyl, cyclobutyl, cyclopentyl or
cycl ohexywo 0Zhgséser m " | ower al kyl t hi 0" denotes a | ower al legli/RPezIBwWE i n t he
sense of the foregoing definition bound via an sulfur atom for exanple
met hyl sul fanyl. WD 02/ 083652 PCT/ EP02/ 03644 -9 The expression

"five-nenbered omati c. heterocycl e", enbraces. furang, .thiophene, thiazole,
pyrrole, inmi daz%F‘%?Xlﬁﬁsé??olﬁgf'%‘%gﬁc%?%?mmg‘ﬂﬂr%fyc r FRbEces i'{)‘r*’&‘?adi azol e,

t hi adi azol ettdophdne} thiwzelegpyrrslefigiidLole NSherdds wahle, BoRazble trimble] azol e,
1,2,4- triazolge, §Sﬁ§qio%§, 1 3-oxzégle 1 g-thia ole, 1,3,4-qxadiazole or
i m dazol e. 8"3%%’60 peligzols it tetradoley Proteraerb DERRCY des g e Lo Srigig 2l 1?17&@' not be
subst i t ut edidzble, iseRolR( 1,50x82018 1S Biiabley 1,8J3C001idz8IR of WRRkakdlEeNt S

i ndependently selected fromthe specified group. The term

" phar maceut i cal 'gpassdptsaldtieudtntigthaal droup ﬁfag b8 nia§ ndBYe Sblstitude Wik d
froman i norgani c or o?rﬁ%g c acid or .bagse. 10 The cotg’poundg of general
fornula | aRBS PHEIOFS: B QFEICE B9 SrbsbuepisABieperdently selectgd e uf act ur ed

accordi ng t epddEed@dsup. Whi ch process conprises a) reacting a conpound of
formula I1 X'NHZ I R2 NHBoc Il wth a conmpound of fornmula IV or |Va

15 O O or CO2R THe ‘ternghahNad-e’@ti&aﬂﬁacc@%tamlaﬁitfbn%ait'sre@érkw anyRhlefenaal y ethyl

or butyl, tgoa commpound of for,rrulcrill
&)

I
Il an 1norganic or organic acid or base.

10 The compounds of general formula I and their pharmaceutically acceptable salts

can be manufactured according to methods, which process comprises

a) reacting a compound of formula II

R\

X:O:N H,
R® NHBoc
with a compound of formula IV or IVa
O><O 0
CO,R
NN o or | N
| YA
YA v
R IVa
RB
wherein R is alkyl, preferably ethyl or butyl, to a compound of formula ITI

O 0
R1
\X ﬁ I AN
X .
R* NHBoc .
R I

which subsequently undergoes deprotection of the amino group and cyclization,

II

15

20 to obtain a compound of formula



OOX:aHI Y R2NHBoc R3 Il which subsequently undergoes deprotection
of the am no group and cyclization, 20 to obtain a conpound of formula WO
02/ 083652wBD@TH&I882/ 03644 -10 RN O R2)[:: NIl Rs -Y | woermrponoiel4 R2,

R3, X and Y are as descri bed above and, iﬁ desired, converting the conpound
obtained into a pharmaceutically acceptab e acid addltlon salt. 5 Schene A
OO R~ XNHz + or CR toluene - R, XN R2I/\ O~jJL reflux HiY R
NHBoc Y 3 general Rz NHBoc ‘\ys R rell RIVIvVa MIIl R=E, But
R-XNTFANO jlI HiY [anisoie eral Rz N iu~ R NHB procedure R3
N I According to schene A, conmpo neral formula I, in which X Y,
R, R2 and R3 are as descri be®® be prepared from conpounds of
general forrmula Il via an acylatlon depr tiog-cyclization sequence: 10
For exanpl e reacting conpounds of general Il with a dioxinone IV,
in which Y and R3 are as described above =¥ an ineft solvent such as

tol uene or xyl ene at

wherein R, R4, R®, X and Y are as described above and, if desired,

converting the compound obtained into a pharmaceutically acceptable acid addition

salt.
5 Scheme A
o O
toluene 1
B YI P reflux :@H PAd
NHBos Y. general R? NHBoc Lo
R® procedure
v IVa I
R=Et, But
R\ TFA R\ H
. =Y [anisole]
2 —
R NHBoc R general R N
procﬁdure 7/ N-R®
I =Y

According to scheme A, compounds of general formula I, in which X, Y, R', R* and R’
are as described above, can be prepared from compounds of general formula II via an

acylation-deprotection-cyclization sequence:

10  For example reacting compounds of general formula II with a dioxinone IV, in which
Y and R’ are as described above, in an inert solvent such as toluene or xylene at
elevated temperatures, preferably between 80 °C and 160 °C gives rise to compounds

of general formula III.

Alternatively, compounds of general formula III can also be prepared by for example
15 reaction of a compound of general formula II with a B-ketoester (general formula

IVa), in which Y and R? are as described above using the same conditions as described

for the reaction with the dioxinones.

Afterwards, cleaving the BOC protecting group in compounds of general formula III
and concomitant cyclization of the deprotected compound yields the desired
20 compounds of general formula I. Any other suitable amino protecting group, such as

e.g. Fmoc or benzyloxycarbonyl (Z), can be alternatively used instead of the BOC
group.



el evated tenperatures, preferably between 80 C and 160 C gives rise to
conpounds of general formula IIl. Alternatively, conpounds of general
formul a IWDocassest so be prepared by for exanple 15 react ipca/Epb2/e36¢Dmpound
of general fornmula Il with a (err)-ketoester (general forrmula [Va), in
which Y and R3 are as descri bed above usi'r]ré;“t he sanme conditions as

descri bed r the reactian with the dioxi.npnes. Aft.erwards, cleavjing the
BOC pr ot ect IS SPEUFTON TOHBHUMASP 612 BRFEREH ORGHERLinE He CHRPAZGREh t ant
cycli zati on gefierbifordaRnitvied fod e odBadonstad 4d §ukR asleFluoedacéfic eqdpoamnds of

general fornula I. Any.other. suitable Ll no_protectin ropyp, such as e.g.
Froc or bendArbsaltent B%ﬁli’ﬁs Ia(“%o,ro’@& e @Mr ?;g? Fegeiqn ‘égé%eria tcé’éféF%cﬂ"‘tt he BOC
group. WO 03t 83ebauRehetRe2 008644 50 °¢ 11t g bdapvakfebidi- &Y alsh aatsbledr st ep
can be carried,out. by . treating the conpounds of eneral formula Il with

g
for exanpl e lz-BFRTROHHCRAEPHASTICARDARUPR PEVERSEHHLIBE FeaCHRR UIFWIGN | nert
sol vent such as di chl oronethane (DCM . The reaction is preferably carried
out at tenperatures between 0 C and ga C. E!t may be advant ageous to use
al so anisole or 5 1,3-dinethoxybenzefes car bocati on scavenger in the
reaction m xture. Scheme B 0% o OB B O KOAc, PdCl2(PPh,)2 dioxane, 100 C
general | NO then procedure R 11 4%~&NaCO3 D \ X N02 PdCl12(PPh3)2 2 RV
NHBoc or R2 a NHBoc R B(OH)2 gBraE}o a Pd(ll)-salt, PPh3 procedure base
E reduction by (general procedyfend)ssn/ @) catalytic hydrogenation

dioxane, 100 °C general
then !

procedure R
! NG, A", Na,CO, D X NO,
PciCl.‘,(PPha)2
R? NHBoc >

v or R NHBoc
R'B(OH), general Via
Pd(ll)-salt, PPh,  procedure
base E

reduction by (general procedure J): R1
a.) catalytic hydrogenation Sy NH
with Pd/C or Raney-Ni 2

b.) SnCl,"2H,0
¢.) Zn, NH,CI

According to scheme B, compounds of general formula IT in which R' is phenyl
optionally substituted as described above for compounds where X is a single bond and
10 R%is as described above, can be prepared by different routes depending on the nature
of R! from the iodo-compounds of general formula V, in which R? is as described
above. As shown in scheme B, the key step is a coupling reaction of Suzuki-type to

produce compounds of the general formula Vla.

Compounds of general formula II, in which R!, R? and X are as described above

15 can be prepared according to scheme B, by reducing the nitro group in compounds of
general formula VIa to the amino group. The reduction can for example be carried out
using hydrogen gas in presence of a suitable catalyst like for example Raney-Nickel or
Palladium on carbon. Another possible reduction method is using stannous (II)
chloride (SnCl,2H,0) in ethanol at temperatures between 70 °C and 80 °C (as

20 described in Tetrahedron Lett. 1984, 25, 839), or alternatively in polar aprotic solvents,
like DMF, DMA or NMP and the like, optionally in the presence of bases, like for
example pyridine or triethylamine and the like, at temperatures between 0 °C and 80

°C. Another suitable method is using zinc-powder in the presence of ammonium



with Pd/C or Raney-Ni X\ NH2 b.) SnCl2*2HZO R2 | a NHBoc <c.) Zn, NH4C 11
According to schene B, conpounds of general fornmula Il in which RL is
phenyl opDiocensdesy substituted as descri bed above for compolmPs2/odsere X i s
a single bond and 10 R2 is as descri bed above, can be prepared by different
rout es depending on the nature of Rl frovthe i odo- conpounds of general

formul a V, ihg v%iljch iz as lige§cri bed, above. As fhown in schene B, the
key step i ST BIPF?I%E‘?OV&EH A Igrexamplayaten g sthagol 3 tergneraty ffds of the
general f oraffCeand & °COThP etddticonditigR T6r the résPediivk dothpounds ofigbdialRl, R2 and X

are as descri be bove .15 can be prepared according to schenme B, by
reduci ng trfjérrﬁ}lgrlﬁcadﬁ'}bifﬁuilﬁllnb@ﬁﬁ&ﬁ%d’% ¢l Paffeneral formula Via to the am no

group. The reduction can for anpl.e_be carried out uSi hydrggen gas in
presence of a s IPB%‘F‘EFSCOQE'EH ?Orglﬂ%\éjmwg‘ié#ppé‘sgﬁsﬁﬁg %?éic%%% Pal | adi um
on carbos. prepirb@by piffesddokeute hdiap ofehdRdividul sdsidgie REANNOUS (1 1)

chloride (Snd (err) 2H20) in ethanol at tenperatures between 70 C and 80 C
(as 20 described in Tetrahedron Lett. 1984, 25, 839), or alternatively in

pol ar aprotic solvents, |ike DVF, DSkhatie SMP and the |ike, optionally in
the presence of bases, like for exanple pyridine or triethylamne and the
i ke, at tenper 89, bet yeen 0 , C. Another suitpable method is
usi ng zi nc- powd n the——p%s—enc%%nim%ﬂ&%%%ﬁ%/ 03644
-12 chloride §n Proliic sWaregnt s CIFKe oM, exangerahat er oci-erfianebocat

temperatures between 20 ™*nd 80 C. The exadtosedrli tions for the
respective conpounds of ggﬂe g!rgal foAdula Il can“be found i nBlhe
experinmental part. Coanu s of general fornmula V, in which R2 is as
descri bed above, can be 5 prepar edp bymdidifacditdgere BibRS7T7depRAGEIY ON t he

i ndi vi dual residue R2: Schene C NGRB{m@ithad b) Bpc,0, NGO, 2-NGRoneFR “IH2 NaOAc/ Cl
NH2 general ClI' 4 'NHBoc HOAc pr o€RBunethod c:i) Boc,O, DMAP, THF; ii) TFA, DCM, 0 °C

R\ R\

R NH, general R NHBoc
procedure
B
viI Vib
R=Cl,F R=Cl,F

As shown in scheme C, compound B1 can be prepared from the commercially
available 5-chloro-2-nitroaniline by iodination to give the synthetic intermediate A1,

10  which in turn can be protected to yield the compound B1.

The iodination step can be carried out by for example using iodine
monochloride in acetic acid in the presence of sodium acetate. The reaction can be for

example carried out at temperatures between 20 °C and 80 °C.

The protection of the amino function can be applied to a number of
15 commercially available starting materials or compounds synthesized by anyone skilled
in the art to produce the corresponding 2-nitroanilines with the general formula VII,
in which X is a single bond and R" is as described above. This transformation leads to
the key intermediates of the general formula VIb, and the exact conditions for the

respective compounds used in this invention can be found in the experimental part.

20  One possibility for the protection of the amino function is for example reacting
compounds of general formula VII with di-tert.-butyl-carbonate in the presence of a
base such as cesium carbonate. The reaction can be carried out in polar solvents such

as acetone or butanone and the like at temperatures between 20 °C and 60 °C.



general Al B Bl procedure A GP B, nethod a: di phosgene, EtOAc, 77 C, then
t-BuOH GP B, nethod b: Boc20, Cs2C(O3, 2-butanone, 52 C GP B, nethod c: i)
Boc20O, DWB,02/08¥65211) TFA, DCM 0 C R~-X N2 R~-X NO2 R' _RATgPoBo®i4 R’
NHBoc 2 procedure VII B VIb R=Cl, F R=ClL, F As shown in schene C,
conpound B 1 can be prepared fromthe comrercially avail able

5-chl oro-2-nji;t roani.l i ne by i.odi ion.to give the synthetic internedi ate
A 10 HermT e B mr et e S0 BN G bR SRR B EE 1] po
i odi nati on sitepnehite i@cpaiatd drauhedtvf tomnpeuedsdfeheigdnagal faeiuleVII with
nonochl ori d% i.n acetic a%l i

. i.d.in the presence of, sodium acetate. The reaction
can be for GRS BAFFRHRAROLS SMERRSHGh t Ly BETAEAR [odeinsdtao ¢ The
protectio In I Qémp&i@ﬁuaéﬁi frem 0L Qbilon °@,&Eid_b&llns%@@érit eatrlerdt off H{ng‘dc%ﬁﬂqtél-ﬁith o
conmer ci a ailable starti terials or cqQ unds synt hesi zed by
anyone ski | ?(%rg\gufaﬁ‘ H‘esoi‘fef‘tsts&}gg?%filg%r%h%rorr é%gwgf%ae ang %“ﬁééﬁﬁ]ﬁ Hes
with the gen@npdrafudésBetecd!0,°C and 8BRCEH gite kife desized@dBpO@IHE BBhel] 1S as
descri bed a%%ve. is transformation | eads to the key internediates of the
general for Faylay] ;- and the exact conditions for the respective conpounds
used in thi%fni9 vent. can he faqund jn the experinmental pari. 20 One
possi bi | i t y Qe AR GIEROLIA 2GRS BRRTIPSHR 1 She intermsiatsdgrpiigon
reacting CofpaUBOE WmBARRITH trda@isitl o cMhpothdsibfahe ddletal fdruiud voasizpnate in
t he presence.o a%gq such atgﬁcea uméﬁrb nat e. e reacti og can be

f
carried dut ﬁe"b‘g?“ﬁa QRSH 18 tagRIgsenge o e 3B aBRHGIRIRt dit@ 2 he |i ke at
L emper at ur egethiddesfiraAnd (RS IGweNE) OAFSRELNALI] ERAZE 800 koup b}3
Al ternatively, the protection of @%:qaq]gno_ group ca}n be achi eved by
prepari ng tlﬁ‘éatni‘eﬁ’tt&&rbédgré’?éte 2oy Hhea e T inrapsotesrlvests ighgdunds of the
general f or @dhéor¥hlethdinkhchlstoRRASGENE dicRlofb&hat af téipaRfu@éd Betwh\oeat s such

as ethyl acetate or 1,4-di oxane at
Y and 20 °C to give the c?esuede compounds of general formula VIb.

15 According to scheme D, compounds of general formula VII in which R' is
pyrrol-1-yl optionally substituted as described above, X is a single bond and R is
chloride, can be prepared from known 5-chloro-2-nitro-1,4-phenylenediamine [CAS-
No. 26196-45-2] by selective condensation of the 4-amino-group with a suitable
substituted 2,5-dimethoxytetrahydrofuran with the general formula VIII, as described

20 inJ. Heterocycl. Chem. 1988, 25, 1003.

Scheme D

b
H,N NO, - RN\ _N NO,
R
cl NH, A

general
procgdure VI

The reaction is preferably carried out in acidic media, like for example acetic
acid or propionic acid and the like, at temperatures between 40 °C to 100 °C. The

25  exact conditions for the respective compounds can be found in the experimental part.



tenperatures fromO Cto 100 C, and subsequent treatnent of the isocyanate
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20 in J. Heterocycl. Cheeg1 1988, ég 1003. Scheme D RMOOOW R Ra
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F The react hpltobén QERIRIARNhE BkS. oM r@ultidg, AaiithofRthArofukditwitip theexanpl e
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dth
to 100 C. T&@ea formyda VHE AR Wi ,Rgﬁr?fi Rlearﬁégéﬁeltiweab@amu hazedused e f ound
in the experdtsrpid Bfdro@hhtioBré&/BBIAMMTWiBRAZAREAA for example Palladium

on carbon or Raney-Nickel and the like, to produce the desired 2,5-
dimethoxytetrahydrofurans with the general formula VIII. An example for this
15  sequence can be found in Tetrahedron 1971, 27, 1973-1996.

Scheme E
b c b (] b c
R R Br,, MeOH R R H, R R
/ \ -35°C — Pd/C or Raney-Ni
R o] then base MeORa ¢] OMe MeOH - MeORa (o] OMe
X VIII

The exact conditions for the individual compounds to be synthesized can be found in

the experimental part.

20 As shown in scheme F, compounds of general formula VIc, in which R? is
attached via a nitrogen-atom and is as described above, can be prepared from the
intermediate compounds with the general formula VIb — which individual synthesis
can be found in the experimental part — by a nucleophilic substitution reaction with

the respective amines in the presence of a suitable base.
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According to scheme G, compounds of general formula IT in which R' is as
described above for compounds where X is an ethynediyl group can be prepared by
different routes from the iodo-compounds V, depending on the nature of R' and R?

As shown in scheme G, the transformation can for example be carried out

15 a) by directly attaching the R'-alkynediyl-substituent to a compound of general
formula V via a Sonogashira-type coupling to produce compounds of the general

formula VId followed by the reduction of the nitro group or

b) by two stepwise Sonogashira-type couplings, in which first trimethylsilyl-acetylene
is coupled to a compound of general formula V to yield, after desilylation with sodium

20  hydroxide in methanol, the intermediate X which then can be transformed via a
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According to Scheme H, the dioxinones and 8-keto esters building blocks with
the general formula IV and IVa can be prepared by methods known to someone
10 skilled in the art from the corresponding carboxylic acid derivatives R°>-COR, i.e. free
acids, methyl or ethyl esters and acid chlorides. The exact conditions for the

corresponding compounds can be found in the experimental part.

The pharmaceutically acceptable salts can be manufactured readily according to
methods known per se and taking into consideration the nature of the compound to
15 be converted into a salt. Inorganic or organic acids such as, for example, hydrochloric
acid, hydrobromic acid, sulphuric acid, nitric acid, phosphoric acid or citric acid,
formic acid, fumaric acid, maleic acid, acetic acid, succinic acid, tartaric acid,
methanesulphonic acid, p-toluenesulphonic acid and the like are suitable for the

formation of pharmaceutically acceptable salts of basic compounds of formula I.



descri bed above for conpounds where X is an ethynediyl group can be
prepared by different routes fromthe iodo-conpounds V, depending on the
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Q2R ”Eiohoﬁle@}cain%ﬁ’%ra@ RRNYS &afitdR wiich R gllﬂa% deficient functions, such

as e.g. muscle spasms, convulsions, migraine, urinary incontinence, nicotine

addiction, psychoses, opiate addiction, anxiety, vomiting, dyskinesia and depression.

The compounds of formula I and pharmaceutically acceptable salts thereof can
be used as medicaments, e.g. in the form of pharmaceutical preparations. The
15 pharmaceutical preparations can be administered orally, e.g. in the form of tablets,
coated tablets, dragées, hard and soft gelatine capsules, solutions, emulsions or
suspensions. However, the administration can also be effected rectally, e.g. in the form

of suppositories, or parenterally, e.g. in the form of injection solutions.

The compounds of formula I and pharmaceutically acceptable salts thereof can

20 be processed with pharmaceutically inert, inorganic or organic carriers for the
production of pharmaceutical preparations. Lactose, corn starch or derivatives
thereof, talc, stearic acid or its salts and the like can be used, for example, as such
carriers for tablets, coated tablets, dragées and hard gelatine capsules. Suitable carriers
for soft gelatine capsules are, for example, vegetable oils, waxes, fats, semi-solid and

25 liquid polyols and the like; depending on the nature of the active substance no carriers
are, however, usually required in the case of soft gelatine capsules. Suitable carriers for
the production of solutions and syrups are, for example, water, polyols, sucrose, invert
sugar, glucose and the like. Adjuvants, such as alcohols, polyols, glycerol, vegetable oils
and the like, can be used for aqueous injection solutions of water-soluble salts of

30 compounds of formula I, but as a rule are not necessary. Suitable carriers for
suppositories are, for example, natural or hardened oils, waxes, fats, semi-liquid or

liquid polyols and the like.

In addition, the pharmaceutical preparations can contain preservatives,
solubilizers, stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants,
35 salts for varying the osmotic pressure, buffers, masking agents or antioxidants. They

can also contain still other therapeutically valuable substances.
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The compounds of the present invention are group II mGlu receptor

antagonists. The compounds show activities, as measured in the assay described

20 below, of 10 uM or less, typically 1 uM or less, and ideally of 0.3 uM or less.

In the table below are described some specific Ki values of preferred

compounds.

Compound K; mGlu2 (uM)

3-(8-Dimethylamino-4-oxo-7-phenylethynyl-4,5-dihydro- | 0.030
3H-benzo[b]{1,4]diazepin-2-yl)-benzonitrile

8-(2,3-Difluoro-phenyl)-7-dimethylamino-4-(3- 0.070
[1,2,3]triazol-1-yl-phenyl)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one
8-Chloro-7-[(2-methoxy-ethyl)-methyl-amino]-4-[3-(3- 0.025
methyl-isoxazol-5-y1)-phenyl]-1,3-dihydro-
benzo[b][1,4]diazepin-2-one
8-Chloro-7-dimethylamino-4-[3-(2-methyl-2H-pyrazol-3- | 0.023
yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
8-Chloro-7-dimethylamino-4-[3-(4-hydroxymethyl-thiazol- | 0.030
2-yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
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phenyl]-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one
4-[8-(Cyclopropylmethyl-methyl-amino)-4-oxo-7- 0.005
trifluoromethyl-4,5-dihydro-3H-benzo[b][1,4]diazepin-2-
yl]-pyridine-2-carbonitrile
4-{3-(5-Cyclopropylaminomethyl-[1,2,3]triazol-1-y1)- 0.049
phenyl]-7-dimethylamino-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one
4-[4-0Ox0-8-(2,2,2-trifluoro-ethoxy)-7-trifluoromethyl-4,5- | 0.004
dihydro-3H-benzo[b][1,4]diazepin-2-yl]-pyridine-2-
carbonitrile
3-[7-Methyl-8-(methyl-propyl-amino)-4-oxo-4,5-dihydro- | 0.025
3H-benzo[b][1,4]diazepin-2-yl]-benzonitrile
8-Chloro-4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)- 0.02
phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one
8-Diethylamino-2-[3-(3-methyl-isoxazol-5-yl)-phenyl]-4- 0.009
0x0-4,5-dihydro-3H-benzo[b][1,4] diazepine-7-carbonitrile
4- [3—(5-Azetidin- 1-ylmethyl-[1,2,3]triazol-1-yl)-phenyl]-8- | 0.015

chloro-7-(methyl-propyl-amino)-1,3-dihydro-
benzo[b]{1,4]diazepin-2-one
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[3H -1Y354740 binding on mGlu2 transfected CHO cell membranes.

Transfection and cell culture

cDNA encoding the rat mGlu2 receptor protein in pBluescript II was obtained from

Prof. S. Nakanishi (Kyoto, Japan), and subcloned into the eukaryotic expression

vector pcDNA I-amp from Invitrogen (NV Leek, The Netherlands). This vector

construct (pcDImGR2) was co-transfected with a psvNeo plasmid encoding the gene

for neomycin resistance, into CHO cells by a modified calcium phosphate method
described by Chen & Okayama (1988). The cells were maintained in Dulbecco’s

10

Modified Eagle medium with reduced L-glutamine (2 mM final concentration) and 10

% dialysed foetal calf serum from Gibco BRL (Basel, Switzerland). Selection was made

in the presence of G-418 (1000 ug/ml final). Clones were identified by reverse

transcription of 5 pg total RNA, followed by PCR using mGlu2 receptor specific

primers 5’-atcactgcttgggttictggeactg-3’ and 5’-agcatcactgtgggtggcataggage-3’ in 60 mM

15

30 cycles annealing at 60 °C for 1 min., extention at 72 °C for 30 s, and 1 min. 95 °C

d

enaturation.

Tris HCI (pH 10), 15 mM (NH4),S04, 2 mM MgCl,, 25 units/ml Taq Polymerase with
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trifluoronethy ﬁlntfi}?fi‘ffldl hydr o- 3H benzo [b] [1,4] diazepin-2 yl]

- pyri di ne- 25€¢4 1 sstandard. (5. oy cl opr opyl ami nomet hyl -[ 1, 2, 3]
triazol-|-vyl 049 henyl] -7-dimethyl am no-8-trifluoronethyl -
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1,4] di azeptdncénithtion BEMHE %nﬁﬁrhhé% in the assays was 25 pg protein/ml. Inhibition

experiments were performed with membranes incubated with 10 nM [PH]-LY354740

15 atroom temperature, for 1 hour, in presence of various concentrations of the
compound to be tested. Following the incubations, membranes were filtered onto
Whatmann GF/C glass fiber filters and washed 5 times with cold binding buffer. Non
specific binding was measured in the presence of 10 uM DCG IV. After transfer of the
filters into plastic vials containing 10 ml of Ultima-gold scintillation fluid (Packard,

20 Ziirich, Switzerland), the radioactivity was measured by liquid scintillation in a Tri-
Carb 2500 TR counter (Packard, Ziirich, Switzerland).

Data analysis.
The inhibition curves were fitted with a four parameter logistic equation giving K;

values, and Hill coefficients.
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Example Al

5-Chloro-4-iodo-2-nitro-phenvlamine

15 The title compound was prepared from 5-chloro-2-nitroaniline by iodination with
iodine monochloride in HOAc/NaOAc according to the general procedure A (80 °C).

Obtained as an orange solid.

MS (EI) 298 (M™) and 300 [(M+2)"]; mp 202-203 °C (dec.).

General procedure B:

20 Preparation of (2-nitro-phenvl)-carbamic acid tert.-butyl esters from 2-nitroanilines

Method a (from 2-nitroanilines): To a solution of diphosgene (4.1 mL, 34.1 mmol) in
EtOAc (40 mL) at 0 °C was added a solution of the 2-nitroaniline (45.5 mmol) in
FtOAc (200-500 mL), and the mixture was heated to reflux for 18 h. The solvent was
removed in vacuum to leave a brown solid, which was triturated with hot hexane (200
25 mL). The solid material was filtered off and the filtrate was concentrated under
reduced pressure to leave the pure 2-nitrophenylisocyanate as a yellow solid. This
material was refluxed in a mixture of excess tert.-BuOH in CH,Cl; for 2.5 h. Removal
of the solvent left an orange solid which was purified by silica gel column
chromatography with hexane/EtOAc to give the (2-nitro-phenyl)-carbamic acid tert.-
30 butyl ester as a yellow solid.



Transfection and cell culture cDNA encoding the rat nm3d u2 receptor protein
in pBluescript Il was obtained from 5 Prof. S. Nakanishi (Kyoto, Japan),
and subclwoed/osxwssn t he eukaryotic expression vector pcDNRCIAERPOIenHM
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was stirred at 0 °C for 2 h, poured into icecold sat. NaHCOs-sol., extracted with DCM,

washed with brine and dried over MgSO,. Removal of the solvent in vacuum left a
20  dark brown solid which was coated on silica gel and purified by silica gel column
chromatography with hexane/EtOAc to give the (2-nitro-phenyl)-carbamic acid tert.-

butyl ester as a yellow solid.

Method d (from 2-nitroacetanilides): To a solution of the 2-nitroacetanilide (100
mmol) and DMAP (122 mg, 1 mmol) in THF (100 mL) at 23 °C was dropwise added

25  within 15 min a solution of Boc,O (22.92 g, 105 mmol) in THF (100 mL) and stirring
was continued at 23 °C until tlc indicated completed conversion. The entire mixture
was evaporated to dryness and dried at HV to leave a yellow to dark brown solid. This
material was dissolved in THF (200 mL) and 25 % NH,OH (77 mL, 500 mmol) was
added dropwise. The mixture was stirred at 23 °C until tlc indicated complete

30 conversion, poured into 1N HCl-sol., extracted with EtOAc, washed the organic layer
with sat. NaHCOs-sol. and brine, dried over MgSO4. Removal of the solvent in
vacuum left an yellow to brown solid which was generally pure enough for further
transformation or — if necessary - coated on silica gel and purified by silica gel column
chromatography with hexane/EtOAc to give the (2-nitro-phenyl)-carbamic acid tert.-

35 butyl ester as a yellow solid.
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procedure B (method c). Obtained as a brown solid (21.63 g, 97 %).

15 MS (ISN) 305 [(M-H)]; mp 68-73 °C.

Example B3

(5-Fluoro-2-nitro-4-trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared via the di-Boc-compound from 5-fluoro-2-nitro-4-
trifluoromethyl-phenylamine; prepared from commercially available 4-amino-2-

20 fluorobenzotrifluoride by acetylation withAc,O in toluene at 23 °C, nitration with 100
% nitric acid from 10-23 °C and deacetylation with 2N NaOH in THF at 50 °C] (5.21
g, 23.2 mmol) and Boc,O (10.63 g, 48.7 mmol), followed by treatment with 2 eq. TFA
in CH,Cl, according to the general procedure B (method c). Obtained as a light yellow
solid (6.33 g, 84 %).

25 MS (ISN) 323 [(M-H)-]; mp 104 °C.

Example B4

[4-Todo-2-nitro-5-(2,2,2-trifluoro-ethoxy)-phenyl]-carbamic acid tert.-butyl ester

The title compound was prepared via the di-Boc-compound from 4-iodo-2-nitro-5-
(2,2,2-trifluoro-ethoxy)-phenylamine [prepared by stirring 5-chloro-4-iodo-2-nitro-

30 phenylamine (Example Al) (8.95 g, 30 mmol), 2,2,2-trifluoroethanol (30 mL) and
KOH (4.36 g, 66 mmol) in DMSO (60 mL) at 23 °C for 35 days.] (10.41 g, 29 mmol)
and Boc,O (12.87 g, 59 mmol), followed by treatment with 2 eq. TFA in CH,Cl,



renoved in vacuumto | eave a brown solid, which was triturated with hot
hexane (200 25 nlL). The solid naterial was filtered off and the filtrate
was conceworiapessunder reduced pressure to | eave the pur @CT/EP02/03644
2-nitrophenylisocyanate as a yellow soli d Th| s material was refluxed in a
m xture of excess tert.-BuCH in CH2C (err‘ f'or 2.5 h. Renpoval of the

solvent left an.orange so ur |I|c el..c

chr omat ograﬁﬁipr%nlgﬁoﬁlé%ﬁﬂﬁ agP g‘FS%Q% @g 2\’1‘%/% @‘P}‘Sglmhdc@%’gg%i c acid
tert.- 30 bubgks)ester as a yellow solid. WO 02/ 083652 PCT/ EPO2/ 03644 -23
Met hod b (from2-nitroanilines): To a mxture of the 2-nitroaniline (142
mol ) and Qasi{1gM)aar banae].(55.5 g, 170 nmol ) in 2-butanone (740 nL) was
dropwi se added a solution of Boc(err)O (37.8 g, 173 mmol ) in 2-butanone
(170 m) and the resulting mxture V@smpldByed at 50 Cto 80 Cuntil tlc

i ndi cated conpl ete conversion. The 5 solvent was renoved in vacuum the

resi due vas (brEased2 Witrd-4atrifiwstatheth@lf pHdd @) {cddmiohdid aérel-Bvir@hdste? 40 L) and
extracted with hexane (3 x 500 nmL). The conbi ned hexane [ayer was washed

with brine (mﬁalﬂﬁkbnqa@dnawas @quamd @yamowbmpbaﬁaiﬁrmt@ﬁmemdn g hexane

300 nL Al l xane S i Qve ered and
'Ehe sol zlent a\)@g& Cety 8’('9' T 19'82:403 WOBOIQF'\E?gl g}l‘Fné’ IHge g‘g@igl?’éﬁsc:{?
purified by ( mssg,lsumrrgﬁ) arfB o0 (QmOQQLHDQ%Iﬂ@DYfOMbWBdbﬁ&aﬁﬁ{eEf%B2te gi ve

the (2-nitr carb cid t | ow oI|d

Met hod ¢ (ff@?ﬁlﬁ%ﬁ%ﬁm ﬂ%gq&lessneaﬁfav G <5 Qtelnga 4 T8 llgv( 550
mmol ) ando [RAP(A118222999%)10 nmol ) in THE (1000 rrL) at 23 C was dropw se
added within 70 mn a solution of Boc(err)O (246 g, 1128 nmol) in THE (500

m) and sti rvi§ (IGNY@39.15(oHY T} abd d4 BI(M2R-B) T ohp 193 118°CThe entire mixture
was evaporated to dryness and dried at H/ to | eave a dark brown solid.

This material was dissolved in DCM ( Ek@@pldB9, cooled to O C and TFA (84
m., 1100 nmol) was added dropwi se. The m xture was stirred at 0 C for 2 h,

pour ed i nt o (paEidelodd Slabro-NatieoBleall) carbiiesidtrivbuyl @8 washed with
brine and dried over MgSO4. Renoval of the solvent in vacuumleft a 20 dark

brown sol i d Tikititle mq;ouﬁatvad ﬁépaﬁdcﬂméiﬁze@%oaltdn@kbﬁhﬂlﬁeﬁi bymsietdidiy gel

(2 ni L1 0 pn e PRLBIRF i %0 Benmoscpiife BUENoaDOR B TIgR 8dta. bt noo

d (from 2- nithmedcaidBod,00E88)13 T%(ﬁnﬁ@l)l,lfdll@ﬂfe@b tetrZen ntithOSEgbHR3%de (100
ol ) and DI% 1&]1:25207nr‘gmol) accm)dlngnto e ge era proc)edure Bz(’imecthmga) (Hbt;ﬁnedS gs aadded

yellow solid (73.53 g, 100 %).

MS (ISN) 289 [(M-H)] and 291 [(M+2-H)}; mp 73-74 °C.

20 Example B7

[2-Nitro-5-(2,2,2-trifluoro-ethoxy)-4-trifluoromethyl-phenyl]-carbamic acid tert.-
butyl ester

The title compound was prepared via the di-Boc-compound from 4-iodo-2-nitro-5-
(2,2,2-trifluoro-ethoxy)-phenylamine [prepared by stirring 5-chloro-4-iodo-2-nitro-

25 phenylamine (Example A1), 2,2,2-trifluoroethanol and KOH in DMSO at 23 °C for
32.5 days.] and Boc,O, followed by treatment with 2 eq. TFA in CH,Cl; according to
the general procedure B (method c). Obtained as a yellow solid (18.955 g).

MS (ISN) 403 [(M-H)].



25 within 15 mn a solution of Boc20 (22.92 g, 105 nmmmol) in THE (100 ni)
and stirring was continued at 23 Cuntil tlc indicated conpl eted

conver si OWO 0Zhgséentire m xture was evaporated to drynessPam@prdrizsds at HV
to leave a yellow to dark brown solid. This mnaterial was dissolved in THE
(200 m) and 25 % NH4OH (77 mL, 500 nnnl)zﬁas added dropw se. The m xture
was stirred at 23 Cuntil tlc |nd| ca:ied clorE | ete 30 conversion, poured into
IN HO -sol ., extracted with EtOAc & organic layer wth sat.
NaHCOB- sol . ) | he solvent in vacuum
| eft an yel Fow Simeais ; i e ety enough for further
transfornmati cessar coated_on silic and ur'fied by

i lica gel ﬁ%ﬁcowa W&@P&Bﬁvdm tﬁ ﬁb?&ﬁ&‘?‘ﬁ"lﬂ@ f?%mg”fpvan?

(2- ni t r o- phemilaplechneiiors- @-n@eﬁhﬂ-}l—ﬁi’cioanﬂ% b010 ¥) 53e6iatol pandEByE Ol (QBV9%O| id. WO

02/ 083652 PCT/ EP02/0Q - 24 Exa

(5- Chl or &~ 4% §{> rfgﬁ edpweﬁmtyleﬁﬁwsﬁ.ea TR B ¢l aqopndine tsthegematd 1t e

conpound wa@r@cfeﬁﬁﬁl}édn&th@d th@ﬁtﬁﬁe&aﬁaélambrcﬁmrﬁatﬁgﬂap ﬁ(t@hieﬁé/@t Adbtafe0-
osgene (2.12 nL, 17.6

phenyl ani ne Al 45 mmol ) with di : : :
5 mol) in g&EﬁiT%@@u f°1¥6Vﬁ%&éﬁABy treatment with tert.-BuOH (100 nL) in
CH2C12 (100 the general procedure B (nethod a). Obtained
as a vyell M’ébﬁ?ﬁ%‘?i&gﬁ B 9. M5 (EI) 398 (M) and 400 [(M2)+]; np
82-84 C. Exanple B2 10 (4,5-Dichlorq-2- etﬁro phenyl)-carbam c acid

tert.-butyl ester The title conpound DS par ed via the di-Boc-conpound
from comer chI oro.- 2- i niline (15 g, 72.5 muol)
and Boc28 (3= A2 -~ e =t 5B 1;?-":]:Heﬁ—’;vvlth 2 eq. TFA in

CH2Cl 2 accor to the eneral ' net ho Cbta d as. a

or own sol dl(dhff%eéoapow 595 ReraredoreRy 33386 %rm?%)n Bt - SR BUORS 25 |
B3 (5-TEI UO!’rﬁ)t*rBanihﬁd’(Q*l@ 137 mmmlpmmmyh—epﬂeﬁwéd Ghérham% 3&(;46174]‘:@5 ].anBut yl
ester e ti via the ro

e Tuor o 2. MR 6T Brob? mhap iR B IR Bt et b 2 o ol BHC R deBias ci al 1
avai | abl e 4-talﬁh aralzprof:édtﬁé Bt(ﬁreﬂmcr &)f Obl&med.e)ylzysluame&}yrbﬁialt@giayhyt hAc20 in

t ol t
ol uene o 2iﬁexane/?ethy a%gga'gzrll VYI) asa Ei(g)ht yellow solid (14.5 g, 39%).

MS (ISN) 280.1 [(M-H)"].

General procedure C:

Preparation of 5-N-substituted-(2-nitro-phenyl)-carbamic acid tert.-butyl esters:

(5-Chloro or -fluoro-2-nitro-phenyl)-carbamic acid tert.-butyl ester was stirred with
20  the desired amine optionally with DMSO, DMF, DMA, NMP or THF and/or DIPEA
or EtsN at temperatures from 23 °C to 130 °C until tlc indicated complete
disappearance of the chloride or fluoride. The reaction was cooled to 23 °C poured
into ice-water, the precipitate was filtered off, washed with water and dried in vacuum.
In cases were the product did not precipitate, the mixture was extracted with EtOAc,
25 washed with water and brine, dried over Na;SO,. Filtration and removal of the solvent
in vacuum left a crude product, which was — if necessary - purified by silica gel column

chromatography with hexane/EtOAc to give the pure title compound.

Example C1
henyl

4-Chioro-5-dimethylamino-2-nitro- -carbamic acid tert.-butyl ester

30 The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (3.0 g, 9.77 mmol) and dimethylamine (5.6 N in EtOH,



%nitric acid from 10-23 C and deacetylation with 2N NaCH in THE at 50 C
(5.21 g, 23.2 mmol) and Boc20 (10.63 g, 48.7 nmmol ), followed by treatnent
with 2 eqgwODBEAS36sn CH2Cl2 according to the general procedeca/EBot/osishod c).
btained as a light yellow solid (6.33 g, 84 9%. 25 M5 (ISN) 323 [(MH-];
np 104 C. Exanple B4 f 4-1odo-2-nitro-5- (2 2,2-trifluoro-ethoxy

- phenyl | -ca idtert t ter het|II onpoun ared
e e P P 5 oG o BRI B R EP
(2,2, 2-tri f Obedige@idwpdllbwinbeayl.engne [ prepared by stirring

5-chl oro-4-i 0do-2-nitro 30 phenyl am ne (Exanple Al) (8.95 g, 30 mmol),

2,2,2-trifl wes @SP)3ueol(M-+39) rhad s8] (MEGHH)A); we-68Bamol ) in DVMSO (60 ni)
at 23 C for 35 days.] (10.41 g, 29 mmvol) and Boc20 (12.87 g, 59 nmol),
followed by treatnent with 2 eq. TFAEkdmfllZ012 WO 02/ 083652 PCT/ EP02/ 03644
-25 according to the general procedure B (nmethod c). Ootained as a yell ow

solid (13 345-Mimef0MinoMSiddoSMhitdBAhdryNk ddtbdmic Edrrot eb BBl dster

(5-Chloro-2-nitro-4-trifluoronethyl-phenyl)-carbam c acid tert.-butyl ester
The title cOhpeodsdom@supd epapefaréd &obthE-chloBet-icduypatitae pheayl)-cabumici al |y

35375 74 77 *39% eyl ek s AL B! fora B 6y SPu B 1o 587 owed by

treat mrent WEtGH20.86 mL, PAmiol) i mzm@rﬁn}:a_raamqofDehheagaareslﬁa&eaa&@elﬁ@ure B
B T e
(5-Chl or o- 4+ carbamc acid tert.-butyl ester The
title co %mngﬂgﬁé %}? Eﬁtﬁe di - Boc- compound from conmercially 15

avai lable 3" -chloro-4'-fluoro-6"'-nitroacetanilide [ CAS-No. 81962-58-5] (59
g, 254 mol), and Boc20 (58.13 g, 2&@‘%&!@@, foIIowed by treatment with
NHAOH ( 25%

(et hod d) . S5 S el S-S BT
[(MH)-] and g@&stér(MZ H) 1; np 73 74 C
The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
15  tert.-butyl ester (Example B2) (3.07 g, 10 mmol), N-(2-methoxyethyl)methylamine
(2.43 mL, 23 mmol) and Et;N (4.2 mL, 30 mmol) in DMSO (20 mL) at 23 °C
according to the general procedure C. Obtained as a brown oil (3.57 g).

MS (ISP) 360 [(M+H)"] and 362 [(M+2+H)"].

Example C4

20  (5-Dimethyvlamino-2-nitro-4-trifluoromethyl-phenyl

The title compound was prepared from (5-fluoro-2-nitro-4-triftuoromethyl-phenyl)-
carbamic acid tert.-butyl ester (Example B3) (1.62 g, 5.0 mmol) and dimethylamine
(5.6 N in EtOH, 4.47 mL, 25.0 mmol) in DMSO (10 mL) at 23 °C according to the
general procedure C. Obtained as a yellow solid (1.48 g).

25 MS (ISN) 348 [(M-H)]; mp 110 °C.

Example C5

-2-nitro-phenvll-carbamic acid tert-butyl ester

The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (3.0 g, 9.77 mmol) and N-ethyl-methylamine (2.89 g,

30  48.8 mmol) in DMSO (35 mL) at RT according to the general procedure C. Obtained
as a pale brown solid (3.21 g).



20 Exanpl e BY
12-Nitro-5-(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl-phenyll-carbamc acid
tert.- buwglo2e8i66r The title conpound was prepared via thecCuiEPBoe3ssepnmpound
from4-iodo-2-nitro-5- (2,2,2-trifluoro-ethoxy)-phenyl am ne [ prepared by
stirring 5-chloro-4-iodo-2-nitro- 25 phe‘rﬁﬁl'am ne (Exanple Al),
2,2,2-trifluar l..an OHin DMBO at 23 C for 32.5 days.] and Boc20Q,
fol | owed byl\/ll%r(g%bggﬂg [wﬁﬁ%h@m%# in CH2C12 according to the general
procedure B (nmethod c). btained as g ye!lsw solid (18.955 g). M5 (I SN) 403

[(MH"]. WD 02/ 083652 PCT/ EP02/ 036442 anpl e B8
(5-Chl oro-4: ng | -2-nitro-p ?nyl,)-c rbamc acjd tert-bu ester The title
conmpound RS- BRI ARG o2 IO DR e butyl ester 5i | abl e

5-chloro-4-pethyl-2-nitroaniline (10.0 g,.53.6 mmopl) and Boc20 (23,9 g, 5
109 ol ), T ‘i%wanwnfwaétpme PR (égéaaﬁqﬁ@;\z-.nﬂfrmg@ Ea%r 6Miats to the
gener al s preeedufybester(BRiHHE B2) (3.6@;9&7%%69%@%%%1%&@?%&@@50 )

(tol uene/ ewgé acet at 9:,.1) as el | ow SOlild (14.6 0, g@ (VS (CESN)
285.1 [ (M H% mr@lb&?ﬁ?@gﬁbﬁﬁ?(sﬂ@&tﬁ%mma t9dhosPerl Presefne iy Ghtiatban ¢
aci d tert-b;gtaylj,aleaﬁbﬁhsa'lli@(g_j,gg)e conpound was prepared via the di-Boc
conpound from 4-cyano-5-fluoro-2- nitroaniline (24.9 g, 137 mmol) [ Ohnori
et al. J. M.(Imem,slg\qﬂﬁﬁ]gnﬁﬁ@goc,ﬂﬂ and Boc20 (61.5 g, 282 mol),
followed by treatnent with 2 eq. TFA in CH2Cl12 according to the general
procedure B (method c). Obtained by mahpecehr omat ography 15

(hexane/ et hyl acetate 4: 1) as a light yellow solid (14.5 g, 39%. MS (ISN)
280. 1 [ (1b+ HY-ChlofepglRkthyMaaGR6)D Gitko-pREBPRERbARAIR 201d tert-butyl ester

5- N-substituted-(2-nitro-phenyl)-carbamc acid tert.-butyl esters:

(5- Chl oro OThe ﬂiﬁlmmﬁpozmaiwarsgrémeéwﬁramqa;sbﬂml@roazin@h& henyl PUdibhmeSdcRY was
stirred with E)(i}he ggsirﬁfﬁagi g)ﬁtionaohly V\AZ%E O, DV, , NWVP or
THE and/ or BIPRAY! gfer EE5p ﬁ% Bat {1 BB ih P-imineddod st | tlc

i ndi cat ed comlEhedMEOABP&H!)aR66°Dicchilitngllthe tdRra hrdd-a@rd deobtdined sLact i on

was cool ed }Ee o*v%?gol% 8296%59

15 MS (ISP) 344.3 [(M+H)™]; mp 95 °C.

Example C8

(4-Chloro-2-nitro-5-pyrrolidin-1-yl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) and pyrrolidine inDMSO at 23 °C according to the
20  general procedure C. Obtained as a yellow solid (6.65 g).

MS (ISP) 342 [(M+H)"] and 344 [(M+2+H)"]; mp 157-158 °C.

Example C9

[4-Chloro-5-(cyclopropyl-methyl-amino)-2-nitro-phenyl] -carbamic acid tert.-butyl

ester

25  The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (3.07 g, 10 mmol) and cyclopropyl-methyl-amine
hydrochloride (3.22g, 30 mmol) and Et;N (6.97 mL, 50 mmol) in DMSO (30 mL) at
23 °C according to the general procedure C. Obtained as a yellow solid (3.25 g).

MS (ISP) 342.2 [(M+H)"] and 344 [(M+2+H)"*]; mp 104-106 °C.



into ice-water, the precipitate was filtered off, washed with water and
dried in vacuum |In cases were the product did not precipitate, the

m xture VWO oex8¥axrted with Et OAc, 25 washed with water an@ChrEPaz936ds i ed
over Na2SO4. Filtration and renoval of the solvent in vacuumleft a crude
product, which was - if necessary - puri fi%dd by silica gel colum

chromat ography with hexane/ Et OAc to |ve t pure title conpound. Exanple
-carbamic acid tert.-bu ,1

ClL (4- ChIoroSdlnethyIamnOantr
t 30 The,t.tl

(ez grdl chl om—m bocs Bt 5 Soul

3.0 9.7 d di,neth E 02/0

beT] P02/ 03 ifm%)f?%&oynﬂt%s a%epéreﬂﬂﬁ%ﬁ? ﬁhféms% r(l% 2 W%&&F BBl ng to

t he general dartaasduacid tét.-buBdestentBaaplaB3)€bI80\y, KDﬂnmblI ahBiyrenlididMs8(A7SP) 316

E (SNBI_Drr;]t h¥| Jﬂf #@9 &S%ﬁg@% %I@gﬁgﬁcg&?%aﬂ%gg lra% 5%%?%} Procgiss G- est er The

title conpoubdistaitied aps egiaradlidl (DBS £Rh- chl or 0- 4-i odo- 2- ni tr o- phenyl ) - car bami ¢
acid tert.-butyl ester (Exanple Bl) (399 ng, 1 nmol) and dinethyl amne (5.6
Nin EtOH MNSBEN)Y3742(M¥RD) ) mp13B8-E1(E.n) at 65 C for 18 h in a seal ed
tube according to the general procedure C. Obtained as a yellow solid (386
mg). lo MS (El) 407 (M+); np 120- 122Emiix@ipl e C3 {4- Chl or o- 5-

j (2-met hoxy-ethyl)-nethyl-amne -2-nitro-phenyl]-carbamc acid tert.- butyl
ester The ti(6Heinoohaning-4vdaons-2mitrephen@dircarbamic acid tert.-butyl ester
(4,5-dichloro-2-nitro-phenyl)-carbamc acid 15 tert.-butyl ester (Exanple
B2) (3.07 g, Thlemtlﬂmh-)pouhld (2s prdphredyfadrhy 5 xhiet drdt fhroror@ -ni€rd-gizenyl) ; cat@inminol )
and Et 3N (4.2.

general procé itirs-Bo BT Pt B é‘ggﬁmki"%{’@%g%ﬁ%ﬁ%% %H%io%t he

E ( M+H) +] ha|nd7 Ba21(.% ME2 8¢fnttol) uf)MBOl @5 6&)2@2?] °C aclzcg)rding Eo the generald

5- Di net ani n tri oro e carbam c aci

tert. -butgl AN gPreerh(égtﬂnﬁié E%ﬂ%ﬁ‘hﬁ?ﬁﬂgég Eepa?/ed from

5-fl uoro- 2- nyl carbam c acid tert.-butyl
fasteru(Exanﬂ\qgt(fég %?il é& }39 Hﬁ%&ﬁgb(;né Zzli nmet hyl am ne | Y

15 Example C12

(4-Chloro-2-nitro-5-piperidin-1-yl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) and piperidine inDMSO at 23 °C according to the
general procedure C. Obtained as a yellow solid (1.173 g).

20 MS (ISP) 356 [(M+H)"] and 358 {(M+2+H)"]; mp 132-133 °C.

Example C13

(4-Fluoro-2-nitro-5-pyrrolidin-1-yl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (5-chloro-4-fluoro-2-nitro-phenyl)-carbamic
acid tert.-butyl ester (Example B6) (5.81 g, 20 mmol) and pyrrolidine (8.27 mL, 100

25 mmol) in DMSO (40 mL) at 23 °C according to the general procedure C. Obtained as
a yellow solid (6.42 g).

MS (ISP) 326 [(M+H)"]; mp 188-193 °C.

Example C14

5-Azetidin-1-vl-4-chloro-2-nitro-phenvl)-carbamic acid tert.-butyl ester

30  The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (6.14 g, 20 mmol), azetidine (2.33 mL, 34 mmol) and



(5.6 Nin EtOH, 4.47 nL, 25.0 nmmol) in DVBSO (10 nmL) at 23 C according to
the general procedure C. Obtained as a yellow solid (1.48 g). 25 M5 (I SN)
348 [ (M HyoJo2/08355410 C. Exanple C5 f 4-Chl oro-5- (et hyl - rerhyIEPanise)
-2-nitro-phenyl]-carbamc acid tert-butyl ester The title conpound was
prepared from (4, 5-dichloro-2-nitro- phenyp§: carbamc acid tert.-butyl

ester (Exa ). (3.0 g, 9. | d et hyl - et hyl.am ne (2.89 g, 30
48.8 nmol ) nﬁ%ﬁ%%‘@ rﬁ%"”&?%@?@ér’%ﬁﬁﬁ% oé F%@“EE%@@F gErSedure C

(bt ai ned  aprozedrire €. OboalAedBlantbridgeddlig) 5.830). 02/ 083652 PCT/ EP02/ 03644 - 28-
M5 (ISP) 330.3 [(MrH)+]; nmp 94 C. Exanple Cob

14- Chl or o- SMSED 347 (MO pyd 3291 (M)2)Y R- ni t r o- phenyl | -carbamic acid tert-butyl
ester The title conpound was prepared from

(4, 5-dichloro-2-nitro-phenyl)-carbafixamdid @i tert.-butyl ester (Exanple
B2) (3.0 g, 9.77 mmol) and N-nethyl-propyl-amne (2.50 g, 34.2 mmol) in
DMSO ( 305mL}5-Atetidin-ded-dlitroed-thfl idrenpeivdpabnd)-eabadicacid tefbbatyheder as a
pal e brown solid (3.58 g). M5 (ISP) 344.3 [(MtH)+]; np 68 C. Exanple C7 10
r 4- Chl or o- 5Theltifk¢ bythpauridweds prépared frompisedydp- L atthaitdflaciothdtieyl tptlenyly! est er

The title compound S epared from -di.chl oro-2-nitro-phen s carbam c
acid tert. gaggich aééa\ﬁé’fte %l&ﬁeﬁgqréﬁﬁaﬂpl%é’sg 4 ?tldg‘?WW}n @W@P@%I X -am ne
(3.57 g, 48ad@ordin®t thi gedMBPré@durd §. @btabRE a8 pllothi 3YA {(6.9258). gener al
procedure C. Cbtained as a yellowsolid (2.63 g). 15 M5 (I1SP) 344.3

[ (MH) +] 5 nISIESIO) 36BERPHY | CB o
(4-Chloro-2-nitro-5-pyrrolidin-1-yl-phenyl)-carbamc acid tert.-butyl ester
The titlie conpound was prepared frorBxahpledigchl oro-2-nitro-phenyl)-carbamc
acid tert.-butyl ester (Exanple B2) and pyrrolidine i nDVSO at 23 C

accor di ng t B-{GelRfopdmethal-metlod-adhine)-Cnitthdatrifie dromsethylvisHeh ol afBaintc ( 6. 65
g). M5 (I SP;Cig,%le%t._[b(ul,}/VﬁléQta] and 344 [ (M2+H)+]; np 157-158 C. Exanple C9

The title compound was prepared from (5-chloro-2-nitro-4-trifluoromethyl-phenyl)-
carbamic acid tert.-butyl ester (Example B5) (5.11 g 15 mmol), cyclopropylmethyl-

15 methyl-amine hydrochloride (5.47 g, 45 mmol) and Et;N (10.5 mL, 75 mmol) in
DMSO (50 mL) at 23 °C according to the general procedure C. Obtained as a yellow
solid (5.73 g). |

MS (ISN) 388 [(M-H)]; mp 51 °C.

Example C17

henyl]-carbamic acid

5-(Cyclopropyl-methyl-amino)-2-nitro-4-trifluoromethyvi-
tert.-butyl ester

20

The title compound was prepared from (5-chloro-2-nitro-4-trifluoromethyl-phenyl)-
carbamic acid tert.-butyl ester (Example B5) (3.40 g, 10 mmol) and cyclopropyl-
methyl-amine hydrochloride (3.22g, 30 mmol) and Et;N (6.97 mL, 50 mmol) in

25 DMSO (50 mL) at 23 °C according to the general procedure C. Obtained as a yellow
solid (3.74 g).

MS (ISP) 374.2 [(M+H)"].



f 4-Chl oro-5-(cycl opropyl - net hyl -am no) - 2-ni tro-phenyl|l -carbamc acid
tert.-butyl ester 25 The title conpound was prepared from

(4, 5-di chworoen®3end t r o- phenyl )-carbamc acid tert.-butyl esr@aroiBeanpl e B2)
(3.07 g, 10 mmol) and cycl opropyl -net hyl -am ne hydrochl oride (3.22g, 30
mmol ) and Et3N (6.97 nL, 50 mmol ) in DMBO {30 nL) at 23 C according to the
general procedure C. Cbtained as a %—%”Ogéﬁld (3.25 g). M5 (ISP) 342.2

[ (M+H) +] and 344 [(I\/Hr2+|—|) +]; np 104- 02/ 083652 PCT/ EP02/ 03644 -29
Exanpl e C10 | i q)en Iegt car bam c
acid tert.

(5, chl oro 20 igeSboid “Ajf%r%g%%hf%k@f%é”o|. ‘-’le SEASHANED ol

i NDVBO (70 odrpamaic 22Rl t€rtabuatyt ekiterd Ekanpla®3) 0 86&E, cprZﬁ:mfhui)earﬂ MeDH 460%d as a

e b met oyl AR T L iOMSOTRY pild b, deetiindlh b TetetnoscciD) © .51 6
10 The tltlébmmmsmcyeﬂa\ssmda@aﬂ@ from

(5-chl oro-4-fluoro-2-nitro-phenyl)-carbamc acid tert.-butyl ester

( Exanpl e B6MS@ASBV37G,3 [IF+HO[.) and Me(err)NH (40%in H2O  7.9M 10.9 ni,
86 mmol) inDMSO (35 nlL) at 23 C according to the general procedure C
Obtained as a yellow solid (4.93 g) .ExMapldGE®) 303 [(M+H) +]; np 144-148 C.
15 Exanmpl e Cl2 (4-Chloro-2-nitro-5-piperidin-1-yl-phenyl)-carbam c acid
tert. - butyl (eBimethfhenihotd-me alitng- 1pc doadid ten-butyl ester
(4,5-dichloro-2-nitro-phenyl)-carbamc acid tert.-butyl ester (Exanple B2)
and pi peroi dﬂ‘hetiﬂaﬁmﬁﬁbmd W3 iEepared frdion(§-¢hborohde megleyleX-aitropploangl) tnagbatic

ot ai ned asa Q P), 35 Rd, 358
[(Me2+H) 4] ; ¥?g§ @%g& (%xé}ggl%ﬁ%%?%.‘lg% M Aol?arldgn?etﬁ)(lammeﬂl %1%3/5

(4- Fl uor o- 2ﬂr1EﬁOIdi Gi(px)nmd) 1rﬂDMSD(\zBmdt')e1m§D)’Caa¢dnd1mrg¢o&mg&ném}proeéﬂnrgll est er
The title c

fI.0my
(5-chl oro- 48n6§gar“6edvz\4%sﬁlypp a@i@?r%&@wﬁim c acid tert.-butyl ester
(Exanpl e 862\45(&51%]29%13 [%R/Hrﬁr};h) and pyrrolidine (8.27 nL, 100

15 Example C20

4-Cyano-5-dimethylamino-2-nitro-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (4-cyano-5-fluoro-2-nitro-phenyl)-carbamic
acid tert-butyl ester (Example B9) (2.0 g, 7.11 mmol) and dimethylamine (6.3 ml,
33% in EtOH, 35.0 mmol) in DMSO (30 mL) at RT according to the general

20 procedure C. Obtained as a yellow solid (1.87 g, 86%).

MS (ISP) 307.3 [(M+H)™].

Example C21

The title compound was prepared from (5-chloro-4-methyl-2-nitro-phenyl)-carbamic

25 acid tert-butyl ester (Example B8) (3.5 g, 12.2 mmol) and N-methylpropylamine (6.5
ml, 61.0 mmol) in DMSO (35 mL) at 55 °C according to the general procedure C.
Obtained as a yellow oil (3.89 g, 98%).

MS (ISP) 324.4 [(M+H)"].



25 mmol) in DMSO (40 nlL) at 23 C according to the general procedure C.
htained as a yellowsolid (6.42 g). Ms (I1SP) 326 [(MtH)+]; np 188-193 C.
Exanpl e QY0 020868z et i di n-1-yl - 4-chl oro- 2-ni tro- phenyl ) - caPOarHPo2/essit4l
tert.-butyl ester 30 The title conpound V\??d_ prepared from
(4,5-dichloro-2-nitro-phenyl)-carbamc a tert.-butyl ester (Exanple B2)
(6.14 g, 20 mmol ), azetidine (2.33 | ) and WD 02/ 083652

PCT/ EPO2/ 03644 -30 Et3N (8.4 nL, 6 X; DMSO (40 nL) at 23 C

according tQg dmnaaég tggmf)e&d (5.85
(5. Azeti di N

tert.-butyl %es%%er conW'ﬁél V{[lafsé’rrl %‘lﬁ%gﬁ' (&{)@%Bh ?nyﬁ%ﬂ- ?ri} o-phen%-carbamic

(5- chl or o- 22did terBbityl éstel (BemasieBBY (3. Piany) hmotjaimda¥Heehyheithylagtibe (5t V|

ester (Exa O at .23 acco to the
Goner al br oot Saniclcs DVADT A8t 5 2 1o Areobfirety e gsmergibromesrs Gy 360
[(MH-]. lObtxssdplse yelldw solid (3.58 g, 95%).

15- (Cycl opr opyl met hyl - net hyl - am no)-2-nitro-4-trifluoronethyl-phenyl]
-carbanm ¢ MGSi(iSR)e10.3-[ut-yd) ester The title conpound was prepared from
(5-chloro-2-nitro-4-trifluoronethyl-phenyl)- carbamc acid tert.-butyl
ester (Exanple B5) (5.11 g 15 mmol) Examgleagpzopyl met hyl 15 net hyl - am ne
hydrochl oride (5.47 g, 45 mmol) and Et3N (10.5 nmi, 75 mmol) in DMSO (50

m.) at 23 J4aChbeH5AGsobfopyhenctien ans hoprzeﬁtedlmhenm-cﬁhmmw ast-lutyke! | ow
solid (5 73 % M5 (ISN) 388 [(MH)"]; np 51 C. Exanple Cl7 20
15- (QICI8 %Eg I-rrethyl am no)-2-nitro-4- trlfluoronethyl phenyl] car bani c

d tert. t The titl d
(5- chi or o 5TRY E0be TR P RS Former o FOP Ay o Rap B GYRENy SFePEc 15y
ester ( ExantpttebBt'y) edtét. (BRargple B2) (m()lg) léaﬁﬂmﬁx)l)?énmNamﬁmpﬁahB&ﬁly}a&ﬁhm(is 95
hydrochl ori d%l(tl mog) lnﬂflggo(Sb me}B at % ‘3&\‘ aécorc?mg {TL the genengoprocedure C.

Obtained as a yellow solid (4.07 g, 73%).

15 MS (ISP) 344.3 [(M+H)™].

Example C24

henyl]-carbamic acid tert-butyl ester

The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (5.0 g, 16.3 mmol) and N-isobutyl-methylamine (7.09

20 g, 81.4 mmol) in DMSO (50 mL) at RT according to the general procedure C.
Obtained as a brown oil (5.79 g, 99%).

MS (ISP) 358.2 [(M+H)].

Example C25

(4-Cyano-2-nitro-5-pyrrolidin- 1-yl-phenyl)-carbamic acid tert-butyl ester

25  The title compound was prepared from (4-cyano-5-fluoro-2-nitro-phenyl)-carbamic
acid tert-butyl ester (Example B9) (2.0 g, 7.11 mmol) and pyrrolidine (2.94 ml, 35.6
mmol) in DMSO (30 mL) at RT according to the general procedure C. Obtained as a
yellow solid (1.97 g, 83%).

MS (ISP) 331.2 [(M-H).



25 DMSO (50 nmL) at 23 C according to the general procedure C. Obtained as a
yellow solid (3.74 g). M5 (I1SP) 374.2 [(M+H)+]. WD 02/ 083652

PCT/ EPO2/WB®44836581 Exanpl e C18 PCT/EP02/03644

(2-Di net hyl am no-2' -fl uoro-5-nitro-bi phenyl -4-yl)-carbamc acid tert.-butyl
ester The title conpound was prepared from”

(2-chloro-2'-fluoro-5-nitro-bi phenyl -4-yl.)-. _carbam c acid tert.-butyl ester

(Exanmpl e D3) (9.568 g, ca. 26 mmol) (60%5 in H2O, 12 nlL) i nDVSO

(87 mL) at i C. Oggcai ged as a yell ow
agnic acid tert-butyl ester

solid (4.54 Gy2RE N1V ARIQDR -
'(I'ﬁ eD![ Ir‘r? f gylcglmggﬁlﬁ&omguéfi 2 ésgebrq%ggfﬂenﬁ )cya%%[?-?lwogo i Cn|1t(1:‘lo-t ratlyl)bca am(lacSt er to
(5- chl or 0- 4-angthytibuylrester (Exphpie/i9)-(¢36 l‘g;%ﬂ).’@ mmel) and Nﬁﬁreﬂiyl—pfop@ﬁhﬁhe( Exanpl e

B8) (3.5 | a 33% in Et.OH, nmol )
in DVBO (gS %%)7‘ nﬂ%%}f@&ggbbm&%ﬁ @?ﬁgff’%ﬁm%}"o E?Reéal P(’ioce%)f &Fned as
a yel | ow solQistaindd 29a gelloW7eid (M £,178R)). 296. 3 [ (M+H) +] . 15 Exanple C20

(4- Cyano- 5-di met hyl am no- 2- ni tro- phenyl )-carbam c acid tert-butyl ester The
title conpouisl (1823 358.8pa@vad)f.r om (4-cyano-5-fl uoro-2-nitro-phenyl)-carbamc
acid tert-butyl ester (Exanple B9) (2.0 g, 7.11 mmol) and di net hyl am ne
(6.3 nm, 33%in EtOH 35.0 nmol) i nEtMp(C30 nl) at RT according to the
general 20 procedure C. (btained as a yellow solid (1.87 g, 86%. M5 (ISP)
307. 3 [ ( MtH)Y4]Cyah#anghlethyla?dino-2-nitro-phenyl)-carbamic acid tert-butyl ester

] 4- Met hyl - 5- (et hyl - propyl -am no) - 2-ni tro- phenyl | -carbam ¢ acid tert-butyl
ester The t’]]lrteltﬂlecmﬁnmund wasprepiuef droed (4- tymilo 5 fluoro-2-nitro-phenyl)-carbamic

(Exanp! e B oo by pstes (bl ien 185 2ol b nipaf Sl NoedioeBlahing Bl o
mrol ) in DV, $483 nithol) ah DASSE(Z0mD) 8 R adcordifig tpie geddralprocsidy €. C.
Qotained as § vl oW Ol 21301 95 o Befy. VB (1SP) 324.4 [(MH) ]

MS (ISP) 333.2 [(M-H)].

15 Example C28

The title compound was prepared from (4-cyano-5-fluoro-2-nitro-phenyl)-carbamic

acid tert-butyl ester (Example B9) (1.95 g, 6.93 mmol) and N-isopropyl-N-

methylamine (3.60 ml, 34.7 mmol) in DMSO (30 mL) at RT according to the general
20 procedure C. Obtained as a yellow solid (1.84 g, 79%).

MS (ISP) 333.3 [(M-H)'].

Example C29

henyl]-carbamic acid tert-butyl ester

The title compound was prepared from (4-cyano-5-fluoro-2-nitro-phenyl)-carbamic

25  acid tert-butyl ester (Example B9) (1.95 g, 6.93 mmol) and N-isobutyl-N-
methylamine (3.02 g, 34.7 mmol) in DMSO (20 mL) at RT according to the general
procedure C. Obtained as a yellow solid (1.87 g, 77%).

MS (ISP) 347.4 [(M-H)'].



WO 02/ 083652 PCT/ EPO2/ 03644 -32 Exanple C22

[ 5- (Et hyl - met hyl - am no) - 4- et hyl - 2-ni tro-phenyl | -carbam c acid tert-butyl

ester Thwotoeosmssronpound was prepared from PCT/EP02/03644

(5-chl oro-4-nmethyl -2-nitro-phenyl)-carbanmic acid tert-butyl ester (Exanple

B8) (3.5 g, 12.2 mmol) and N-et hyl rrethylaf’ﬁ'ne (5.55nmM, 61.0 nmol) in DVSO

(35 nL) at 55 C according to the general . procedure C. Obtained as a yell ow

solid (358 g, 95% VS (ISP) 310. 3M Exanpl e C23
| - .ny 0 ‘ lnitr , asrp'c aci d

tert-butyl “ES DO LR T : :

(4, 5-di chI o] nit ro n m c, aci buI est anpl e B2)
(5.0 g, gﬁﬁﬁﬂﬁo% Wé«ﬁdff 9‘1% W9 amﬁ "(%Oésmt ﬁﬁ#hﬂ“) in DVBO
(50 m) at Z&darab@@retmqmanplhmgemgwi11pmﬁfe¢paﬂdep1 n@h&e@ sesilas.ca yel | ow

f Z' 'cﬂ| éféogm??%wﬁw%épwslrl( ﬁ%pﬁ]%s%gfdznm sg%ﬁ}aﬂyr?ce w&&%@alae%ﬁa

tert-butyl galoa;rsoha'bpgz;%tjg%)conpound was prepared from
(4,5-dichloro-2-nitro-phenyl)-carbamc acid tert.-butyl ester (Exanple B2)

(5.0 g, 16. B1sqmsm)34a8d (M-H3Qbut yl -met hyl anine (7.09 20 g, 81.4 nmol) in
DVBO (50 nL) at RT according to the general procedure C. Obtained as a
brown oil (5.79 g, 99%. M (I1SP) 3&8maldCIH) +]. Exanple C25
(4-Cyano-2-nitro-5-pyrrolidin-1-yl-phenyl)-carbamc acid tert-butyl ester
25 The titl gi-Calpeundomagaplirepangtdofphenyl)-carbamic acid tert-butyl ester
(4-cyano-5-fluoro-2-nitro-phenyl)-carbamc acid tert-butyl ester (Exanple

EE; (2. g%g THe ﬁf.ée cfﬂmﬁc)urﬁfhkdasmtépﬁbcﬁ &bﬁﬁ(4(5§d1914lofﬂ -2- rﬁﬁo@ahegmt)lc)nbam&ll@ (30I .
at accor di to.the edau ne ow sol i
(T o7 o o307 bl S aantry (R0 o1 TS| Gardisdmesipens Bhoan 6¥8an """ 39

mmol) in DMSO (20 mL) at 55°C according to the general procedure C. Obtalned asa
brown solid (2.26 g, 67%).

MS (ISP) 344.2 [(M+H)™].

15 Example C32

-2-nitro-4-trifluoromethyl-

butyl ester

The title compound was prepared from (5-chloro-2-nitro-4-trifluoromethyl-phenyl)-
carbamic acid tert-butyl ester (Example B5) (4.00 g, 11.7 mmol), N-methyl-propyl-

20 amine (1.89 ml, 17.6 mmol) and triethylamine (5.73 ml, 41.1 mmol) in DMSO (30
mL) at RT according to the general procedure C. Obtained as a yellow solid (4.04 g,
91%).

MS (ISP) 378.3 [(M+H)"].

Example C33

25 ino)-2-nitro-4-trifluoromethyvi-phenvyl]-carbamic acid tert-

butyl ester

The title compound was prepared from (5-chloro-2-nitro-4-trifluoromethyl-phenyl)-

carbamic acid tert-butyl ester (Example B5) (4.00 g, 11.7 mmol), N-isobutyl-methyl-

amine (1.54 g, 17.6 mmol) and triethylamine (5.73 ml, 41.1 mmol) in DMSO (30 mL)
30 atRT according to the general procedure C. Obtained as a yellow solid (4.18 g, 91%).

MS (ISP) 390.3 [(M-H)].



Exanmpl e C26 [4-Cyano-5-(nethyl -propyl -am no)-2-nitro-phenyl]-carbamc acid
tert-butyl ester The title conpound was prepared from
(4- cyano-Wwofo/08a662 2- ni t r o- phenyl ) -carbam ¢ acid tert-but PCTEPVBO364EXAND] €
B9) (1.95 g, 6.93 nmol) and I\I—rrethyl-progg%grri ne 5 (3.72 m, 34.7 mol) in
DMSO (20 nlL) at RT according to the general procedure C. Obtained as a
yellow solid (1.75 g, 759 . M5 (1SP)g ieckd M H -]. Exanple C27

nv]sli)ﬁ—jicar%‘a- m

(4- Cyano- 5-di et hyl am no- 2-ni tro- phe c acid tert-butyl ester 10
henyl] -carbamic acid tert-

The title cgm;gggyg@g -2-h0B-4-trifluoromethyl-
(4-cyano-5-TTuoro-Z=nitro-phenyt)- I uty anpl e
B9) (1.95 gbutdesernmol) and N, N-diethylanmine (3.60 m, 34.7 nmol) in DVSO

(20 nL) at RT according to the general procedure C. Obtained as a yellow
solid (1.78The tiflggpmppend vamrepaed fropy (@ ¢lodo-2-nredanifheragaghyl-phenyl)-
14- Cyano-5- (i : et hvil -an RAN: 55 agha. 6.a4l -
L oyt SRR SRRl Co) LR EDE M AR GpiSh
(4- cyano- 5- finiig (3-67-ml, 85.2 nphelnphy tricthplamire (548inal, £bi mrhak) yh DA4IR(3Q Exanpl e

B9) (1.95 g : [ = ] . nmol )
i n DMSO (30mr%?)a%§(t) sg#&ggggg Hﬁ}\%%?%Jr%%hﬁégﬁgfgl%ﬁgg]eg%é2%}8)8%{%(1 (%%? éf ned as
a yell ow soVd¢®)(1.84 g, 79%. Ms (I1SP) 333.3 [(MH"]. Exanple C29
14- Cyano- 5- (i sobut yl - met hyl - am no- 2-ni tro- phenyl]-carbam c acid tert-butyl
ester The M$ (I8PrHteoliMdNAs prepared from
(4-cyano-5-fluoro-2-nitro-phenyl)-carbamc 25 acid tert-butyl ester
(Exanpl el0B9) (1.95 g, 6.93 mvl) andExsmipdaBdf yl - N net hyl amine (3.02 g, 34.7
nmol ) in DMSO (20 ni) cording to the general procedure C
as a yel | owlzblspl) 'l mg 4-miethvil29p enyl | fcaaapfic acid wWrt-Opivh eRas 2
PCT/ EPO2/ 03644 -34 Exanple C30 _
(4- Cyano- 2- Ahe fige soppgend Wisprepared franip-ghlemer bardthyl 2cnigror phenybugayhareist er
The title c r f . .
(4- cyano- 5- gfigg%gggﬁ;éstt% é?gﬂ{éﬁg IB)8§ g%%’rrlnog mmol) and N-isobutyl-methylamine

(4.56 g, 52.3 mmol) in DMSO (30 mL) at 55 °C according to the general procedure C.

15 Obtained as a yellow oil (1.84 g, 52%).

Rl

MS (ISP) 336.3 [(M-H)'].

Example C36

(4-Methyl-2-nitro-5-pyrrolidin-1-vl-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (5-chloro-4-methyl-2-nitro-phenyl)-carbamic

20  acid tert-butyl ester (Example B8) (3.01 g, 10.5 mmol) and pyrrolidine (4.33 ml, 52.3
mmol) in DMSO (30 mL) at 55 °C according to the general procedure C. Obtained as
a yellow solid (3.27 g, 97%).

MS (ISP) 320.3 [(M-H)']; mp 145 °C.

Example C37

25  (4-Chloro-5-isopropylamino-2-nitro-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (4,5-dichloro-2-nitro-phenyl)-carbamic acid
tert.-butyl ester (Example B2) (5.0 g, 16.3 mmol) and isopropylamine (7.0 ml, 81.4
mmol) in DMSO (35 mL) at 55 °C according to the general procedure C. Obtained as
a brown solid (3.95 g, 73%).

30 MS (ISP) 330.2 [(M+H)"].



acid tert-butyl ester (Exanple B9) (2.0 g, 7.11 mmol) and piperidine (3.51
m, 35.6 5 mol) in DVMSO (20 nL) at RT according to the general procedure
C. ot ai nwooassms2yel low solid (1.94 g, 79% . M5 (1 SP) 34BCI/HPOMIN4 | .
Exanpl e C31 (4-Chl oro-5-isobutylam no-2-njtro-phenyl)-carbamc acid
tert-bu ,1 ester 10 The title conpound wWad prepared from

(4, 5- dICh| or o-2-nitro-phenyl)-carbamg c aci tert.-butyl ester (Exanple B2)
(3.0 g, 9.77 mmol) andlsobutylamng—%@}p‘%ﬁ% 48.8 nmol) in DVMSO (20 ni)
at 55C acco y b civvnsol id
(2.26 g, 67 y+—= prop,

utylaming kO~ _ en ATACAC
ngmt In ? |) e2 C’E%% 4 r%)\ééljrﬁf O%?ﬂrngé?h%gr %&n rg cﬁoroczang%mél Ctn Scl)r%rr}et ytl phen 19’ ester
(5-chl oro- %ambdmﬁaérdttéttfHuﬂﬂreﬁtBB(tEﬂ pms”)xbm pm bathel), awbdt;ﬂamm@m 3¢ ester

e by s i e T DU i am s e T 17

accordi ng tObtaiedgeageldw pslRCEHIEEI1 ). (ot ai ned as a yellow solid (4.04 g,
91%9. Ms (I1SP) 378.3 [(M+H)+]. Exanple C33 25 f
5- (1 sobut yl MSEISPS-3a8i3r{O}M-B3Mi t ro-4-tri fl uoronet hyl - phenyl] -carbamic acid
tert- bu 1 ester The title conpound was prepared from
(5-chloro-2-nitro-4-trifluoronethyl-phenyl)- carbamc acid tert-butyl ester
(Exampl e B5) (4.00 g, 11.7 mmol) GeNeid phadedlireri®t hyl - amne (1.54 g, 17.6
mml) and triethylamne (5.73 m, 41.1 mmol) in DVMSO (30 nmL) 30 at RT
accordi ng tEreP:l&@UgﬁbéMahrvbaqﬁadwhen@ cﬂbhmhme&ﬂﬂ ast.-dut kdterwbsdireet (4. 18 g,
_-35 Exanpl e
rehyt | - car bam ¢

AN

aci d tert- d}glﬂ_mforﬁsh&ds

A mixture of the (4-iodo-2-nitro-phenyl)-carbamic acid tert.-butyl ester (3.0 mmol),
the arylboronic acid (4.5 mmol) and PdCly(PPhs); (2 mol%) was refluxed in 1,4-
dioxane (25 mL) and 2M Na,COs-sol. (7.5 mL) [or alternatively with 1M NaHCOs-

15 sol. (7.5 mL), LiCl (6.0 mmol) and (PhsP),Pd (3 mol%) in DME (30 mL); also
possible with EtsN (9.0 mmol), Pd(OAc); (3 mol%), PPh; (6 mol%) in DMF (10 mL)
at 100 °C] until tlc indicated complete conversion of the iodide. The mixture was
transferred into a separating funnel, H,O (25 mL) was added and the product was
extracted with ether or EtOAc (3 x 30 mL). The combined organic layers were washed

20  with brine (50 mL) and dried over Na,SO,. Removal of the solvent left a brown
residue, which was purified by silica gel column chromatography with

cyclohexane/ether or cyclohexane/EtOAc to give the title compound.

Example D1
2-Dimethylamino-2',3'-difluoro-5-nitro-biphenyl-4-yl)-carbamic acid tert.-butyl

25 ester

The title compound was prepared from (5-dimethylamino-4-iodo-2-nitro-phenyl)-
carbamic acid tert.-butyl ester (Example C2) and 2,3-difluorophenylboronic acid
according to the general procedure D. Obtained as a yellow solid (3.096 g).

MS (ISN) 392 [(M-H)].



The title conpound was prepared from
(5-chloro-2-nitro-4-trifluoronethyl-phenyl)- 5 carbamc acid tert-butyl
ester (Bxsopesiss) (4.00 g, 11.7 mol ), N-isopropyl - net hylPCcTapPonesefs8. 67 m ,
35.2 mvol ) and triethylamne (5.73 m, 41.1 mmol) in DMSO (30 nL) at 50 C
according to the general procedure C bt dl hed as a yell ow solid (3.27 g,
74% . MS (ISP) 376.3 [(MH-]. 10 Exgggl el @5 [ 5- (I sobut)rl-nmethyl -am no)
-4-nmet hyl - 2-nitro-phenyl]-carbamc a butyl ester The title

-2-njt o-R)hen Ig.-car am, c

)10z =2 ={ 220 2o I sthoxy 1. bipheny carbamic adid tert.-butyl

N-i sobutyl - egehyl amine (4.56 g, 52.3 mmol) in DVSO (30 nL) at 55 C
according to the general procedure C. 15 (btained as a yellow oil (1.84 g,
52% . MS (| 3B tid86ordphtmd Whs prepred fjphe[4ddo- 2-nitro-5-(2,2,2-trifluoro-ethoxy)-

%—ﬁ elv?it P |y|es (2:8%@%@? {c%ggp\‘gllftgh& %FA%QEQQIH!I}))IG %25 Er?ﬂ-%lu%%pqleh}?l&t)ro%?ct di ester
(5-chl or o- 4-atekding ttheiger@alphireoddure DAOB&IR as AGelGW Solid(1t3dt yI ester

(Exanmple B8) (3.01 g, 10.5 nmmol) and pyrrolidine (4.33 m, 52.3 mol) in
DVBO (30 nLMS(ISBHIT [éeedi)di;ngp V®-76h€. general procedure C. btained as a
yellow solid (3.27 g, 97%. Ms (ISP) 320.3 [(MH)-]; np 145 C. Exanple C37
25 (4-Chl oro-5-isopropyl am no-2-ni trBxgasiei3) - carbamic acid tert-butyl
ester The title conmpound was prepared from

(4, 5-di chl o(2-Chdarb 12 -Guphe Bxlilrodapismgl-¢-yhicdagbarhie htid-tomt- blityesteer ( Exanpl e B2)
(5.0 g, 16.3 nmmol ) and isopropylamne (7.0 M, 81.4 mol) in DMSO (35 nl)
at 55 C mccdhdiitigcémpdingd genprephref fronedcttoro-4-Gddlabagdogheny)-badumicsol i d

3.95 g, 73%9%.,.3 | SP).. 330.,2 + WD .02/ 52 PCT/ EP02/ 03644 -36
(Exarrpl 2 c3g° léﬁgr?-sbgﬁﬂm(eﬁea %?&Pé@ﬁh(gﬁ?di% PF‘F‘Z}gF% %ﬁ&?FQPdﬁBﬂgPSOP&CaaFtﬁam c
acid tert-by(13.82 £988mmobl)ectdrdirg t© Bkl edhire DA GttaineH B8 a yellow gum

(5-chl oro- Z-P'%r)o-4-trifl uor onet hyl - phenyl )- carbam c acid tert-butyl ester
(Exanpl e B5f % $00 g, 14.7 mol), isobutyl-anine (7.36

MS (ISN) 365.0 [(M-H)].

15 General procedure E:

Preparation of (4-aryl-2-nitro-phenyl)-carbamic acid tert.-butyl esters by Suzuki-

coupling of (4-iodo-2-nitro-phenyl)-carbamic acid tert.-butyl esters with
bis(pinacolato)diboron and subsequent reaction with aryl halides

A mixture of the (4-iodo-2-nitro-phenyl)-carbamic acid tert.-butyl ester (2.0 mmol),
20  bis(pinacolato)diboron (2.2 mmol), KOAc (6.0 mmol) and PdCl,(PPhs), (3 mol%) in
1,4-dioxane (25 mL) was stirred at 100 °C until tlc indicated complete conversion of
the iodide [cf. Tetr. Lett. 1997, 38, 3841-3844]. After addition of the aryl halide (4.0
mmol), PACL,(PPhs); (3 mol%) and 2M Na,COs-sol. (7.5 mL) the mixture was stirred

at 100 °C until tlc indicated complete conversion of the intermediate boronic ester.

25 The mixture was transferred into a separating funnel, H,O (30 mL) was added and the
product was extracted with ether or EtOAc (3 x 50 mL). The combined organic layers
were washed with brine (100 mL) and dried over Na,SO,. Removal of the solvent left a
brown residue, which was purified by silica gel column chromatography with

cyclohexane/ether or cyclohexane/EtOAc to give the title compound.



5nm, 73.4 mmol) in DVBO (35 nL) at RT according to the general procedure
C. Obtained as a yellowsolid (5.39 g, 97%9. Ms (ISP) 376.3 [(MH)-].
General pwoamedsass2 D: Preparation of (4-aryl-2-nitro-phenyPCTERobessic aci d
tert.-butyl esters by direct 10 Suzuki - coupl ing of
(4-1o0do-2-nitro-phenyl)-carbamc acid t erd8 ~butyl esters wth arylboronic
acids A mxture of the (4-iodo-2-nitr -Pheg | )-carbam c acid tert.-butyl
ester (3.0 mml), the aryl borom@é@i&—%&—é’—-@ml) and PdClZ(PPhS)Z (2
nmol 99 was r qued' 4 ( m.) [or
al t er nat i vet PR R PvRERES ; -y Iamuzes OF CONARRSEYOTLAP-( Ph3P) 4Pd
(3 mol % | rehYG- 1- 3Qrdﬂl-,)4 D}@hﬁl@nec@ﬁﬁﬂeb&l&l Midlitnaﬂﬁﬁgé @dmsmkgbg Pd( OAC) 2 (3

nol %9, PPh 00 C] until tlc indicated conplete
conver si on%ﬁé?'tlﬁ%eri"ﬁﬁ &@emﬁ?%%n?ﬁ%ﬂ‘a j?‘Q/% transferred into a separating
funnel , 25 nL and e,prqduct{ was xtracted w.th ether or
Et OAC (3 x%é"%‘l}e z’ﬁr‘ga% SRSy ‘;émhenﬁ%féﬂ%n%r(‘ég%&gﬁéarr@lﬁ Wetdrbri ne
(50 gt) an(ﬂlﬁliﬁ tiesy@vahy c]yaﬂﬁﬁﬂ 26R6‘3iI[5/1ﬁin&)l° mtImI@A?-:QiSOQﬂL) w@a‘stm?ed%& @mz?1

::;i: oﬁgxane éf‘ﬁﬁ%sé&ll ém%ﬁ%ﬁ%ﬁé%&eggét%%bgnx rai%%nl}alt%o‘g%ﬁ*ﬁeﬁlﬁg ttoExarrpl e
tD 1t (g tDmmJ| t°2®{ﬂ?efﬂqt B@uré wad] o?xieﬁhﬁ't@ﬂﬂm’é (ga)o 0) thp&&fmé’aedfmm B A3 c20Ci d
(5-di met hy 18k @%Zoﬁéwﬂ?rg%nﬁ@yeéﬁwﬁ%%‘as edimishrige S0ant bnd drisgh e est er

( Exanpl g0 CQ1ge0d Rémdvll JitModoBRAERR R RN IrEsidifel whxcﬁ%@pdhﬂed bpsilidesegener al
procedure D. Cbta ned as Iz;}pyyellow solid (3,096 g).. 6. (ISN) 392 [(MH)-].

VO 02/ 08365°lyanc 0218 @Ac to give the title compound.
2'-Fluoro-5-nitro-2-(2,2,2-trifluoro- ethoxy) bi phenyl - 4-yl]-carbam c acid
tert.-butyl ester The title conpound was Erepared from
[4-10d0-2-nitro-5-(2,2,2-trifluo enyl]-carbam c acid
tert.-butyl .nd 2 fIUorophenbeoron|c aC|o according to
t he gener alPIeps i 32k, 2 Q eOH

[cf. Tetrahedron 1971 27 1973- 1996]

15 To a solution of the furan (177.5 mmol) in a mixture of anhydrous ether (54 mL) and
abs. MeOH (79 mL) kept at -35 °C bromine (10.0 mL, 195 mmol) in MeOH (105 mL)
was added gradually with stirring. The reaction mixture was stirred for 30 min,
saturated with gaseous NHj; to pH 8, and allowed to warm up to 23 °C. Poured into
ice-water, extracted with ether (3 x 400 mL), washed with brine, dried over Na;SO,.

20  Evaporation of the solvent left a yellow liquid, which was purified by vacuum

distillation to give the title compound.

General procedure H:
Preparation of (4-alkynyl-2-nitro-phenyl)-carbamic acid tert.-butyl esters by

Sonogashira-coupling of (4-iodo-2-nitro-phenyl)-carbamic acid tert.-butvl esters with

25 acetylenic compounds;

also Sonogashira-coupling of (4-ethynyl-2-nitro-phenyl)-carbamic acid tert.-butyl
esters with aryl halides:

A mixture of the halide (3.0-4.5 mmol), acetylenic compound (3.0-4.5 mmol), Et3N
(13.5 mmol), PACl,(PPhs), (5 mol%) and PPh3 (2.5 mol%) in THF (12 mL) [with
30 very insoluble material DMF (up to 12 mL) could be added] was stirred for 20 min at
23 °C while being purged with Argon. Cul (1.2 mol %) was added and stirring was
continued at 60 °C under Argon atmosphere until tlc indicated complete conversion

of the minor component [cf. J. Org. Chem. 1998, 63, 8551]. The mixture was



M5 (ISP) 491 [(M+H)+]; np 73-75 C. Exanple D3
(2-Chloro-2'-fluoro-5-nitro-bi phenyl-4-yl)-carbamc acid tert.-butyl ester
10 The tiwbezogaspound was prepared from PCT/EP02/03644

(5-chl oro-4-iodo-2-nitro-phenyl)-carbamc,, acid tert.-butyl ester (Exanple
Bl1) (30 g, 75.3 mmol) and 2-fl uorophenylb%%onl c acid (13.82 g, 98.8 mmol)

di t A t l 1.39 )
N (1 o acBeb RS fs-REREE R, oo L o b it B (1 O
(4-aryl-2-n ztda@cm@ry&r)ac&amrﬂt@mqm 108 HiL): PR W mEIaELs Fahiy 1&%%
coupllng of (4-io0do-2-nitro- pheeéQ )-carbamc acid tert. -but esters with

bi s( pi nacol Wededwibrseh NadtCQubel 0 ary) anddeing ¢p0 mlr)HOEmd V@SS)Vﬂ m xture

20 bi's(pin "%gg%oﬁfa’?‘%‘%% ﬁﬂ“ﬁifﬁl*efﬁ%ﬁbfmw% ¢ e Pptigea Pl T
ml % in5 1sduanskeeraatogsphy Withdwxae! FtOdd an omuttn:angdwuh hekeneiardi cat ed
Nt or addi ¢ 168 BTk g DI U8 BEhERd. [Tol5 TRaG (orr) (POO3) 2 (3 ol od
?Egi (2:21/|t glgzgc??rplsglté E:Z)n\S/e;ns_l) otnhgfrrit)r(\teﬂ_Tp——laﬁj mzr :31{ (raegorgtni (%Ogstcelrmt I2!:3 EI'Ihg

m xtur e was(sL [gasfeieRfl-hiftod-FRRG eﬁﬁ)’n@gnlfléb%eéarbmgaélﬁ%ﬂ B}Hﬁteﬁdl ded and

the product was eXiracted w th ether or ed

organi c | aﬁlﬁénﬂ@‘ﬁfrﬁpmﬁkﬁ%ﬁﬁe&)ﬁbﬂ%(&% Hﬁ‘%,‘\",?] 3B H’rdb' g eéh%ﬁ]'%y 5| lica

Renmoval of the solvent |eft brown resi puri f

gel col ufin eRbupisregr el esker (Bxamaie €A h 386 thg 0. %mm%h@cﬂqexane/ Et OACc to
give the ti R cedure
B epar at B B e O A e R p oS R B e
condensat i o# agforangecsilig (370ma). t ro 1 4- phenyl enedi ani ne with

2, 5-di met hox tetrahydrofuranse{ . Heterocycl. Chem 1988, 25,

1003- 1005] : Ms (EDra8(dv); stp 14del4s- 63hl oro- 2-ni tro- 1, 4- phenyl enedi am ne (4. 69
g, 25 mmol), the 2,5- dinmethoxytetrahydrofuran (26 - 32.5 nmol) in HOAc
(150 nL) was sti rred at 60-120 C_until tlc indicated conplete conversion
of the phenyl enedi anine. After coetnesdprecedurels, the nixture was poured

into brine (500 nL) and extracted with EtQAc (3 x_ 200
15 reparatmn of the (2-amino-phenyl)-carbamic acid tert.-butyl esters by reduction of

(2-nitro-phenyl)-carbamic acid tert.-butyl esters:

Method a: Catalytic hydrogenation
A mixture of the nitro compound (1.0 mmol) in MeOH or EtOH and THF (1:1 ca. 20
mL) [or solely EtOAc for aromatic chlorides] and 10% Palladium on carbon (20 mg),

20 Raney-Ni (20 mg) or 5% Platinum on carbon was stirred vigorously at 23 °C under

hydrogen atmosphere until tlc indicated complete conversion. The catalyst was filtered
off, washed thoroughly with MeOH or EtOH and THF (1:1) {or EtOAc], the solvent
was removed in vacuum to give the title compound, which was generally pure enough
for further transformations, but could be crystallized from hot hexane if necessary.
25 Method b: Reduction with SnCl,-2H,0
A mixture of the nitro compound (1.0 mmol) and SnCl,-2H,0 (5.0 mmol) was either
stirred in EtOH (30 mL) at 70-80 °C or alternatively in pyridine (3 mL) and DMF (12
mL) at 23 °C under Argon atmosphere until tlc indicated complete conversion [cf.
Tetr. Lett. 1984, 25, 839]. The reaction mixture was brought to pH 8 by addition of sat.
30 NaHCOs-sol. and extracted with EtOAc (2 X 100 mL). The combined organic layer

were washed with brine and dried over Na,50,. Removal of the solvent left a yellow

solid, which - if necessary - can be purified by silica gel column chromatography.



m.). The conbi ned organic |ayers were washed with brine (300 nL) and dried
over 10 MgSH4. Renoval of the solvent |left a brown residue, which was
purified W@ o0gi8366a gel col um chromat ography with cycl oh@xamPoZoIehe t o
give the title conpound. Ceneral procedure G Preparation of

2, 5- di met hoxydi hydr of urans by bromi nati orff&f furans in MeOH [cf.

Tet rahedr on , 24, : 0 a solution of the furan (177.5 muol)
in a mxture #9 and abs. MeOH (79 nL) kept at -35

Ct br om ne (T IQaQniﬂ‘ﬂu{re_: d8he fﬁ’ffﬂ aoﬂqsbd\mﬂt :O(Iﬁ%l);fh)Et%Bg@fSH@Qd@@gHI@?blgk1:)[:t1,\r/]\/i th
stirring. e reacti xXture was stirr or mn, saturated wi
gaseous L L Henadde ing QR0 prsnolhrrd 875 it Wes Stisgest @O rrumder
ice-water, g &@ﬁl@sia_h‘é}etﬁhtﬁfdb@Ediéa%edc&@;.]sleﬂékbnve\ﬁﬁéxhl@chdébﬁbwbﬂiu@%_s dried over
Na2SO4. 20 Evaporation of the solvent lTeft a yellow |liquid, which was
purifi ed5byd?)$&’éalfﬁ51rﬁ‘d‘i“§lﬂ‘?40]l’-ati on to give the title conpound. General
procedure H Preparation of (4-alkynyl-2-nitro-phenyl)-carbamc acid
tert.-buttyl esters by Sonogashi ra-é&@lﬁ—ﬂg
(4-iodo-2-njtro-phenyl)-carbami¢c acid tert.

acet yl eni ¢ ‘cchPEiHe Q) CEBUE

(4-ethynyl -2-ni.tro- ,heyl-cba' aid ert.-,butyl esters with aryl

bt § dog.” A TR IO FrTRgEeq BoB.-C %ﬁrél,rne&}yéﬁrmn@ﬁ%-e%ﬁ%w%

(3|- %4; 5 rTn;mﬂ)almﬂEtaa)M ter(._ilﬁlht’ﬁl éaigpkﬂxanﬁﬂé]:;?)l( @Z@ g.7fl5m_&‘i@1|) r@@@c( tiBH{ﬁt}ﬁ g ?n. )
no in ! ) very insol ubl e materjal C up to

coul d bd? adgéﬁfzzld&aémmw geoasl prpceapreyd metigd P Ob&aiRgd fAANGEARSR t h
Argon. Cul {olid428B). %9 was added and stirring was continued at 60 C under

Argon atnosphere until tlc indicated conplete conversion of the mnor

conponent [ ®fS.(ISP) 265 GM-HFNand 288 [ (MB2+18FF;1thp 9dhe1/TXt ure was WO 02/ 083652
PCT/ EP02/ 03644 -39 transterred into a separating funnel, 5%citric acid
(50 nmL) was added and the product weammiémcted with Et OAc (2 x 100 ni).
The conbi ned organic |layers were washed with sat. NaHCO3-sol. (50 nL) and
brine (50 ni2}Anfisd-boli@ehblantdhyidnsh@vRihynMoSKehy]) Rarminat a6l ttiemgple¢ent | ef t
a yellow residue, which was purified by silica gel 5 colum chromat ography
Wi tlh he><1ane't111§aéI @hCcontbuRd wds ipképadddeflomi(b AitethlRmifs-2a6uec phtyldthfe1gi ve the
tithe Corrpol%qen'yl)-carbamic acid tert.-butyl ester (Example H1) by reduction with SnCl,2H,0

according to the general procedure J (method b). Obtained as a brown solid (1.927 g).

esters with 25
: cig tert.-butyl ester

MS (ISP) 352 [(M+H)™].

Example [3

20 (5-Amino-2-dimethylamino-2',3'-difluoro-biphenvyl-4-v1)-carbamic acid tert.-butyl

ester

The title compound was prepared from (2-dimethylamino-2',3'"-difluoro-5-nitro-

biphenyl-4-yl)-carbamic acid tert.-butyl ester (Example D1) by reduction with

SnCl;2H,0 according to the general procedure ] (method b). Obtained as an orange
25  solid (2.206 g).

MS (ISP) 364 [(M+H)"].

henyl}-carbamic acid

tert.-butyl ester

30  The title compound was prepared from {4-chloro-5-[(2-methoxy-ethyl)-methyl-
amino]-2-nitro-phenyl}-carbamic acid tert.-butyl ester (Example C3) (3.46 g, 9.62



Exanple H 1 (5-Hydroxynethyl-2-nitro-4-phenyl ethynyl -phenyl)-carbamc acid
tert.-butyl ester The title conpound was prepared from

(5-di net wbaiossss2l- i odo- 2- ni tro- phenyl ) 10 carbam c aci d PPemTtEPobod6syd ester
(Exanmple C2) (386 ng, 0.97mvl) and phenyl acetyl ene (149 ny, 1.46 mmol)
accor ding to the general procedure H bt &4t ned " as an or ange solid (370

Ms (El 141- 149 _C._ Geney al ocedur e 15 Pre tion of
Uhe ( 2-ani nEERERY FoePB Atk 0o D EETErd PhFer i CE B b1
(2-nitro- phbny}h)tamadibamy&lo&csioﬁd(zazsg},butyI esters: Method a: Catalytic
hydr ogenati on A m xture of the nitro conmpound (1.0 nmol) in MeOH or EtOH
and THE (1: MS@SP)2880 [fhM+H)OT arsbd 3l [YMERGAD T, adp BI2o@at i ¢ chl ori des] and 10%
Pal | adi um on carbon (20 ng), 20 Raney-Ni (20 ng) or 5% Pl ati num on car bon
was stirred vigorously at 23 C under ERyglpleden at nosphere until tlc
i ndi cated conpl ete conversion. The catalyst was filtered off, washed
t hor oughlsy 8-AhnilveQHflabrd=p Qbl2@neillibio -etholy)-bipherlsl @] -carbh@isnidend- was
renoved in yac umto give the title conpound, which was generally pure
enough for%ﬁ?ﬁﬁ%‘r transf ormati ons, but could be crystallized from hot

hexane if negessary. 25 Method b: tion th S tueof
the nitro cgﬁﬁga XIPE mregﬁ{adg §H§@\A%3m6°§%rz)’§\tﬁé@%f’f ‘?XY stirred
i n) Et C]-Izg Sgbiﬁh)enﬁtél m-cafbaﬁuoﬁaﬁtefre-rb‘m&)ﬂ iested (\Exhiﬁplkyml)diyf}@fdf@gelﬁhﬂorﬁWﬂh@NF (12
nm) at n at ere un tic i ndic ete nver si on
Tt racr A B afodie SuleaRura Bugritiie Lot A i A S FBOHE ¢ o pH B
by addi ticon(nf7 gat. 30 NaHCO3- soI. and extracted with EtQAc (2 X 100 nL).
The conbi ned organic |ayer were washed with brine and dried over Na2SO4.
Renoval of MBISP)4@EM(M+ei)X].a yellow solid, which - if necessary - can be
purified by silica gel colum chromatography. WO 02/083652 PCT/ EP02/ 03644
-40 Method c: Reduction with Zn and [EkMiGbleTe a mi xture of the nitro
conmpound (1.0 nmol) in EtOH/ THF/ sat. NH4Cl-sol. (1:1:1, 30 nL) was added
Zi nc dust ( 2-Antinois) diatudhilfaing & thfleoroamstsl-phésd) - edrbaiflic Gcldrtde -buthl et
atmosphere until tlc indicated conplete conversion. Aqueous workup as 5
descri bed i Thettlbosmpound was prepared from (5-dimethylamino-2-nitro-4-trifluoromethyl-

15  phenyl)-carbamic acid tert.-butyl ester (Example C4) by hydrogenation with 10 %
Pd/C according to the general procedure J (method a). Obtained as an amorphous
yellow substance (1.34 g).

MS (ISP) 320 [(M+H)"].

20 [2-Amino-4-chloro-5-

The title compound was prepared from [4-chloro-5-(ethyl-methyl-amino)-2-nitro-
phenyl]-carbamic acid tert-butyl ester (Example C5) (3.0 g, 9.09 mmol) by reduction
with SnCl;2H,0 according to the general procedure J (method b). Obtained as a pale
brown solid (2.64 g).

25 MS (ISP) 300.3 [(M+H)"]; mp 81 °C.

-carbamic acid tert-butyl ester

The title compound was prepared from [4-chloro-5-(methyl-propyl-amino)-2-nitro-
phenyl]-carbamic acid tert-butyl ester (Example C6) (3.15 g, 9.16 mmol) by reduction

30 with SnCly2H,0 according to the general procedure J (method b). Obtained as a pale
brown solid (2.58 g).



1 Example Ti (2-Am no-4-chl oro-5-di net hyl am no- phenyl )-carbam c acid
tert.-butyl ester The title conpound was prepared from

(4- chl or owb-odiosasshy| am no- 2- ni tro- phenyl )- carbam c aci d PeTtEPobd6yd ester
(Example ) (2.76 g, 8.74 mol) by reduction with 10 SnCl 22H20 accordi ng
to t he general procedure J (rret hod b). Odt&i ned as an orange solid (2.3

Ms (I SP M+2+H) +] ; nmp 96-101 C. Exanple J2
(2 Am no- 5- %ﬁsﬁgﬁ’ﬁ% %\%1% pﬂ ?‘713%1) nyl - phenyl )-carbam c acid tert.-butyl

ester 15 The title conpound was prepared 1f
(5- di met hyl ani no- 2- ni tr o- 4- phenyl et h@%@ﬁﬁiﬁenyu carbanmic acid tert.-butyl
ester (Exa b . S Cl 2 acc(P ditr)1 lto t he general

procedure |j C B (1SP) 352

[ (MtH) +] . e 13

(5 A no- ﬁﬁ%ﬁfﬁwww was Pgerzaa?c} Iff%r 6 %‘%ﬂénwethyk/wm@a-@ﬁ%ocp%em
'E er'éI - buEy: carbghie lacﬁherttbullct)rlesteﬂtﬂmmlpli (W%S’(ZQE %p@.ﬁ@fhrﬁél@fﬂsyredugtmn with g

2- di met hy n i Itro carbam ¢ aci
Lort but yi SR EHQ iseariine | Begermancertn driod & SRR S Or g 1 o
t he gener al sqbidgresigy.e J (nmethod b). Obtained as an orange 25 solid (2.206
g. M5 (ISP) 364 [(MH—|) +]. Exanple 14 | 2- Ami no-4-chloro-5- f

( 2- met hoxy- BISHYSP) 3 BHM-+&D henp 1101C. enyl | -carbanic acid tert.-bu, | ester
30 The title conmpound was prepared from
{4-chl oro-5-[ (2-met hoxy- et hyl ) - net hyBxam®id 10] - 2- ni t r o- phenyl } - car bam ¢ aci d
tert.-butyl ester (Exanple C3) (3.46 g, 9.62 WO 02/083652 PCT/ EP02/ 03644
-41 mmolip bf2-Asctidhiores3-pyrBolidiz- 12 Bead taidbatdc 4dd tére-baeylestad procedure J
(method b). Obtained as a yellow solid (2.25 g). M5 (I1SP) 330 [(MtH) +] and
332 [ ( M+2+HI'h4 titleordddiind waskprapgoadfrdin (4-chloro-2-nitro-5-pyrrolidin-1-yl-phenyl)-

carbamic acid tert.-butyl ester (Example C8) by reduction with SnCl,*2H,0 according
to the general procedure | (method b). Obtained as a red solid (4.80 g).

A\
v

MS (ISP) 312 [(M+H)™] and 314 [(M+2+H)™]; mp 136-138 °C.

15 ExampleJ11
2-Amino-4-chloro-5-

ester

The title compound was prepared from [4-chloro-5-(cyclopropyl-methyl-amino)-2-
nitro-phenyl]-carbamic acid tert.-butyl ester (Example C9) (3.2 g, 9.36 mmol) by

20 reduction with SnCl,*2H,0 according to the general procedure J (methodb).
Obtained as brown solid (2.00 g).

MS (ISP) 312 [(M+H)™] and 314 [(M+2+H)"].
Example J12

rolidin-1-yi-4-trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester

25 The title compound was prepared from (2-nitro-5-pyrrolidin-1-yl-4-trifluoromethyl-
phenyl)-carbamic acid tert.-butyl ester (Example C10) (7.35 g, 19.75 mmol) by
hydrogenation with 10 % Pd/C according to the general procedure J (method a).
Obtained as a light orange solid (6.75 g).

MS (ISP) 346 [(M+H)"*]; mp 101-103 °C.



5 L-Am no-2'-fluoro-2-(2,2,2-trifluoro-ethoxy)-biphenyl -4-yl]-carbam c acid
tert.- butyl ester The title conpound was prepared from

[ 2" - fl uorwoOBRM8I66D- 2- (2, 2, 2-tri fl uor o- et hoxy) - bi phenyl - 4P¢gTjEPOZ/@RslENM C
acid tert.-butyl ester (Exanple D2) by hydrogenation with 10 % Pd/C
according to the general procedure J (rret‘ﬁéd a). Cbtained as a grey solid

10 (1.17g). M5 (ISP) 401 [(M+H) +]. w
(2- Am no- 5-di met hyl am no-4-trifluoro €lshenyl ) - carbami ¢ aci d

tert.-butyl gster Tge thtle cor und : regared from
(5- di met hyl affiHg=2 42 350 S

tert.-butyl t th %Pd/C di
to the gener ’fﬁ‘%&é PR fiaq R%Pﬁ%é%m?%ﬁ?ﬁ?thﬂn i érﬂlugﬁ%eprﬁaasphaec@?{ ow
subst ance ( kafbﬁrrgc) acid/Br( -leBI)I eﬁé’xO(E[xéMptd)(}l]l) ES&gpﬂ&mﬁqol?)Cb hydrogenation

[ 2- Amno4ch | -am n a acid tert-butyl
ester THe tv\“ é’%ﬁ%@ﬁﬁ r%’i‘gt“b ﬁf‘%%‘i%?fﬁng tﬁog ). chtame‘?as a green

[ 4- chl or o- 5-s6kd (w35 ghet hyl - ami no) -2-nitro- phenyl] -carbamc acid tert-butyl
ester (Exanple C5) (3.0 g, 9.09 nmmol) by reduction wth SnCl122H20

accordi ng t o$ HePyerel(r+pY berg w2133 f{@ret hod b). Obtained as a pale brown
solid (2.64 g). 25 M5 (ISP) 300.3 [(MtH)+]; np 81 C. Exanple 18

(2- Am no- 4- chl or o- 5- (et hyl - pr opy! - agkaraplephenyl | - carbam ¢ acid tert-butyl
ester The title conpound was prepared from

[ 4- chl or o- 5{2ehingl4-plil oxay b -piweridin -1 2- fibletid)-cabemyd dcidRihbdott eaei d tert - butyl
ester (Exanple C6) (3.15 g, 9.16 mml) by reduction 30 with SnCl122H20
accor di ny td‘hbhmlegem@baxhdwwpne ared fjonf (ethiothb-Pnitr&W5t pipaedinalsylaphzalh- br own

lid (2.58 08 EP02/ 0 | SP 3 M+H) +
T 02 ¢ BxSOPEIGY (L RIPAGE CRIGPS. @%ﬁi/&%mwrﬁo%n%ﬁfﬂ - carba ¢
aci d tert - butgdrdingttethe Bagertl proeediwap auetiondy Qbteipad edight bBdwn solid (747
[ 4-chl oro- 5rr§gcsl et hyl - am no) - 2- ni tro- phenyl ] -

MS (ISP) 326 [(M+H)™] and 328 [(M+2+H)"]; mp 149-151 °C.

15 Example J15

2-Amino-4-fluoro-5-pyrrolidin-1-vl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (4-fluoro-2-nitro-5-pyrrolidin-1-yl-phenyl)-

carbamic acid tert.-butyl ester (Example C13) (6.37 g, 20 mmol) by hydrogenation

with 10 % Pd/C according to the general procedure J (method a). Obtained as a grey
20 solid (5.92 g).

MS (ISP) 296 [(M+H)"]; mp 75-76 °C.

ExampleJ16

2-Amino-5-azetidin-1-vl-4-chloro-phenyl

-carbamic acid tert.-butyl ester

The title compound was prepared from (5-azetidin-1-yl-4-chloro-2-nitro-phenyl)-
25  carbamic acid tert.-butyl ester (Example C14) by hydrogenation with 5 % Pt/C
according to the general procedure J (method a). Obtained as a white solid (3.664 g).

MS (ISP) 298 [(M+H)"] and 300 [(M+2+H)*]; mp 176-179 °C.



5 carbamc acid tert-butyl ester (Exanmple C7) (2.25 g, 6.54 nmol) by
reduction with SnCl2' 2H20 according to the general procedure j (nethod b).
bt ai ned WO oan8wsange solid (1.55 g). Ms (ISP) 314. 3 [ ( MPHIAPp2/08544.10 C.
Exanpl e 110 10 (2- Ami no-4-chl oro-5-pyrrolidin-1-yl-phenyl)-carbam c acid
tert.-butyl ester The title corrpound was?‘%r’epared from
(4-chloro-2-nitro-5-pyrrolidin-1-yl- Qhegl 1 carbam c acid tert.-butyl
ester (Exanple C8) by reduction wt H20O accor di ng to the general
procedure J_() D).. .. 1 IlsP 312
[(Ml'H)+] a8 21l QAIIIC ACle . ester

j 2- Am no- 4-¢hl cIorop rreth a henyl | - car bam cid
tert. - but yithe ?ﬁeecpnﬁa?@&fi.w Erf’@a#sm%@@réﬁgﬂ E’ﬂmft% %mﬁl otomethyl”

[ 4-chl gro lh‘;ﬂa(eﬁylwc@mﬁﬁyhammbhqamt xgm n6a|@1r5c)b p hedid kndti%ﬂgbﬁfﬁ Bo@aCi dh
tert.-buty ter dg&%&ﬁ ‘?‘Féﬁ uc n Wt
SnC12. ZFQOPQE@%‘?CBF Bgfch‘FﬁSnﬁélrﬂg? CETSDO%DH%’[X lesddgal ned as
brown solids5(123¢0 g). M5 (ISP) 312 [(l\/H—l) +] and 314 [(l\/Hr2+H) +]. Exanple
T12 (2-Amino-5-pyrrolidin-1-yl-4-trifluoronethyl-phenyl)-carbamc acid
tert.-butylMesIse) 325[ (MeH) )i hp 166u1pPUNd Was prepared from
(2-nitro-5-pyrrolidin- 1 -yl-4-trifluoronethyl- phenyl)-carbam c acid
tert.-butyl ester (Exanple CIO (7. 8gafipleI®8 75 nmmol ) by hydrogenation with
10 % Pd/ C according to the general procedure J (nmethod a). Obtained as a

| i ght or ande-Aalrod5{( &xcldprapylmbhyk inSthy]l-3nd )t Mitifludronféthyl- @hedylBcdebaiio

02/ 083652 PCI/ EP02/ 03644 -43 Exanple 113
(2- Am nd? 5%@—@%—%&%—4 fl uoro phenyl) carbam c acid tert -butyl ester
The title nd was Hrepared

(5- di net hyl _CHTIROYBH V35 PrEPRTe]- fiﬂﬁ%h@ sycloprenyimebykipeth-aminmiit y1  ester
(Exanpl e Clﬁt)ro(éﬂtrﬁ&o@om&ﬁayhp@én)yl |hyirbayde age nat. Lmﬂyl&st&t (Exampl%m/ (6.68ccor di ng

to the gener ﬂ 5 rggﬁ%lffrrgducug)n Wlttlll%nC? 2H2%)£1§:chﬁng taos thae g ner proce%ured] (4.559).
(method b). Obtained as yellow solid (4.7 g).

15 MS (ISP) 360 [(M+H)"]; mp 56 °C.

tert.-butyl ester

The title compound was prepared from [5-(cyclopropyl-methyl-amino)-2-nitro-4-

20 trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example C17) (3.74 g, 9.96
mmol) by reduction with SnCl;*2H,0 according to the general procedure ] (method
b). Obtained as an orange semisolid (2.00 g).

MS (ISP) 346.4 [((M+H)"].

Example J20

25  (5-Amino-2-dimethvlamino-2'-fluoro-biphenyl-4-vl1)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-dimethylamino-2'-fluoro-5-nitro-
biphenyl-4-yl)-carbamic acid tert.-butyl ester (Example C18) (4.54 g, 12.1 mmol) by
hydrogenation with 10 % Pd/C according to the general procedure J (method a).
Obtained as a light brown solid (3.324 g).

30 MS (ISP) 346.4 [(M+H)"].



M5 (ISP) 270 [(M+H) +]; np 120-123 C. Exanple 114

(2- Ami no- 4-chl or o- 5- pi peri di n-1-yl - phenyl )-carbam c acid tert.-bull ester
10 The tiwbezogaspound was prepared from PCT/EP02/03644
(4-chloro-2-nitro-5-piperidin-I-yl-phenyl)- carbam c acid tert.-butyl ester
(Exanpl e C12) by reduction with SnCl2. 2H204> according to the general
procedure J (nethod b). Obtained as | ight brown solid (747 ng). M (I SP)
326 [(MrH) +] and 328 [(M+2+H) +]; M]&é 15 Exanpl e 115

(('-,‘gt 2?1 -T-ﬁedft:c trif cth 'yl ) Cl?rlb%rgncl facg}bceimglceerlctld e?u-t !
(4-fluoro-2-p ugd’@te@ pyrroI|d| n-1- yI phenyl) carbam c acid tert.-butyl
ester (Exanple Cl3) (6.37 g, 20 nmmol) by hydrogenation wth 10 % Pd/ C

accor di ng t oThégtlgenep @1ndpw red fofet fi6d- sa?zzzmhﬁuaﬂdetﬁgx;z -grey 20

SO|Id(592 np . 75-76 Exanple J1
( 2- Ani no- %ﬁ"ioa‘?‘ﬁgt:l‘%y%’h%yg ag‘?%nl_%ﬁé‘ﬁ)}?l)t -Rutylssier (:E’@&Igpg@rl?y butyl ester
The titl e_ COl‘mﬁ Bhaios wﬂh@%r}&m héc@Ring to the §eneral procedure J (method a).
(5-azeti di n€)¥ eichlo ro phenyl) 5 carbamc acid tert.-butyl
ester (Exanp btagn )assyelﬁ%?@ée V88 with 5 % Pt/C according to the
gener al procw %g&\é gg btained as a white solid (3.664 g). M
(1SP) 298 [( §1)3Z o8k Mr2+H) +]; np 176-179 C. WD 02/ 083652
PCT/ EPO2/ 03644 -44 Exanple T17
(2- Ami no- 5-azeti din- 1- yI 4- tnfluoron%@ﬁ%ﬂl—&%enyl) carbamc acid

h

tert. -but%l
(5-azet|

tert.-but I e Exa eClS) b ydr : na Wlth5(V5 Pt/Cac rding
to the ge%eriﬁ 'ii%%’ dea(srPéFle’égd g?m %ﬁf’éﬁeﬁ’@&*’&goé -Wsthyd 2§HT-fPtPhe§ 173
g). Ms (I1SP) ca'iB&nic(aMHiHért-]but)‘Héstkﬁ@Exllﬁlﬁe@w)EZ@E"E' B).d&Bnol) by hydrogena’uon

(4

]1 2 C:?] b221 g (\_(«:Lféﬁ é@‘? c}zpd?érafn?orgég)}g%ég e I%%e&ur methogr Obtalned ash a? gr%y
solid (2.05 g, 58%).

15 MS (ISP) 266.3 [(M+H)]; mp 78 °C.
Example ]23

2-Amino-4-cyvano-5-dimethvlamino-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (4-cyano-5-dimethylamino-2-nitro-phenyl)-
carbamic acid tert-butyl ester (Example C20) (3.9 g, 12.7 mmol) by reduction with

20 SnCly2H;0 according to the general procedure J (method b). Obtained as a pale
brown solid (2.05 g, 58%).

MS (ISP) 277.2 [(M+H)"]; mp 120 °C.

Example 24

2-Amino-4-methyl-5- henvl]-carbamic acid tert-butyl ester

25 The title compound was prepared from [4-methyl-5-(methyl-propyl-amino)-2-nitro-
phenyl]-carbamic acid tert-butyl ester (Example C21) (3.59 g, 11.1 mmol) by
hydrogenation with 10% Pd/C according to the general procedure ] (method a).
Obtained as a purple solid (3.23 g, 99%).

MS (ISP) 294.4 [(M+H)™].



The title conpound was prepared from|[5-(cycl opropyl net hyl - net hyl - am no) - 2-
nitro-4-trifluoronethyl-phenyl]-carbamc acid tert.-butyl ester (Exanple
Cl6) (5.68009083%82 5 nmol) by reduction with SnCl2. 2H20 ac®cmrdiPnzo3sas t he
general procedure J (nethod b). Cbtalnedgﬁs yellow solid (4.7 g). 15 M5
(1SP) 360 [(MrH)+]; np 56 C. Exanple 119

j 2- Am no- 5- (cycl opropyl nmet hyl - am nqgX 4- lie,fg_'ztjl uor onet hyl - phenyl] -carbam c

acid tert.-butyl ester The title c s prepared from[ 5 -

(cycl opropyly: REHDY5: (@ ethy —Hﬂ%}hvl amm\&)-_ti)-meth\a %é’f% Il %@@”&;J% lcgég Qﬁt&us%g‘r
-carbam c acra tert. STter ( Exanpte
&?3?%23”&%%1@?%@%@? U %%‘?St@%ﬁ%%@' B iy o t-Ei’ion)e'

120 25 ( 5- Aphenyl]2cadhameic heitl seri- ho estdr| (BmaropleiGRae (328 g-19Imomdtani ¢ aci d
tert.-butyl i1

(2- i et Pyl et oingiidy i hEP GETRCHALABTHEL SRR Broc R (method )
tert.-butyIOb@ulmda(SEmnpiheolﬁJ@)%(gw%’A)g, 12.1 rrm)l) by hydrogenati on with
10 % Pd/ C according to the gener al procedure J (nmethod a). Obtained as a

| i ght br ownMSdISR) 288.33M+§1) 1. 30 M5 (I SP) 346.4 [(MrH) +]. WD 02/ 083652

PCT/ EPO2/ 03644 -45 Exanple 121 [2- Am no-5-

(2,2,2-trifluoro-ethoxy)-4-trifl uor dxempld Rohenyl | -carbanmic acid tert.- bu
| ester The title conpound was prepared from
[ 2- ni tro-5-[2RA8 pytymietiyl- S0, dmpic aofdbtextt-Butvicar bani ¢
acid ternp.-hutyl ester (Exarrpl e B?) by hydrogenatl on vmth 5 %Pt/C
accordi ng to the general procedure J (nethod a). Cbt a| ned as a yel |l ow

lid (17 P
(5 A o 5 1 s cfipd s Blchartd ol Th i SRl Chpt o Mol amipe) 2 o o
The title cmﬂmopﬂmhyl/]/acgrmmupméthrt bgtyi ester (Example C23) (4 07 g, 11.8 mmol) by
(5-di met hyl A, B9s %1k TSH&Z 2?[},(9 'auo?dﬁg%'yﬂe) general procedure ] (method b).

Obtained as a pale brown solid (3.08 g, 83%).

15 MS (ISP) 314.3 [(M+H)"]; mp 116 °C.

Example J27

-carbamic acid tert-butyl

The title compound was prepared from [4-chloro-5-(isobutyl-methyl-amino)-2-

20  nitro-phenyl]-carbamic acid tert-butyl ester (Example C24) (5.55 g, 15.5 mmol) by
reduction with SnCl,2H,0 according to the general procedure J (method b).
Obtained as a pale brown solid (3.98 g, 78%).

MS (ISP) 328.3 [(M+H)™].

Example ]28

25 i idi -carbamic acid tert-butyl ester

The title compound was prepared from (4-cyano-2-nitro-5-pyrrolidin-1-yl-phenyl)-
carbamic acid tert-butyl ester (Example C25) (1.82 g, 5.48 mmol) by reduction with
SnCl;2H,0 according to the general procedure J (method b). Obtained as a pale
brown solid (1.27 g, 77%).

30 MS (ISP) 303.2 [(M+H)"].



carbamc acid tert-butyl ester (Exanple C19) (3.22 g, 10.9 muol) by

hydr ogenation wth 10% Pd/ C according to the general procedure J (nethod
a). Cbtaiwed2as3ea2 gray solid (2.05 g, 58%. 15 M5 (I SP) PE&EROY/(IMH) +]; np
78 C. Exanple J23 (2- Am no-4-cyano-5-di ng hyl am no- phe yl)-carbam c aci d |
tert-butyl ester The title conpound was préepared from ‘
(4-cyano- 5-di net hyl am no-2-nitro- pheﬁ}ylé l@bamc acid tert-butyl ester
(Exampl e C20) (3.9 g, 12.7 rrm)l) by with 20 SnCl2 2H20 according
to the general ) 1 (

(2.05 g, y
(2- Am no- 4- an - but yl
betor o8 TE%E 'Ei}fl{a f&né%ﬁé‘was B{Ag%hﬁ%ﬁl {P@aﬁ@%“é’é&hﬂ}%%ﬁ Emﬁfb‘) 9_hfht

[ 4- met hyl - Sphengt hwrbpnuwidmmhﬁyl ezten(Examplqaﬁé@y(ll]Mgcaﬁbmmal) byi d

tert-buty, ation with
10% Pd/ C gacg%éru {IOIQ %%h(ﬁzﬁ%%ar‘%ﬁr pr t%etg%é%n]ef ﬁ’%?néé%eﬁg% f;(}é-?ertﬁ ained as a
purpl e sol i él)b(ceﬁnaﬁasga,daﬁk%d oiMB.74 HR3%Q94. 4 [ (M+H) +] . WD 02/ 083652

PCT/ EPO2/ 03644 -46 Exanple T25 12- Am no-5- (ethyl-nethyl-am no

) - 4- met hy| - pHed§P)305calbartiy laci d tert-butyl ester The title conpound was
prepared from[5-(ethyl -nmethyl-am no)-4-nethyl-2-nitro- phenyl]-carbamc
acid tert-butyl ester (Exanple C22) Fgan@#led30 10.6 mmol) by 5 hydrogenation
with 10% Pd/ C accor d| ng to the gener aI procedur e f (method a). ntained as
a purple sol2-d i dhethy pREN Yl B0ark baEyhestere 126 f

2- Am no- 4- chl or o- 5- (| sopropyl rret hyl - am no) - phe yI I -carbamc acid
tert-butid ThetidsrempThed was prepewsdoondt-gyasom-disthylunihp gdmitro-phenyl)-

tort-butyi GaPaRR/ERy *erﬁﬁ%ﬁ&?ﬁﬁ%@g Cofh (g PR b BARR | oo
2H20 accor dSn@lthHzQDrwccgdngrta pgencaliprosedurg ﬂrémht}@dﬂp)) Obtamed as an off-
white solid (1.38 g, 91%).

MS (ISP) 305.3 [(M+H)"]; mp 151 °C.

15 Example J31

ester

The title compound was prepared from [4-cyano-5-(isopropyl-methyl-amino)-2-
nitro-phenyl]-carbamic acid tert-butyl ester (Example C28) (1.73 g, 5.17 mmol) by

20 reduction with SnCl,2H,0 according to the general procedure J (method b).
Obtained as an off-white solid (1.56 g, 99%).

MS (ISP) 305.3 [(M+H)™]; mp 77 °C.

Example J32

henvyl]-carbamic acid tert-butyl ester

isobutyl-methyl-amino)-

25 The title compound was prepared from [4-cyano-5-(isobutyl-methyl-amino)-2-nitro-
phenyl]-carbamic acid tert-butyl ester (Example C29) (1.76 g, 5.05 mmol) by
reduction with SnCl;2H,0 according to the general procedure J (method b).
Obtained as a light brown solid (1.55 g, 96%).

MS (ISP) 319.5 [(M+H)*]; mp 88 °C.



ot ai ned as a pale brown solid (3.08 g, 83%. 15 M5 (ISP) 314.3 [(MtH) +];
np 116 C. Exanple 127 |2- Am no-4-chl oro-5-(isobutyl -nethyl -am no) - phenyl |
- car bam cweoRdsicsr t - butt ester The title conmpound was pr @pcamPd2/63sam

[ 4- chl oro- 5- (i sobutyl - net hyl -am no)-2- 20 nitro-phenyl]-carbamc acid
tert-butyl ester (Exanple C24) (5.55 g, 145 mmol) by reduction with
SnCl2' 2H20 according to the general roc? e ] (nmethod b). Obtained as a
pale brown solid (3.98 g, 78%. M (Mé 3 [(MtH) +] . Exanple T28 25

e e L opetig= BRSO ErBBlugn &8 T PUY! ester
(4-cyano- 2- |tr rr I|d| n 1 nyI ar.bam c. aci.d t-butyl ester
(Exanpl e C2 t%"é’fp%’ %lc{%&“e( Q%ﬁlf%’ IPS’H@fZQPQE ordl ng to
thegs/()neral Capmmeauﬂ@%r&bﬁ Eﬁ@ld Eamp Q\Z/%mogafg% 255211 Im%IlT(ﬁ)EIIDDOi; 03(1544 tl@]4(71 o
g, -

Exanpl e izgsn’\éﬁaéﬁ% IEZ‘?&’L&l l_%‘ﬁ%]tmwedf:}’fedﬂﬂeﬂé?ﬁ ﬁb bigirethay 40 Ahr bani ¢
acid tert- bwﬁjydsoﬁat(ewgwg@/o;ltle conmpound was prepared from

[ 4- cyano- 5- (et hyl - propyl -am no)-2-nitro- phenyl]-carbam c acid tert-butyl

ester (Exanpisg1sB3617.6 J(M4H)T]; 4P 9@ol ) by 5 reduction with SnCl2' 2H20
according to the general proce ure j (nmethod b). Obtained as a dark red

oil (1.24 g, 83%. M5 (ISP) 305.3 [ (Bvirpbtel]34 Exanpl e J30

(2- Am no- 4- cyano- 5-di et hyl am no- phenyl )-carbam c acid tert-butt' ester 10
The title cRopeitd4whbreseRath@dlaidifiphenyl)-carbamic acid tert-butyl ester
(4-cyano-5-di et hyl am no-2-nitro-phenyl)- carbamc acid tert-butyl ester

(Ex aLrpI ao CZ]The title cﬁﬁ'l];g)unﬂ R3] éd fymi( e&umroxsnls&%dtblanﬁﬁ&ﬂnleru%meﬁyzm?r gl ng
to t t t
( 2 3869?]68%{% a g%i é&% Pbggé %ET %C.%mf‘ égg_,dsdsalsm%]olﬂf)y reductllonemsdg !

SnCl,2H,0 according to the general procedure ] (method b). Obtained as a brown
solid (1.30 g, 74%).

MS (ISP) 314.3 [(M+H)™].
15 Example J35

-4-trifluoromethyl- -carbamic acid tert-

butyl ester

The title compound was prepared from [5-(methyl-propyl-amino)-2-nitro-4-
trifluoromethyl-phenyl}-carbamic acid tert-butyl ester (Example C32) (3.78 g, 10.0

20 mmol) by hydrogenation with 10% Pd/C according to the general procedure J
(method a). Obtained as a red oil (3.40 g, 98%).

MS (1SP) 248.4 [(M+H)™].

Example J36

25  buty] ester

The title compound was prepared from [5-(isobutyl-methyl-amino)-2-nitro-4-
trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example C33) (3.88 g, 9.91
mmol) by hydrogenation with 10% Pd/C according to the general procedure J
(method a). Obtained as a orange oil (2.70 g, 75%).

30 MS (ISP) 362.3 [(M+H)™].



15 Exanple T31 [2-Am no-4-cyano-5-(isopropyl-nethyl-am no) -phenyll
-carbamc acid tert-butyl ester The title conpound was prepared from

[ 4- cyano-Wwo(essgssnpyl - net hyl - am no) - 2- ni tro- phenyl ] - car baeiTEPazds44
tert-butyl ester (Exanple C28) (1.73 g, 5.17 mmol) by 20 reduction with
SnCl12' 2H20 according to the general procedfre J (method b). Obtained as an-
off-white solid (1.56 g, 999%9. M (I.SP) 305.3 [(MrH)+]; nmp 77 C Exanple
T32 | 2- Ami no- 4-cyano-5- (i sobutyl -nme % 0) -phenyl | -carbani ¢ acid
tert-butyl . .Jhe title d w prepr dfrm ,

[4 cyano- 5- ( _;_v_u_ 1SeRTAD 1- DAY AIN10 =Nl hen; 3
tert-butyl est®un{Etanple C29) (1 76 g, 5.05 mml) by reductl on with SnCl2
2H20 according to the general procedure J (nmethod b). Obtained as a |ight

brown sol i d Thtffe cgmp86ia Wa b)frodd 95-Bisprbps i mhkthyTRn@sh) 3 -ni¥3-82/ 083652
PCT/ EPO2/ 0364 -48

(2- Ami no-- dyaRyomehy, é’g?’éiﬁh yearbgmicaridhtertybutzl esteri(Exampplg (Bd} (296 ¥i%0est er
The title conpey h‘?@ﬁ)g@ﬁaﬁﬂﬁ‘f\ﬁﬁh f1(1)0!%50?(:1/(3 according to the general procedure J

(4-cyano- 2- 3|tro erlg n- 1-yl - pk enyl)- %arbamc acid tert-butyl ester
(Exanpl e C3 )net@dﬁ‘é (a tamied S gippangeiy (2448c88%h with 5 Snd 2 2H20 accordi ng
to the gener ocedu thod b). Obtained as an off- white solid
(1.67 g, @;é(l g(ﬁéjﬁgge[(mm]; mp 86 C. Exanple T34

(2- Ami no- 4 chl oro- 5 i sobut yl am no- phenyl )-carbamc acid tert-butyl ester 10
The title conpound was prepared fror‘r&iﬁﬂp—l—le38

(4-chloro-5-]is, ester

( Exanpl elt313-4mu : $i8 GERY{-BRERR \-eATDARIGas YU or di ng
to the genelgkr procedure f (rret hod b) Oot ai ned as a brovvn soI i d (1.30 g,
74% . M5 (1SP) 314.3 [(MrH)+]. 15 Exanple 135 [2-Anino- _

5- (et hyl - proRYitle 28pohnd whs pfepbRddroeh Ml seHifAYkthyL ambadiL £ eyl ot er t -

nitro-phenyl]-carbamic acid tert-butyl ester (Example C35) (1.48 g, 4.39 mmol) by

hydrogenation with 10% Pd/C according to the general procedure J (method a).
15 Obtained as a white solid (1.08 g, 80%).

MS (ISP) 308.3 [(M+H)"]; mp 71 °C.

The title compound was prepared from (4-methyl-2-nitro-5-pyrrolidin-1-yl-phenyl)-

20 carbamic acid tert-butyl ester (Example C36) (3.27 g, 10.2 mmol) by hydrogenation
with 10% Pd/C according to the general procedure J (method a). Obtained as a pale
brown solid (2.48 g, 83%).

MS (ISP) 292.3 [(M+H)™]; mp 115 °C.
Example J40

25

The title compound was prepared from (4-chloro-5-isopropylamino-2-nitro-phenyl)-
carbamic acid tert-butyl ester (Example C37) (3.75 g, 11.3 mmol) by reduction with
SnCly2H,0 according to the general procedure J (method b). Obtained as a brown
solid (2.90 g, 86%).

30 MS (ISP) 303.3 [(M+H)"].



butyl ester The title conmpound was prepared from

[ 5- (met hyl - propyl -am no)-2-nitro-4- trifluoronethyl-phenyl] -carbam c acid
tert - but yWoagesssy Exanpl e C32) (3.78 g, 10.0 20 mmol) by PhoydiPoyedsat i on
with 10% Pd/ C according to the general procedure j (nmethod a). Obtained as
ared oil (3.40 g, 98%. M (I1SP) 248. 4 ¢ MH) +]. Exanple 136

[ 2- Am no- 5- (i sobut yl - net hyl - am no) -;4 tr: f! &lororret hyl - phenyl ] - carbam ¢ acid
tert- 25 butyl ester The title conp prepared from

[ 5- (i sobuty] -t < omntha¥ henyl ] - car ham ¢ aci d
tert-butyl “SPERFEREH ‘ ! PHYon with
10% Pd/ C acesterdi ng to the general procedure j  (method a). ntained as a
orange oil (2.70 g, 75%. 30 M5 (I1SP) 362.3 [(MtH)+]. WD 02/ 083652

PCT/ EP0O2/ OBBkﬂefltltleétﬁn[Exﬁlldpba p&aﬁarec[ oMb @obutyl-s@picmhitreuhyl - ani no)

-4-trifl t-outt The titl

conpound S TPEaT Ba e [ STreoana gt Ohet Ayt (b BTt fbeaes

tri f7 | ggronemmdl}wwb enaﬁ&!(ibﬁﬂﬁllﬂi)"/?ﬁcﬂ/ﬂli",ic%xﬂr b)ﬂle d"ef’dl f&éfaﬂﬂélle C34)I (2.98
, 7. i on ording to the genera

grocedure f A %%‘Y?Poﬁ’ g ecgiftaaﬁ’atlfeﬁ Yy sght ‘ﬁ%%g%%/‘ﬁ (2. 4% g, 88°/c)g M5 (1 SP)

348.5 [ (M + o

2- Am nE)(S ( gbﬁﬁ??%%ﬁaﬁ?‘m) 417 CGret hyl - phenyl ] -carbam c acid tert-butyl
t The t d

[5- (1 sobut yIPBURGPREHAABLS e HEEhgie Paereriti o Shesrhor e Dby - si-i

tert - butiyl mt-@rop(dinae@pg@e@mmﬁﬂa P&)Owhiéh S@vaasbulld blbdkﬂﬁ:@aﬁ:rs fhegis Wi t:h

10% Pd/ C accordjng.to the ge ced e f (metho 15 Cbtained as 'a
white sol i d ?%@é’%,w%a%m% @E’@F%‘% [(M+H) +]; rrp 71 C. Exanple 139

General procedure K

Method a) Preparation of ethyl or tert.-butyl 3-aryl-3-oxo-propionates

The ethyl or tert.-butyl 3-aryl-3-oxo-propionates were prepared from the aryl acid
15  chlorides and ethyl or tert.-butyl malonate potassium salt [CAS-no. 6148-64-7 and
75486-33-8] with EtsN and MgCl, in CH3CN at 0 °C to 23 °C according to Synthesis
1993, 290. If the free aryl carboxylic acid was employed in this reaction, it was
activated by treatment with ethyl chloroformate and Et;N in THF/CH3CN at 0 °C

prior to reaction with the malonate salt.

20 Method b) Preparation of tert.-butyl 3-arvl-3-oxo-propionates

The tert.-butyl 3-aryl-3-oxo-propionates were alternatively prepared from the methyl
or ethyl aryl esters by treatment with lithium tert.-butyl acetate [prepared by
treatment of tert.-butyl acetate with lithium diisopropylamide in THF at —78 °C] in
the presence of lithium tert.-butoxide according to Synthesis 1985, 45. If the product

25  contained residual starting material after workup, thus could be removed by selective
saponification with LiOH in THF/MeOH/H,0 at 23 °C.

Method ¢) Preparation of 3-aryl-3-oxo-propionic acids

The 3-aryl-3-oxo-propionic acids were prepared from the aryl acid chlorides and
bis(trimethylsilyl)malonate with Et;N and LiBr in CH3CN at 0 °C according to Synth.

30 Commun. 1985, 15, 1039 (method c1) or with n-BulLi in ether at —-60 °C to 0 °C
according to Synthesis 1979, 787 (method c2).



(2- Am no- 4- net hyl -5-pyrrolidin-1-yl-phenyl)-carbamc acid tert-butyl ester
The title conpound was prepared from

(4- met hylwP-0ni083662 5- pyrrol i di n-1-yl - phenyl )- 20 carbam c &Cir@&PvEo364but yl
ester (Exanple C36) (3.27 g, 10.2 mmol) b)ﬂz hydr ogenation wth 10% Pd/ C
according to the general procedure f (nef bd a). Cbtained as a pale brown

solid (2.48 g, 83%. M5 (I1SP) 292.3 Vi . nmp 115 C. Exanple T40 25
(2- Am no- 4- chl or o- 5-i sopr opyl am no- p%@ar bam c acid tert-butyl ester
. d, f

The title c
(4-chl oro- 5-9’ ' o= 2= e et patrc2ati d tert-butyl ester
Exanpl e C3 3. 15 11. 3 mol r ion wt SnC 2 2H20 accordin
'Eo tg generﬂ%ﬁ {lg? 6%8@?1% Was(%P?%ﬁ%yW f'%ﬁgéatﬁé@mésﬁabwa’ma smepﬂregg?’% g
‘?’2;{0 . 120 I\/_Sre(ﬂuSBg_dfﬁ%ﬂ?yl Btdviddbe hzon%IC_D&E{-NB?:%BG@G?@] EE&Zﬁll@lﬁ@H‘ﬂyl- -50 Exa_rrgl e
- Am no- 5- (i utyl-amno)y-4-tri.fluoro - nyl | - m c aci
Cort-bur vt Stae BAGWE br SReisatine Wi oBr SR ot rong HOHI 37
[ 5- (i E obult yhc—tiazﬁiimo)vitﬁeti}yﬂ tﬂogoﬁrmﬁ%ﬁﬂtmﬁ%@ggwn-ﬁﬂfﬁh I]mﬁl%hb@rﬁocasggjnd .
tert- but ester : : o rogenation wit
10% Pd/ CyacEag?‘ﬁﬁt%ggﬁiamﬁgg@ﬁ%?&gcﬁ%g‘é@mgemﬁen?rﬁ&r)ﬁ%%ﬁ &C{@iﬁ‘?’ﬁ%d as a
pal e yel | owCbadinedl {s3.1igAt gellowadid (MB2¢).SP) 348.5 [(MH) +]; np 141 C. The
foll owi ng exanples relate to the preparation of the ethyl or tert.-butyl
3-aryl -3 10M@ propivonamey2(mereral formul a |1Va), which serve as building
bl ocks in the synthesis of the target conpounds (Synthetic Schenme H):
CGeneral procedure K Method a) Prepargkdmple® ethyl or tert.-butyl
3-aaryl - 3- oxo- propi onates The ethyl or tert.-butyl 3-aryl-3-o0xo-propionates
wer e prepar gd3{Gvanviphenydy-gtoxacpidpickic £4d ft.-Bes/l astek et hyl or tert.-butyl
mal onat e potassium salt [CAS-no. 6148-64-7 and 75486-33-8] with Et3N and
MyCl2 in CHIBAite cdnfbuiml #3 Eepaed O ethy] Byydnbbenate[TX3-N3IB531-#481 he

by 1 o6t mend O CHOBERG YRR BT 6! kA HH SR R ORRREHTORG

(method b). Obtained as a light brown oily semisolid.

15 MS (EI) 245 (M™).

Example K3

3-(2-Cvano-pyridin-4-vl)-3-oxo-propionic acid tert.-butyl ester

The title compound was prepared from 2-cyano-isonicotinic acid ethyl ester [CAS-
No. 58481-14-4] by treatment with lithium tert.-butyl acetate according to general
20 procedure K (method b). Obtained as a light brown solid (7.70 g).

MS (ISN) 245 [(M-H)'].

Example K4

3-[3-(3-Methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionic acid tert.-butyl ester

The title compound was prepared from ethyl 3-(3-methyl-isoxazol-5-yl)-benzoate

25 [prepared by reaction of ethyl 3-ethynylbenzoate [CAS-No. 178742-95-5] with a
mixture of NCS, acetaldoxime, Et;N and cat. amount of pyridine in CHCl; at 50 °C
according to Tetrahedron 1984, 40, 2985-2988] by treatment with lithium tert.-butyl
acetate according to general procedure K (method b). Obtained as a yellow solid (2.54

g).
30 MS (ISP) 302 [(M+H)"]; mp 50-56 °C.



prior to reaction with the nalonate salt. 20 Method b) Preparation of
tert.-butyl 3-aryl-3-o0xo0-propionates The tert.-butyl

3-aryl - 3-we@283pt onat es were alternatively prepared fromPChEPoIBOIsyd or
ethyl aryl esters by treatment with lithi umtert -butyl acetate [prepared
by treatnent of tert.-butyl acetate with >FTthium di | sopropyl am de in THE
at -78 C] in the presence of lithi ua ter!t E - but oxi de according to Synthesis
1985, 45. If the product 25 contain al starting material after

wor kup, thus,g |
THE/ MeOH H26*at=—2 ¢ A =L OO
aci ds The 3pﬁfg1d>n18aﬁ&®erg@m1(agtep aci ds wer e prepar ed fromthe aryl aci d
chlorides and bis(trimethylsilyl)nmalonate with Et3N and LiBr in CH3CN at O

C accor di ngThetifhy séthpouDwisgstepuied 8HREF-3- ﬂﬁ&@tnﬂ?ﬁt&p%raﬁ@ ylokynaethil)n- BuLi

62 / Stggggﬁa}:)grf gbg tcg-slgyﬁgbg&%gcr d (i OI > er)]rt gl(?esﬁlarsed y theé fo omngrggctp?e%%ecl ). Vo

3- Ox0- 3- ( 3- fktldd 3ldzidobemioatt- [msm@r%bﬁé psqgl(msssg,%lnsknerﬂanﬂ (RSL&%t.-The title

conpound wa 3tr|a red b

r e]ErIp U)L(II ng og &\{égﬁ? Eg E'} Fﬁ?ﬁ@h&’oﬁﬁé IKe.C. 093]0%‘@’?3?;&&? %33\19 ﬁé?f@r si | y?/

Et zca]gﬂet % I eness-‘ep ataowegj 1bynﬁﬁ<ﬂpwe1fellﬁaﬁeu@@ 6W(C![Tor;'il@ 4 $i. )N&deﬂnédeﬁqhté:ﬂﬁngt vl
vatio r ma reaction wi e

mal onatg po ‘£§s7s$’&ﬁ1 Mﬁsﬁgﬁfé ﬁ%@i 2&1@% ﬁ\’l@ﬁé%?éﬁ&r‘ii%% 43 gener gl

procedurg Kaﬁdrﬁitﬂa@qsheaily refkaRbRinNeW HaEs (£00 hUhiorvel; hlpwrﬁ@w@m@a m%i’ergﬂ NS (El)

259 (M) ; 72-74 0XO0- pro |on|c

acid tert. - l;ﬂg,é’épapo Wéswrfqdemé\é?%d%eo%v? éé%ﬁfspﬁérwﬁ%f A% 3

3- cyanobenzwtwd[a Srj\part éﬁﬁ@ébéﬁrethteM h%@gt TENYL} Wad dehdtbdiith
tert.-butyl ﬁgcor di n%7 eneral procedure K ot ai ned
PEFRNS]

as a |ight Bl L. 8-Sy and: msamwytpéﬁg%%OKaDCM
3- (2- Cyano- pserrhﬂ) £'r2‘3°ﬁﬂ>r§0ﬁ>}@6EUQm%ﬁacﬁ%)dtr&a%knnb}ﬂﬁmhl&%tt@ﬁt Phwer title

conpound was pared from 2-cyano-isonjcotinic acid ethyl_ester S-
P 15 ace ate accor ng to genera I))/rocedureK (method b). Obtained as ayyellow oil (8[47
g).

MS (ISP) 402 [(M+H)™).

Example K6

3-[2-(3-Methyl-isoxazol-5-v1)- ropionic acid tert.-butyl ester

20  The title compound was prepared from 2-(3-methyl-isoxazol-5-yl)-isonicotinic acid
methyl ester [prepared by i.) reaction of 2-iodo-isonicotinic acid methyl ester [CAS-
No. 134579-47-8] with trimethylsilylacetylene according to general procedure H; ii.)
desilylation by reaction with cat. K,CO3 in MeOH at 0 °C for 4 h; iii.) cycloadditon
with a mixture of NCS, acetaldoxime, EtsN and cat. amount of pyridine in CHCl; at

25 50 °C according to Tetrahedron 1984, 40, 2985-2988] by treatment with lithium tert.-
butyl acetate according to general procedure K (method b). Obtained as a brown solid
(5.17 g).

MS (EI) 302 (M™); mp 59-67 °C.

Example K7

30 ropionic acid tert.-butyl ester

The title compound was prepared from 3-(2-methyl-2H-pyrazol-3-yl)-benzoic acid
methyl ester [prepared by i.) reaction of 1-(3-bromo-phenyl)-3-dimethylamino-
propenone [CAS-No. 163852-04-8] with methylhydrazine in EtOH at 23 °C for 2.5



No. 58481-14-4] by treatnment with lithiumtert.-butyl acetate according to
general 20 procedure K (nethod b). Cbtained as a light brown solid (7.70
g). M5 (IweN)2ags53 (M H)-1 Exanple K4 3- f PCT/EP02/03644

3- (3- Met hyl -i soxazol -5-yl)-phenyl] -3-o0xo0- ?FOpIOﬂIC acid tert.-butyl ester
The title conpound was prepared fron1ethy

3-(3-net hyl -i sox henzoat e ed b action of, ethyl

3”6t hynyl berut b ERR oS Ao obha ARG S e Gres o e

acet al d0>r<]| gElearETs&HeﬁWﬂh@aBuhaﬂmHﬂatQVS ﬂyfdrdllﬂﬁolldive@'ﬂ@h 1eathibf wﬁhaaccgr di Ing
to Tetrahedron 985- 2988 m t uty
acet ate accﬁtfﬁfrh%tgélgz qL‘ﬁPB%*éf]aﬂ’% Wﬁ%{ﬁ?h ‘ept: ;'ﬂﬁééa 0811 ow
solid (2.54489) by %aﬁ&r(tl\hﬁﬁﬁ)htﬁﬁﬁn Ee(rMbH}Yl'hceta{’tB a@rdibgto gé@@rﬂ%&&%&@&&

PCT/ EP02/ 03644 npl.e K5

- 3- Oxo0- 313 fiﬂsthP@gg @@Wéaﬁwﬂﬁww {("get hyl ) - 11, 2, 31t ri azol - 1-yl | - phenyl

pr opi oni c aﬂg‘f( er tyl ester The title corrpound was prepared from
AR

(RS)-3-[5-( =pyran-2-yloxynethyl)- 5[ 1,2,3] triazol- |-yl]
-benzoic acid nethyl ester [prepared by tlh foI | ow ng sequence: i.) nethyl
3-azi dobenzoat e [CAS—No 93066- 93- 4] g, 88 mml) and (RS) tert.
but yl - di net, h) ) .-S|Iane

[CAS—No 135294 B18 805y P ] : { 10 days;
.) The obteaubaeblarﬁelerlal (48 2 g, ca. 88 mml) was stl rred i n TBAF (300

m_ IMin THF) at 70 C for 6 days 10 and subsequently refluxed in IN

HCl( 400 ml) Thefitl@cdihpoird Waslprepared &bﬁeszl Br&ilﬁéthgbmuﬁdrﬁethﬂ 0,2, 3M4riamaBl) was

stirred in 400 .nl) and conc. ays. iv.)
Part of t helgme %%Flﬂa%eéwq gitey r@@r ry Snrate O Hitthe
3, 4-di hydr Os;%khmrs@@siyt&ﬁl YHs dest8ibad ﬁmé re@aﬁhtféatofﬁm RIK Panbsrelttiig0 i n DCM

ngt ”-Lf)u? ty| 5?:@ é?e%%dafrgdgefe@&laﬁﬁ&bﬂ%Té@ﬁépép 2&%? ilefa ﬁ@(f%‘?}hﬁa‘h I't um

Cbt ai ned as dandeflh@me7!9 N8n4%0)@hd sﬂi@m Ia§E§ tA2ed vk H) . 14@@2@&@1&5 3

2- 3NEth i soxazol ridi propi oni c ac ert.-butyl
[est (er yLy treatmelzlt Wltﬁ htlzuuPnytelrt Ibutyl acetate accordQ ng to é)elnerall proceéure E( ity

(method b). Obtained as a yellow oil (2.90 g).

MS (ISP) 345 [(M+H)"].

Example K9

3-[3-(3-Methoxymethyl-isoxazol-5-v1)- ropionic acid tert.-butyl ester

20 The title compound was prepared from methyl 3-(3-methoxymethyl-isoxazol-5-yl)-
benzoate [prepared by reaction of ethyl 3-ethynylbenzoate [CAS-No. 178742-95-5]
with a mixture of NCS, 2-methoxyacetaldoxime [CAS-No. 71494-93-4], Et;N and cat.
amount of pyridine in CHClI; at 50 °C according to Tetrahedron 1984, 40, 2985-2988]
by treatment with lithium tert.-butyl acetate according to general procedure K

25 (method b). Obtained as a light yellow liquid (1.548 g).

MS (EI) 331 (M™).

Example K10

(RS)-3-Ox0-3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl}-
propionic acid tert.-butyl ester

30  The title compound was prepared from (RS)-3-[4-(tetrahydro-pyran-2-yloxymethyl)-

thiazol-2-yl]-benzoic acid methyl ester [prepared by the following sequence: i.) A
mixture of 3-thiocarbamoyl-benzoic acid methyl ester [CAS-No. 106748-27-0] (7.8 g),
1,3-dichloro-2-propanone (8.4 g) and sodium bicarbonate (8.4 g) in 1,4-dioxane (180



20 The title conmpound was prepared from

2- (3-net hyl -i soxazol -5-yl)-isonicotinic acid nethyl ester [prepared by i.)
reacti on Wb 0208360- i soni cotinic acid nethyl ester [CAS- NeCTEPALTHB447- 8]
with trimethyl silylacetyl ene according to eneral procedure H ii.)
desilylation by reaction with cat. K2CO3" P MeOH at 0 C for 4 h; bii.)

cycl oaddito 1 X 0 acet al doxi ne, Et at nt of
e | ey e ool b 20 B The 1B ig R re sk s Gt 20 “hpidsgaed Doge]
by treat nengo ami&fedk&uﬁbﬂ@f&&iilﬁm-m&hb}ﬁﬁe Q&@tg,)ﬁxﬂnﬁﬁ@ﬁl @2000mlLY Sgieney whs

?R/I?-;: ed%roe 556 1n&e<§) %{?n%lp %ﬁ%l%te}ge s 305’&8 Yito ice- co(Iid 2N§-Iél 288 mL) angl Ehe? 302

3- [ 3- (2- Met pupldudhvipyekaaabd Wit edhybheeate, ﬁmwghnﬁxrl@@rwag GragelddvitiEbrine, but y|
e co ound. was prepared,f

ester The
3- (2- et Byl 3@#%‘3% pmsulfate a ﬁ%@?&ats@ndvacwgph%e resiflue wpsraallisd by i
reaction ofﬁam(cﬁcméwmwntékAn&n diveed-(wh ﬂﬁnet Ocﬁﬁa@m- yl)GRaze acid

163852- 04- 8] hydr a ne In for 02/ 083652
PCT/ EP02/ 03‘61& Y ess%n?aéé ad] hght rewpaﬁ@faisgib’ipwc Csér)a"*‘é‘ﬂ-’ftBFF ‘Xeghlﬁﬁ%at‘?ﬂﬁ ai ned
i sonmers; "V el ﬂﬂ@af@?fan@f(zﬂlﬁhﬁ) a%%afblmesﬁgmmnw&m B&thl(o w gllidetidl - 78 C

for 1 h, fo quenching with a stre and seq ent
esterifi cat%cﬁﬁt‘i/\%pﬁn% sﬁﬁﬁdéb% Cf‘?Zéd?ATéF SC’:‘BU‘@ W@ﬁrdﬂ%@lwl ijt r eat ment

With 1ithi ugetadd, twasmtmkh %@baﬁﬁn B&%‘bﬁét@golhﬁoﬂﬁﬁkﬂvﬁh bPIeCEsI &eK S (met hod
b). Obtained as eI I ow oi | ES. g). 300 (M) Exarrpl e K8
3-13-(5- D| fppora IEVBTU‘%%HWS@W}P)WEFIBHVW BY oxo- pr opi oni ¢

acid tert. clﬁymaaogeaﬁﬂﬁronlsﬁml & dsmgl fhy Qé@&b‘/ﬁ@xa\f@%l pz)ea@%m@lt fqam (RS -
3- (5-di nmet $/I an nopet hyl - triazol -1 - %hgbenzm c acid neth ester
¥

[ prepar ed f3dhn(irehydroRyga- &ﬂkﬁ%%ﬂw@ ﬂ@ﬁmb anfeic agidinethyl Eéteéz%é ) to
Lii.) as desGripedion 6%3@@9%%@%@{%&%&{{%&1 HRiugELrf, -%@)Il bBGate ! he

obt ai ned product W th 1 h, followed
addi ti oA3 ofaccaﬁdmmeaﬁﬁahéroeeﬁ@emmwthm> Qhéplrsqdiausuaumb yallow 9il{(3.8 20 c forl
h.] (2.14 8.22 Lpﬂytreatment with lithiumtert.-butyl acetate
according t Sééﬁ?ér‘iéﬁz Mé@d re K (nmethod b). Obtained as a yellow oil
(2.90 g). M5 (ISP) 345 [(MrH)+].

Example K11

(RS)-3-0Ox0-3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-oxazol-2-v1]-phenyl}-

propionic acid tert-butyl ester

20  The title compound was prepared from (RS)-3-[4-(tetrahydro-pyran-2-yloxymethyl)-
oxazol-2-yl]-benzoic acid methyl ester [prepared by the following sequence: i.) A
mixture of 3-carbamoyl-benzoic acid methyl ester [CAS-No. 106748-24-7} (17.9 g)
and 1,3-dichloro-2-propanone (14.0 g) was heated to 140 °C for 1.5 h. The mixture
was cooled to 20 °C and conc. sulfuric acid (12 mL) was carefully added. The mixture

25  was stirred for 10 min. and then poured into ice-water. The product was extracted
with ethyl acetate and the organic layer was washed with brine, dried over sodium
sulfate and evaporated in vacuum. The residue was chromatographed on silica gel
using ethyl acetate/hexane (1:1) as eluent to give 3-(4-chloromethyl-oxazol-2-yl)-
benzoic acid methyl ester (11.8 g) as a pale-yellow oil. MS (ISP) 252.2 [(M+H)™]. ii.)

30 A solution of this material (7.6 g) and lithium hydroxide monohydrate (5.0 g) in
DMSO (30 mL) was heated to 60 °C for 7 h. The cooled reaction mixture was poured
into ice-water and the mixture was extracted with diethyl ether. The aqueous layer was
acidified to pH 1 by the addition of 6N HCl and the precipitate formed was collected
by filtration and crystallized from dichloromethane/hexane. The pale-yellow crystals

35 (5.5 g) were dissolved in DMSO (25 mL), and after the addition of N,N,N’,N’-



Exanpl e K9 3-13-(3- Met hoxynet hyl -i soxazol -5-yl ) -phenyl ] - 3-0xo- propi oni c
acid tert.-butyl ester 20 The title conpound was prepared from net hyl

3- ( 3- net woyBsdsyt - i soxazol -5-yl) benzoate [prepared by r@attEPonosi4 et hyl
3-et hynyl benzoate [ CAS-No. 178742-95-5] ith a mxture of NCS,

2- met hoxyacet al doxi ne [ CAS- No. 71494-93-24f7 Et3N and cat. anount of
pyridine in Cl t 50.,C ordi ng to,Tetrah on \1984,. 40, 2985-29088] by
DY eat mont WiTHTe R Ay P b IRE Cor g T s MAT SRk edur o K
25 (et hod bi)20 “Qofoail heBthgbactdtd witadded hodvHei raitticte fwhs Wdshed buccedybyelybith 331
(M+). Exanpl e K ) - 37 Ox0-.3- 13- 14- . .

(tetrahydr 0W5§?r»§ﬁ\l %‘@Fﬂi 9%?-&@15@%3&#&2@&% Jripd preEspiim siiatsiandi ¢ aci d
tert. -butyl eepbeitedin vibgurhi Theresiompwaychromatogtibad e silicogel uRB) edhyl

ot er [ propHF BRI b ke b eied prodickvks e eeerom eyl
3- t hi ocar basthyt/hbahfe @ givesi(d-hyeiokyine851-0kazblAF PNeenzdRG (diGnekylQktet 2.8 Q) ,
1, 3-di chl or o: 2- Lopanoqe 8. d..sodi um bi carbonate. (8 g) in

1, 4- di oxane8 BFLFETTHD 5@81% e 3 Agraeire o s maferiph-h@at ed to 60 C
folr 24 h. ]jaﬁygﬁ;@yf_ dr@m%}mn_?fl)l)d’rﬂ e@x@gﬂﬁﬂict%icﬂﬂ;lrc@a@md.1gyidﬁahyna@et_ate%ufs rred
cont i nued {BR) 0 SHTEHOUTOMLT b HRsopBisates (ioied o EBPIF2RieHeRTe900 mt)
and the 1opr QstHGhs YeBu@Hitakd Rt sodtidnelndwhitibehd died BHE sedigialilfatedn@r Was
washed with brine, 5 dried gver . Oql m sul fat e, and evaporated i n vacuum
The resi due®VARST&¢d B AF i Re eaeflava eﬁa’fﬂswa%ﬁf h&%&rpﬁ@%@ yOngilica ge

|3; ( ﬁ; h%dr OXMSTRE E?ﬁk’ll' 4c@iaﬁ@éxiﬁe Mlé)z) _b_@él)a@AAtqo %ﬁ{e(ﬂRSﬁ?-]E[b%('ﬁa_tﬁﬁ?(ﬁj{b-[(yzax?zg) 7ag )

i ght-brown crys : - S m xture o is material .5 0),
di hydr opyr aﬂéxﬁ(fa?t%fmxa&ﬁt?-éz Persgrasshimetil esteadPa Rydp B%I@-Ye’&wgﬂ-é$§-? n et hyl
acetat e (50gNM)muR$) i tréat@en@bittehfarh 8ért. oty al&SteSREHindRo Yaer4li | uted with
et hyl 10 acetat@gi wash%gﬁxgth 5% sodi um bi car bgnat e sol ution and with
brine, dfi eBraseeie Ksaag U Qbizigedass rAlapdPRidld3i88lvacuum The resi dual
oil was purified Qy cﬁro tography on silica gel using ethyl
acet ate/ hex%@e@@ .02-’3 Ms*nl% ﬁent to give (RS)- 3-
[4-(tetrahydro-pyran-Z-yIoxynethyl)-thiafoI-Z-yI] -benzoi c acid net hyl
ester (9.6 g) as a pale-yellow oi | SEamp : 11 mmol ) by treatnment with

lithiumtert, -butyl acetate ;E according to general procedure K (nethod b).
Obt ai ned as £3-0x0:3sf 3-L3-(tetr 0 -2-Yloxymethyl)-isoxazol-5-yl]-phenyl}-

propionic acid tert.-butyl ester

20  The title compound was prepared from (RS)-3-[3-(tetrahydro-pyran-2-yloxymethyl)-
isoxazol-5-yl]-benzoic acid methyl ester [prepared by the following sequence: i.) 4-(3-
bromo-phenyl)-2,4-dioxo-butyric acid ethyl ester [CAS-No. 151646-31-0] (7.55 g, 23
mmol) and hydroxylamine hydrochloride (4.74 g, 68 mmol) were refluxed in EtOH
for 1 h; ii.) The obtained ester (5.94 g, 20 mmol) was reduced with LiAlH, (761 mg, 20

25 mmol) in THF at -10 °C for 1 h; iii.) The obtained alcohol (4.90 g, 19 mmol) was
reacted with 3,4-dihydro-2H-pyran and cat. amount p-TsOH*H,0 in DCM at 23 °C
for 20 h. iv.) The obtained THP-ether (5.24 g, 15 mmol) was treated with n-Buli at —
78 °C for 45 min, followed by a stream of CO,. v.) The obtained crude acid was stirred
in MeOH (90 mL) and conc. H,SO4 (6.5 mL) at 50 °C for 12 h. vi.) The obtained

30 material (2.01 g, 8.62 mmol) was reacted with 3,4-dihydro-2H-pyran (1.17 mL, 12.9
mmol) and cat. amount p-TsOH*H,0 in DCM (17 mL) at 23 °C for 5 h.] (2.44 g, 7.7
mmol) by treatment with lithium tert.-butyl acetate according to general procedure K
(method b). Obtained as a yellow oil (3.06 g).

MS (ISP) 402 [(M+H)™].



M5 (I SP) 418.2 [(M+H)+]. Exanple K11
(RS) - 3- Ox0- 3-{3-[ 4- (t et rahydro- pyran- 2-yl oxynet hyl ) - oxazol - 2-yl ] - phenyl } -
propi oni cwameds1eez t - butyl ester 20 The title conpound was PpmT&Par/exd4f r om

(RS)-3-[4-(tetrahydro-pyran-2-y|oxynethylé- oxazol -2-yl] -benzoic acid
met hyl ester [prepared by the following S %Uence: i.) A mxture of

3- car banoyl - benzoi ¢ acid nethyl est -No. 106748-24-7] (17.9 g) and
1, 3-di chl or o- 2- propanone (14.0 9) 4 ~to 140 C for 1.5 h. The

m xture wa I C f . :

added. The fr f - A et et pouf eg 1t
i ce-wat er. 6h@pmm&ucbc1da&ta)dwlad§ﬁeed V\Ath et hyI acetate and t he organic
| ayer was washed with brine, dried over sodium sulfate and evaporated in

vacuum The Thesitld mpam&hﬁmpﬂgd fohe@SH3- SHnkthyl -ge(tetrahsyﬂftgpﬂhﬂnw

tate/h I hI t
Sonea o Ao Msubhy) ROl b S LTy RER Pl Vo) o
[ (MtH) +] . | sequesdéd: ) Sobrotiodphaiyl )t Hoso-pRéomia el étHyl gterd{TAS- melemngdr oxi de

nonohydr at e 0.m.) was he he. cool ed
react?/on m x& lm}oaﬁe& B%%%’fﬁ‘ﬂ?e? é‘e%‘ﬁfeerle géﬂ;ﬁ{&mﬁgﬁﬁ ltéégt’llact ed
w th diethy rrhebbarned“s'lf(e lﬂ@ﬂﬁﬁpﬁeﬂy&)&‘&‘rlpym@ﬁdmalcylchcfylﬁzdici@et}i’ﬂ edtebyad he

addition of 6N HO, and t p | ect filtration

and crystal F?%@&WWIHF%HP‘Q:PM% ?Féfﬂ%‘%ﬁ gﬂyeéj #ﬁi‘h {’ eqd@/\ﬁ%l’%t als 35
5.5 wer Bkl ]11iso xR 4( A% dadéeth: etsewahaadadéum BOiAOH, M N, N , N

6\0 02/92)8365%}{ )s EQ&!/ oéelﬁ 5(5 te({f?zmca h%rﬂf n zﬁtm_ aﬁd met hyl

i odi de (2. 2 Tt dWeC fAr %Ve)%béilP?‘fge3 ] b 'In%hyl’:‘f‘ﬁ%??o Acetate

\glas add$g aRy- ﬁq&ﬁaﬁumtawacms/n’dbﬁamﬁh uagﬁ; Hﬁ!laﬂcll‘]gi‘dt'; i}noﬂ\@d;ﬂTsOHN{Jﬂ;} dand
rine e oQr ver Su at e ora I n

vacuum Thel®} @@6 3\%8{05\,\6; >8§Fé>§ f%@i’ﬂﬂeeavaagﬁafﬁgmﬁlrbgﬁ atg §

?cet a& e/ Pﬁxa@%ﬂ% Iﬁ]}ﬁhﬁﬁloevleﬂ@ fik s&@ﬁn%h@O@W) The&gbtﬁhe&ifaﬁde\aaa veals )ft%r)@d iéﬂ zed
romdi e er exan Ve enzoi c
aci d met h‘»y?/ ran gonc. Hg§ %%hﬂfer&él}«svﬂiTé % @Igv@mq %351 A mi xture

of this mat erdigi- 1£o§az"ol-§$)yl)-b€lhib‘i'éj£c‘i@ﬁ{e s@el Whs Béa)cteanaﬂps Jcliwenesw-f oni c

acid hydrate (0.1 _g) in ‘ethyl acetate tirred at 20, C for 1 h.
The sol uti oRYWESEChlutBgus R-Ts@FhHO i étZ%&%éasﬁﬂrﬁW%ms%‘@&a. um

bi car bonat e ;§Q]: itk Dbuﬁ? Ohcbatdh REIdNEs todeh &8l (Y EIdusORI(HAH B)20Btadtd as
evaporated in vacuum _The reS| dual oil” was purified by chromatography on
silica gel alightyellow oil (972 mg).

20 MS (ED 416 [(M+H)™].

Example K14

3-oxo-propionic acid tert.-butyl ester

The title compound was prepared from (RS)-3-[2-methyl-5-(tetrahydro-pyran-2-

25  yloxymethyl)-2H-pyrazol-3-yl]-benzoic acid methyl ester [prepared by the following
sequence: i.) 4-(3-bromo-phenyl)-2,4-dioxo-butyric acid ethyl ester [CAS-No.
151646-31-0] (6.135 g, 21 mmol), MeNHNHj, (1.296 mL, 25 mmol) and HCI (4M in
dioxane, 6.25 mL, 25 mol) in EtOH (35 mL) were refluxed for 1.5 h; ii.) The obtained
5-(3-bromo-phenyl)-1-methyl-1H-pyrazole-3-carboxylic acid ethyl ester (7.02 g, 22.7

30 mmol) was reduced with LiAlH, (862 mg, 22.7 mmol) in THF (60 mL) at -10 °C for 1
h; iii.) The obtained [5-(3-bromo-phenyl)-1-methyl-1H-pyrazol-3-yl]-methanol (6.34
g, 24 mmol) was reacted with 3,4-dihydro-2H-pyran (3.25 mL, 36 mmol) and cat.
amount p-TsOH*H,O in DCM (50 mL) at 23 °C for 23 h. iv.) The obtained (RS)-[5-
(3-bromo-phenyl)-1-methyl-3-(tetrahydro-pyran-2-yloxymethyl)- 1H-pyrazole (8.64

35 g, 25 mmol) was treated with n-BuLi at —78 °C for 45 min, followed by a stream of



usi ng ethyl acetate/ hexane (1 : 2) as eluent to give

(RS) - 3-[4-(tetrahydro-pyran-2- yloxynethyl)-oxazol -2-yl] -benzoic acid

met hyl esworn2p$652 g) as a pale-yellowoil.] (3.5 g, | | meoIEPILY36l4 eat ment
with lithiumtert.-butyl acetate accordi n%to general 15 procedure K
(method b). Obtained as a pale yellow 0i1°{3.8 g). M (ISP) 402.5

[ (M+H) +] . rrple 12 (RS)- 3-,0xa-,3-

(tetrahydr o AR a)nTg‘3 é? %’Pﬁarﬁuﬁfrﬁﬁld “@gitéri%‘fl@lﬁpﬁ (%WCOBF ISGHi(E-Saci d

Egrzt-?utﬁl mestaeso AOfokI3eh. M)Tleet&ﬂh iiﬁga@wqu d’;k'yﬁiéﬁ{ yed.- rfl;étﬁm;émyrﬁml -3- v
etra an-, ¢- ne oxaz enzo IIE
ester [pre% gﬁg%(i}c ?‘Hir&/ y axj‘%éq?;r’é E‘mcl yvaglreeclsted 48111 gro 2 y
br omo- thHYb‘)raﬂ(1’r75’hﬂXQ@W‘hﬁﬁ¢lFa@@tﬂ #hdint LFICH- H{%D@M L3k PatI3- O]

(7.55 g, d._hydr oxy ne hydroch 68 mmol) were
refl uxed?in CEF%?]ISI’F & %llﬁmqﬁ%gt@%mmhﬁ@@mgg gHthac%errrml) was
reduced W thecbidth %?1@19&1 PEbcedifle ﬁnﬁﬂ%&b) @bﬂ“ﬁe@ésay%@o‘@oﬁ(w 98 gh; iii.) The
obt ai ned al cohol 0 g, 19 mol) was reacted 3, 4-di hydro- 2H pyran
and cat. anmgr‘(qsm-ﬁs(p(jbj;@{)rn DCM at 23 C for 20 h iv.) The obtained
THP-ether (5.24 g, 15 mmol) was treated wwth n-BuLi at - 78 C for 45 mn,

followed by a streamof COX2. v.) Thexekbaiegd crude acid was stirred in
MeOH (90 nl) and conc. H2SO4 (6.5 ni) ag 50 C for 12 h. vi.) The obtained

30 mat eri al (KQ-DOx9.3-8-62 (ehydrd@graneR§longmedhivh) -iSoxdz i Nyidrdeyt pyran (1. 17
m., 12.9 nmol) and cat anqunt p- TsOHH20 in DCM (17 nmL) at 23 C for 5 h.]
(2. 44 g,197. MM&@@L@?& with lithiumtert.-butyl acetate according
to general dure K (nmethod b el l ow qj | .0 ). Ms
(1SP) 402 [?fmﬁqfommre@wmmew?g%oge@rﬁ%@ -PX AR o tgﬂg’) 3-{3-
[ 3- Met hyl - 456 Lb1- QJWdE@mWraé\lﬂjﬂetMﬂQXﬁé r@p(ér}:d reax@m o ﬂ@diﬂxyﬁﬁﬁl@w} 3-

0XO0- propi oni c alb tert ut est etltlec ound was redfrom
(RS)-3- [3- Wéﬂwﬁ- %lzoaa&drra%ﬂreatebffé ASTNR: OK180T ot AR Ok St gty | |

- benzoi ¢ acaﬁoﬁ&t@&Ml@eslh&rHtplf&wea%ylaudmﬁ off@k$)oaetralgydr§ezqwence i)

byr ol | P hoPERITRSOTIE P BeRAcHeY HEOR B F G CH AGonCUaNgredpatn, 53

59); ii.)  Whe ek ﬂ@ﬁdbaty( SoeRt OIRoRINEWY gendraPpocddr K Mrdetddwcryl i ¢ acid

et hyl est er _yas
y Obtamed as a yellow oil (3.00 g).

MS (ISN) 400.5 [(M-H)].

Example K16

20  3-Ox0-3-(3-pyrazol-1-vl-phenyl)-propionic acid tert.-butyl ester

The title compound was prepared from 3-pyrazol-1-yl-benzoic acid methyl ester
[CAS-No. 168618-35-7] by treatment with lithium tert.-butyl acetate according to
general procedure K (method b). Obtained as a yellow oil (5.00 g).

MS (EI) 286 (M™).

25 Example K17
(RS)-3-0x0-3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-pyrazol-1-yl]-phenyl}-
propionic acid tert.-butyl ester
The title compound was prepared from (RS)-3-[4-(tetrahydro-pyran-2-yloxymethyl)-

pyrazol-1-yl]-benzoic acid methyl ester [prepared by the following sequence: i.) A

30 mixture of 3-hydrazino-benzoic acid methyl ester hydrochloride [CAS-No. 167626-
26-8] (15.14 g, 75 mmol), 2-cyano-3-ethoxy-acrylic acid benzyl ester [CAS-No.
32016-27-6] (17.36 g, 75 mmol) and EtsN (10.5 mL, 75 mmol) in isopropanol (115
mL) was refluxed for 1.5 h. ii.) The obtained 5-amino-1-(3-methoxycarbonyl-



reacted wth nitroethane, POC13 and Et3N at 23 C, iii.) The obtained
5-(3-brono 1o phenyl)-3-nethyl -i soxazol e-4-carboxylic acid ethyl ester was
reduced Wwoh2ksdbi4 in THE at -10 C for 1 h iv.) The obt CHaP02/03644

[ 5- (3- brono- phenyl ) - 3- net hyl -i soxazol - nmet hanol was reacted with

3, 4-di hydr o- 2H pyran and cat. anount p- T§é—|H20 in DCM at 23 C for 20 h.

Th b THP- et h 45
foi ] oved by tandF R Blear gyt sd Bt stea Uil g Some b FetBiedtoa [ 15
g/EOZ ﬁng covith 1s<b1§é8@4n&hté5(30&11@2511&nlbl 1(‘)"tn|1)) 1%' 'I'Hmt)akrﬂgcfor 22};]111)Th;:
roxymet t zol < 5-yl) - ol ¢, ac ester was
regict eé Wi t %ylld imﬁg ’Q)é?rb € Y}&ﬁ%f’;’r éﬁﬁénﬁaﬂﬁp b@iﬁqg% Zﬁlqﬁ% at 23 C
for 1 h.] kysps g,éﬁsrfﬁﬁiol)VWishlydlrcbgehhtUﬂfIﬂ ﬁiéfpresblbﬁe)ﬁf P@¢@(HI°£P@K9,@O@ 1to

06"Vt ) ST 0 i R By P 30 P65 R oBlnd 72 0
2- Met hyl - 5 (eir@éth@@dmoﬁﬂtpl&na})yiwopyf@&ew darBokyllY b&idqli3. 30 glds aofhﬁfaml w}ras

U 3T OP s St e O P ORES comen'n Tl BRIRRL s 105 REERTESY 1rom
yl oxynet hylp) vzmh@ysb@mld ﬁ(#hgd@%am @&a;sﬂ)me;tlmslanﬁé &id IRtgPated by the

feg![ Ie(r)vm'[ ré%s_se g%efe@@%aweareeﬁeciyghgq ‘S‘ﬁ}’ -2 4 d| ox&- but{vﬂn C_aci ,etzgyl
nmol ) angl HeH ct4Mnblnt M@@@PHQO% PeMlo1 #9) arpiam forBb B (1898 glau.aner e

refl uxed for : : bt ai ne
5- ( 3- br on- %W@H%Y)trefﬂﬂgtw Kty ferb ugrl 3ctatepesey iing tagenerdprgqedesstder (7. 02

, 22.7 30 (e FaeHiCR i 862 nmg, 22.7 muol) in THE (60 m)
HERETIR S i e s LA

[ 5- (3- bronpip I8Ny BYs iyl - | H- pyrazol - 3-yl ] - met hanol (6.34 g, 24 mmol)
was reacted wth 3, 4-di hydro-2H pyran (3.25 nL, 36 nmol) and cat. anount

p- TsOHH20 in DCM (50 nmL) at 23 C foEX@legv ) The obtained (RS)-][5-
(3- brono- phenyl ) - 1- met hyl - 3- (t et rahydr o- pyran- 2-yl oxynet hyl ) -1 H pyrazol e

(8. 64 395 9,(REB3MY-}-(DAS- (kdtRAl@d-Wirhh 20 Biheti])-isb8ase]-BOA ] -ARen¥iln, fol | oved
by a stream of, WO 02/ 083652 PCT/ EP02/ 03644 -57 CQ2. v.) The obtained crude

a_ci d was st%%“ﬁ—&%@é@é@bﬁﬁﬁé) and conc. H2SO4 (6.5 nlL) at 50 C for 5 h.
Bt ot hyl THese coppoud s rpats g {RSVed:  diste BErproRers IO Ry EI0: ok
pyran (1. 75sothaol 20,1 L BeiauRl dci @A absterdpRuRiediby TRORIRPirid seDeMct:28 (A1) at 23
3-(hydroxyimino-methyl)-benzoic acid methyl ester [CAS-No. 91186-80-0] was
20 treated with NCS, cat. amount pyridine in CHC; followed by addition of (E)-3-
pyrrolidin-1-yl-acrylic acid tert.-butyl ester [CAS-No. 340257-76-3] and slow addition
of EtsN in CHCl; at 23 °C. ii.) The obtained 3-(3-methoxycarbonyl-phenyl)-isoxazole-
4-carboxylic acid tert.-butyl ester was stirred in formic acid at 50 °C for 18 h. iii.) The

obtained 3-(3-methoxycarbonyl-phenyl)-isoxazole-4-carboxylic acid was reduced

25 with BH3*SMe; in THF at 5 to 23 °C for 16 h. iv.) The obtained 3-(4-hydroxymethyl-
isoxazol-3-yl)-benzoic acid methyl ester was reacted with 3,4-dihydro-2H-pyran and
cat. amount p-TsOH*H,0 in DCM at 23 °C for 1 h.] by treatment with lithium tert.-
butyl acetate according to general procedure K (method b). Obtained as a yellow oil
(1.817 g).

30  MS (ISN) 400 [(M-H)].



5 Cfor 18 h.] (3.93 g, 11.9 mmol) by treatnent with [ithiumtert.-butyl
acetate according to general procedure K (nethod b). Obtained as a yell ow
oi | (4.90wQ)02/083R (1 SP) 415 [ (M+H) +]. Exanpl e K15 PCT/EP02/03644

(RS) - 3- Ox0- 3-{ 3-[ 5- (t et rahydr o- pyr an- 2-yl ox) met hyl ) -i soxazol - 3X11- phenyl | -
10 propionic acid tert.-butyl ester The 1 f 1Te conmpound was prepared from
(RS) - 3-[ 5-(tetrahydro-pyran-2-yl oxynet h | soxazol -3-yl] -benzoic acid
nmet hyl ester [prepared from (2)-3- (Mi%@% no- nethyl)-benzoic acid

nmet hyl este ; b .
pyridi ne i n=€ X 61 o ‘ -

pr opynyl oxygﬁbﬁwlamcaﬂdt&towtaMtetrl on of Et3N I n CHC13 at 23 C] by
treatment with lithiumtert.-butyl acetate according to general procedure
K (nmet hod bThe t1ﬂb&oahp'tﬁiﬂ1daﬁas®r¢p%kécbﬁrbml (RSY-3-[@QGnethyl- Wdﬂaﬁ?ﬂro‘l}ﬁ/@aﬁﬂ (MH"].

Exanmpl e K16 .20 3 ra I d.tert.-butyl
ester Theé tYWéﬂ?f%&gfnéY'ﬁ% p%li P%—fﬁc ?‘{‘)‘g%%é’ypﬁggglfe%%e ‘érw(’}lg’% %C:de
met hyl  est egequbkedS:)Nobrokisteh Loy ohlélidoynd B%@P@ﬁammbkhcfylichbﬂrméthyltestebut yl
acet g‘geogcgféﬁrvg%(p 53@69‘?”' PG a3 edne e EARalbraisp bl 2 Todh, Yo | OW
(RS) - 3- Oxo- &%ﬁt) [ﬂlie(obfhﬁrge@ﬂ(ﬁbfdtﬁ%fﬁeﬁztoﬂ[)? ﬁBpfb}SWanﬁﬂdi-&Z@llc hciyt Inieth)ﬂhenyl | -
ropi oni ¢ aci er u e r

?Rsf 3- [ 4- ( SS5RTIEAS JRRCESS ﬁﬂaw %@Yéﬁ%@ﬂ%ﬂ@r atp?gngfdroq\ﬁa Ing f]%rﬁgrgﬁ 8301 d
met hyl gt es1d RLPPRE &ﬁalhyd 5he- Hr@iﬂo%éﬁgl)sle%ﬂﬂPQH yrhzoe-30arfiokilic £idf

3- hydr azi no- benzoi c acid neth y ester rochl ori de 6 26 8]
(15.14 g, 7oethybesfer wasgsdused witbdadiEA Eﬁiﬁﬁc gcqgorgelhgynggpmm

32016- 27- 6] (3(1%170&@ Hen 7)51%@%1191 1€1~ruii>yEatz§1M @mqn&hmolﬂa%rmd)mrms isopr opanol
(115 L) was ref uxecY

5-am no- 1- (élhbfét(hgim nRsAat. \A@WGS@@?&C@)%}I%@/%%4@ for 20gh. v.) The
PheTY )1 BBt Ao G ROPEL S ol o) v
for 22 HS5 i tH-pyr was treated with n-Buliat —78 °C for 45 min, followed by a stream of2
CO,. vi.) The obtained crude acid was stirred in MeOH and conc. H,S04 at 50 °C for
18 h. vii.) The obtained 3-(4-methoxymethyl-2-methyl-2H-pyrazol-3-yl)-benzoic acid
methyl ester was reacted with 1M BBrs-sol. in DCM at -78 to 23 °C for 1 h. viii.) The
obtained crude bromide was reacted with KOAc in DMF at 60 °C for 30 min. ix.) The

20 obtained crude acetate was reacted with NaOMe-sol. In MeOH at 23 °C for 20 min.

x.) The obtained 3-(4-hydroxymethyl-2-methyl-2H-pyrazol-3-yl)-benzoic acid methyl
ester was reacted with 3,4-dihydro-2H-pyran and cat. amount p-TsOH*H,O in DCM
at 23 °C for 1 h.] by treatment with lithium tert.-butyl acetate according to general
procedure K (method b). Obtained as a yellow solid (11.106 g).

25  MS (ISN) 413 [(M-H)"].
Example K20
(RS)-3-0x0-3-(3-{2-[2-(tetrahydro-pyran-2-vloxy)-ethyl]-2H-pyrazol-3-yl}-phenyl)-

propionic acid tert.-butyl ester
The title compound was prepared from (RS)-3-{2-[2-(tetrahydro-pyran-2-yloxy)-

30 ethyl]-2H-pyrazol-3-yl}-benzoic acid methyl ester [prepared by i.) reaction of 1-(3-
bromo-phenyl)-3-dimethylamino-propenone [CAS-No. 163852-04-8] with 2-
hydroxy-ethylhydrazine in EtOH at 23 °C for 2.5 days. ii.) The obtained mixture of
pyrazoles (12.36 g, 35.19 mmol) was reacted with 3,4-dihydro-2H-pyran (4.79 mL,
52.8 mmol) and cat. amount p-TsOH*H,0 in DCM (70 mL) at 23 °C for 20 h iii.)

35 chromatographic separation of the obtained isomers. iv.) treatment of the clean



obt ai ned 1-(3-nethoxycarbonyl - phenyl)-1H pyrazol e-4-carboxylic acid benzyl
ester (18.98 g, 56 nmmol ) was hydrogenated in the presence of Pd/C (10%
Pd/ C, 600wom2/083652 ol %9 in Et QAc (350 nmL) and THE (250 nL)pPCatEP@B03644 or 16
h. iv.) The obtained 1- (3-nethoxycar bony%- phenyl ) - 1H pyr azol e- 4- car boxyl i c
acid (13.70 g, 55.6 mmol) was reduced with BH3SMe2 (28.46 ni, 278.2 mmol)

in THE (364. ni 23 f 16, ;h....V. h i :

|3n (4- hy((jr oxlﬁ%l%%ﬁ%%?g'go m%l)ﬁ) a;S:E e%tﬁ%gfl%ivré"éugl ﬁg?ﬁ;ﬁt’ﬁgb eantoi)ol_néFg{ % 45. 9

ol ) was r@achEctwi’8 ACIorksdnhy thllow2dibpy strearh ®f 2O,mt.) ThSokaimed(RS)-1-0 and
t. t T 20, | 1 t 23 C f h.l. (14.1 4.8

ol ) "y o r BACH AR By SRy prsdeaf et At el

procedur e KA4.36ptbhddninpl) vistredcteddvidsKE GOl (L@ g028.8 @rithol3 Ind Mel MBOE b)) 399

[(MH)-], | e K18 o .

(RS) - 5 Gho- Lol 1 BOTEAATAPE. 359 3652 -3 A8 e 1S el s Brmei Yithnen | -
propi oni ¢ dgththrh edrt.-buliyitagbtaeskc@rdibgeo eddral procadary i (mathodbgp@bathetimom
(RS)-3-[ 4-(tetlrah .g{g)o@o%ran- 2-yl oxynet hyl ) - isoxazol -3-yl] -benzoic acid
met hyl est et YESWeHEPW By the fol | owi ng sequence: i.) (2)-

3- (hydr oxyi (d.nos - oic acid methyl ester [CAS-No. 91186-80-0] was
20 treated @SRESI;PEE&?)(QQ{F%QZNDUM pyridine in CHC13 foll owed by addition of
(E)-3- pyrrolidin-1-yl-acrylic aci dEt ert¥ _I@jtyl ester [ CAS-No. 340257-76- 3]
and slow addition of Et3N in CHC13 = 1i1.) The obtained

Y LIRQ-I-L I L -1 LOLT & POV Ll
9, Ci Ul C U U N . C U
3- ( 3- net hoxptoawh epypbioplenyd derti-batvhesmdre- 4- car boxyl i ¢ acid was reduced 25
with BH3SMe2 in THE at 5 to 23 Cfor 16 h. iv.) The obtained
3- (4- hydr oxYhetitiy tompoundawas pr8payéd fbenRS)-6-Eef2d(tatedtydio-pptaar2-plasy)-eact ed

0,2 0 D05 SRR St s T e SRR BB it 11
procedur e Kseqneideor) dapthylbuztoletzeme 8CHBIN0OBE6-93-4 [lardil(RSYjtert.3puthds (| SN)
(RS) - 515, | S -G Erean o gmars-y TR EERYP RSN ATHUAYYL y1 ) - phe
nyl ] - 3- oxowprtedizhtedite 6aeC dort @rdays; li)tTHe obsdired material was stirred in TBAF (1M

in THF) at 70 °C for 6 days and subsequently refluxed in 1N HCI for 2 h; iii.) The

obtained 3-[5-(2-hydroxy-ethyl)-[1,2,3]triazol-1-yl]-benzoic acid was stirred in

MeOH and conc. H,SO, at 23 °C for 11 days. iv.) The obtained 3-[5-(2-hydroxy-

20 ethyl)-[1,2,3]triazol-1-yl]-benzoic acid methyl ester was reacted with 3,4-dihydro-2H-
pyran and cat. amount p-TsOH*H,O in DCM at 23 °C for 20 h.] by treatment with

lithium tert.-butyl acetate according to general procedure K (method b). Obtained as
a yellow oil (6.748 g).

MS (ISP) 416 [(M+H)"].

25 Example K22

propionic acid ethyl ester

The title compound was prepared from (RS)-3-[5-(tetrahydro-pyran-2-yloxymethyl)-
pyrazol-1-yl]-benzoic acid [prepared by the following sequence: i.) A mixture of 3-

30 hydrazino-benzoic acid [CAS-No. 38235-71-1], 4-dimethylamino-2-oxo-but-3-enoic
acid ethyl ester [CAS-No. 67751-14-8] in acetic acid was refluxed for 15.5 h. ii.) The
obtained 2-(3-carboxy-phenyl)-2H-pyrazole-3-carboxylic acid ethyl ester was stirred
DMEF-di-tert.-butyl acetal in toluene at 80 °C for 45 h. iii.) The obtained 2-(3-tert.-
butoxycarbonyl-phenyl)-2H-pyrazole-3-carboxylic acid ethyl ester was saponified



The title conmpound was prepared from (RS)-3-[2-nethyl -4-(tetrahydro-pyran-2
5 yl oxynet hyl ) - 2H pyrazol -3-yl] -benzoic acid nethyl ester [prepared by the

fol | owi ngwoemssssre: i.) 3-bronobenzoyl chloride and PCT/EP02/03644
3-isopropyl am no-acrylic acid nethyl ester [CAS-No. 89895-40-9] were
reacted in tol uene and Et 3N according to @n‘t hesis 1982, 318. ii.) The

obt ai ned 2-(3 S{ -acrylic acid thyl ester
was reacted ‘(ﬁiﬂf M @%’:P)ef‘f%nieg OE%E amﬁgg@%f%ﬁbﬁf) ’éynt hesi s
é9(8:2% b10 318cﬁrbdnlyl -pheyt) - DL B stk 3- carboxylhc acid Vx{)as reduced with BH3-SMﬁ2 in THF

r ono- p 14 pyrazol e- 4: car box aci .ester was
reduced wit HP tg\?%‘é&lﬁﬁ l’ﬁﬂ%va?t heqpteng ihﬁ %tlhﬂc@ a]| ﬁgﬁ’ %{
(3- br ono- phedeyd fert- liutﬁ&my 3.1884, nyrsamhoﬂvmk];tmémmaﬂﬁic a\ﬁ@is(zmagtaedom:th

\?; )4 Tﬁlehyd[)? fgfz ?ITQ \ylr) aﬁle o[l])talne& cruggggcrl] E/vas gtillj?e in %?eéﬁ (50 mL% né SOCl, ar 20 h.

(RS) - 5- ( 3- branm1msenitol y 2t 28Ty 6.4-h( i TROYKLERRB(3 &&y@i@ﬂﬁ@&l PY¥dzdl-15
1H pyrazol eoggetreat OJ X ?JLl at}-78 fgr 4(5[}“};élr foI dzby a

vplﬁacme%{]%smga 8% Eukie? BEN WasTeaTrd MR SidEBI-2a conc.

st ream of

H2SO4 at 50 irp(rl 664ALMS, 3'hdm<)»l) Iﬂ&cﬁbéxﬁéxﬂﬂ TsOH-H 20 in DCM (25 mL) at23 °C
3-(4-net hoxy yl -2-neth I-2H- razoéﬁs ben20| c acid S ester was
reacted W t SEr‘!}uQ(ﬁhe obfai (tﬁtéahlér‘tpmfl Zrylexymethyl)jpyrarel-1-

obt ai ned gr %Eb&fz@f@a@ﬁl Meghyl @s@&t@@zmg tdné&%mwas orﬁﬁe&%tﬁeﬁma@ﬁ (81 n.

i X.) The 20 obtained crude acetate was reacted w | Ove-sol. In MeOH at

23 C for 20 WEhin THF{20mé) a3 (}]@g 3h.] (1. 90 g, 6 3 mmol) by activation with CICO,Et

3-(4- hydrOXY@@SM%ﬂ%ﬂ&]}’im@ﬂﬂ%ﬁ%@b‘oﬂhmo}) 1991@10@ %_'Cq{g,@i WL %&96 er vvas
reacted with ro-2H pyran and cat. anount C
for 1 h.] by QfPé&bn@ﬁPWﬁﬁi brir¢action withtmeqno- etbﬂtrwloa%tépataésva@cssk&z hRy2tla-

ﬁ/‘én?[gl\b o [ﬁﬂ)'l‘)r Mg@{ﬁ%‘@qg %mo?a‘n@'mﬁ@(%n& 2@b|n%o§%kbﬁt3(°é3f0119§a;@) 25
(RS) - 3- Otd- @%@dm’fﬂ!ZBQQTéeréﬁ%FGKﬁWME)Wb%Wd@F aYight loppild3dR4 gLyl } - ph

en 1 - propionic acid -bu ,1 ester The title conpound was prepared
from (RS) - 3- MQ-({@)@?%H@%VH@Oprran 2-yl oxy)- 30

et hyl]-2H pyrazol - 3-yl }-benzoic acid_nethyl ester [prepared by i.) reaction
of 1-(3- brono-phenyl)- 3-di net hyl am Eé—fpi)-éﬁéone [CAS—No. 163852-04-8] with
2- hydroxy-et hyl hydr azi ne |n EtO—l at 23 Cfor 2 5 da

mxture of 3xao{3abl:g d)-prepionigaeid terk byl ¢s
3, 4-di hydr o- 2H-pt¥/ran (4. 79 m_ & i a]nd c m)unt _ sOHH20 i n DCM
(70 nL) at 2 Bheditiegomppumd;yas P)"eR?Se‘i: PBPaltlel? & sYé F%ﬁl?% S i)

obt ai ned b5Weﬁmhg’ofm%ﬂﬁﬁé%ﬂbbéﬁzo&ﬂ@%CRB-@@J! VB 134-QB 3662 RGILFRO2/ 03644

acetylene, followed by saponification with aqueous NaOH in refluxing EtOH] (10.0 g,

S. Gl ii.) The obtained

52.86 mmol) by activation with ethyl chloroformate/EtsN and reaction with mono
tert.-butyl malonate potassium salt with Et;N and MgCl, in CH3CN according to
general procedure K (method a). Obtained as an orange oil (11.55 g).

25 MS (ISP) 288 [(M+H)™].

Example K24

propionic acid tert.-butyl ester

The title compound was prepared from (RS)-3-[5-(tetrahydro-pyran-2-yloxymethyl)-

30 [1,2,4]triazol-1-yl]-benzoic acid methyl ester [prepared by the following sequence: i.)
methyl 3-(1H-1,2,4-triazol-1-yl)-benzoate, [CAS-No. 167626-27-9] (39.4 g, 194
mmol) was heated in 36% formaldehyde-water (250 ml) in an autoclave for 41 h at
150°C. Cristallisation from water and ethyl acetate/hexane (1:1) yielded a light brown
solid (24.3 g, 54%) mp 164°C; ii.) The obtained material (24.3 g, 104 mmol) was



-60 isomer (7.35 g, 73.7 mmol) was treated with n-BuLi (13.08 nL, 20.9
mmol) in THE (42 nL) at -78 C for 45 mn, followed by a streamof CX2. v.)
The obt aiwed2(85652 3- PCT/EP02/03644
{2-[2-(tetrahydro-pyran-2-yl oxy)-ethyl]- 2%—5pyrazol 3-yl}-benzoic acid was
reacted (4.56 g, 14.1 mmml) was reacted Wth KHCO3 (2.89 g, 28.8 mml) and

ol ) by tr G2t e Rt Pt e 20 Tk, So Aihop fificat st U0 Onerar

procedure Kf(%tfﬁﬁdlrbdlchlmth&rd& ae0 rri)ﬂHFci%le) at 33 00fg)20 VB (I SP) 415

(RS -5 bco- BBFiotidd oBltaw dpometomaphy onsilisn gsl olusnstvl agerste D gaves
| - phenyl) - lighopirowmn oild €166 g,et3. mmsﬂ)/byEsattmean'Wthﬂmhm tedApayhatetatess pr epar ed

from(RS 3 dr.o et hyl ] trlazol
yl}- be)r';'lzmc{égac{él %Igonéeilﬁawmc %ﬁgﬁfnéeg%érde@%?m?ﬁe&%o ghv& ell%'w dlgéql i

met hyl 3-azé6benzoat e [CAS-No 93066-93-4] and (RS)-tert. -butyl 15

di met hyl -[ 4- (tetrahydro- pyran-2-yl oxy)-but-1-ynyl]-silane [ CAS-No.

198411- 20- OMS (hsh)etORdd(MeH)'d 60 C for 10 days; ii.) The obtained materi al

was stirred in TBAF (1M in THF) at 70 C for 6 days and subsequently

refluxed in INHJ for 2 h; iii.) THzampltKdsned

3-[5-(2-hydroxy- ethyl) 1, 2, 3]tr|azoI-I-yI] ben20|c acid was stirred in

OxoHP-EEM1.3¢ | iRz s faxt-totvyl@steed 3- [ 5- ( 2- hydr oxy
20 ethyl)- [ 1,2, 3]tr|azol 1- yI] -ben20|c aC|d rret hyl ester was reacted
with 3, 40di Tﬁlydtl‘de Qipgyndaves poepaced frommoethyl {13 G4kHR®1-1Ayl EnEeate LBAE for 20

h.] by trea er al
procedure KN?EH% %52) Ibg)ljaé &i%ﬁl htﬁlﬁ%}l*efta%%gﬁ%& %g%)@ga‘?g tcf\%n% P) 416
[ (MrH) +] . 2progsdurp Wﬁk@@dlﬂspb&-lﬁdﬁs&n{cﬁange liquid (2.41 g).

5-(t et rahydro-pyran- 2- onxynethyI) ] 2yrazol -1-yll -phenyl}- propionic acid
et hyl ester MRHEIX287I(3donpound was prepared from
(RS)-3-[5-(tetrahydro-pyran-2-yl oxynet hyl)- pyrazol-1-yl]-benzoic acid

[ prepared by the foll owi ng sequenceExampleK26 xt ure of 3 30

hydr azi no- benzoi c aci d [ CAS- No. 38235 71- 1]
4- di met iyl aps azeh 14yliphéhyBabrioro-pa Gtz gugn eftgAS- No. 67751-14-8] in
acetic acid was refluxed for 15 5 h i ) The obt ai ned

2-(3-car box?h@héﬂwmp@-mdpw@chaeedsﬁcmrmdhyﬂ31 ¢l Fdmitlagolnl-yDbestzontenas stirred

[prepared from 3-(1H-imidazol-1-yl)benzoic acid (J. Med. Chem. 1987, 30, 1342;
CAS-No. [108035-47-8] by refluxing in conc. H,SOs/MeOH] by treatment with
lithium tert.-butyl acetate according to general procedure K (method b). Obtained as

20  an orange-brown oil.
MS (ISP) 287 [(M+H)™].

Example K27

3-0x0-3-{3-{4-

acid tert-butyl ester

25  a) 3-(4-Hydroxymethyl-thiazol-2-yl)-benzoic acid methyl ester

A mixture of 3-thiocarbamoyl-benzoic acid methyl ester (7.8 g), 1,3-dichloro-2-

propanone (8.4 g) and NaHCOj3 (8.4 g) in 1,4-dioxane (180 mL) was heated to 60

°Cfor 24 h. The reaction mixture was cooled to 20 °C and added to a stirred solution

of NaOMe (5.4 g) in MeOH (200 mL). Stirring was continued for 0.5 h. The mixture
30  was poured into ice-cold 2N HCI (200 mL) and the product was extracted with

AcOEt. The organic layer was washed with brine, dried and evaporated in vacuum.



DMF-di-tert.-butyl acetal in toluene at 80 C for 45 h. iii.) The obtained
2-(3-tert.- butoxycarbonyl - phenyl)-2H pyrazol e- 3-carboxylic acid ethyl

est er wasweaposdchl ed WO 02/ 083652 PCT/ EP02/ 03644 -61 w t RCINPH@d44 n THE
at 0-23 Cfor 16 h. iv.) The obtained 2- (3 tert.-butoxy-

car bonyl - phenyl ) - 2H pyr azol e- 3-car boxyl i ¢ ém d was reduced with BH3' SMe2 in
THE at 51tq,23 C, for 18 h .

3 (5- hydr oxy HECPVRLSAsamtalize om CHOG Betiie g e (stndypomastiyl-Piszdlag g
11.62 mol) 22a;bsﬁzoﬁdmumtﬁymémrq7a@) ds ligh?-brbynatyseb, @apd1 15or175Ch. vi.) The
obt ai ned crude acid was stirred in MeOH (50 nL) and SOC12 (1.54 ni, 21.25
nol ) at 23 bE3f[er(Tetrahidroviviran-2-Fieyslettal \rtehzdl-§ Y ]hlyehz ok vawthethyl eyt azol - -

yl )-benzoic acid nethyl ester (2.84 g, 12.2 nmol) was reacted with

3, 4- di hydr oA2nixtpie fthé afebialiprep élrgdf.hMJS)g)?diﬁy@I@byraﬁnghﬂDaf[&QHHZO in DCM

(25 m) at 2 r .3 days.

(RS)- 3-[ 5 (11‘?3{1?%%9 Rje ay?iwd&at@ %?ism ﬁ@@? @‘J«?rraﬁbwaﬁ stiggdypf 70 °GfiAd ¢ aci d

qﬁtE h¥|20efrlt_ eThe 2019%6n fg\?rs aﬂaﬁdrwmilAcg%mswm@ wviihi 396 m@%ﬂdﬁ?ggﬂ %ﬂﬂt)cllcnoz o
(0.63 i, 6b6mFm‘§l“3% %’EHN?E%Q?@ ae% empor e@%ﬂ‘“’%}# ?%éu%gﬂmpalé X7 nl) at
0 Cfor 2 hhrJrﬂétb%M@ By silieagdl hsing Wc@Et fﬂéﬂﬁreé(tIth H&éxﬁﬂ@?ﬁze@QﬂaSSl um sal t

b 0023 C 1 beushygpss %ﬁ@%&%ﬂ@ﬁi voharAr bt SOy s heG ekgia )

ot ai ned;@s eLyeqbwoﬂel low oil (1.124 g). M5 (I1SP) 373.4 [(M+H) +]. Exanpl e
K23 3-Oxo0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert.-butyl
ester The tic B&)ﬁpgﬂegqgﬁmy@m&aﬁ@d V66 eshill L+ azhl 261 B pBEmyL= pophehe oi ¢
acid [prepare 29 by refluxing of nethyl 3-azi dobenzoate [CA No.

93066- 93- 4] 2flq terty Liestier | yl - acetyl ene, followed by saponification with

aqueous NaOH in ref xin EtOH (10. 52. 86 actlvtlo wth

ethyl chl orol\f%mfﬁ?%é areﬁépre@atﬂhlamv’i%s) wasnfaea%ﬁth%umferﬁa Wat e

EOE as;_a‘lh utrjn s?hétaa&at&brﬁtz%%@s@geww rotéu&me@mmo etaaox@sqsr [al pr ocedure
net nod a

(MeH) +] 15 %té?% riqglqure%)y xyg&aglg}g)_ g@g!azlo - -yjf] -phenyl] proplomc ac1c§ te t-g
5- (tetrahydregepw@sﬂg)?qsxélpakyf@mmMsl 1§B)21,142 [txapo].- |-yl ] -phenyll-
propionic acid tert.-bu”,1 ester The title corrpound was prepared from (RS)

-3- [ 5- (tetrahydro- pyran 2- yl oxymeguhple K28

a) 3-(2-Bromo-1,1-dimethoxy-ethyl)-benzoic acid methy] ester

20 A mixture of 3-(2-bromo-acetyl)-benzoic acid [CAS-No 62423-73-8] (2.43 g), 4-
toluenesulfonic acid hydrate (0.38 g) and trimethyl orthoformiate (5.5 ml) in MeOH
(40 mL) was heated at reflux for 20 h. The cooled solution was diluted with AcOEt
(0.15 L), washed with 5% NaHCOj solution and with brine, dried and evaporated in

vacuum to give 3-(2-bromo-1,1-dimethoxy-ethyl)-benzoic acid methyl ester (3.0 g) as
25 a pale-yellow oil.

b) 3-Ox0-3-[3-(2 1]-propionic acid tert-butyl

ester

3-(2-Bromo-1,1-dimethoxy-ethyl)-benzoic acid methyl ester (3.9 g) was treated with
lithium tert.-butyl acetate according to the general procedure K (method b) to give 3-

30 0x0-3-[3-(2-bromo-1,1-dimethoxy-ethyl)-phenyl]-propionic acid tert-butyl ester (2.8
g) as a yellow oil.



30 [1,2,4]triazol-I-yl]-benzoic acid nethyl ester [prepared by the

foll ow ng sequence: i.) nethyl 3-(1H1,2,4-triazol-1-yl)-benzoate,

[ CAS- No. WO0eags627-9] (39.4 g, 194 nmol) was heated in 36WCT/EP02/03644

f or mal dehyde-water (250 m) in an autoclaye for 41 h at 150C.
Cristallisation fromwater and et hyl acet é‘f’e/ hexane (1:1) yielded a |ight

brown solid (24.3 g, 54% np 164C; é iahP!Tﬁf_S obtained material (24.3 g, 104

acted with

mrol ) was WO 02/ 083652 PCT/ EP02/ 036
3, 4-di hydr o;
dichloronet‘-‘- S ; . =
col um chro t. Iuene/ et hyl acet ate 1:1) gave a

li ght brown? treatment with lithiumtert.-butyl

scetate az%wucés L5 S50 LB L T Eb 220 00 O

3- Oxo0- 3- (3- héla,téﬂﬂithsmxaﬂxgltelsmc ﬁftmm)yhih Phemiaoreowaciodledant -dilutedlwidst er 10

Thetltlec eare r.om net hyl ..3-[ 41 t.ri azal - | - benzoat e
[Cas Moo TERBIET SIS B RRb s R e U bR B e 3k o

accor d| ng t egghekadol-4pilpbeatisicackl (1t d)asbiywn dalittai ned as an orange liquid
(2.41 g). M5 (El) 287 (M+). Exanple K26 15 3- (3-1nidazol -

1-yl - pheyl ) bB3-03-0M@ahgmxapslcs-gh idnt @t heibuieghyl esérer The titl e conmpound was
prepared from nethyl 3-(1H i m dazol-1-yl)benzoate [prepared from

3- (1H i ni daAcblutioylof bepznéthylRctadol-4-yl)NixtzoiCheid(1.498Yin Bfhixth4T Me@AS- No. [

L050%5, 4 Sl LSRRI OB G R R BB bt e

as 20 an oewpg&téﬂmwacmﬂu anW&dﬂeﬁB)xalZﬂMz[s(sﬁhbﬂ with Hexa (g0l e LK2He @HoXo0- 3- [ 3-

f 4-(tetrah Io nmet ol [ id
tert- ( but yl é?t 51)ng§ Xﬁ@‘dﬁ'@&%?ﬁ% I%Pﬁf%i’igNa%Cgﬁ f&%‘bﬂﬁg]i‘}t :iginizlcrre?ﬁlyl
ester Am xpwci:pnafe vastidolstedbp Aheyion he 8o B 42 anttlylr@taayl-4-gHtissnz¢id addQ) ,

1,3-dichlor ?ne%hyl ester (1.18 g) as light-brown solid, MS (ISP) 218.2 [(M+H)™].

- TsOHH20 in
*tri fication by

3-(2-Methyl-oxazol-4-yl)-benzoic acid methyl ester (1.02 g) was treated with lithium
tert.-butyl acetate according to the general procedure K (method b) to give crude 3-
0X0-3-[3-(2-methyl-oxazol-4-yl)-phenyl]-propionic acid tert-butyl ester (1.50 g) asa
pale-yellow oil.

20 Example K30
3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,3.41thiadiazol-2-yl| -phenyl}-

propionic acid tert-butyl ester

a) 3-(N'-tert-butoxycarbonyl-hydrazinocarbothioyl)-benzoic acid methyl ester

A mixture of 3-(N'-tert-butoxycarbonyl-hydrazinocarbonyl)-benzoic acid methyl

25 ester (1.47 g) and Lawesson reagent (1.62 g) in toluene (30 mL) was heated to 70 °C
for 1.5 h. The mixture was concentrated in vacuum and then subjected to chromato-
graphy on silica gel using AcOEt/hexane (1:2) as eluent to give 3-(N'-tert-butoxy-
carbonyl-hydrazinocarbothioyl)-benzoic acid methyl ester (1.31 g) as a yellow solid,
MS (ISP) 328.3 [(M+NH,)"].



propanone (8.4 g) and NaHCO3 (8.4 g) in 1,4-dioxane (180 nL) was heated to
60 Cfor 24 h. The reaction mxture was cooled to 20 C and added to a
stirred swbuweiogass2 of NaOve (5.4 g) in MeOH (200 nlL). StirPCaEPaaesceont i nued
for 0.5 h. The m xture 30 was poured into_ice-cold 2N HO (200 nL) and the
product was extracted with AcOEt. The ofgéa'ni c layer was washed with brine,
f;'sfgug”g,a e el %01 %%%oa%é”t%e“ -63 The

3- (4- hydr OXX'EBHE%L of Bl (ﬁz ?%&ga&%)c&rbb Eﬁ?rf By&;raialrclocar%p&ﬁ) E3L8k aéld mietiiyl 2°

|'i ght-brown crystals,
3- 14- ( Tet r atspetr(0.9pg) anTl?A 9 mky/rmishkl (P mIivesetirrdd 3 § G fm2di. Thaedldernret hyl

ester A m%gl;é ratte{i'? {;ﬂ%g;ﬂ Bcz%r (ﬂ(%‘ iigggl}o‘iaﬁb%&dl h droﬁfyrane (4.1

m.) and 5"t0l u nesul foni ¢ aC| ) was
stirred at Q@ﬂﬁzlésmrtmﬂhoroameé(w&g) o apssalldiihgidibd Wi th AcOEt, washed with
5% NaHC3B sol ution and with br| ne, dr| ed over Na2804 and evaporat ed in
vacuo. The ¢ , lvs idapdtirylastesi | i ca gel using
AcCEt [/ hexane (1: 2) as el uent to give 3- [ 4-
(t et r ahydr oApyixtare 8t 3rhpdepaebthjodJarb driyhbehzoe acid mbthyk ester teifidroaedtity (0.5t er

9.6
g- 0(092%- ?:S% @43 3 '? e?rﬁ ]:r%f %/fr dmﬁ(glvrcgﬁdfth;})l SﬁE‘ifr&Ytdﬁ%ﬁhi"f{%(Q%gE in B{OH (e mlg %8s or opi o
nic acid tbea_tedtiutSQPCésrth hATh«almttar@fzastdﬂataalam&tAaDEmrﬁbaﬁﬁddwﬁtth (3.3 g)
\é\?zcggﬁﬁgeﬂ}{pn%?%w&ﬁ glj-llﬂ%n o l'be%gangc %&SI apﬂ%{{%}%l;a ecri‘| gfl'}eoreglcrl]ueal %ﬁ ?8 gal
(tet rghydlr og pyasa]ussﬂ?d mdMe®Hhipl thL}, lIMe(ZNia l{me&g)]washddyd indtHepblkios w&ﬁ/L Ei) ]
tert t e-yel.l ow, 0 I +] .
E>e<arrpl g %228}1 eggedg(z SC% Og‘:)ﬂ] gﬁ’gr%&?urf ‘%‘F ﬂﬁ?tﬁ%%@thé}ﬁ@% Eﬁ%ﬁqugwéﬂ i oni ¢
aci ﬂ ]ter t- , bHCj/hncbwthbrma)T}&-c(rgmﬁthlgﬁvhstrﬂd{mfl beappratdiynd t};eb@dmmsﬁasNgci d

t es - (2- br ono-.ac - benzoi_c,.aci -

52425 75- 61 oS gyoh K Opg i R e T e et A s b
trimet hyb dsdnaok atidinadthyl(eSteb (0119 g)i 43 aMi@H solidMeTISPYa51. he@iter) gt refl ux for
20 h. The cool ed solution was diluted with AcOEt (0.15 L), washed with 5%

NaHCO8 sol ud) Bfb-fharahiyddo-pyraine vidximethendl oM idhirdazel2ivi] -batacidusidt 0 gi ve

3-(2-brono-1 fil t hoxy-ethyl)-benzoic acid nethyl ester (3.0 g) as 25 a
pal e-yel | ow—m&ﬁy—g 3- Ox0-3- [3-(2-brono-1, 1-di net hoxy-et hyl ) - phenyl |

-propionic R mlxtutree 5t S-Py—fﬁ(&roxymethyl-[1,3,4]thiadiazol-z-yl)-benzoic acid methyl ester
(7.8 g), dihydropyrane (5.6 mL) and p-toluenesulfonic acid hydrate (0.59 g) in AcOEt
20 (80 mL) was stirred at 20 °Cfor 1 h. The solution was diluted with AcOEt, washed with

5% NaHCO; solution and with brine, dried and evaporated in vacuum. The residual

oil was purified by chromatography on silica gel using AcOEt/hexane (1:2) as eluent to
give 3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,3,4] thiadiazol-2-yl]-benzoic acid
methyl ester (5.85 g) as a pale-yellow oil.

25  e) 3-Ox0-3-{3-[5-(tetrahydro-pyran-2-vloxymethyl)-[1,3,4]thiadiazol-2-yl]-phenyl}-

propionic acid tert-butyl ester

3-[5-(Tetrahydro-pyran-2-yloxymethyl)-[1,3,4]thiadiazol-2-yl]-benzoic acid methyl
ester (5.85 g) was treated with lithium tert.-butyl acetate according to general
procedure K (method b) to give crude 3-o0x0-3-{3-[5-(tetrahydro-pyran-2-

30  yloxymethyl)-[1,3,4]thiadiazol-2-yl]-phenyl}-propionic acid tert-butyl ester (8.9 g) as
a pale-yellow oil.



ester 3-(2-Bronmp- 1, 1-dinethoxy-ethyl)-benzoic acid nethyl ester (3.9 Q)
was treated with |ithiumtert.-butyl acetate according to the general

pr ocedur ew ogogtehnd b) to give 3- 30 oxo- 3- PCT/EP02/03644

[ 3- (2- brono-1, 1- di net hoxy- et hyl ) - phenyl ] ropionic acid tert-butyl ester
(2.8 g) as a yellow oil. WO 02/083652 F’(ﬁéEPOZ/ 03644 -64 Exanpl e K29

3- Oxo0- 3-[ 3-(2- net hyl - oxazol - 4-yl) - p%enélﬂ Eizopl onic acid tert-butyl ester
xture of

a) 3-(2-Methyl -oxazol -4-yl)- ben20| c
3-(2-brono- ) d )
heat ed wi t =1 : : A ex: 2

diluted wi tﬂsronfd&@j dﬁbuﬁh&itetrhe preC| p| tate for rred was coI I ect ed by
filtration to give 3-(2- methyl-oxazol -4-yl)-benzoic acid (1.51 g) as brown

solid. b) 3a)(32[VEd-Riydraxyaiofny-ft.3 kb énzeli T vAdedzste iy netisd ester Sol uti on of
3- (2- met hyl - oxazol -4-yl)-benzoic acid (1.42 g) in a mxture of MOH 10 (30

m.) and gl(;lHChﬁiEﬁuz@of 5hy&)azimﬂndswﬂiémﬂ benzéﬂ: dcid methgl é&gerth@lﬁﬁ@hdbtdt@m mﬁ)s )
evaporated i\n C t he residu S.stifr ' H20 (30 , the
oot the et BeRhgr itk fodens! pyd et o B e
sol ution. The)wps Bé‘dt@iﬁoaltoe °@gdisr 1.5b] Bt ixtbyrefvids dilated avith AcQENV@d washed
ey IRt R B0 e 35 dtic TR Wik o584 8 (bl antfint ' 9P oW
g (O>2< 0 Ng L3| I(eadﬂatdiwasct&acxxgam draphy o kiiey/dd uﬁhgmc@mme?ﬁioecztm%; elbettitb es;I er

t hy - 0 ster was treate
wih 1T e R 2%{%@/ Sk He %ﬁgfeleé%qtlﬁ%vlﬂ epipic @féﬁ%gwg%)l BYEFAcd
(et hod b) 4sa vehiwesoBAUNS (BP) 265.3 [(M+H)1].
0x0- 3-[ 3- ( 2- net hyl - oxazol - 4- yI) phenyl ] -propionic acid tert-butyl ester

(1.50 g) asb)s-{p&d-€TatedHyOmws-pyrhn-22300k 20N B [ KSQ]tBra@60013-$3-behboic acid

(tetrahydro-pyr yl oxynethyl)- [ 1,3,41 t hi adi azol - 2- -yl -phenyl | -
pr opi oni c '—éﬂgﬁ butyl ester a)

3-(N -tert- utox razin thl yl 0i C.aci. ester A
m xture of ? T%& é%%r@ 5 F@z&ﬁ%@ée}rﬁgﬁmm B{Tﬁw &S et hyl
25 estens( J(143‘6 Q)dlhv&togﬁmsap% m@?@@cnp téllleﬁasulﬁmt aaathly@ﬁ&e(o(mg)riﬁ) was

o o o BT (gl was it 5 20 € 8 T 1B SRRt i R Nt e

washed with 5% NaHCOj; solution and with brine, dried and evaporated in vacuum.

The residual oil was purified by chromatography on silica gel using AcOEt/hexane

(1:2) as eluent to give 3-{5-[2-(tetrahydro-pyran-2-yloxy)-ethyl]-[1,3,4]thiadiazol-2-
20  yl}-benzoic acid methyl ester (1.60 g) as a pale-yellow oil.

¢) 3-0x0-3-(3-{5-

phenyl)-propionic acid tert-butyl ester

3-{5-[2-(Tetrahydro-pyran-2-yloxy)-ethyl]-[1,3,4] thiadiazol-2-yl}-benzoic acid
methyl ester (1.60 g) was treated with lithium tert.-butyl acetate according to general

25  procedure K (method b) to give 3-oxo-3-(3-{5-[2-(tetrahydro-pyran-2-yloxy)-ethyl]-
[1,3,4]thiadiazol-2-yl}-phenyl)-propionic acid tert-butyl ester (2.1 g) as a pale-yellow
oil.

Example K32

3-0Ox0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,3,4] oxadiazol-2-yl]-phenyl}-

30 ropionic acid tert-butyl ester
a) 3-(5-Hydroxymethyl-[1,3,4] oxadiazol-2-vy1)-benzoic acid methyl ester

A mixture of 3-hydrazinocarbonyl-benzoic acid methyl (0.97 g) and 2-chloro-
acetimidic acid ethyl ester hydrochloride (0.95 g) in EtOH (20 mL) was heated to 80



graphy on silica gel using AcOEt/hexane (1:2) as eluent to give

3-(N -tert-but oxy- carbonyl - hydrazi nocar bot hi oyl ) -benzoic acid nethyl ester
(1.31 g) weoaogamb:t ow solid, M (I1SP) 328.3 [ ( MtNH4) +] WOPOZ/EP836GIH524

PCT/ EPO2/ 03644 -65 b) 3- Hydr azi not hi ocarg);)nyl -benzoic acid nethyl ester
trlfluoroacetateAsolutlon of )

(0,95 g i rCHoR s THE RN DR TS qRE Bt el A PG Salifhllyy  °1

sol vents wbiiee, E‘hapfg’aaicddyelr iway deiediand evagoraeedeanddie residual oil (1.1 g) was

3y dr azi noghl REat AN T PERE A0 26A Hidh TR (635 & arld K b 95t 2t @ (0-98

g) as a cry
3- ( 5- Hydr oxmistteywas[stirrdd 44 100 oz dh- Eﬁgtlcbowmwmh{an)}ﬁnemnym) asder A

m xture of 3- razi not hi oc benzoi c Cld g

trifluor 3ac§f‘§¥g‘e @éflzggwefﬁ ‘ﬁ?ﬁ Xé’ﬁ B8 a £ I?Heélqggr Qg hdﬁg §1T}§st er

hydr ochl or i shext(fe whé diljtddrwith &DEﬁaﬂd_»)zasWadsmh&N KA1 f10d Bith Griner THe. drgdnic The
m xture was dllut%ﬁ\é\nath AcCEt %she with IN 10 thblne

The or gani cleVEyes pd F\éatf’oéﬂ Wep eS| raggzleé%mgf:aE was
di ssol ved i % v&BOh hy8roxknetHy-ONa,4( dka@Bz @) 2- y\la&eaﬂﬂe@la&mthyhestsloaomzlgoas aas
heated to 6 Cforlo S Eel’% l.i_ie was diluted wwth AcOEt and washed with
IN HO  andWhit tPligr B o”% )]ayer was dried and evaporated and the
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1,3, 4] tHi apl3uflei e L :

solid, M (hﬁﬂm&&& 2 [(I\/H—|)t] d) 3-(5- (Tetrahydro pyran 2- yI oxyrrethyl) [
13, 41t hi adi azol -2-vl ] -benzoic acid nmethyl ester A m xture of
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according to ner al
% prop?oneilc acid tert-butyl ester

3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,3,4]thiadiazol-2-yl]-benzoic acid methyl
ester (12.6 g) was treated with lithium tert.-butyl acetate according to general
procedure K (method b) to give crude 3-oxo-3-{3-[5-(tetrahydro-pyran-2-
yloxymethyl)-[1,3,4] oxadiazol-2-yl]-phenyl}-propionic acid tert-butyl ester (17.0 g) as

25 apale-yellow oil.

Example K33

3-0x0-3-(3-{5-[2-(tetrahydro-pyran-2-yloxy)-ethyll-[1.3.4]oxadiazol-2-yl}-phenyl)-
propionic acid tert-butyl ester

a) 3-[5-(2-Hydroxy-ethyl)-[1,3.4] oxadiazol-2-vl]-benzoic acid methyl ester

30 A mixture of crude 3-hydrazinocarbonyl-benzoic acid methyl (2.90 g) and 3-hydroxy-
propionimidic acid ethyl ester hydrochloride (2.76 g) in pyridine (10 mL) was heated
to 100 °Cfor 2 h. The mixture was diluted with AcOEt and washed with 1IN HCl and

with brine. The organic layer was dried and evaporated and the residual oil was



procedure K (nmethod b) to give crude 3-0x0-3-{3-[5-(tetrahydro-pyran-2 30
yl oxynet hyl )-[ 1, 3, 4] t hi adi azol -2-yl ] -phenyl }-propionic acid tert-butyl
ester (8.WOg@p/osws2a pal e-yellow oil. WO 02/ 083652 PCT/ EPOPCO3®PA2036466
Exanpl e K31 3- Oxo-3-(3-45- [2-(tetrahydro:Pyran-2-yloxy)-ethyl] -1

1, 3, 4] t hi adi azol - 2-yl | - phenyl ) - propi oni 068a0| d tert-butyl ester a)

3-15-(2-Hydro 3,41 az ] Z0i ester
5 A m xt urer%%)%d} %éﬁ%ﬁb HOHS: cjt tgogzﬂb}’ rl?@ﬁﬂ%’b &? ‘Q ﬁaéﬁ?'ﬁ?ﬁb éfg?nim

trifl uor oaceidinethyDesdte (29)) andwRitbyadidoMs [@SR@40Mi [(MeHED) "heci d et hyl ester
hydrochl oride (0.35 g) in pyridine (5 mnL) was heated to 100 C for 1.5 h.
The m xt ur eb)vm{ss-m | Tt eathydviot pyrAe-Oktl oxp) cbthwdls (e3l4 | tiidalliaz AN -ViEibeansc weidh bri ne.
The organic_| Jhas dried and evaporated and the residual oil was

chr omat ogr <ilica gel using AcOEt/hexane (1:1) as eluent to 10 give

? 0[ 27( S) pyd aé n}x%};%ﬁe% h i *I%Bydr% E{i@gd[ll;%@ k?d[l%lzﬂl#%@]' ecl)‘%jglc%.%{dd mggltyp églereSt er

3- {g 12- (;I}'e(ﬂr%@;ﬂlhydlyspﬁﬁn&@i ﬁXY)md?phySlu]en&uﬂfoﬁcéhﬁﬂhly&ﬁitclam)?o? R-inl |3- b]en20| c
acl et m xture, o 4

t hi adi azol yf%‘@?t] % B@r?z"fﬁséméﬁciﬁ%f;%ﬂ 251%&(}’4592%% n(’%. sg t§¥ “;161 %{%ﬁ%pyr ane
(0.95 gL) am(;khgd ?vﬂhlw@ﬁISH_Krjr?mbmlﬁaﬁiadd Iaydlrlﬁgﬁl ﬂl@ed(]j-ﬁldgi')vapdil‘ateaﬁﬁfzhcdtﬁlﬁ gL) Wﬁs
stirred at or : ti on was ,di |l ute washed wi t
306 Narioos OIS AT BRSO EE P Ero R ol me D G Lt S GUReaR | The

r esi dualo oi (1:2)as elput thighd 3bi5- Ezh(rtétﬁaiyagd ppfayt- Dilosy)-dthyl ] -G8 B, 4lthiddgazol-2-

AcOEt/ h 2 | Tt
3C{5 [ZG?? otk th—%’i%“ﬁ@?lgﬁg' QWS%% é%%%li'yf”"ﬂ %l-4] thiadiazol-2 20
},f' }d(gegz?l?) Q Chdo Bl ' ETY S Qa2 S

[0)
[ 2- (t et r ahygshieayDypropioni-ayidaxyt)bugfileyted - [ 1, 3, 4] t hi adi azol - 2-yl | -

phenyl )-propionic acid tert-butyl ester

3-{5-[2-(Tes- '{amlearwdﬁﬂpﬁawzoyMy)&ttm] 11.8,4Kkhdd#polt hivRcieazeit addy| } - benzoi ¢
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treat.e th |
o tor di s ipettat Sfer3250w i e ek R e byl 446tef asgordin
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a pale-yellow oil.

Example X34

20 i ropionic acid tert-butyl ester

a) 3-Oxazol-4-yl-benzoic acid methyl ester

A mixture of 3-(2-bromo-acetyl)-benzoic acid (1.94 g) and formamide (1.08 g) was
heated with stirring to 130 °Cfor 3 h. The mixture was partitioned between AcOEt and
brine, the organic layer was dried and evaporated and the residual oil was dissolved in

25 a mixture of MeOH (30 mL) and 4NHCI/Et,O (8 mL). After being kept at 20 °Cfor 18
h, the solution was concentrated in vacuum, diluted with AcOEt, washed with sat.
NaHCOj; solution and brine, dried and evaporated. The residue was chromatographed
on silica gel using AcOEt/hexane (1:3) as eluent to give 3-oxazol-4-yl-benzoic acid
methyl ester (0.85 g) as off-white solid, MS (ISP) 204.1 [(M+H)™].

30 b) 3-(3-Oxazol-4-yl-phenyl)-3-oxo-propionic acid tert-butyl ester

3-Oxazol-4-yl-benzoic acid methyl ester (0.85 g) was treated with lithium tert.-butyl
acetate according to the general procedure K (method b) to give crude 3-(3-oxazol-4-

yl-phenyl)-3-oxo-propionic acid tert-butyl ester (1.46 g) as a pale-yellow oil.



3- Oxo0- 3- 13- 15- (tetrahydr o- pyran-2-vl oxvnethyl) - [ 1,3, 41 oxadi azol -2-yl]
-phenyl }- 30 propionic acid tert-butyl ester a) 3-(5-H dro nethyl-11, 3, 4]
oxadi azolwP-0gi03368ENnzoi c acid methyl ester A m xture of PCT/EP02/03644

3- hydr azi nocar bonyl - benzoic acid nmethyl (0.97 g) and 2-chloro- acetimdic
acid ethyl ester hydrochloride (0.95 g) |Q?'EtCH (20 nmL.) was heated to 80 WO
02/ 083652 PCT/ EP02/ 03644 -67 C forJE -] |2§ m xture was diluted with AcCEt
and washed with IN HC and with br organic |ayer was dried and
evaporatedzgnd_t ?[ved in DM (4 ). Upon
addi ti on of=—A¢e€ e was stirred at 100
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-benzoic acid nmethyl ester (12.6 g) as a pale-yellow oil.

3- Ox0- 3- { 3-§)3-Oke1t3- ey io1-pyyl dhery] Y bepisnt Bcifl terBbadd xaei azol 2 yl'I - phenyl 1-
20 propionic acid tert-butyl ester

3-[5-(tet ramy‘elfaeolpwaberi’zow xyiethbldsier [((J.9Bg)4x}aastth¢awi Wizl lith?unltdrt Beutzioi ¢ aci d
met hyl ester %)1 Etrea ed W, t h hg})ert -buaég ce3t€3te

accor di ng ta&etg"&na&%qd piodRe enes qu%erﬁ P Er%wecg& X0-

3- 0X0- 3-1f 3- t&lﬁzélnﬁfyl—?h&’@flppﬂipﬁ@ﬁc Zid téhOfo‘tWEésf&'(l 54 g) as a pale-yellow oil.

1, 3, 4] oxadi azol ] - phenyl'}-propionic acid tert-butyl ester (17.0 g) as
25 a pale-yellow oil. Exanple K33 ExampleK36

UL

3-[3-(5-Methyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester

a) 3-tert-Butoxycarbonvlacetyl-benzoic acid methyl ester

Dimethyl isophthalate (67.9 g) was treated with lithium tert.-butyl acetate according
20 to general procedure K (method b) to give crude 3-tert-butoxycarbonylacetyl-benzoic
acid methyl ester (74.5 g) as a pale-yellow oil.

b) 3-Propionyl-benzoic acid methyl ester

To a stirred solution of 3-tert-butoxycarbonylacetyl-benzoic acid methyl ester (11.1 g)
and Mel (2.2 mL) in DMF (40 mL) was added portionwise at 0 °C NaH (55%

25 dispersion in mineral oil, 1.4 g). Stirring was continued at 0 °C for 15 min and at 20 °C
for 30 min. The mixture was partitioned between AcOEt and brine, the pH being set
to 7 by the addition of 3N HCI. The organic layer was dried and evaporated. The
residue was stirred in a mixture of CH,Cl; (30 mL) and TFA (30 mL) for 40 min at 20
°C. After the evaporation of the solvents, the solution of the residue in AcOEt was

30 extracted with ice-cold sat. Na,COjs solution and the aqueous extracts were
immediately acidified with 3N HCl and extracted with AcOEt. The solvent of this
extract was evaporated and the residue heated in a mixture of toluene (40 mL) and 3N
HCI (3 mL) to 100 °C for 1 h. The cooled mixture was diluted with AcOEt, washed



3-Ox0-3- (3-f 5- [2- (tetrahydro-pyran-2-yloxy)-ethyl1l- [ 1,3,41

oxadi azol - 2-yl | -phenyl )- propionic acid tert-butyl ester a) 3- [ 5-

(2- Hydr oxwoetigdes2 [ L3, 41 oxadi azol -2-yl| -benzoic acid mpCmEPoreisesr 30 A
m xture of crude 3-hydrazi nocarbonyl - benzoic acid nmethyl (2.90 g) and

3- hydroxy- propionimdic acid ethyi estef’hydrochloride (2.76 g) in
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1, 3, 4] t hi addpz0b-MNethyl! dxabi6lnzol) Geagdi€lad@ iyl egéer (8.2 g) as a pal e-yell ow
oil. c) 3-0xo0-3-(3-{5-[2-(tetrahydro-pyran-2-yloxy)-ethyl]-[1,3,4]
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-{5-[2-(Tetra 0- pyran-2-yl oxy) - .
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b) to give crude 3-0 o-3-(§,—{ 5-[2-(tetr hydro-pgrag-z yl oxy)-ethyl] - [
1,3,4] oxadﬁlarfmatcz&rﬁ}ed@ﬁé irp gelgsmsicentiie/hagans (L 4y es guenfitogiedr(5¢ 11. 6 g) as
a pal e-yel | giigi-bxazekarip)-Bersdit oefll Betht Lrea?nb2 4rashetikaaul) - 3- oxo- pr Bionic
acid tert-butyl ester 'a) 3-Oxazol -4-yl-benzoic acid nethyl ester A m xture
of 3- (2-13r 0g3-g8>€4-MthPRE G- AT iplerd]-94xB)propidnicicipitdisutillesR8 9) was
heated with stirring to 130 Cior 3 h. The mxture was partitioned between

AcCEt and  Br(bngsthflagslgB) Hehieicidatetldi ket (8137 ¢ Wap ledied thithNEhiuhe

resi dual oil s _dissolved i.n
tertbu ?acetate accorc!lmg to the general procedure K (method b) to give crude 3-

[3-(5-methyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (1.46 g) as a
pale-yellow oil.

20 Example K37

3-[3-(2-Methyl-5-propyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester

a) 3-Pent-4-enoyl-benzoic acid methyl ester

To a stirred solution of 3-tert-butoxycarbonylacetyl-benzoic acid methyl ester (11.1 g)
and allyl bromide (3.0 mL) in DMF (40 mL) was added portionwise at 0 °C NaH (55%

25  dispersion in mineral oil, 1.44 g). Stirring was continued at 0 °C for 20 min and at 20
°Cfor 30 min. The mixture was partitioned between AcOEt and brine, the pH being
set to 7 by the addition of 3N HCI. The organic layer was dried and evaporated. The
residual oil was stirred in a mixture of CH,Cl, (30 mL) and TFA (30 mL) for 40 min at
20 °C. The solvents were evaporated. The solution of the residue in AcOEt was

30 extracted with ice-cold sat. Na,COjs solution and the aqueous extracts were
immediately acidified with 3N HCl and extracted with AcOEt. The solvent of this
extract was evaporated and the residue heated in a mixture of toluene (40 mL) and 3N
HCI (2 mL) to 100 °C for 1 h. The cooled mixture was diluted with AcOEt, washed



25 a mxture of MeOH (30 nlL) and 4NHC1/Et20 (8 nlL). After being kept at 20
Cfor 18 h, the solution was concentrated in vacuum diluted with AcCEt,
washed wiwb 02a83652 NaHCO3 sol ution and brine, dried and evapdrERozaeshe
resi due was chromat ographed on silica g?l usi ng AcCEt/ hexane (1:3) as
eluent to give 3-oxazol - 4-yl - benzoi ¢ aci et hyl ester (0.85 g) as
off-white soJ SP . IVH—|) . .
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gi ve crude B-fa33aRaBomatpertindytiebunzdicdciixnethyloptedni ¢ aci d tert-butyl ester
(1.46 g) as a pale-yellow oil. WO 02/ 083652 PCT/ EP02/ 03644 -69 Exanpl e K35
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accordi ng 12@1&};@11@@6&{ al procedure K (nethod b) to give crude
3-tert-but oxycarbonyl acetyl -benzoic acid nmethyl ester (74.5 g) as a

pal e-yel | ovd)os3-(PMe&h{Prpiopalbxapeinzal ) cplamivkl- et dptopisiietcid tert-butyl

ester

3-(2-Methyl-5-propyl-oxazol-4-yl)-benzoic acid methyl ester (0.47 g) was treated with

20 lithium tert.-butyl acetate according to the general procedure K (method b) to give
crude 3-[3-(2-methyl-5-propyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl
ester (0.58 g) as a light-brown oil.

Example K38

henvl]-3-o0xo-propionic acid tert-butyl ester

25  a) 3-(5-Methyl-thiazol-4-yl)-benzoic acid methyl ester

A solution of crude rac-3-(2-bromo-propionyl)-benzoic acid methyl ester (2.71 g) and
thioformamide (1.83 g) in EtOH (20 ml) was heated at reflux for 1 h. The mixture was
partitioned between AcOEt and brine, the organic layer was dried and evaporated and
the residual oil was chromatographed on silica gel using AcOEt/hexane (1:4) as eluent

30 to give 3-(5-methyl-thiazol-4-y1)-benzoic acid methyl ester (2.41 g) as white solid.

b) 3-[3-(5-Methyl-thiazol-4-v1)-phenyl]-3-oxo-propionic acid tert-butyl ester

A sample of 3-(5-methyl-thiazol-4-yl)-benzoic acid methyl ester (1.05 g) was treated
with lithium tert.-butyl acetate according to the general procedure K (method b) to



To a stirred solution of 3-tert-butoxycarbonyl acetyl -benzoic acid nethyl
ester (11.1 g) and Mel (2.2 nL) in DMF (40 nL) was added portionwi se at O
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3- (5- Methylz, Mﬁl@ﬂryﬂtlﬁhiolbleﬂz-@b@zo&cacdi iethylést@ L or glas yellow oil.

rac- 3- (2- Brono- propi onyl )-benzoic acid nmethyl ester (5.42 g) and fornmam de
(3.6 nl) bepd3hed BimtibgbtHienl-tol)lFentd]{B6xd phopidifie adtixértbatyhaser
partitioned between AcOEt and brine, the organic |ayer was dried and
evapor at ed Assachgldef 3-€5 b-divkthyl-thismb 4- yd:)hlmﬂatcagfdaﬁhhgﬂ ater $0.9 g)aw@el usi ng
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3-[ 3- (5- Mebhyd gioxadel (24~ &1|r1)et]§))ﬂ&l‘ii¢kdl-43yl§)->p(hemd})pHﬁw-p'ropmnit doid fertbibiityl ester
3-(5-net hyl - ox z -4 yIF{?11 acid net hyl ester (0.87 g) was treated
with Iithi G te e according to the general procedure K
(method b) to glve crude 3- [3 (5-net hyl.- zol - 4-yl) - phenyl ]

- 3-0xo-propionic acid tert-butyl eMg@ g) as a pale-yellowoil. 20
Exampl e K3Z oro-3-[3-[5-methyl-4-

propionic acid tert-butyl ester

a) 3-(2-Hydro ethyl-5-methyl-thiazol-4-yl)-benzoic acid methyl ester

20 A solution of rac-3-(2-bromo-propionyl)-benzoic acid methyl ester (2.71 g) and 2-
(tert.-butylcarbonyloxy)thioacetamide (2.1 g) in EtOH (20 mL) was heated at reflux
for 6 h. The mixture was partitioned between AcOEt and brine, and the organic layer
was dried and evaporated. A solution of the residual oil and NaOMe (0.54 g) in
MeOH (20 mL) was stirred at 60 °C for 1 h. The solution was diluted with AcOEt,

25 washed with 1N HCI and brine, dried and evaporated to give 3-(2-hydroxymethyl-5-
methyl-thiazol-4-yl)-benzoic acid methyl ester (1.17 g) as white crystals, MS (ISP)
264.1 [(M+H)™].

methyl ester

30 A mixture of 3-(2-hydroxymethyl-5-methyl-thiazol-4-yl)-benzoic acid methyl ester
(1.05 g), dihydropyrane (0.73 mL) and p-toluenesulfonic acid hydrate (0.07 g) in
AcOEt (10 mL) was stirred at 20 °C for 1 h. The solution was diluted with AcOEt,
washed with 5% NaHCOj5 solution and with brine, dried and evaporated. The residual



3-[3-(2- Met hyl =5- pr opyl - oxazol - 4-yl ) - phenyl | - 3- oxo- propi onic acid

tert-butyl ester a) 3-Pent-4-enoyl-benzoic acid nethyl ester To a stirred
sol uti on Wb 02408362 - but oxycar bonyl acet yl - benzoi ¢ aci d net hpCTEPVZO36¢41. 1 g)
and allyl bromde (3.0 nL) in DM (40 nlL) _was added portionwi se at 0 C NaH
(55% 25 dispersion in mneral oil, 1.44 6% Stirring was continued at 0 C

for 20 mn and at 2 or, 30 mn The rtiti t ween AcOEt
and brine, 9%3’%?1113@?%}’ Ckggfnap%raﬁ)h%)?ntsﬂ]’éaégd%sﬂgdi C@% rﬁ’dg%??h ugd8ni c

| ayer was dgived- andemyhmtaﬁahddromean pgdd:urthyd)-thiaab-4sfl]-béRdidaid m xture
of CH2Cl12 (30 mr) aﬁ@% &g y) for.40 mn at 20 C. The solvents were
evapor at ed. methy S%? ) aP EVelet aire in AcOEt was 30 extracted with

i ce-cold sat at el y
aci di fied witd ‘

extract vsastba@ﬁtahddermbdtstlhﬁerr esi due heat ed in a mxture of toI uene (40
m) and 3N HOA (2 nmL) to 100 Cfor 1 h. The cooled m xture was dil uted

with AcCEet, 3%%6&y@(%aﬁﬁ%%ﬁ@lyﬁﬁ@ﬂie&§©4&1am?l yM-bEhz%ﬁ:taad\i%b@?B and

bri ne, drleda tedto ive 3-pe eno zoic, acid methyl
ester (5.11%% r@s‘f’ %fi qﬁhum o ?P@b&cef% a%Of%}mwfsfnerﬁl)
rac-3-(2-Br pfmemtkahﬁwabd b@nzgivé:cra@et 8LoxB13n)al- Siﬁieﬁ{yl-é-(fi@cfahlyérdl' yran-2-

AcOEL (50 nEpReRE- Gide iyl R pRent %933?%%1%’2@@%%%52?5% e The

cat al ystio wadlomw dit.ered off, CuBr2 (4.44 g) was added to the solution and
the m xture was heated at reflux for 1 h. Unsoluble nmaterial was filtered
off fromthe cooled mxture and the Exah®ddKsp! uti on was washed with IN HC
and brine, dried and evaporated to give crude
rac- 3- ( 2- br si@xpeiBdB@tbpylbe Rk dec e-yell ow
oil. 10 ¢c) 3-(2-Methyl -5 3 apél-oxazo -4-yl)-benzoic acid nmethyl ester A
sanpl e of rB%&eﬂ%%v%ééﬁﬁ—ﬁ yl)-benzoic acid nethyl ester (1.50 g) and
acetam de (0, ) 1.oget. 15 h. The m xture was
partiti oned*retse I X0E : JeStdr i ed and
evapor at ed oi | h onato r d on usin
Ac th /h e]i-'ang seri).p efég 3-%&{0%%%%&1@@@) genzcuc aglda I% %yl ester?b 66 rgie and 9
|3_ (ﬁ met Ih?ll 25te_@1|f mmgﬂ)vlcabaﬂﬁbxﬁt}uéa)cctbmmloc%@q lixtl EFEH Y ImIO)StRhe{tOd 4ire@hix as a
ight-yello [ . . .
3+ 13- ( 2 et P The gpiRar vas BRtiioned beswesn QR w98 5% NaHIGE i selugionethe

tert-butyl ofghRilayer was washed with brine, dried and evaporated. A solution of the residual
oil and of NaOMe (0.13 g) in MeOH (10 mL) was stirred at 60 °C for 30 min. The
20 solution was diluted with AcOEt, washed with 1N HCI and brine, dried and
evaporated to give 3-(2-hydroxymethyl-5-methyl-thiazol-4-yl)-benzoic acid methyl

_

ester (0.44 g) asan oil.

-benzoic acid methyl

25  3-(2-hydroxymethyl-5-methyl-thiazol-4-yl)-benzoic acid methyl ester (0.38 g),
dihydropyrane (0.73 mL) and p-toluenesulfonic acid hydrate (0.07 g) in AcOEt (10
mL) was stirred at 20 °C for 1 h. The solution was diluted with AcOEt, washed with
5% NaHCO3 solution and brine, dried and evaporated. The residual oil was purified
by chromatography on silica gel using AcOEt/hexane (1:3) as eluent to give 3-{5-

30 propyl-4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-benzoic acid methyl ester
(0.36 g) as a pale-yellow oil.



3- (2- Met hyl - 5- propyl - oxazol -4-yl)-benzoic acid nethyl ester (0.47 g) was
treated with 20 lithiumtert.-butyl acetate according to the genera

pr ocedur ewi ogiogtehnd b) to give crude 3- [3- PCT/EP02/03644

(2- nmet hyl - 5- propyl - oxazol - 4-yl ) -phenyl] -3-oxo-propionic acid tert-butyl
ester (0.58 g) as a light-brown oil. Exdﬁ%le K38

3-(3-(5-Met ester
25 a) 3-(5-NEtH : ¥ ‘ Hieh of
crude rac- 3zb&bhknﬂmf@ﬁﬂﬁnﬁhxt} ben20|c aC|d nethyl ester (2 71 g) and
thioformamide (1.83 g) in EtOH (20 nl) was heated at reflux for 1 h. The

m xture wass-| agafdpyl-uqmafhhlyaf nAcﬂEtyanylbmhlaﬁﬂ Aylpbefihiducid il Was

e TR TR e R SR = e
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solid. - f th |on| cid

tert- butyI i@‘iyﬂ}el&ig(ﬁﬁ r2 (')M]Bﬁ n%rloﬁkﬂm‘iarﬁ‘cgéé b‘ﬂtyt/)?s}er d net hyl
ester (1.05cwwds treated mnth lithiumtert.-buty acetate accordlng to

t he general procedure K (nmethod b) to WO 02/083652 PCT/EP02/03644 -72 give
crude 3- [3-(5-nethyl-thiazol-4-yl)E IKl2- 3- oxo- propionic acid
tert-butyl ester (1.9 g) as a pale-yellow oil. Exanple K39

3-[3-(2, 5- B-OrbIBY[3-[hirziol -54(~té‘th)hvghﬁﬂ%lh =23ylexan ghopithikel-A¢l Sheeyl-- but yl
ester 5 a) 3- 82 % nmet.hyl -t hi azol -4-yl)-benzoic acid nethyl ester A

mi xt ur e 1Of 3¥¥¥—§£¥§L§F§#§£¥¥§§¥onyI) benzoic acid nethyl ester (6.78 g) and
thloacetanl?g d ] 3 ., The mxture was
partitioned dri ed and
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according to ral” procedure
[3-(2,5- d|naﬁh¢kmum(@2gbaﬂmy¢g phenyl] -3-oxo-propionic acid tert-butyl 15
ester (1.12 g) as a pale-yellow oil. Exanple K40
b) 3-(5-Hydroxymethyl-2-methyl- -thiazol-4- -yl)-benzoic acid methy] ester
3-(5-bromomethyl-2-methyl-thiazol-4-yl)-benzoic acid methyl ester was stirred in
DMEF (16 mL) together with KOAc (2.35 g) at 20 °C for 20 min. MeOH (32 mL) and

20 naOMe (0.86 g) were added and stirring was continued at 50 °C for 30 min. The

mixture was partitioned between AcOEt and brine and the organic layer was dried and
evaporated. The residual oil was chromatographed on silica gel using AcOEt/hexane
(1:1) as eluent to give 3-(5-hydroxymethyl-2-methyl-thiazol-4-yl)-benzoic acid
methyl ester (2.93 g) as a white solid.

25

methyl ester

3-(5-Hydroxymethyl-2-methyl-thiazol-4-y1)-benzoic acid methyl ester (0.38 g),
dihydropyrane (2.01 mL) and p-toluenesulfonic acid hydrate (0.21 g) in AcOEt (25
mL) was stirred at 20 °Cfor 1 h. The solution was diluted AcOEt, washed with 5%

30 NaHCOs solution and with brine, dried and evaporated. The residual oil was purified
by chromatography on silica gel using AcOEt/hexane (1:3) as eluent to give 3-(2-
methyl-5-(tetrahydro-pyran-2-yloxymethyl)-thiazol-4-yl]-benzoic acid methyl ester
(3.8 g) as a pale-yellow oil.



3-Ox0-3- [3- 15-nethyl-4- (tetrahydro-pyran-2-yloxynethyl)-thiazol-4-yll
-phenyl | - propionic acid tert-butyl ester a)

3- ( 2- Hydrwoynesdsyl - 5- net hyl -t hi azol - | -benzoic acid netPoylEPeX03sr4 20 A
sol ution of rac-3-(2-brono-propi onyl) ben;gl c acid nmethyl ester (2.71 Q)
and 2- (tert.-butyl carbonyl oxy)t hi oacetam e (2.1 9) in BtOHd (20 nm.) was
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h. The solution was diluted with AcOEt, 25 washed with IN HC and bri ne,
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g), dihydropyrane (0.73 nL) and p- tgéuenﬁsklliom c acid hydrate (0.07 g) in
AcCEt (10 nL) was stirred at 20 Cf e sol utlon was diluted with
AcCEt , vvasg ,

evaporated y 35t PCTIEPO2] ] o1 Ve i

by chr omat o@aphgglesnem l'ica gel usi ng AcCEt/ hexane (1: 3) as eluent to give
3-[5-net hyl - 4- (tetrahydro- pyran-2-yl oxynet hyl ) -t hiazol -4-yl]-benzoic acid
met hyl et er) 3-15-Fsomonashd-thmbal-4¢¢l) {bewzodd dcid edethyl ester

3- Ox0- 3- 13- [ 5- net hyl - 4- (tetrah

dr o- pyr an- 2AyhnotgmmifBy(lS)mtﬂhlyhﬂuizoMyl)I-qulzemalcid—msthp}@tﬂr(@hnﬁg)aN d tert-butyl
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acetate accargidg: defuk A 3@%@ The c&ﬂéacrﬁ&‘éﬁr% whs GIREA0E dRhe vt Was CT ude
3-0x0-3- [3-[5-nethyl-4-(tetrahydro-py

yl oxynet hyl prapRraedia gwwadsﬁe(ﬁ;hrfmsmwéﬁhlezcdﬁ ) tbepraipagigmeghst efter 2. 13 q)

as a pal g 9355 low qil. Exanple K41 3-Oxo-3- [3-
[ 5- propyl - 4-(tetrahydro-pyran-2-yl oxynet hyl)-thi azol -2-yl| -phenyl] -

pr opi oni ¢ ag} g (584$d:B rﬁlethﬁfh@afzoﬁl ylz-benzom acid methyl ester
3- (2- Hydr oxymet hylT-5- yI-thrazol-4-y enzol ¢ acid nethyl ester
3-(5-Bromomethyl-thiazol-4-yl)-benzoic acid methyl ester was stirred in DMF (10
mL) together with KOAc (1.52 g) at 20 °C for 30 min. MeOH (20 mL) and NaOMe
(0.84 g) were added and stirring was continued at 50 °C for 30 min. The mixture was

20 partitioned between AcOEt and brine and the organic layer was dried and evaporated.
The residual oil was chromatographed on silica gel using AcOEt/hexane (1:2) as eluent
to give 3-(5-hydroxymethyl-thiazol-4-yl)-benzoic acid methyl ester (1.43 g) as a white
solid.

c) 3-[5-(Tetrahydro-pyran-2-yloxymethyl)-thiazol-4-yl]-benzoic acid methyl ester

25  3-(5-Hydroxymethyl-thiazol-4-yl)-benzoic acid methyl ester (1.25 g), dihydropyrane
(0.84 mL) and p-toluenesulfonic acid hydrate (0.10 g) in AcOEt (12 mL) was stirred at
20 °Cfor 3 h. The solution was diluted AcOEt, washed with 5% NaHCOQO; solution and
with brine, dried and evaporated. The residual oil was purified by chromatography on
silica gel using AcOEt/hexane (1:3) as eluent to give 3-[5-(tetrahydro-pyran-2-

30  yloxymethyl)-thiazol-4-yl]-benzoic acid methyl ester (1.60 g) as a pale-yellow oil.



15 A sanple of rac- 3-(2-brono-pentanoyl)-benzoic acid nethyl ester (0.60
g) and and 2-(tert.-butylcarbonyl oxy)thi oacetamde (0.36 g) in EtCH (4 nlL)
was heat esoar/083wfi ux for 5 h. The mi xture was partiti onedChhaPorexs44c OEt
and 5% NaHCG3 sol ution, the organic Iayeti was washed with brine, dried and
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3- (5- Br ononke} 3ry2-1 -ithidazalt4-4D AenbetZad enetieil dsteet hyl ester A m xture

of 3-(2,5-dinethyl-thiazol-4-yl)-benzoic acid nethyl ester (3.96 g), N
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The mixture was evaporated in vacuum and the solution of the residue in a mixture
of MeOH (10 mL) and 4NHCI/Et,0 (2 mL) was heated to 40 °C for 18 h. The solution
was concentrated in vacuum, diluted with AcOEt, washed with sat. Na,CQj; solution
20 and brine, dried and evaporated. The residue was chromatographed on silica gel using
AcOEt as eluent to give 3-(2-isopropyl-3H-imidazol-4-yl)-benzoic acid methyl ester
(0.37 g) as a pale-yellow oil.

¢) 3-[3-(2-1sopropyl-3H-imidazol-4-y1)- ropionic acid tert-butyl ester

3-(2-Isopropyl-3H-imidazol-4-yl)-benzoic acid methyl ester was treated with lithium

25 tert.-butyl acetate according to the general procedure K (method b) to give crude 3-
[3-(2-isopropyl-3H-imidazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester
(0.25 g) as a pale-yellow oil.



15 evaporated to give crude 3-(5-brononethyl -2-nethyl -thiazol -4-yl)-benzoic
acid nethyl ester (6.2 g) as an oil. b)

3- (5- Hydrwoynesdsyl - 2- net hyl -t hi azol - 4-yl ) -benzoi ¢ aci d netroyIEPey 03614

3- (5- brononet hyl - 2- net hyl -t hi azol - 4-yl ) -benzoic acid nmethyl ester was
stirred in DMF (16 nL) together with KOAZ7(-2.35 g) at 20 C for 20 min.
MeCOH (32 nl) 20 naOve (0.86 g).were added _and stjrri conti nued at
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g) as a white solid. 25 c)
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di | uted AcMed vvlth 5%30 NaHCOB solution and with brine, dried and
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general proggeubg@bK 5 (nethod b) to give crude 3-oxo-3-
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c acid tertofffpaVAndesétehe &3 a%c&r@xr%rt@%ﬁahémnﬂé% 2998, 39,253, mﬁm c acid
nmet hyl ester A m xture_ of 3-(5- .hiazol - 4- yI) benzoi i‘%m nmet hyl
yr

ester (2120 RJ§e ucr(ﬁWﬁrﬁéfrﬁf-s%fé%rmu adg’zs g celnmn£hgomafiogyap onitrile)
(0.02 g) in Hdb/E®AL) was

Example L1
3-(2,2-Dimethyl-6-oxo-6H-[1,3]dioxin-4-yl)-benzonitrile

The 3-(3-cyano-phenyl)-3-oxo-propionic acid was prepared from 3-cyanobenzoyl

20  chloride (828 mg, 5 mmol) and bis(trimethylsilyl)malonate (2.56 mL, 10 mmol) with
n-Buli (1.6M in hexane, 6.25 mL) in ether at —60 °C to 0 °C according to general
procedure M (method c2). The crude material (1.04 g) was transformed into the title
compound by stirring in isopropenyl acetate and TFA according to general procedure
L (method a). Obtained as a light yellow solid (0.8 g).

25 MS (EI) 229 (M™); mp 138 °C (dec.).

Example 1.2

4-(2.2-Dimethyl-6-ox0-6H-[1,3]dioxin-4-vl)-pyridine-2-carbonitrile

The title compound was prepared from 3-(2-cyano-pyridin-4-yl)-3-oxo-propionic
acid tert.-butyl ester (Example M10) by stirring in TFA/acetone with TFAA according
30 to general procedure L (method b). Obtained as a brown solid (3.30 g).

MS (EI) 230 (M™"); mp 132 °C (dec.).



heated at reflux for 30 mn. The cooled m xture was filtered and the

sol vent was evaporated to give crude

3- ( 5- br orwowkiogdest hi azol - 4-yl ) -benzoic acid nmethyl ester PET(EPVIB®6g) as an

oil. b) 3-(5-H):droxynethyl-thiazol -4-yl)-benzoic acid nmethyl ester

3- (5-Brononet hyl -t hi azol - 4-yl ) -benzoic acisr net hyl ester was stirred in DV

(10 nlL) together with KOAc (1.52 g).at 20.C for 30 mn. MeCOH (20 nL) and

NaOwve (0. 84 g) were added and stwr%ﬁlgi%lsicontinued at. 50 C for 30 mn.
2 CcQEt an br

| ayer was o Hixantong. s chr ommt ogr aphed on

o Lécﬁyﬁféx%%"% a&ﬁ-vf‘ﬁﬁiﬂ%-%éﬁozchepléfe%rf‘écﬂai’aﬁ%'r%éad&orei-uél-g) as a

whi te sol iithidagol-3-flybehedyl ahiprldohyiocilordy [ppepared bytratinghegfal(141-y! | - benzoi c

ot or (10 SRt RpE A Ul Ay 1%%?@%{%% AR PERS-ZERG orate

(0.10 g) i nwitls BICLY) Ladrmisxtrmahﬁmyr)ﬁﬁcb@teWQHEQ&\D&n@mBr inlOH:; S0kt PON Was
di luted AcCEt, washed WI n with brine, dried and
evapor at ed. ACHRIINEY gﬁ?BﬁHa B‘ioFe EOB &W@&F]awra&ﬁfor@ie i ca gel

using Ac OEtlln&emrtme(canp)ouﬁa b? lsmemrg i Qoﬁtd@nﬁ‘acététe(ahﬂtcbﬂ@m594 @aebeding 30

I th th t

el o yel | oviediencidipsopei e SdBatpen ehgsmsdenat ornee tmissig @1 Sng T

5-(tet rahyo&wg rara del oxymet hyl ) -t hi azol - 4-yl | - phenyl } propionic acid
tert- but9/ll §Eér‘27 (

3-[5-(Tetrahydro- pyran-2-yl oxymet hyI | -4-yl]-benzoic acid methyl
ester was treated vvlth l'ithi umtert—H%PJ%if-acetate according to the
gener al prog
3-ox0-3-{[

henyl r c acid t rt but st 2 eII w oil.
Banl b kaatbe %CO(%EQLE@SW@WP f??ﬁ@a 333 a?ﬁf{@ﬁ@rai % beesar opi oni ¢
acid tert- bpﬁofior@éi@dterﬁ%uﬁyl&téw(@&m yREEBY by b@@ iifi T8a/detont With TESter 10 A

B (308 ep bpekeL (grtheg B ﬁéwféa%fi;@@%w&%a%%.??ﬁniﬁ%

HBr (3.2 rFEf
bet ween Ac and _t | ayer was washed with brine, dried
and evapor %C{E@g&d@%’g) d4!f:§éfgcg&§8§t yben20| c acid nmethyl ester (1.06

g) as a white solid.

i ne and the organic

..... (, Rer i 0

General procedure M:

Preparation of {2-[3-aryl-3-oxo-propionylamino]-phenyl}-carbamic acid tert.-butyl
ester by reaction of (2-amino-phenyl)-carbamic acid tert.-butyl esters with ethyl or
20 tert.-butyl 3-aryl-3-oxo-propionates or 6-aryl-2,2-dimethyl-[1,3]dioxin-4-ones:

A mixture of the (2-amino-phenyl)-carbamic acid tert.-butyl ester or (1.0-1.2 mmol)
and (1.0-1.5 mmol) of the ethyl or tert.-butyl 3-aryl-3-oxo-propionate or 6-aryl-2,2-
dimethyl-[1,3]dioxin-4-one was heated in toluene (4-8 mL) to 80 °C to 120 °C until
tlc indicated complete consumption of the minor component. The solution was

25  allowed to cool to 23 °C, whereupon the product generally crystallized (in cases where
crystallization failed to appear it was induced by addition of hexane or ether,
alternatively the reaction mixture was directly subjected to silica gel column
chromatography). The solid was filtered off, washed with ether or mixtures of
ether/hexane and dried in vacuum to give the {2-[3-aryl-3-oxo-propionylamino]-

30 phenyl}-carbamic acid tert.-butyl! esters, which was used directly in the following step
or - if necessary - was purified by recrystallization or by silica gel column

chromatography.



b) 3-(2-1sopropyl -3Himdazol -4-yl)-benzoic acid nethyl ester 15 A solution
of 3-di hydroxyacetyl -benzoic acid nethyl ester (0.36 g) and 2-nethyl -

propi onalwetwdesetD. 24 L) in 5% aqueous NH3 (6 nl) was heaCekPpo3te0 C for
1h. The m xture was evaporated in vacuug and the solution of the residue
ina mxture of MOH (10 nL) and 4NHCL/” 1920(2 m.) was heated to 40 C for
18 h. The solution was concentrat ei in !vi'ilgum diluted with AcCEt, washed
with sat. Na2CO3 sol ut| on 20 and br ; d and evaporated. The residue
was chromatgg C . t, 1,0 give
3-(2-isopr oS SRR Lo QRGN AR -37 g) as a
pal e-yel | ovpl@inkl}- cﬁ?ﬁ_baﬁrnc ficid g;ﬁ-ﬂlﬁﬂreste:pyl 3Him dazol 4-yl ) phenyl ]
-3-0xo-propionic acid tert-butyl ester

3-(2-1 sopron)dtit&ldohrﬁdm&dwas@rgﬁa}emeRanﬁ@dd-Mrbﬁ dﬁﬁéthylanmm -treated with

lithium 25 ter te gccordin e. ge cedure K

(met hod B) RESPE<ar éPﬁa@C@?ﬁ Eieétsrp&&ﬁépfe%*# {}H 81-59@ 31@ PRy |

E)gl 8%36?2 ngc}%ﬁ 1% gg?tdél Z@iém&ﬁh&ﬁﬂﬁ?éﬁr [CAS-NR 69088|a$3-6 pzfapaseglﬁiohow oil. WO
.- he foll owi ng exanpl es, r to t

pr epar at i or”Y8R° eﬁéoyg @P%}‘Fle 2“2’“&“%‘? v Prf%?? ' e%h%f"%}a@gs Qr al

forml a |V)accotdimgtoshe yeheasd pbotetiaherNd. Obtaiied aé ﬂwhﬁesol$d/ﬂt60€ﬁg)s of the target

conmpounds (Synthetic Schene H): General procedure L 5 Preparation of

6-aryl - 2, 2-pisnesphub7 [(MEH3FT; thpopsbriedcanes  Method a) The

6-aryl -2, 2-dinethyl- [ 1,3] dioxin-4-ones were prepared from 3-aryl - 3-oxo-
propi onii¢ acids and catal ytic anountExampleaviz. H2SO4 or trifluoroacetic acid
(TFA) in isopropenyl acetate at 23 C according to Chem Pharm Bull. 1983,
31, 1896. TheChlonab-dithefhybahiabs- w@m pufBi[1.2edtriayolsiyl-phery® col um

chromat ography. wit h.he b The 6-aryl -2, 2-di nethyl - [
1,3] di oxi neeRiggglamipolsphenylizcarba e QLSS y| - 3-aryl -

3- oxO0- pr opi b trrent fl uor tic.anh TFAA) in a
T xture o TR G RRRR DN Pafp%* %@éé&aﬂm— Sty PR B ¢ Loos,
39, 2253. T}b‘l‘ibnfyl )ratbahlic peiddere.tisutyleser Exaﬂl@lfe]ﬁ?é]’él)% mgir0.5 ineablpyndsi-okea gel
col um leslr O?%-?ﬂﬁ,?ﬂ?%zc‘ﬁ‘- lt—'};ll pl?e%)éf nper/o}%to%%adaﬁ?yrf%tgr (Iflicample K1) (150 mg,

0.58 mmol) according to the general procedure M. Obtained as a beige solid (160 mg).

MS (ISP) 499 [(M+H)™] and 501 [(M+2+H)"]; mp 136-137 °C.

Example M3

20 yloxymethyl)-[1,2,3]triazol-1 }51]-phenyl{—proplonylammo!-phenyll -carbamic acid

tert.-butyl ester

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and (RS)-3-
0X0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic

25  acid tert-butyl ester (Example K5) (250 mg, 0.62 mmol) according to the general
procedure M. Obtained as a yellow oil (257 mg).

MS (ISP) 613 [(M+H)™] and 615 [(M+2+H)"].



3- (2,2-Dinethyl-6-o0x0-6H [ 1,31 dioxin-4-yl)-benzonitrile The

3-(3-cyano- phenyl ) - 3-oxo- propionic acid was prepared from 3-cyanobenzoyl 20
chl ori de wB28/08ag52 5 mmol ) and bi s(trimethyl silyl) nmal onat e PCZ/EP62/6d644 10
mmol) with n-BuLi (1.6Min hexane, 6.25 rrL) in ether at -60 Cto 0 C
according to general procedure M (net hod €2). The crude material (1.04 g)
was transforned into the title co oundI stirring in isopropenyl acetate
and TFA accordi ng to general procedgm%mt hod a). htained as a |ight
yel | ow sol i g ( . ) plelL2

4 (2 2 D 2 d 32 9 : 22 " o: 4 kLA

title comwmﬁz cyano pyr| di n-4- yI) 3 0XO0- propi oni c
acid tert.-butyl ester (Exanple MLO) by stirring in TFA/ acetone with TFAA
accordi ng T3@ title cgmpennd way mrepstad €rom (veinias4 hlor&Ist dinfeeidylagind- br own sol i d

2 Bl EoET T S S e

di oxi n- 4- or@e,z]lai@qﬁ -4-A)-bensdaneile Exyi Iﬂlﬂi)ﬁl:aor&ngl@ﬂﬁrg@ﬁér@r@ﬁ)c@@irémﬁs

prepared fr i m daz enzoyl chloride hydrochl oride [prepared
by treat rrer?ﬂ’r:%‘f‘e as(a:f’l-?rsnger‘?f)ggﬁtqurﬂ%&l) benzoic acid (J. Med. Chem

1987, 30, 13% gﬁ/ %‘\%3@8@35 47-8] with SCCl2) and
bis(trinet ‘?g P te with Et3N and LiBr in CH3CN at 0 C according
to general procedure K (nethod cI).EThe € e material was transforned

into the title corrpound by stirrin
accor di ng .

sem sol ’ ‘ Y2 P

[1,2,31 tri z letlh dr amicakdBtkrtdibQ l&té}‘- one The title corrpound was
prepared from 3-oxo- 3 (3-[1,2,3]triazol -1-yl-phenyl)- propionic acid
tert.-but yITIﬁsi&lercomlﬁmam)ms mﬁare&ﬁosﬁ (2-BiniYgh- llnthlFWS&ﬂlﬁi oMrloh TFAA 15

eCo0 oo | a0l S £ TR B e S, 8 5 el

yl-phenyl)-propionic acid ethyl ester (Example K1) accordlng to the general

openyl acetate and conc. H2SO4
e

15 procedure M. Obtained as an orange solid (148 mg).

MS (ISP) 565 [(M+H)™].

Example M6
4-Chloro-5-dimethylamino-2-{3-[3-(3-methvl-isoxazol-5-yl)-
propionylamino}-phenyl)-carbamic acid tert.-butyl ester

20 The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and 3-[3-(3-
methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionic acid tert.-butyl ester (Example K4)

(450 mg, 0.75 mmol) according to the general procedure M. Obtained as a white solid
(136 mg).

25 MS (ISP) 513 [(M+H)"] and 515 [(M+2+H)"]; mp 109-114 °C.

Example M7

acid tert.-butyl ester

30  The title compound was prepared from (5-amino-2-dimethylamino-2',3'-difluoro-
biphenyl-4-yl)-carbamic acid tert.-butyl ester (Example J3) and (RS)-3-0x0-3-{3-[5-
(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic acid tert-



Preparation of {2-[3-aryl-3-o0xo-propionyl am no]-phenyl }-carbamc acid
tert.-butyl ester by reaction of (2-am no-phenyl)-carbam c acid
tert.-butwboe®ssmss with ethyl or 20 tert.-butyl 3-aryl-3PexTEPpr/aidnat es
or 6-aryl-2,2-dinmethyl-[1, 3]dioxin-4-ones; A mxture of the

(2-am no- phenyl) carbanic acid tert -but%ﬂ-ester or (1.0-1.2 nmmol) and

6 aryl - 2, 2. R ARER PPenfrlaXs) Sispisiasodbo el e TREAREM, (P RBIRANE TS nl) to

80 Cto 12Ckoﬁ“dlqzﬁaxln )the |nd| cated conpl ete consunption of the mnor
conmponent. The sol ut| on was 25 allowed to cool to 23 C, whereupon the
product gendsdidpy eo1 y@uaH)ijzed (in cases where crystallization failed to
appear it was induced by addition of hexane or ether, alternatively the
reaction mxture was directly subj e@kesipleMs8i | i ca gel col um

chr omat ography) The solid was filtered off, washed wth ether or m xtures
of ethep/ h{ thﬂdm(ﬂrlid QCB Jd’lﬂu/oaﬁ%uﬂ”ﬂ-é)tb Q-I(YIQI Qlﬂtmazol 1-yl-phenyl)-

{2-[3-aryl - - OXO- an, n g c acid tert.-butyl
esters, whi f'-" S A 1 ok or - if necessary -

was purifi recr | | |zat|o si.lica ol u chromat ogr aphy.
VO 02/ ossegg‘%%ﬁf@%é? epf@edé%rﬁ%é%% Ad%'ﬁﬂa}’ 310-2'3 RS

[ 3- <(:| 3t Cy?ndmpllti@fwu)yl}ic&b@mw&ﬁ ety batyl ém]rfﬁxaihlﬂlemmam-m 3gheny- car bam ¢
(5 i no- 4- QM Urma- T ARy LR RiSTaC RO ROWS St Bde &) SC-PRIPS byl est er

( Exanpl oJ 1enédl Brotedhs: MnObRinkdasy aliow solie 1333 m@). 0xo- pr opi oni ¢ acid et hyl
ester [ CAS-No. 62088-13-5; prepared from 3- cyanobenzoyl chloride according
to general MSGISRJBIE [ 4M+H$’t hod a] (0.55 nmol) according to the general
procedure M ot ai ned as a white solid (160 nmg). M5 (I1SP) 457 [(MtH) +]; np
159-163 C. 10 Exanple M2 {4-Chl or o-ExaghipleENiBy| am no-2- [3-oxo0-3-(3- [
1,2,31triazol -1-yl -phenyl)- propi onyl am nol -phenyll-carbamc acid

tert. -butyl {5t @Cldip-phdnyD-Tor@ptoptonyianidoppadietktliylanino-2',3'-difluoro-

(2-am no- 4- ]c.hi or§-5§E| m%t hﬁl ag}; no- lghlenil ) - car bam c acid tert.-butyl ester

(Exanpl e J1* -

3(3[12 z hen nic a est le Ki)

(150 50, Sae b andrsh et R Sariar %3 R SHERARY o &

bei ge sol i dbipA&S1-aepl)-carbamic acid tert.-butyl ester (Example J3) 3-(2,2-dimethyl-6-oxo-
6H-[1,3]dioxin-4-yl)-benzonitrile (Example L1) according to the general procedure

M. Obtained as a yellow solid (145 mg).

MS (ISP) 535 [(M+H)™].

20 Example M10

3-[2-(3-methyl-isoxazol-5-v1)-

propionylamino}-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and 3-[2-(3-

25  methyl-isoxazol-5-yl)-pyridin-4-yl]-3-oxo-propionic acid tert.-butyl ester (Example
K6) (170 mg, 0.56 mmol) according to the general procedure M. Obtained as a brown
solid (206 mg).

MS (ISP) 514 [(M+H)"] and 516 [(M+2+H)"]; mp 181-183 °C.



M5B (I1SP) 499 [(MrH)+] and 501 [(M+2+H)+]; np 136-137 C. Exanple MB (RS)- f
4- Chl or o- 5-di net hyl am no- 2- (3-o0x0-3-{ 3- f 5-(tetrahydro-pyran-2 20

yl oxymet wD-0R/08858] t ri azol -1 -yl | - phenyl | - pr opi onyl am no) - po@mpbL/e3sas bam c
acid tert.-butyl ester The title conpoung, was prepared from

(2-am no- 4-chl or o- 5-di met hyl am no- phenyl )-carbam c acid tert.-butyl ester

Exanple J1) (143 ng, 0.5 mml) and oxo- 3-{ 3-

ES (t et rahydro- pyran-2-yl oxynet hyl)—‘[ﬁ_}%—ygiﬂC ) triazol-1-yl]

- phenyl } - pr%pcmef&agg-%ﬁo SUihylP ey SHRE1 b EXGIREG, KRY1-1ER001ELyO: 62
mol ) according € ow oi | (257

ng). MS (| SEengh-3-0Xdyp HPidn Viaming h A+ RarbRBR]C ac Alviy -i.A 668 PCT/ EPO2/ 03644

-80 Example M4 12- f 3- (3-Cyano J)henyl) 3- oxo0- pr opi onyl am nol

- 5- di net hy| ‘B titls compitosing|veas pyepared fypror{gtaminerdbeioro- M(?(Elnteﬁtdxy-eﬂmll)yl ester

The titl mno 5
e Litls CAmmOAiNASHREAPLAS n{lé 2 k. ?@?ngstér &%13?153% 73 (eEh Y52

phenyl) - car ba ester

3- (2, 2- di memmpl) #doc - éaﬁme[chylaqqxamhﬁaylkp;m))d]bémofprppmm cisk@rtpbatyl 1)
accor S/IBH?I t%tetr ?%?glﬁ?ﬁ/ﬁ% %%"39@%%5%% %&rﬁln%%g tl?ésge?lgra? %ﬁ)ncggur%?\lll d (108

{5 Di net hyI@iﬂadeSﬂ@ammﬂBm(S?el!W ubBtancd @RBImg)- yl - phe

yl ) - propion am noj - 4- phenyl et hynyl - phenyl | -carbam c acid tert.-butyl
ester The tMSIESPe&HpHMHHN angroep a2 FHbh

(2- am no- 4- chl or o- 5- di net hyl am no- phenyl) carbamc acid tert.-butyl ester
( Exanpl €0J2) and 3 0x0-3- (3-[1, 2, 3] ExdmpleMIP- vyl - phenyl ) - propi oni ¢ acid

et hyl ester (Exanple K1) according to the general 15 procedure M (bt ai ned
as an or angé-Gaprais{(zmethoxy-ethye)-feth i hplnisdxs

(4- Chl or o- S5 djqmey
- 3- 0X0- propiony

title conpwmlmn%%ﬂa%q pREAR R5ATh Ak ShU R £1- HE&M Rty
methyl-amino]-phenyl}-carbamic acid tert.-butyl ester (Example J4) (165 mg, 0.5

15 mmol) and 3-{2-(3-methyl-isoxazol-5-yl)-pyridin-4-yl]-3-oxo-propionic acid tert.-
butyl ester (Example K6) (151 mg, 0.5 mmol) according to the general procedure M.
Obtained as a yellow solid (190 mg).

MS (ISP) 558 [(M+H)"] and 560 [(M+2+H)"]; mp 148 °C.

Example M13

20

pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionylamino)-phenyi] -
carbamic acid tert.-butyl ester

The title compound was prepared from {2-amino-4-chloro-5-[(2-methoxy-ethyl)-
methyl-amino]-phenyl}-carbamic acid tert.-butyl ester (Example J4) (165 mg, 0.5

25 mmol) and (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-
yl]-phenyl}-propionic acid tert-butyl ester (Example K5) (200 mg, 0.5 mmol)
according to the general procedure M. Obtained as an amorphous yellow substance
(160 mg).

MS (ISP) 657 [((M+H)"] and 659 [(M+2+H)"].



phenyl )-carbam c acid tert.-butyl ester (Exanple J1) (143 ng, 0.5 mmol) and
3-[3-(3- nethyl-isoxazol -5-yl)-phenyl]-3-o0xo-propionic acid tert.-butyl
ester (Bmopesidd (450 ng, 0.75 nmol) according to the g@em@patopuocedure
M Cbtained as a white solid (136 ny). 2%3I\/S (1SP) 513 [(M+H)+] and 515

[ (Mr2+H) +]; np 109-114 C. Exanple M/ g

(RS) - 12- Di et hyl ami no-2', 3" -di fl uor 5{ - -3-{3- [5-(tetrahydro-pyran-2-
yl oxynethyl)-f 1,2, 31tr|azol 1-y|| eintpte 119
e aan £15.8¢1 9. Lent, syt vl 1&gt er 30

henyl | - pr opi Qr&}h
The title c

(5- am no- 2- @hﬁnﬂﬂt@ﬂm@xﬁino@vhdgﬂmmb@m@mwbum wtdr- car bami ¢ aci d
tert.-butyl ester (Exanple J3) and (RS)-3-o0x0-3-{3-[5-

(t et r ahydr o-Thertdle-c3mpbong wes prepyred[fran 22-3inia-#-ahhire-3- E(yirhethoxy-ethyl)

- phenyl 02/ 0 2, P P02/ 03644, -~ ester
(Exarr%l Ea iS?Rééggoaﬁr&%ﬁbgPény?}L%a\pgerﬁg aﬁ%stﬁao@é@?sg PR S?‘Heggé éel | ow
solid (2ﬁ3I n@)&ol)lﬁﬁd(ﬁl-cﬁla)?)-;ﬁ?-ll B(.’)Mi-id)zdl}l -ylEpteampl) @rdBionic acid ethyl ester

12- Di et I

|-yl - phen§|) I%iKc%ﬁ (o %ﬁ%ﬁﬁ d?‘hﬁfg?lf‘ %%Fbérﬁr%wé&f%ﬁté}"ﬁa‘n%‘&fyl
ester The t |anlamarphxpmya]dbwalﬂ)smmaar6€dng tom

(5-am no- 2-di met hyl am no-2', 3" -di fl uoro- bi phenyl -4- yI) carbam c acid
tert.-butyl MS{ISP) ﬁﬁdém}é)W&)dMﬁj[(MM)g}(B [ 1,2,3 ] triazol- 1

-yl -phenyl) -propionic acid ethyl ester (Exanple KI) according to the 10
general procedure M Obtained as a yixahwmple Babid (253 ng). MS (I SP) 577

[ (MtH) +] . Exanple MD J 5- [3- (3-Cyano-phenyl) - 3-o0xo0-propi onyl am nol

- 2- di et hy| d#iGiderd"2-8-(2cydnoaroidiiiipileBydxedpryblonglantiveil & dimettylagifo-- but yl

ester 15 Th oun epared from
(5-am no- 2- hEﬁl Sarbullc dcife 'E @t o- bi phenyl - 4-yl)-carbam c acid

tert.-butyl 3

er DU 1558 LIRS Gty 8 TR RS i bt gomer o

pr oc edur e wheig}- aarhadlcaslcbteytebhty\lvesml(Exhrﬁﬁléiﬁl)r@;% 0.6 InSkipl) 2348 3F@MHH) +] .
15 cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester (Example K3) (123 mg, 0.5

mmol) according to the general procedure M. Obtained as a yellow solid (155 mg).

MS (ISP) 458 [(M+H)"] and 460 [(M+2+H)*]; mp 110 °C.

Example M16
4-Chloro-5-dimethylamino-2-{3-[3-(2-methyl-2H-

20 propionylamino}-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and 3-[3-(2-
methyl-2H-pyrazol-3-yl)-phenyl]-3-oxo-propionic acid tert.-butyl ester (Example K7)

(180 mg, 0.6 mmol) according to the general procedure M. Obtained as an
25 amorphous yellow substance (160 mg).

MS (ISP) 512 [(M+H)"] and 514 [(M+2+H)"].

Example M17

30 acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (160 mg, 0.5



20 Exanpl e MLO (4-Chl oro-5-di net hyl am no- 2-{

3-12-(3-net hyl -i soxazol -5-yl)-pyridin-4-yll -3-o0x0-

pr opi onylapioaos3ephenyl ) -carbamic acid tert.-butyl ester Tire€TtEPDY/€368DMpound
was prepared from (2-am no-4-chl oro-5-di net hyl am no- phenyl)-carbam c acid
tert.-butyl ester (Exarrple JI) (143 ny, 045 mmol) and 3-[2-(3- 25

(Exanpl & KEPE haald%@?&% R L S ﬂ%ﬁil%?ﬁe@@biﬁe YR

bt ai ned a l]a BergWrpropidriicladi @ 26- Byl estdp E}}: le B8 (J00 Migl0 masud) 516

E gmcﬁrg?, ; 5acc rd 81tﬁéﬁﬁ%gwr 0241%8 kélptlzgl%lﬁggg {2191%61@% ygfow su%n{glnge M1

3-(3-net hyl(qumgz),zol 5-yl) - phenyl | - 3- oxo- propi onyl am nol - phenyl ) - carbani c
acid tert.-butyl ester The title conpound was prepared from

{ 2- am nos 4-MBI(ISPY 637 [(M{B)TTet hoxy-et hyl ) - 5 met hyl - am no] - phenyl } - car bam ¢
acid tert.-butyl ester (Exanple J4) (165 ng, 0.5 mol) and 3-

[ 3- (3-net hyl -i soxazol - 5-yl) - phenyl | Exagnflx B4 18" opi oni ¢ acid tert.-butyl

ester (Exanple K4) (165 ng, 0.55 mmol) according to the general procedure
M  Obt ai ng8-Risnahylamiddsg3y Sl mlslstb@mmel)(&@ﬁﬂ@}oxows (1'SP) 557

D oo il B ol G il B "ot )
pyri di n-4- I-3 ox |onlam ?n aba amdtert -butyl ester
The title ¢ Fe@areﬂﬂ%ﬁﬂe gé’ﬁ%‘?\g 4-( 2- met hoxy- et hyl)

- n”et hylle armlﬂabrq@ﬂahym}h f)ltafbaﬁn@@dldjtetrﬁ-fﬂu lléthIy EXQﬁl &rlsi Epsarmg ®.514) (165

3 oxb proﬁpmwnﬁ ga f-’é SSPW éﬂé} Pﬁ M'@%&%y e% ﬁlgtertob%tﬁnmu

accordi ng tetet b&a@@lem (m@l@gedtsrrﬁrdm acgaﬁmgrwdhager@ra\rpfdc@&mohl d (190 ng).

VB (I SP) 5(3% MeH) 4] and 560 2+H) +] : 48 Exanpl e ML3 20

(RS) - (4- ChIQpigt [aéznﬁ@f’m% S)ubﬁéflw%&m noj - 2 (3- ox0- 3-d3- [ 5- (t et r ahy

dro- pyran (1,2,3 ] triazol-1-yll

- phenyl } - pr@ﬁ)(mlsgﬁ&\&hﬁﬂenyl ] - car bam c acid tert.-butyl ester
15 Example M19

4-Chloro-5-dimethylamino-2-{3-[3-(5-dimethylaminomethyl-[1,2.3]triazol-1-y1)-

phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and 3-[3-(5-

20  dimethylaminomethyl-[1,2,3]triazol-1-yl)-phenyl]-3-oxo-propionic acid tert.-butyl
ester (Example K8) (172 mg, 0.5 mmol) according to the general procedure M.

Obtained as an amorphous yellow substance (176 mg).

MS (ISP) 556 [(M+H)"] and 558 [(M+2+H)"].

Example M20
25  (4-Chloro-5-dimethylamino-2-{3-{3-(3-methoxymethyl-isoxazol-5-v1)-

oxo-propionylamino}-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-

phenyl)-carbamic acid tert.-butyl ester (Example J1) and 3-[3-(3-methoxymethyl-
isoxazol-5-yl)-phenyl]-3-oxo-propionic acid tert.-butyl ester (Example K9) according
30 to the general procedure M. Obtained as a yellow solid (205 mg).

MS (ISP) 543 [(M+H)"] and 545 [(M+2+H)™].



The title conpound was prepared from

{2-am no-4-chl oro-5-[ (2-nmet hoxy-ethyl)- nethyl-am no]-phenyl }-carbam c acid
tert.-butwb oemsss2 (Exanple J4) (165 ng, 0.5 25 mmol) andPCT/EP02/03644

(RS) - 3- 0x0- 3-{ 3-[ 5- (t et rahydr o- pyran- 2-yl oxynet hyl )-[ 1, 2, 3] tri azol -1
yl]-phenyl }-propionic acid tert-butyl est®r” (Exanpl e K5) (200 ng, 0.5 mmol)
according to the general procedure Oolt i ned as an anor phous yel | ow
substance (160 rrg) M5 (1 SP) 657 gk@ﬁ—i}ii&nd 659 [(M+-2+H) +]. WD 02/ 083652
;:)C-rrr{atEﬁoglmOBAfAf i 4 _4_Ch|r 0 a5 1f 3 (g dms %ois}/niggm/l

phenyl ) +pr Oﬁifmfévdrﬁéfhﬂp&hd?ﬁﬂ%élﬂbarﬁ@raaaﬁ‘érﬁ lﬁﬁﬂdesﬁeert -butyl ester The ti tle
conpound was prepared from {2-am no-4-chl oro-5-[(2-net hoxy-ethyl)-

met hyl - am nhe tifdhemp 3urrd0sazi eﬁecﬁﬁrbﬁﬁ (LehinoBldimhetbfbind-Exanpl e J4) (165

ng, 0.5 rrrml and (3 2,3].triazol he c acid

et hyl esfertml E}F‘)“Y) %ﬁlc a@dgerﬁﬂq}]tyl eé@gkﬁ’gﬂ?rgwi% (%) {?erpﬁgl ral
procedure Mot} a’zﬁ 2@&3@ 91350}(\6 EproPnsRed RRCHulyl Bsfer(Bxample (| SP)
543[(|\/Hr|—|)+}( {1 2+ 10 npl e. ML5

{4- Onl or o- 2Kf) Zéénkgyé dmawa&mdmﬁp) %%ﬁ@ﬁ%ﬁ#t&ﬁ%a@#tﬁwdas an

-5-di met hylgfgbfpch py@l@wgubgﬁﬁ&a(@gzn@ql d tert.-butyl ester The title
conpound was prepared from (2-am no-4-chl oro-5-di net hyl am no-

phenyl ) - car Rgnisp)aop d(MeH) 1. butyl ester (Exanple J1) (143 ng, 0.5 mml) and
3-(2 15 cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester (Exanple
K3) (123prg, 0.5 mmol) accordi ng t gxidhisle ral procedure M btained as a
yel low solid (155 ng). WMS (ISP) 458 [(%H)ﬂ and 460 [ (M+2+H) +]; np 110 C
Exanpl e ML6[2 (Fﬂro@?lwlrwfﬁnﬂidﬁﬂﬂhyﬂaﬁﬂeﬁﬁﬁg él;co3brofplonvlam1no1 -2-(2,2.2-trifluoro-
3-(2-nmet hyl - 2H 3- ) Il 3

pr opi onyl an¥ae 7 ar-HaRy S .: yl ester The title conpound
was prepare m (2 am 4 chI o i met hyl, )-carbam c acid
tert.-butyl %E“i"r C(’@%fﬂé’ln‘éasﬂ)epa(ri 8‘0 %*’6“’80%'2]{3? ﬁo&g jE é’ upro-

net hyl - 2H pytha#H biphety)-4BEBMtbimE RIO=AIB@yDatS (Brdrfplt ¢3)t(200gyd.5 est er
(Exanpl e KQnmol) and 6-(3-imidazol-1-yl-phenyl)-2,2-dimethyl-[1,3]dioxin-4-one (Example L3)

(160 mg, 0.5 mmol) according to the general procedure M. Obtained as an

amorphous brown substance (167 mg).

MS (ISP) 492 [(M+H)™].

Example M23

20 [2'-Fluorg-5-{3-[3-(3-methyl-isoxazol-5-vl)-

(2,2,2-trifluoro-ethoxy)-biphenyl-4-yl]-carbamic acid tert.-butyl ester

The title compound was prepared from [5-amino-2'-fluoro-2-(2,2,2-trifluoro-
ethoxy)-biphenyl-4-yl]-carbamic acid tert.-butyl ester (Example J5) (200 mg, 0.5
mmol) and 3-[3-(3-methyl-isoxazol-5-y1)-phenyl]-3-oxo-propionic acid tert.-butyl

25 ester (Example K4) (160 mg, 0.53 mmol) according to the general procedure M.
Obtained as a white solid (40 mg).

MS (ISN) 626 [(M-H)]; mp 121-123 °C.
Example M24

2'-Fluoro-5-[3-0x0-3-(3-[1,2,31triazol-1-vl-

30 trifluoro-ethoxy)-biphenvl-4-vl]-carbamic acid tert.-butyl ester

The title compound was prepared from [5-amino-2'-fluoro-2-(2,2,2-trifluoro-

ethoxy)-biphenyl-4-yl]-carbamic acid tert.-butyl ester (Example J5) (200 mg, 0.5



(180 ngy, O.

6 mmol ) according to the general procedure M btained as an 25

anor phous yel | ow substance (160 ng). M5 (I SP) 512 [(M+H)+] and 514

[ (M+2+H) AVO 02/833m8pl e ML7 (RS)- f 5- D net hyl am no- 2- ( 3- oXxoP8T{EP02/1¥544
(tetrahydro-pyran-2-ylox_ynmethyl)- 11,2, 31triazol-l-y |-phen |

- propi onyl am no)-4-trifl uoronethyl - phen 146, carbamc 30 acid tert.-butyl

7111 uor onePRAD. FRCRSF et A Eder ot R BBIoSet “PEaS 6 16) (160

nmy, 0.5 WO

@24RPRAGD E’Sﬁﬂ‘n@ﬂﬁ?f &%ﬁﬂﬂaccn&ﬁnﬁf&ﬂh}e amtdlal procedure M. Obtained

RS) - 3- oxo- t et ran | oxymet hyl 1,2,3]triazol-I-
iy }asﬁrhcgbh‘ﬂ Llazi/lgéflg)p%utyl egt e)r(y(Exa?/rpI)e[ K5) (]201I ng 0.5 mmmol)

yl ] - phenyl

according t oced bt ai ned as an anor phous yel | ow
subst ance @54&%&?4?@\?@9&@? E165457’8[(I\/Hrl—l) +] . Exanple ML8

(5-Di net hyl

am no-2-{3-[ 3-(3-net hyl - Isoxalng-S yl')-phen Il -3-oxo-
pr opi ony? am no}-4-trifluoronethyl - bam c acid tert.-butyl ester
0 ] ( ' .
trifluor omethy : : e O R Bt e 22963~ (160
ng, 0.5 mydl- h&erohaBodv&nnﬁ@mJ(z,Iz&_@f- l‘o—'éth\(_)b_ch BB 4~ gj-@%ﬂbaﬂl@p' oni ¢

acid tert.-buj % bestler (Exarrple K4) (151 ng, 0.5 mmol) according to the
gener al prc?é{‘Jj > ai ned as an anorphous yel |l ow substance (94 ng). M

(1SP) 547 [
[ 3- (5- di net

thaﬁ 4? ‘ngwaggﬁ_epgr %{91{11%%%11{?5 % ﬁuoror:?-(f ¥|2atrgﬂr&8r02— 13-

phenyl | 18- axox) Gplanyl- 2] r@kbaﬂheaﬁaker@amhﬂms&r fBia %ﬂ@m (200hylo.gster The

pheny! ) ook e Ay e A o LM i S R

3-[3-(5- 20/]- henyl} -pro 1on1c acid tert-butyl ester (Example K5) (220 mg, 0.55 mmol)

dlrrethylamn ,3]triazol -| -y] l.- 3- axo- ionic acid
tert.-butyl3g gyt@ég%‘ @%Rg)ce% né t)aBlegaWTlo“h?} ?(gﬂié); to the general
procedure M  (Obtai ned as an anor phgus yeM ow substance (176 ny).

xample M26

20

25

30

lo ethyl)-[1,2,3]triazol-1-yl]-phenvl}-propionyvlamino)-phenyl]-carbamic acid
tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(ethyl-methyl-amino)-
phenyl]-carbamic acid tert-butyl ester (Example J7) (300 mg, 1.0 mmol) and (RS)-3-
0Xx0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3] triazol-1-yl]-phenyl}-propionic
acid tert-butyl ester (Example K5) (402 mg, 1.0 mmol) according to the general
procedure M. Obtained as a yellow foam (500 mg).

MS (ISP) 627.1 [((M+H)].

Example M27

vloxymethyl)-{1,2,3]triazol-1-yl]-phenyl}-propionylamino)-phenyl]-carbamic acid

tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(methyl-propyl-
amino)-phenyl]-carbamic acid tert-butyl ester (Example J8) (310 mg, 1.0 mmol) and
(RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K5) (402mg, 1.0 mmol) according to the
general procedure M. Obtained as a yellow foam (410 mg).

MS (ISP) 641.3 [(M+H)"].



M5 (I SP) 556 [(M+H)+] and 558 [(M+2+H)+]. Exanple MO0 25

(4- Chl or o- 5-di net hyl am no- 2- 13- 13- ( 3- net hoxynet hyl -i soxazol - 5-yl ) - phenyl ]
- 3- oxo- pwopRossssan nol - phenyl ) -carbam c acid tert.-butyl PestEP02/Tloa4 titl e
conpound was prepared from (2-am no-4- chlg;o 5- di net hyl am no-
phenyl)-carbamc acid tert.-butyl ester anple J1) and

3-[3-(3-net hoxynet hyl - i1 soxazol -5-yl ? - 3-0oxo-propionic acid
tert.-butyl ester (Exanple K9) acco#é?ﬁ%“géiko t he general procedure M
Obt ai ned as el .

[ (ME2+H) +] . %%
[ 3- (2- Cyano: ] DIE% i
trifluoronet I{ carbam c aC|d tert - but yl
was prepar et Iam no- 5- di net hyl anino-4 5

trifluoro phen ar bam c ert t e , anmpl e J6 319
o 10 Sy &°§¥Pe§ & Fanarpgred o [ Smincstichlori s et 7 |
tert. abutyl pﬁéﬁ T-cdrbxaiard o tekShutf1Zder m;anﬂpl@]sm(mlbomgpmﬁdndsgigaﬁ@(kﬁageneral
grg(z)c[e( l,\J/lr,ra) I_\F/l]:)xo Og&e%&%y%é%p??mrﬁ% y. )1\:? Zs3ljtr§z;[zg - -ghenyﬂq;ropmmc
(3-imdazol a&d)tért-!fb'ﬂl@)“l)ébt)sr @:@ﬁ@iﬂ(@mn@mwgano Rhol) accc(ramg 1@ therdehbabr o-

et hoxy) - bi phen I carbam c. acid t u vl ester The title conmpound
was prepar eBr(f‘r%GPﬁe[Ié th%edzas 27RO pam %‘?bé“g trifluoro- ethoxy)

- bi phenyl dtert.-butyl ester (Exanple J5 200 , 0.5
15 %m|¥ an&X% Is?égifﬁszﬁﬁ 1 -yl- phgn%) -2,2-((:Ii me'[rﬁyl- [)1,(3] "

€ 8f i "“
ester The title conpound

di oxi n-4-one (Exanple L3) (160 ny, 5.5 ﬂg&ﬂ! according to the general
procedure M btained as an anorph substance (167 ng). Ms (1 SP)
492 [ (M+H) +

[2' - Fl uoro-* =oXx6=propi onyl am no) - 2

- (2,2, 2- trlvrdmreﬂw@t iaomb} biv hﬁfen{rl%fbrmblamvlamﬁmnﬂ»}&namcdrﬁamt acibudryl ester
The title co ?und was prepared from[5-amno-2' -fluoro-2-(2,2,2-trifluoro-
uB[ ester

15 The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (143 mg, 0.5 mmol) and (RS)-3-
0x0-3-{3-[3-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl] -phenyl}-propionic acid
tert.-butyl ester (Example K12) (201 mg, 0.5 mmol) according to the general
procedure M. Obtained as a yellow foam (530 mg).

20 MS (ISP) 613.1 [((M+H)"] and 615 [(M+2+H)"].

Example M30

(RS)-[4-Chloro-2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3triazol-1-
1-phenyl

-carbamic acid tert.-butyl

25  The title compound was prepared from (2-amino-4-chloro-5-pyrrolidin-1-yl-
phenyl)-carbamic acid tert.-butyl ester (Example J10) and (RS)-3-o0xo0-3-{3-[5-
(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic acid tert.-
butyl ester (Example K5) according to the general procedure M. Obtained as a yellow
foam (228 mg).

30 MS (ISP) 639 [(M+H)"] and 641 [(M+2+H)™].



et hoxy) -biphenyl-4-yl] -carbamc acid tert.-butyl ester (Exanple J5) (200
ng, 0.5 mmol) and 3-[3-(3-nethyl-isoxazol -5-yl)-phenyl]-3-0xo0-propionic

aci d tertwobangies25 ester (Exanple K4) (160 ng, 0.53 nmol pca@por/aiomy to the
general procedure M (Obtained as a white_ _solid (40 ng). M5 (I SN) 626
[(MH-]: np 121-123 C. Exanple M4 [2' -F%oro-5- [ 3-oxo0-3-(3- [ 1

2,3]triazol - |-yl-phenyl)-propionylamna) .-2-(2,2,2- 30
trifluoro-ethoxy)-bi phenyl 4-y|| -C idtert.-butyl ester The title
conpound ﬁre& ‘ ' 2 trlfluoro-

et hoxy) - bi petng-2Hnyrazgl ooyl)-paeny) 18X ml e J5) (200

mg, 0.5 WO §dp Qﬁﬁﬁnﬁ’m#ﬁﬂﬁ&do&&@%pher&ﬁLﬁﬁbhﬁn@d&H tert.-butyl ester
3-0x0-3-(3-[1,2,3]triazol -1-yl -phenyl )-propionic acid ethyl ester (Exanple
KI) (150 rrgrhe(x1t£e7comnpiﬂu)ndacasq:rrebamgi framt(bangaocrdimgkiyaathoe M Cotained as

ot 2 LB T el BB v

212. g gl tr :c raim)[l)-aﬂd-?; %-I(qulﬁ?ﬁsdH-pyﬁmlﬁ Qll)sﬁ}ﬁigj'lﬂla)oﬁr proglomc acid tert-

tri ro e OXY)- yl 1 -car cidt ester
The title dufRGairtCEE: oot ol e Dpmobiitip et dtpoeit pocstiell 17 uor o-
10 et hoxy) Obapiedny b ydiom foanc@obagi ¢ acid tert.-butyl ester (Exarrpl e J5)
(200 ng, 0.5 nmol) and
(RS) - 3- oxo-Ms{BH) 546.0dtMaky)d).o- pyr an- 2-yl oxynmet hyl )-[ 1, 2, 3]tri azol -1 -
yl]-phenyl }-propionic acid tert-butyl ester (Exanple K5) (220 ng, 0.55
mmol ) acecording to the general proBedupsle Md2 Obtai ned as a yellow oil (100
ng). Exanple M26 15 (RS) [ 4- ChI or o- 5- (et hyl - met hyl - am no) - 2- (3 0x0-3-13- f
5- (t et r ahy diRS) Gl 1
yl oxynet hyl
acid tert-Ho s SO e s prepared
[ 2- am no- 4tehl—bﬁ@}é'stéret hyI nmet hyI am no) phenyl] car bam c acid tert-butyl
ester (Exanple J7) (300 ng, 1.0 mml) and (RS)-3- 20
ox0- 3-{ 3- [srt(ettaler@hwmwmemd@«mmhuhwam&osa-mmamﬂmﬁwl1 phenyl }-p

[ gp![ ﬁgl égn eqﬁgpylt) ei:ra%batr)rﬁg Yaad%eSl;( etl>’ut‘§l estet xgmplr)e) IIS al('l)(% (ﬁ@’ 3- ?3 mnthy)l according

(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl]}-phenyl}-3-oxo-propionic acid tert.-

butyl ester (Example K13) according to the general procedure M. Obtained as a light
yellow solid (187 mg).

MS (ISN) 626 [(M-H)'] and 628 [(M+2-H)].

20 Example M33

tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(cyclopropyl-methyl-

25 amino)-phenyl]-carbamic acid tert.-butyl ester (Example J11) (156 mg, 0.5 mmol)
and (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3] triazol-1-yl]-
phenyl}-propionic acid tert.-butyl ester (Example K5) (250 mg, 0.62 mmol) according
to the general procedure M. Obtained as a yellow solid (215 mg).

MS (ISN) 637.1 [(M-H)] and 639 [(M+2-H)']; mp 47-49 °C.



procedure M Cbtained as a yellow foam (500 ng). M (ISP) 627.1 [ (M+H) +].
Exanpl e M7 25 (RS)-f4-Chl oro-5-(nethyl -propyl -am no) -2-(3-o0xo0-3-{3-f

5- (t et r alyoroeogdssan- 2- yl oxyet hyl ) - f PCT/EP02/03644
1,2,3]triazol-I-yll-phenyl}-propionyl am ng - phenyl | -carbam c acid
tert-butyl ester The title conmpound was prepared from

[ 2- am no- 4- chl or o- 5- (et hyl - propyl - ;am )M enyl]-carbam c acid tert-butyl
ester (Exanple J8) (310 ng, 1.0 mmoH&

(RS) - 3- ox0- 3- £3- tetr AL OsPY;r an- -.on \ -.1 LA az-l-yl] ph
enyl} propi 1 t 1 o 5- limeth Ehalennc - % azol-1- H ,,,,,

accordi ng toxd—hﬂ)mcimtmmb} prieifl@dioreetivil- ﬁ@hal)na@aﬁﬁc axm]{edrt (butsﬂeﬁm (410 ng) .
M5 (1SP) 641.3 [(M+H)+]. WD 02/ 083652 PCT/ EP02/ 03644 -87 Exanple M8

(RS) - [ 4- Cnl Bhetifke ¢cinpdungd wampramre@frodr (QxdamidoBdihdethfl@hirmhydr o-p rY an- 2-

e ot - Biftpron bR e b o e VBl R e 052 A ©

[ 2- am no- 4- ﬁ-h]ﬂlcﬂ) o B3-( 3H BUdinbthahindingmetbiie [iyl,} t8aobargl s pheiyl]-3-ekd- but yl  ester

(Exanpl e J9 310 1. I d -3-_,0x0-3-{3- .

{5 (16t r any BroBiagy Sl r PRy psbr (b fSRS I 1374 05 bjfnol) according to the

| -yl'] - phenybdnepil pricediire M .a0btdiredrat ab dingtpless e¢llopEubeihes HS5 mMgd02 ny, 1.0

nmol ) according to the general procedure M Cbtained as a yell ow foam (530

ng). lo M5 MSIPINEEEB.[BVEKIVEH) +] . Exanple M29 (RS)-

[ 4- Chl or 0- 5-di net hyl am no-2- (3-o0x0-3- { 3-13-(tetrahydro-pyran-2-

yl oxyrretlk]yl ) -isoxazol -5-yl | - phenyl } Epimpiedui3d am no) - phenyl | -carbam c aci d

tert.- butXl ester 15 The title conpound was prepared from

(2- ani no- 4- (:Rﬂ)dna:lﬂemm yﬂx&hmnﬁe 2phei3vﬂ2)meﬁnvbamatrahg<ﬁld> pwat-2- but yl ester
d

[ 3- (t et r ahy&2O4Py 345 \spbenyli-3ioxo-propiopylaming)-phenylicarbamic: - 4. ¢
tert. -butyMﬁ&t@f-bﬁEﬂam e K12) (201 mg, 0.5 mmol) accordl ng to the general
procedure M btained as a yellow foam (530 ng).

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-

15 phenyl)-carbamic acid tert.-butyl ester (Example J1) (200 mg, 0.7 mmol) and (RS)-3-

{3-[2-methyl-5-(tetrahydro-pyran-2-yloxymethyl)-2H-pyrazol-3-yl]-phenyl}-3-oxo-
propionic acid tert.-butyl ester (Example K14) (290 mg, 0.7 mmol) according to the

general procedure M. Obtained as an amorphous yellow substance (329 mg).
MS (ISN) 624.0 [(M-H)] and 626 [(M+2-H)'].

20 Example M36

trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester
The title compound was prepared from (2-amino-5-pyrrolidin-1-yl-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J12) (173 mg, 0.5

25 mmol) and 3-(2-cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester (Example
K3) (150 mg, 0.61 mmol) according to the general procedure M. Obtained as a yellow
solid (140 mg).

MS (ISP) 518 [(M+H)™].



20 M5 (ISP) 613.1 [ (MH) +] and 615 [ (M+2+H)+]. Exanple MO

(RS) - 14- Chl or 0- 2- (3- 0x0-3-13-15- (tetrahydro-pyran-2 _yloxynethyl)- |
1, 2, 3] t r i siDERAY3652 PCT/EP02/03644
yl'| - phenyl | - propi onyl am no) - 5- pyrrolidin-1-yl-phenyl]-carbam c acid

tert.-butyl ester 25 The title conmpound” 9\%15 prepared from

(2-am no-4-chl oro-5-pyrrolidin-1-yl he carbam c acid tert.-butyl
ester (Exanple J10) and (RS) 3- oxo- @—@?P-%éﬂ}—

(tetrahydro; =Vl I y

- phenyl } - prop siv1 e 3 2 i

general pr OM@MMlﬁ@ﬂS%rrahﬂ @M tf1ﬂﬂ¢1ﬂoﬁ'ﬂaﬂﬁfl-‘mw Bearb/ﬁn(d aR) 639

[ (MtH) +] ang 6%1 |]g\{++2+|—|) +] . WD 02/ 083652 PCT/ EP02/ 03644 = -88 Exanple M1
(5-Di et hyl f 3-(2-net hyI 2H pyrazol 3 yI) phenyl | - 3- oxo-

propi onyla 4-triflupronethyl - hen -ca Cld tert. -butyI ester

The titl@ g)gﬂrﬁhﬂﬁﬁo%%urﬁf 4% ﬁ‘ 'BYTH? 2y i no-

tri flougronetrlﬂdor@:heﬂl 1-3 )b@maema@tlatéretbu 1@3&){(&&@1@&}1@%% oJfﬁ) (160
ng, mmo razo 0X0- pr opi oni ¢

acid tert. ”‘S%ffl; %S‘%S[Q %@(gﬁ%% (F&fﬁa @OPWﬁn%O%B’)‘Vﬁﬁ%]P yéJcEg ko the

general pr oglpghierylMprofibiiaacig@terah Hmta 5)9@5(0731)5; Ok@nﬁh&ﬁ’) 546. 2

%gM:r;? ;1” igc(cPEx ggl e@;“%gﬁﬁé%o%h % &é{aﬁned alsrarlgtorrynlg%% (168 mgﬁ

| )-isoxazol 0X0- pr opi onyl am no) - phenyll - carbam ¢ acid

tert.-buf r e@%éréy’%ﬁ@ﬁt h)ﬁe conpound was prepared from

(2-am no-4-chl oro-5-dinmethylanmno 1 henyl )-carbam c acid tert.-butyl

ester (Exanple J1) and (RS)- 3- {3 [BM

(tetrahydro- = 2- \ 3 0X0- propi oni ¢
acid tert. -5 = 1 gef¥efal procedure M
bt ai ned asvlaxsl'mahtrl) ‘l'gl3| ﬁi&z@loﬂ Vlfll Dﬁlkﬁﬂ}-l@moﬁ@aﬁﬂrﬁwphéﬂﬁ Lfdvhid)c dcidnd 628

(M2 -] 20 XA ERLe VB3

15  The title compound was prepared from (2-amino-5-dimethylamino-4-fluoro-
phenyl)-carbamic acid tert.-butyl ester (Example J13) (269 mg, 1.0 mmol) and (RS)-

3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl] -phenyl}-
propionic acid tert.-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the

general procedure M. Obtained as a yellow amorphous substance (417 mg).

20 MS (ISN) 595 [(M-H)].

Example M39
5-Dimethylamino-2-{3-[3-(5-dimethylaminomethvl-]1,2,3]triazol-1-yl)-

oxo-propionylamino}-4-fluoro-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-fluoro-
25  phenyl)-carbamic acid tert.-butyl ester (Example J13) (269 mg, 1.0 mmol) and 3-[3-

(5-dimethylaminomethyl-[1,2,3]triazol-1-yl)-phenyl]-3-oxo-propionic acid tert.-
butyl ester (Example K8) (344 mg, 1.0 mmol) according to the general procedure M.

Obtained as a yellow amorphous substance (211 mg).

MS (ISN) 538 [(M-H)].



(RS)- [4-Chloro-5-(c

propyl - net hyl - am no) - 2- ( 3- oxo- 3-{3- 15- (t et r ahydr o- pyr an-

2-yl oxymewbybk/ps3biz 2, 31tri azol -1 -yl | - Rhenyl | - propi onyl am n@CTErerngich4 car bam
c acid tert-butyl ester The title corrpou.égd was prepared from

[ 2- am no- 4- chl or o-5- (cycl opr opyl - net hyl 5 am no) - phenyl ] -carbam c¢ acid

tert.-butyl ester (Exanple J11) (1 9&4% mmol ) and

(RS) - 30x03{3[5(tetrahydro pyr nethyl) [1,2,3]triazol-l-yl]-
phenyl }- praop - b g iTg, 0.62 mmol)
accordi ng solid (215 ng)
M5 (I SN) GQMMHseiamhd %36hddetﬁoﬁbnﬂarrm lﬂih_emgl @arbm162¢1®%ﬁ52

PCT/ EPO2/ 0364 -89 Exanpl e M34 (5-Di net hyl am no-2-13- [ 3-
(5-di rrethyﬁ-)a'lg?}-t%ﬁ%thyl [ 1,2,31 triazol-1-yl)-phenyl] -3-

I fl b ghSkt - - butyl
cater The thetls Baimsai watr e o i A pind s DSBS aninova
trifl uor omgthlayyl)-phrdayig adtditdm’a-rbmylasledEkﬁhple-Iﬂ)il)t(\259 ass, &0 rﬁﬁoampﬂeéRSB) (160

131 phenyt PRS-tk plac ODBRE T b ok erdFpRES AR Rl (172

ng, 0.5 muic)d tatsbutl esgert(Bxirhple Kjenei0aimg) ﬂ@cmdmil)eacbﬂ)rdﬂg t@ithegknaml an

anor phous ye S . 10 Exanpl e M5
(RS "1a: c:h|P&%e%%remiﬁwsdréweﬁ"?éffao%’eﬁ% Wt S0%EL, | anydro- pyran- 2-
yl oxynet hyl | I - phenyl | -3-o0xo-propi onyl am no) - phenyl |
-car bam%c] }Qé%@\ﬁﬁ?ﬁ%ﬁw ester The title conpound was prepared from
(2-am no- 4- chl or o- 5-di met hyl am no 1& Bhﬁnxllé-car bam c acid tert.-butyl
ester (Exarrple JI) (200 ng, 0.7 2 S) - 3- {3-

ahy ) VI G ot h 2 pyvr ]

yel | ow subét?ngeé g9 ) . I\/S(ISN) 624.0 [(MH-] and 626 [(M+2H) 1. 20
Exampl e M3 2- Cyano- pyri di n-4-yl) - 3- oxo- propi onyani nol

égt 2?” ' % Glf"he t1de c%mpoundrmlrzfs lplfe%ra(r)eraef%}x I(2 BQ&HA’- -du(t:n%léh o8 d tert. -butyl

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (565 mg, 1.77

mmol) and (RS)-3-0x0-3-{3-[3-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl}-

phenyl}-propionic acid tert.-butyl ester (Example K12) (710 mg, 1.77 mmol)

according to the general procedure M. Obtained as a yellow amorphous substance
20 (721 mg).

MS (ISN) 645 [(M-H)].

Example M42

25  butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-fluoro-
phenyl)-carbamic acid tert.-butyl ester (Example J13) (269 mg, 1.0 mmol) and 3-[3-
(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionic acid tert.-butyl ester (Example K4)
(301 mg, 1.0 mmol) according to the general procedure M. Obtained as a yellow

30 amorphous substance (273 mg).

MS (ISP) 497 [(M+H)™].



The title conmpound was prepared from (2-am no-5-pyrrolidin- 1 -yl-4-

trifluoronethyl-phenyl)-carbamc acid tert.-butyl ester (Exanple J12) (173
ng, 0.5 WO oamedey2 and 3- (2- cyano- pyridi n-4-yl) - 3- oxo- pr opiPCRTEPOZCI6aH

tert.-butyl ester (Exanple K3) (150 ng, 0,61 mmol) according to the general
procedure M Cbtained as a yellow solld4%I40 ng). M5 (ISP) 518 [(M+H) +].

WO 02/ 083652 PCT/ EP02/ 03644 -90 EXx g (RS)- [2-(3-Oxo0-3-{ 3
_[5-(tetrahydro-pyran-2-yl oxynethylg—"FRfiMié‘S] triazol- |-ml -

phenyl | - pr opi.0 iI ) -5 -lrrollai--l - phenyl | - car bam

ic acid tef SN Sy :

(2-am no- 5- Mvmﬂt _wi) i&oﬁaz\él 341] blﬁdrfvl}kmbﬁm_ﬂa_iﬂmcﬁ)hﬂmﬂm @alﬁabmmaadamd

tert.-butyl slter (Exampl e J12) (173 ng, 0.5 mol) and

(RS) - 3- oxo- -(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-I-

I]1-ph [ 1= d tert t. 250 , 0.62
Tbr ot TR OtHoNad g reRa s Bl AR AT S RE TR % ge 1 oam
(168 ny). J}ﬂlefﬁ)-(chﬁ&)m@a?&d fetrtVibidtyh esteEaam E]&/Bﬁld &) -3-0x0-3-{3-[5-

[ 5- D|msthl 0-4-fl uoro-,2- ahydt o-

V1 oxy et hy | GBS o Ao p DT b R BRSO STl SR ERE PE ar bar ¢
acid tert . esteu(Blangié K!lS)ld_chﬂdﬁlgtﬂotth@ totddiveM pDefaiiedds & fyellow foam
(2-am no- 5- {ret yl am no- 4-f | uor o- enyI? carbam c acid tert.-butyl ester
(Exanpl e R % 9 mg, 1.0 mmol) and (RS)- 3-o0x0-3-{3-

[5(tetrahy r me , 31 triazol- I-yl] -phenyl}-

pr opi oni'® &ggglsg\é £T1§&%ﬁ§1§?é J(E%’L?p?qg K5) (401 nmg, 1.0 nmol) according
to the general procedure M Obtaingd a 4>‘/1el | ow anmor phous substance (417
ng). 20 M5 (1SN) 595 [(MH)"]. ExarrE%@éﬂEﬁv%&-

(5- Di et hyl 3- ) :

) - phenyl]-3 IR ARy | - BHERY et e - but yl
ester The tjl} bEerB/ﬁnfﬁ@b ;}d@_ﬁn@ﬁsnﬁp@ﬂhﬁ-ﬂo&mvhemﬂ] carbam1c acid tert -butVl ester

(2-am no-5-di met hyl am no-4-fluoro 25 phenyl)-carbamc acid tert.-butyl
est er (ExarfHeaitlkldnpoda8 wil prébafedtiadih)(2-anfdnd4fddoro-5-piperidin-1-yl-phenyl)-

15  carbamic acid tert.-butyl ester (Example J14) and (RS)-3-0x0-3-{3-[5-(tetrahydro-
pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl] -phenyl}-propionic acid tert.-butyl ester

(Example K5) according to the general procedure M. Obtained as a yellow foam (257
mg).
MS (ISP) 653.2 [(M+H)"] and 655 [(M+2+H)"].

20 Example M45

(RS)-[5-Dimethylamino-2-(3-ox0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-

henvl}-propionvlamino)-4-trifluoromethyl-phenyl]-carbamic acid

isoxazol-3-vl]-

tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

25 methyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) and (RS)-3-0x0-3-{3-[5-
(tetrahydro-pyran-2-yloxymethyl)-isoxazol-3-yl]-phenyl}-propionic acid tert.-butyl
ester (Example K15) according to the general procedure M. Obtained as a light yellow
foam (224 mg).

MS (ISP) 647.2 [(M+H)").



(5-di met hyl am nonethyl -[1, 2, 3] triazol -1-yl)-phenyl]-3-o0xo-propionic acid
tert.- butyl ester (Exanple K8) (344 ng, 1.0 mmol) according to the general
pr ocedur ewblo2/o€Issani ned as a yel | ow anor phous substance (2PCTrRp2/036Bt (| SN)
538 [(MH)"]. WD 02/083652 PCT/ EP02/ 03644 -_91 Exanpl e M40 (RS) -

[ 5- Di net hyl am no- 4-f | uor o- 2- ( 3- oxo- 3- 13- 13 (tetrahydro- pyran-2-

yl oxynet hyI ) -i soxazol -5-yl | -phenyl }E Ao gyl am no) - phenyl | -carbam c

acid tert.- bu |l ester 5 The title S prepared from

(2-am no- 5- ¢ . , | ester
(Exanpl e J13 9 3=0%

[ 3- (tetrahy@bﬂ&@g@g@@@_@ﬂi@soxazol 5-yl] -phenyl}-prop| onic acid

tert.-butyl ester (Exanple K12) (401 ng, 1.0 mmol) according to the general
procedur e MIhétitlaicomgoasd was/pdepaned dronn (Rranssidoblbandedif@@tylamgino-i o M5 (1 SN)

595 [(M al_% % p@l i)gl'EMa]Cld(tE§) B)ut[y? es%rggk{i%{g%‘ﬁ) 13a3- 01‘£033 B9 Y§a2013 1-yl-

[3-(tetr I SOX
- phenyl } - pr Qbexwh)jpmplcrmc) add tert fhiutrd resteetBxynppHeity btcording hathegeaedat

(2 ar no- & 3?&6 ]“Zn@ i ERORINS R B KR ) car b ¢ aci o

tert. -butyl 6 1l d (RS)-3-o0x0-3-{3-
[3-(tet rahy gm&@ g Rc}i&ﬁ? I so%éz% U&Fpg%ghenyl }-propionic acid
tert.-butyl ester (Exarrple K12) (710E IJMH mmol ) according to the
general procedure M Ootained as a rphous substance 20 (721 np).
MS (I'SN),64%, 4 . J

[ 5-Di met Wyl &

yl oxyrret hyI p Eg}gbk@bdlmij_-ayidltertahﬂﬂés}:erpr op| ony am no) phenyl I -car bam c acid

tert.- 25 butyl ester The title conpound was prepared from
(2- am no- 5- dihagitle gbmpound was prepared fome(Brhminvat-filanice 5qyroblider-1-yl-Hpbemyll)-est er

(Exanpl e J 1%2rbg§1§c9ac@tert.1-bgtﬂg&]er)(E%'r%pl%’)i%‘and 3-(2-cyano-pyridin-4-yl)-3-oxo-
propionic acid tert.-butyl ester (Example K3) according to the general procedure M.
15  Obtained as a yellow solid (196 mg).

MS (ISP) 468 [(M+H)™]; mp 231 °C (dec.).

Example M48
4-Fluoro-2-{3-[3-(3-methyl-isoxazol-5-vl)-

pyrrolidin-1-vl-phenyl)-carbamic acid tert.-butyl ester

20  The title compound was prepared from (2-amino-4-fluoro-5-pyrrolidin-1-yl-phenyl)-
carbamic acid tert.-butyl ester (Example J15) and 3-{3-(3-methyl-isoxazol-5-yl)-
phenyl]-3-oxo-propionic acid tert.-butyl ester (Example K4) according to the general
procedure M. Obtained as a light yellow solid (126 mg).

MS (ISP) 468 [(M+H)™]; mp 186 °C.

25 Example M49

The title compound was prepared from (2-amino-4-fluoro-5-pyrrolidin-1-yl-phenyl)-
30 carbamic acid tert.-butyl ester (Example J15) and (RS)-3-0x0-3-{3-[5-(tetrahydro-
pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic acid tert.-butyl ester



(3-net hyl -i soxazol -5-yl)-phenyl ]-3-0xo-propionic acid tert.-butyl ester
(Exanple K4) (301 ng, 1.0 mmol) according to the general procedure M
ot ai ned WO 02/0§38b52 ow 30 anor phous substance (273 ny). NSPCIIEP)2/d874

[ (MtH) +] . WO 02/ 083652 PCT/ EP02/ 03644 -92 Exanple M43 (RS)-

[ 4- Chl or o- 5-di net hyl am no- 2- ( 3- oxo- 3- { 3-~ %4*5 (tetrahydro- pyran-2-

yl oxynet hyl | SO rop hen -carbamc acid
Vert ) butylaSPlee serarlie Peb drnsah e ras bF YaR Bl s Ghprange Thcts

(2-am no- 4-@11(268@11@ di met hyl am no- phenyl)-carbamc acid tert.-butyl ester
(Exampl e J1) and (RS)-3-o0xo0-3-{3-[5-

(t et rahydr oMSYIS®)-623 y(Mx¥YHEt hyl ) -i soxazol - 3-yl ] - phenyl } - propi oni ¢ aci d
tert.-butyl ester (Exanple K15) according to the general procedure M

(bt ai ned as a yellow foam (232 ny) Exdepl¥&30l SN) 611.1 [(MH -] and 613
[(Mt2-H)-]. Exanple M4 (RS)- [4-Chloro-2-(3-o0x0-3-13-

[5-(tetr ahyﬂiF@zelmHtr&m-v2~4yd}ﬂm&)@ﬂ3l‘ﬁ-)cvanbivwﬁlrﬁl-@-Bm1Dr3)pionvlamino]-

yl | - phenyl } -.propi onyl a per di n-1-yl - phenyl | -carbam c acid
tert. -butylx"—}g‘%lﬁlgﬂh—q!ﬁpmi?ﬂ It%rtbuuguuwul was prepared from

2-am no-4-chl oro ridin-1- 1 but yl
<(ast er (Exan@?e tlt:rlﬁ Ig‘ﬂ‘g’%(vlﬁél)pr?a(’ié{)ﬁ%“?gyf’én e"lzre{é‘i%‘gi & 4 OrO'P enyl) Y
pyr an- g yl ?)oayhsmﬁlhyib)i tert.-2utgl ésfdr@ﬁmﬁlc Jile) aﬁlM%-lc}rarw-pﬁh(liiﬁl@ yl&Gkgko- "
tert.-but est er cor e neral procedure

Obt ai ned gsprgpgpéqu %éf%%%"&utyé @ﬁ?mp%é&% ‘518553(9 e[g(eWFﬁprr]oceéﬁlée

[ (M:2+Hng] . Obfathetsa aptlovMEid((R8) mg).5- Di met hyl ami no- 2- (3- oxo- 3-{ 3-

[ 5- (t etrahydro- pyran-2-yl oxynmet hyl) - i soxazol - 3-yl |

- phenyl | - priofSi(tspy laaod (M) HY* tanidf470 ovapt Y1) -apasy PE (d&dt bani ¢ acid
tert.-butyl ester The title conpound was prepared from

(2-am no- 5-di met hyl am no-4-trifl uor 8xathple®tdiyl - phenyl ) - carbam c acid
tert.-butyl ester (Exanple J6) and (RS)-3-o0xo0-3-{3-[5-

(tetrahydr oRSY[2413-2030-BX{§41BL( heﬂahvﬂm@mmmﬂ?o&vhletmﬂﬁwkézopso,@i ghi¥ngl}aci d

tert. - butyl I es(,)t A L i(gi%) 1 af&?n& uor me& tl hﬁe el -cargamPcra%{: t(grut.r-e M
15 butyl ester
The title compound was prepared from (2-amino-5-pyrrolidin-1-yl-4-

triftuoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J12) and (RS)-3-

0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-3-yl]-phenyl}-propionic acid

tert.-butyl ester (Example K15) according to the general procedure M. Obtained as a
20  yellow foam (522 mg).

MS (ISN) 671.2 [(M-H)].

Example M52

5-Azetidin-1-vl-2-

trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester

25 The title compound was prepared from (2-amino-5-azetidin-1-yl-4-trifluoromethyl-
phenyl)-carbamic acid tert.-butyl ester (Example J17) and 3-(2-cyano-pyridin-4-yl)-3-
oxo-propionic acid tert.-butyl ester (Example K3) according to the general procedure
M. Obtained as a light yellow solid (131 mg).

MS (ISP) 470 [(M+H)™]; mp 166-167 °C.



foam (224 ng). Ms (ISP) 647.2 [(M:H) +]. WD 02/ 083652 PCT/ EP02/ 03644 -93
Exanpl e M46 { - Chl oro-5-di net hyl am no- 2-

[ 3- ox0- 3-WB-pysmsnl - 1- yl - phenyl ) - propi onyl am nol - phenyl } Pcarirarnis4aci d
tert.-butyl ester The title conpound was qirepared from

(2-am no-4-chl oro-5-di met hyl ami no 5 phenyl)-carbam c acid tert.-butyl ester

(Exanpl e J1) and 3-oxo-3-(3-pyrazol le MB3eNY! ) -propionic acid
tert.-butyl ester (Exarrple K16) achE)‘Jr;‘é#éla—rb‘ t he general procedure M

ot ai ned asgsay. étg_
(M2 +] o

{2- F3-(2- Cyatn PINg phg : E1t s -4-fluoro-5-pyrrolidin-1-
yl - phenyll-carbamc aC|d tert. -butyI ester The title conpound was_prepared

from (2- ami Hee titlf domepaynd ay prepiared frprm(%anpn@ﬁyazyudlealrbla%nmﬂwmeﬂwh -but yl

t d
Cort - but o eyt icliafiCctd (et SUATREY BBl V) dids DX Or-nfAB BRI BE1 €
Obt ai ned asyl)srPtlermlb?ﬁosoiplr@lol@n@@a#q)fﬂ WY](GSEPXEmlf Keh-aecotdingip the1 C

d

515 (3 ot iy Bt L Cits Bl s igheyelow foam 18 m0). 10y 5.

pyrrolidin- I@zIS W&Igw%? %363@0 tert.-bu | ester 20 The title
epare

conmpound was pr ron m no- 4-fl uoro-5-pyrrolidin-1-yl-phenyl) -

carbam c acid tert.-butyl ester (Exapplgeddn) and 3-

[ 3- (3-nethyl -i soxazol - 5- yI) phenyl -3-0x0-propionic acid tert.-butyl ester

(Exanpl §, K4p 3960 A} Q ;{r g(y allo. nas a light
126 Nng ; arrpl e M49

(RS) [ 4- FI =2

(1.2 31tri azof S R A A
yl | -phen I ?}C%telrt b ICSter -5-pyrrolidin-1-yl-phenyl]-carbam c acid
tert.-butyl @ﬁﬁ@éogﬂ-%ﬁ\ntd'wﬁsi ﬁﬁw&q (Waa%r ?5 BPAEEGNL 1-9M-trifluoromethyl-

(2-am no- 4 uor o-
phenyl)- carbamlc acid tert. -butyl ester (Examp e J17) and (RS)-3-0x0-3-{3-[5-

15 (tetrahydro-pyran-2-yloxymethyl)-(1,2,3]triazol-1-yl]-phenyl}-propionic acid tert.-
butyl ester (Example K5) according to the general procedure M. Obtained as a yellow
foam (450 mg).

MS (ISN) 657.1 [(M-H)']; mp 76-77 °C.

Example M55

20

trifluoromethyl-phenyl}-carbamic acid tert.-butvl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (319 mg, 1.0

mmol) and 3-oxo-3-(3-pyrazol-1-yl-phenyl)-propionic acid tert.-butyl ester (Example
25 K16) (286 mg, 1.0 mmol) according to the general procedure M. Obtained as a yellow

amorphous substance (485 mg).
MS (ISN) 530 [(M-H)].
Example M56

5-Dimethylamino-2-[3-0x0-3-(3-[1,2,4]triazol-4-
30 trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (383 mg, 1.2



30 carbamc acid tert.-butyl ester (Exanple J15) and

(RS) - 3- 0x0-3-{3-[ 5-(tetrahydro-

pyr an- 2- yWwosogistehy | )-[ 1, 2, 3] tri azol -1-yl]- phenyl } - pr opi oniPCTAPIZI03644
tert.-butyl ester WO 02/083652 PCT/EP02/0 -94 (Exanpl e K5) according
to the general procedure M Obtained as a orange Vi scous oiI (268 ny). MS

{320 2- covarg ot 3 HE A e B R PR loni et RO BB AGAS aci o
tert.-butyl Nes’:t3é255Fﬁ*é-5ﬁ (23%emg, dripoud) avasrdingpathe derferdmprocedure M.
(Exampl o 3185 ebied B2y eI RaPnoa”y1 ) - S-oxor propionic acid oo
ot ai ned 28 U e SR BO U5 W1 Sp) 470 (Mt o] and 472
[5- (Lot 13hydr o- py an- (difoéwniﬁWﬁM- 3yl (f”;)ﬁ?éﬁ'yf’[ -

pr opi opyla ) i d hyl = Ccar am c acid
tert.- 15 Dbu é Proj hstbal 4P

(2-am no- 5- m;ﬂlgpmmm @gngztaruamlt hmdmtrﬂiﬁ;dlesmhenyl ) carbam c acid
tert.-butyl ester (Exanple J12) and (RS)- 3-

0x0-3-{3-[ SFI(ettéiercaimmbmdpgasampareﬁl foo«ylr@{ah;/ih¢-5i-&1mmlz;dﬂmi&oy4-] - phenyl } - pr opi on
ic acid t ter a 5) acgor.di t al procedure
:Vl Cblt ai ne rltggoﬁ%%yl l\?v(cE)% gf‘( %cig%e%)bu Stflli ]fl]%ga'?‘?ﬁlﬁl) "1 p Examl:J)I e
Vb2 15- Az etiimddarol-1- }5}4ph21ay11-3 Z(cﬂmmﬂ}cbl,b)dloxin%dnqq}i)xaﬁhPM) prapdingytd dmd nol
-4- triflu tyl t 25 The titl
commound weks L pEeER e R e SRLE R oAk Eol BER el Va1 Fl uoromethyl -

phenyl ) - car butyI ester (Exanple J17) and
3-(2-cyano- 1%? S%I) %Tj@f‘%ﬁ "oxo-propionic acid tert.-butyl ester (Exanple

K3) according to the general procedg tained as a light yellow solid
(131 mg). MS (ISP) 470 [(MHH) +]; rrp‘%%p—w- .

15

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (429 mg, 1.5 mmol) and (RS)-3-

0x0-3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-pyrazol-1-yl]-phenyl}-propionic acid
20 tert.-butyl ester (Example K17) (601 mg, 1.5 mmol) according to the general

procedure M. Obtained as a yellow amorphous substance (710 mg).
MS (ISN) 610 [(M-H)] and 612 [(M+2-H)].

Example M59

25

tert.-butvl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-
trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (479 mg, 1.5
mmol) and (RS)-3-0xo0-3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-pyrazol-1-yl]-

30 phenyl}-propionic acid tert.-butyl ester (Example K17) (601 mg, 1.5 mmol) according

to the general procedure M. Obtained as a pink amorphous substance (641 mg).

MS (ISN) 644 [(M-H)].



WO 02/ 083652 PCT/ EPO2/ 03644 -95 Exanple Mb3 (5-Azetidin- |-yl-2-{3-

[ 3- (3-net hyl -i soxazol -5-yl ) -phenyl | -3-o0xo-propi onyl am nol

4-trifl uoworeeissss2 phenyl ) -carbamc acid tert.-butyl ester PCREPD2/0Ice4
conpound was prepared from (2-am no- 5-azejidin-1-yl-4-trifluoromethyl- 5
phenyl )-carbam c acid tert.-butyl ester {Bxanple J17) and

3-[3-(3-net hyl -i soxazol -5- yl)- phen% I -f-lgégo-propi onic acid tert.-butyl

ester (Exanple K4) accordl ng to the procedure M Cbtained as a
2

i ght yell ow & : Exanpl e
VB4 10 ( RS)Ses-lRskimdl ESE
[5-(tetr ahy__Qb‘ja'ﬂ ﬂhefllvﬂ@ D‘ﬁdi lﬁr/dvlorﬂvlarﬁno) 4-trifluoromethyl-phenyl]-carbamic

3ltriazol -I éi | Pgenél | - Eropl onyl ami no) - 4-trifl uoromet hyl - phenyl ] - car bami ¢
acid tert. € e title corrpound was prepared from

(2- amn05 din- 1- trifluoro car bam c acid

Lor o bury) TESHF <endind wissprsd fomr ryngs B hai @i

(tetrahydr Otrmuroadsm&h 1-pkyrvit-iybamiclacid té}t a}dtyllea'rkﬁKEﬁanyﬁlé }praedX(RS’,HS}r{ﬁ»pi oni ¢

acid tert. but e ) _ac rocedure M
Obt ai ned as anX?ﬁW' V\gtetfﬂ’é(ﬁf‘{“ﬁgr@ nzlrg<El t%(lg %%@?’51}% ?ﬁﬂ-@? ﬁ‘p 76-77 C.
Exanpl e MbS r 1on1c ac1d tert. -butyl ester (Example K13) according to the general procedureM

{5-Di et hyI % ﬁyrazol -1 -yl - phenyl ) - propi onyl am nol -
trlfluororre ‘?ﬁffé § gé%‘a‘ﬁg acid tert.-butyl ester The title corrpound
was prepare 5-di net hyl am no- 4-

trifluordne %%ﬂ&’gﬁr bam c acid tert.-butyl ester (Exanple J6) (319
ng, 1.0 nmol) and 3-oxo0-3-(3-pyrazql -1-yl.-phenyl)-propionic acid
tert.-butyl ester (Exanple 25 K16) %—E@EM.O mol ) according to the
general pro (bt ai. ned ) LM Oee (485 ng). Ms

(ISN) 530 [¥M Dimethylamino-Zp(3
triazol -4- yisomehylvl ﬁh@ﬁl}wbﬁiﬁvlaﬁime’-b 4- &(Dﬂﬁdrbfdetlﬁit-ohaww};arbhﬁmﬁ ~arbani ¢

acid tert.-butyl ester The title conmpound was prepared from
( 2- ani no- 5-@%@9&% no- 4-

15 The title compound was prepared from (2-amino-5-dimethylamino-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) and (RS)-3-oxo-
3-{3-[4-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-3-yl]-phenyl}-propionic acid
tert.-butyl ester (Example K18) according to the general procedure M. Obtained as a
light yellow solid (145 mg).

20 MS (ISP) 647 [(M+H)™].

Example M62

propionylamino}-4-trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-

25  trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (319 mg, 1.0
mmol) and 3-[3-(2-methylsulfanyl-imidazol-1-yl)-phenyl]-3-oxo-propionic acid
tert.-butyl ester [CAS-No. 335256-01-4] (432 mg, 1.3 mmol) according to the general
procedure M. Obtained as a light brown amorphous substance (493 mg).

MS (ISP) 333.2 [(M+H)™].



trifluoronethyl-phenyl)-carbamc acid tert.-butyl ester (Exanple J6) (383
ng, 1.2 WD 02/083652 PCT/ EP02/ 03644 -96 mmol) and

3- 0x0- 3- (BO[02/02368] t ri azol - 4-yl - phenyl ) - propi oni c aci d et hPCTEPIBOIGHLCAS- No.
335255-97-5] (259 ng, 1.0 mmol ) accordi ng éso t he general procedure M

ot ai ned as a yellow solid (290 np). ? P) 533.3 [(MtH)+]; nmp 58-62 C. 5
Exanple Mb7 J 5-Di nethylam no-2- [3

(3-1mdazol - 1-yl - phenyl ) - 3- oxo- propll%c%rr%%‘?%] -4-

trifluorome 5

was prepare
trifl uor onmepirydol3hdhph¥ny X0} 12X ORID) : i Ahpdrbamfs) and

6-(3 10 |mgC§1 Lt b ) nyI) 2, 2- d| rrethyl [1 3]d|0X|n 4 one (Exarrple L3)
accordi ng tn—gf‘%e—‘gélrwr%e procedure M Cbtained as an orange oil (238 np).
MS (I SP 4 S' ). - . .

[ 4- g:hl 02 0- ?%J%%% qunld %%agi%@g‘-“@a’%%—" zst'%’tr?%ﬁﬂa?’&}!"ﬁ%‘r an-2 15

yl oxynet hyl grkﬂpyrmdhyhpbddyl)pdaeb@thﬂcaﬁdmﬁt dn;tylaasﬁen()lixap’qf}a}ﬂ))anda]?&asﬁ{& aci d

.- b |
E gr Eatm' noEJ Zy %f g gé% thP’t egﬁg y B’Wé%ﬁ)fl?@gﬁg}%%?@ @?&hﬁaﬂ'?%ﬁf yl ester
(Exanple J 1])ropl©2195 aviy] tett. —menyhekt)ar (zExdxn(;RS’d)l—%’b according to the general procedure M.

oxo-3-{3-[4 et rahydr p- pyr an; 2=yl oxynet hyl ) - pyrazol -1 -yl ] -phenyl } - propi oni

c acid 20 tce)ﬁ){ameg X?lggtsrt%é f?%égéﬂ?@ K17) (601 ng, 1.5 mmol) according to

the gener.al tai ned as a yel |l ow anor phous substance (710
ei&s‘K{)SRE*‘}’@e%W"%W and 612 [(M2-H)-]. Exanple MB9 (RS )-

[5 Di met hyl am no- 2- ( 3- oxo- 3-{ 3- [ 4- (Eetr@higﬁ)-pyran-}yl ox) net hyl) 25

pyrazol -1 -yI | - phenyl | - propi onyl am n uor onet hyl - phenyl | - car bam ¢
acid tert. st € it are
(2-am no- 5-di glliel}é#wgdlr thm%m;‘o‘ij%ug)?%?ngq Z%Wré‘%’%ﬂ%c acid

tert.-but ylp&mm&@dﬂpl&x@@r_b&ﬁﬁ a@;erl Butylesedr) and

(RS) - 3-0x0-3-{3-[4- (tetrahydro-pyran-2-yl oxynet hyl ) -pyrazol -1-yl] 3o

phenyl } - pr oPhetitleccompahnderds. préparsd fremt(@ranfibmalrghlerd<3-Aiméhflhntm,- 1. 5 mmol )

accor di ng phenyl)-carbamic acid tert.-butyl ester (Example J1) and 3-o0x0-3-(3-[1,2,4]triazol-1-
yl-phenyl)-propionic acid tert.-butyl ester [CAS-No. 335255-88-4] according to the

general procedure M. Obtained as a light yellow solid (427 mg).
MS (ISN) 497 [(M-H)'] and 499 [(M+2-H)].

Example M65

20

trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-

trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) and 3-0xo-3-(3-
(1,2,4]triazol-1-yl-phenyl)-propionic acid tert.-butyl ester [CAS-No. 335255-88-4]
25 according to the general procedure M. Obtained as a light red solid (502 mg).

MS (ISN) 531 [(M-H)"].

Example M66

trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester

30 The title compound was prepared from (2-amino-5-dimethylamino-4-

triftuoromethyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (320 mg, 1.0
mmol) and 3-(2,2-dimethyl-6-oxo-6H-[1,3]dioxin-4-yl)-benzonitrile (Example L1)



to the general procedure M Obtained as a pink anorphous substance (641
ng). MS (ISN) 644 [(MH-]. WO 02/083652 PCT/ EP02/ 03644 -97 Exanple MO
(RS)- [ 5SwDioamsdey: am no- 2- (3-{ 3- [3-nethyl - PCT/EP02/03644
(tetrahydro-pyran-2-yl oxynmethyl) isoxazol-5- yII

- phenyl } - 3- oxo- propi onyl am no) -4-trifl uoriret hyl - phenyl | -carbam c acid
tert.-butyl ester 5 The titl ound pr .

(2- ani no- 5- @ AStey Aiab a8Cording ok et mocaﬁgﬁﬁ dO'Ea%nséﬁf R regyigpous

tert. -butylo@gtggrm%)Exarrpl e J6) and (RS)-3-{3-

[ 3-met hyl - 4- (t et rahydr o- pyr an- 2-yl oxynet hyl ) -i soxazol -5-yl] -phenyl}-3-oxo-
propi oni ¢ aeisdidey 489.uiyH)gst er (Exanpl e K13) according to the general
procedure M (Obtained as a red oil (424 ng). to M5 (ISN) 626 [(MH)"].
Exanpl e M61 (RS)- [5-Di met hyl am no- Ex{mple 673 { 3-

[ 4- (tetrahydro-pyran-2-yl oxynmet hyl)- isoxazol -3-yl |

- phenyl I's plr((RS)QBy(lC&HIbBﬂ)UVHnéthﬂfﬂuétﬁfrlomidwlz- @h@fwbus 6 tddanliydroapyran-2-

. ¥ e PEQ) 3TN0

tert. 'bUty|pl%%%ﬂfcaﬂfa?fﬁefﬁh@telﬁbuﬁd!éktérRS) 3- OXO'
3-{3-[4-(tetrahydro-pyran-2-yl oxynet hyl)-isoxazol - 3-yl ] -phenyl }-propionic
acid tert.ThuHillé c@BpRIndvrs PRl aeed<&<8au [a%ﬁhdlﬂ:l tlopidpglng@hgrmakthpl-ocedure M

Sxogfr;)rgdwgzar(lapgl))j g?rt u)ég(:yplggmjrlré{%nm -CoI ngg acid tert I%%t)gllesstlg xam&lé MW71]9
[3-(2-mab hyﬂn Wb b lafill dRe)04-oo-BL 3= Mh@étYdHydrcﬁpﬁ)ﬁﬁ 2-yloxymethyl)

e 11 e cmpaimeainsbpBalcaropiaih 05 v RUDREHF e RgPIE so0p i 28

trif Ilugr orreﬁllﬂgfch) PRBRihg tLBE Bat¥ral pasdeduteait ObRiked asas/temW efoapidie J6) (319
ng, mol

3-[3-(2- net%&hS?E}F‘f%?Img)m dazol - 1-yl ) - phenyl ] - 3- oxo- propi oni c aci d
tert.-butyl_ester [CAS No.,335256-01-4] (432 ng, 1.3 mml) according to the
gener al prm)eé %Hal lned as a | i ght brown anor phous substance (493
ng) . I\/BlgISP) 333.2 [ (MrH) +] .

Example M68

amino)-4-trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester
The title compound was prepared from [2-amino-5-(cyclopropylmethyl-methyl-

amino)-4-trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example J18) (180
20 mg, 0.5 mmol) and 3-(2-cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester
(Example K3) (123 mg, 0.5 mmol) according to the general procedure M. Obtained as

a yellow amorphous substance (206 mg).
MS (ISP) 532 [(M+H)™].

Example M69

25

tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

methyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) (639 mg, 2.0 mmol) and
30  (RS)-3-0x0-3-(3-{2-[2-(tetrahydro-pyran-2-yloxy)-ethyl]-2H-pyrazol-3-yl}-phenyl)-

propionic acid tert.-butyl ester (Example K20) (829 mg, 2.0 mmol) according to the

general procedure M. Obtained as a pink amorphous substance (272 mg).



WD 02/ 083652 PCT/ EP02/ 03644 -98 Exanple M3 (RS)- (5-D nethyl am no- 2-
(3-13- [2-nethyl-4- (tetrahydro-pyran-2-yloxynethyl)-2H

pyr azol - 3wgloeogdeeny| J- 3- oxo- propi onyl am no) - 4-tri fl uor omePyiEPpheIs44
-carbamc acid tert.-butyl ester 5 The title conmpound was prepared from
(2-am no-5-di met hyl ami no-4- trifluoromef H9@-pheny| )-carbamc acid

tert.-butyl s}p% f@%‘m\]& and (RS)-3-{3- [ 2-nethyl-4-
(tetrahydr Sj - % X thyl) -2H pyrazol-3 -yl] -phenyl} -3-oxo-
propionic acid tert.-butyl ester (Exanpl.e 9) according to the general
procedure M (Obtained as a |ight %&E@ﬁ@576 ng) to M5 (I SN) 658
[(MH)] B4 .. ... _ 2 - | -f1,2,41

triazol - 5

ester The tanhllne)-@(-)mmin lizy: tﬂfeﬁﬂaﬂc@ﬂ)ahﬁeﬁmd tert. —butVl ester
(2-am no- 4-chl oro-5-di net hyl am no 15 phenyl)-carbamc acid tert.-butyl

est gr t ( Efarmieeutﬂd Jon@tsind- wz»s(prépafe’n"rf[rdzmézéh}mﬁb&z(cdyd&%rowl- - lReyhdnimg)opi Olm C
D ocedur o NETEUTam T B R R g B G SoiTl e gvermge 1B arg 0057

E (5 MDll_i)rTe][ halrldxr@ﬁar{d(mdﬁho}pyndﬁx-&mbj E-oﬂftﬁr |I§ p glmc acid tert.-butyl ester (Example

) - pr opi on§|§ﬁ<ﬁ§¥mﬁﬁgmf{@% ?fﬁé‘%lﬁ%Fo ﬁ‘ﬁéﬁ?‘?”? Reariees B ?@atﬂnfde%staxeﬁaww

ester The tdolilg2zomppund was prepared from (2-am no-5-di et hyl am no- 4-
trifluoromethyl-phenyl)-carbamic acid tert.-butyl ester (Exanple J6) and
3- 0x0- 31 3-MB (ISN), At i( B H){; thp M 4phemgl ) - propionic acid tert.-butyl ester
[ CAS- No. 335255-88-4] 25 according to the general procedure M btai ned as
a light red solid (502 ng). M5 (| SBlarhgéM(IMH)"]. Exanple M6 f

2- 13- ( 3- Cyano- phenyl ) - 3- oxo- pr ogi onyl am nol - 5- di net hyl am no- 4-

trifl uor omeehRimahdaino-2 'aﬂlhﬁmsc[sasxcﬂst(eru 2; ﬁuﬁa@l est-pherdd)-The title

conmpound was red [o I mtl'IO-4
trlfluoroneR—ﬁ‘BJ—ﬂg%E%-?—l;—@Eﬁr : : r (Exanple J6) (320

ng, 1.0

The title compound was prepared from (5-amino-2-dimethylamino-Z’-ﬂuoro-

15 biphenyl-4-yl)-carbamic acid tert.-butyl ester (Example J20) (691 mg, 2.0 mmol) and
2,2-dimethyl-6-(3-[1,2,3]triazol-1-yl-phenyl)-{1,3]dioxin-4-one (Example L4) (543
mg, 2.0 mmol) according to the general procedure M. Obtained as a yellow solid (820
mg).

Mp 125-135 °C.

20 Example M72

acid tert.-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

25 methyl-phenyl)-carbamic acid tert.-butyl ester (Example J6) and (RS)-3-0x0-3-(3-{5-

[2-(tetrahydro-pyran-2-yloxy)-ethyl]-[1,2,3] triazol- 1-yl}-phenyl)-propionic acid
tert.-butyl ester (Example K21) according to the general procedure M. Obtained as a
light red oil (527 mg).

MS (ISP) 577 [(M+H)"].



mmol ) and 3-(2, 2-di net hyl - 6- oxo- 6H-[ 1, 3] di oxi n-4-yl)-benzonitrile (Exanple
L1) WO 02/ 083652 PCT/ EP02/ 03644 -99 (275 ng, 1.2 mmol) according to the
general pwowewdssss2 M Cbt ai ned as a red viscous oil. (196PeEEPOMB6f4 SN)
489.1 [(MH)-]. Exanple Ms7 5

(RS) - [ 5- (Cycl opropyl et hyl - met hyl - am no)‘-&o-l('S- 0x0- 3-{3-[5-(tetrahydro-p)ran

-2- yloxynethyl)- [ 1,2,31 triazol -yl M7

- phenyl | - propi onyl am no) 4- trlfluoroéﬁséé‘i’;q—g- henyl| -carbam c acid
tert-butyl h

[ 2- am no- 5-

am no) - 4- t r ipftagol- MVHtﬂsivdnvbh&nviohvlammhﬁm trifagirdmethyt-phénfl iy tarbshieracidExanpl e
J18) (719 e0r 12e 0 mmol) and
(RS) - 3- ox0- =5 trahydro pyr an- 2-yl oxymet hyl)

(503 my, 2 O G mRBLED HehBreR AR G dhgre sl iR Y BibREG s o

yel | ow am)r mimhn;ﬂ pleupldicartaeni¢ 988 terglbutiVBstéd ERYmMBB6) éerrH&S*)}.’a odb3Hs8dpl e M68

(1 (2: yé I30 pro py I %ﬁ‘f‘hﬁ B:*lg'ltr?& %%ﬁw@)‘ﬁﬁl’ﬁﬁﬁuﬁr g’h@‘?’hg Prcffr’l%?ffi Iafld I &5 ¢ acid

tert.-butyl (Bsdoeple K2e) ddcotding anthe gerkral@soqet @ravieQbtaimsd 4s 2-baswm oi $179
(cycl opropylr@t hyl - met hyl - ami no)-4-trifl uoronethyl - phenyl]-carbam c acid
tert.-butyl ter (Exanple J18) (180 20 ng, 0.5 mml) and

3- (2-cyano- j.din- 4- - 3:40X0- propionic acid tert.-butyl ester (Exanple

K3) (123?%&1%{@#% %@“”c@ﬁ‘di ng to the general procedure M Cbtained as a

yel | ow anor phous substance (206 ny). %NB él@é 532 [(MtH) +] . Exanpl e M69 25

(RS) - {5- D|msthyl ani no- 2- 13- oxo- 3- ( 3-2= t rahydro- pyran 2- yI oxy) - et hyl |
I

-2H pyrazol; )
-4-trifl uorofets F ' v Tt
conpound vva$r1Mc&bafedd/14‘u}mml(—2aﬁmnm5}@ttnbtfvyém no-4-tri fI uor o-
met hyl - phenyl )-carbam c acid tert.-butyl ester (Exanple J6) (639 ng, 2.0
mol ) and Jhe title compound was prepared from (2-amino-5- d1methylam1no -4-trifluoro-

(RS)3- 030 34l L ADYIA QX AR A R b Bl g a1 P
2,2-dimethyl-6-(3-[1,2,3]triazol-1-yl-phenyl)-[1,3]dioxin-4-one (Example L4) (543
mg, 2.0 mmol) according to the general procedure M. Obtained as a red solid (915

mg).
MS (ISP) 533.3 [(M+H)"]; mp 79-81 °C.

20 Example M75

trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester

- The title compound was prepared from [2-amino-5-(2,2,2-trifluoro-ethoxy)-4-
trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example J21) and 3-(2-
25  cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester (Example K3) according to
the general procedure M. Obtained as a light brown solid (262 mg).

MS (ISN) 545.0 [(M-H)]; mp 158 °C (dec.).



propionic acid tert.-butyl ester (Exanple K20) (829 ng, 2.0 nmol) according
to the general procedure M Obtained as a pink anorphous substance (272
ng) . WO 0R0088822 PCT/ EP02/ 03644 _100- MS (1SN) 658 [ (M IFCTIEPOESGMpD| € M70
[2- [3-(2-Cyano_pyridin-4-yl)-3-o0x0-propi I am nol -5-

(cycl opropyl -met hXl - am no)-4-trifluorone - phenyl] -carbamc acid
tert.-butyl ester 5 The title conpo;gjﬁgml%epared from

[ 2-am no- 5- (cycl opropyl - net hyl - ami n | uor orret hyl - phenyl ] carbam c
aci g tert - Dyl e9yRk phEXANBLE I o285« OitOhy L. 0dhy

3-(2-cyano-p rrdrn 4-yT)-3-0X0-propronfc acrad tert Vi esrer (Exarrple
K3) (192 nyRhenyrScares aglecdievtahuipl esigr t he gener al procedure M Obtained as a

yellow solid (228 ng). 10 MS (ISN) 516.2 [(MH"];, np 114-116 C. Exanple
M1 {2- Di néthyitlasempoynd wesipreparsd fijogs Bxampro¢ B-dithethylangho-4-methyl-

ert o butyl PLone Arhim i SARAR Rak RIS (b Y AP
( 5- ani no- 2- ¢ranetPhenai3nex®praiomic eCIQ&rbprbwydr (Bxyrhpleded) §24h mgall d

t2er2t dr lronl;t Klyln%égﬁé %E&ggg(}t rer%g%)rlaﬁél% eny ?%%sj %tbro foam g(zlzxarrpl e

L4) (543 e 37%).mmol) according to the general procedure M Cbt ained as a
yel low solid (820 ng). M 125-135 C. 20 Exanple M2 (RS)-{

5- Di et hy| aM PO 47 GV (13- { 5- [2- (tetrahydro-pyran-2-yloxy)-ethyl] |
1,2,3]triazol-1-yll-phenyl)-propi onyl am nol

“4-trifl Yoromet hyl - phenyl | - car bami c Example M&F t . -butyl ester The title
conmpound was repared from(2 am no- 5-di rrethyl am no 4- trlfluoro 25

met hyl - phenysy y v ke Y
(RS) - 3- 0x0- {aﬁi | Imfar A cvr D}pewbramxy mnoqtrygnrl 2 b
triazol- |-yT}= 0 ester (exanpl e 1)
accordi ng téﬂ‘LhEL‘Yeral procedure M Cbt a| ned as a light red oil (527

ng). M5 (I Sq) 577 [(M:H)t].
he title compound was prepared from (2-amino-5-dimethylamino-4-methyl-

15  phenyl)-carbamic acid tert-butyl ester (Example J22) (265 mg, 1.0 mmol) and (RS)-3-
0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3] triazol- 1-yl]-phenyl}-propionic

acid tert-butyl ester (Example K5) (402 mg, 1.0 mmol) according to the general
procedure M. Obtained as a yellow foam (420 mg, 71%).

MS (ISP) 593.5 [(M+H)™].

20 Example M78

carbamic acid tert-butyl ester

The title compound was prepared from (2-amino-4-cyano-5-dimethylamino-phenyl)-
carbamic acid tert-butyl ester (Example J23) (276 mg, 1.0 mmol) and 3-(3-cyano-

25  phenyl)-3-oxo-propionic acid tert-butyl ester (Example K2) (245 mg, 1.0 mmol)
according to the general procedure M. Obtained as a brown foam (290 mg, 65%).

MS (ISP) 448.3 [(M+H)"].



WD 02/ 083652 PCT/ EP02/ 03644 -101 Exanple M/3 (RS)-

[ 5- D met hyl am no- 2- ( 3- oxo0-3-{3- [5-(tetrahydro-pyran-2-yl oxynethyl)-

pyr azol - Iwglopogdsenyl | - propi onyl am no) - 4-tri fl uor onet hyl - piremEPp2/emebam c
acid tert.-butyl ester s The title conpound was prepared from

(2-am no-5-di met hyl am no-4-trifluoro- nethyl™-phenyl)-carbamc acid
tert.-butyl ester (Exarrple J6) and (RS i:! % 3-{3-[5-
(tetrahydro-pyran-2-yl oxynet hyl) - pyr%ép—elﬁyé phenyl }-propionic acid ethyl
ester (Exappl ) Ootall ned as a

brown oi | 9 S A -
{ 5- Di met hy| i)~ @enﬁ’B-cﬁﬂﬁnﬁe ac(1<$te1i—bﬁtv2¢s'3&r
triazol -1-yl-phenyl)-propionylamno | -4- trifluoronethyl-phenyl}-carbamc

acid tert.-@he yﬂ:le esmpbuﬁdlmst priepared GORORALMiMES4-priceipds5e (inéthplRpropyl-

2- 5-di _met.h 4-t.rif. t b
Lort. - byl “Boar BT Emibged KbongT o5y Biarmhy T 25585 i fijrf. (a.
[1, 2, 3] triazdB-drayd-phbe)bjoxolprdpidhicticidxen-bhtprstef BsamplekK2AR4% bA31.0ng, 2.0
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[2-[3-[2-Cyam)pyridi n-4-yl)-3-o0xo-propi onyl am no]
-5-(2,2,2-trifluoro-ethoxy)-4- trifluoronethyl-phenyl]-carbamc acid
tert.-butyl MSESP) 4833 f(M-EBJconpound was prepared from

[ 2-am no-5-(2,2,2-trifluoro-ethoxy)-4- trifluoromethyl-phenyl] -carbamc
acid terto. -butyl ester (Exanple J21)ExamgleMB@ 25
cyano-pyridin-4-yl)-3-oxo-propionic acid tert.-butyl ester (Exanple K3)
accordi ng tORS)t-hlel\/ttﬂn/c%adm@hﬂaﬁdwlarﬁihomt(aim«a%-ﬁ B (fetrafingdrbrpyvan-20l i d (262
f‘%z gaﬁ:f'\? 545 0..[ 8 Ci (dec 031 larvﬁ\?no 2/1%831 5c%rbam1/ EP82/ 03644

(3-(3- q/anOt@hbnyﬂg st&d- 0X0- pr opi onyl am no] - 4- di et hyl am no- 5- et hyl -

The title compound was prepared from [2-amino-4-methyl-5-(methyl-propyl-

15 amino)-phenyl]-carbamic acid tert-butyl ester(Example J24) (293 mg, 1.0 mmol) and
(RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol- 1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K5) (402 mg, 1.0 mmol) according to the
general procedure M. Obtained as a yellow foam (350 mg, 56%).

MS (ISP) 621.2 [(M+H)™].

20 Example M81

lo ethvl)-[1,2,3]triazol-1-v1]-phenvl}-propionvlamino)-phenyl]-carbamic acid
tert-butyl ester

The title compound was prepared from [2-amino-5-(ethyl-methyl-amino)-4-methyl-

25 phenyl]-carbamic acid tert-butyl ester (Example J25) (279 mg, 1.0 mmol) and (RS)-3-
0X0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol- 1-yl]-phenyl}-propionic
acid tert-butyl ester (Example K5) (402 mg, 1.0 mmol) according to the general
procedure M. Obtained as a yellow foam (400 mg, 66%).

MS (ISP) 607.1 [(M+H)™].



phenyl }-carbam c acid tert-butyl ester The title conpound was prepared from
(2-am no-5-di net hyl am no-4-nethyl 5 phenyl)-carbamc acid tert-butyl ester
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(1SP) 437.4[(|\/Hr|—|)+] 10 Exanple M7 (R NS2
[ 5- Di net hyl am no- 4- et hyl - 2- (3 oxoifv-%lp—@—[g—S (tetrahydro-pyran-2-
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15 The title compound was prepared from [2-amino-4-chloro-5-(isopropyl-methyl-
amino)-phenyl]-carbamic acid tert-butyl ester (Example J26) (300 mg, 0.96 mmol)
and (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-y1}-
phenyl}-propionic acid tert-butyl ester (Example K5) (383 mg, 0.96 mmol) according
to the general proceduré M. Obtained as a light yellow oil (530 mg, 86%).

20 MS (ISP) 639.2 [(M-H)].

Example M84

[4-Methyl-2-{3-[3-(3-methyl-isoxazol-5-y1)-phenyl]-3-oxo-propionylamino}-5-
(methyl-propyl-amino)-phenyl]-carbamic acid tert-butyl ester
The title compound was prepared from [2-amino-4-methyl-5-(methyl-propyl-

25 amino)-phenyl]-carbamic acid tert-butyl ester(Example ]24) (293 mg, 1.0 mmol) and
3-[3-(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl ester
(Example K4) (301 mg, 1.0 mmol) according to the general procedure M. Obtained as
a light yellow foam (340 mg, 65%).

MS (ISP) 519.3 [(M-H)].



mol ) according to the general procedure M Obtained as a |light brown oil
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- phenyl } - pr dp2oimige64%yi d tert-butyl ester (Exanple K5) (402 ng, 1.0 nmol)
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66% . N5 (IMPYISBD3043 [(N#H)™¥] . WO 02/ 083652 PCT/ EP02/ 03644 -104 Exanple
MB2 (RS)- f 4-Cyano-5-di net hyl am no-2-(3-0x0-3-{3- [5-(tetrahydro-pyran-2-
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phenyl]-carbamic acid tert-butyl ester (Example J25) (279 mg, 1.0 mmol) and 3-[3-

15  (3-methyl-isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl ester (Example K4)
(301 mg, 1.0 mmol) according to the general procedure M. Obtained as a brown foam
(390 mg, 77%).

MS (ISP) 505.3 [(M-H)].

Example M87

20

propionylamino}-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (2-amino-5-dimethylamino-4-methyl-
phenyl)-carbamic acid tert-butyl ester (Example J22) (265 mg, 1.0 mmol) and 3-[3-

(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl ester (Example K4)
25 (301 mg, 1.0 mmol) according to the general procedure M. Obtained as a brown foam
(330 mg, 67%).

MS (ISP) 491.3 [(M-H)].
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(4- Q/ano 5&4 T@J}y %}6 [ 3- (3-nethyl-isoxazol -5-yl)-phenyl|
- 3- 0X0- 5 zﬁﬁ?mmﬁﬁ% | )-carbam c acid tert-butyl ester The title

conmpound was prepared from (2-am noz4-cyanp-5-di met hyl am no- phenyl) -

carbami c acid tert-butyl ester (Exa L 2 (276 mg, 1.0 mml) and
3-[3-(3-neth ) | dter - but yl
ester (Exanmpfeid SIS e EreiEPCprocedur e
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10 Exanpl e MB6
The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-methyl-

15 amino)-phenyl]-carbamic acid tert-butyl ester (Example J27) (328 mg, 1.0 mmol) and
3-[3-(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl ester
(Example K4) (301 mg, 1.0 mmol) according to the general procedure M. Obtained as
a light yellow foam (360 mg, 65%).

MS (ISP) 555.1 [(M+H)™].

20 Example M90

(RS)-[4-Cyano-2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethvl)-[1,2,3]triazol-1-

henvl]-carbamic acid tert-butyl ester

The title compound was prepared from (2-amino-4-cyano-5-pyrrolidin-1-yl-phenyl)-
carbamic acid tert-butyl ester (Example J28) (302 mg, 1.0 mmol) and (RS)-3-0x0-3-

25 {3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic acid
tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the general procedure
M. Obtained as a light orange foam (380 mg, 60%).

MS (ISP) 630.1 [(M+H)™].



(5- (Et hyl - et hyl - am no) - 4- et hyl - 2-13- [3- (3-nethyl-isoxazol -5-yl)-phenyl]
- 3-0x0- propionyl am no}-phenyl)-carbamc acid tert-butyl ester The title
conpoi undwaag/ogasepar ed from [ 2- am no- 5- (et hyl - met hyl - am n@CTAPoR0Ieyd -
phenyl] -carbamic acid tert-butyl ester (Exanple J25) (279 ngy, 1.0 mmol)
and 3-[3 15 (3-nethyl -i soxazol - 5-yl )-phen’?é] 3-0x0- propionic acid
tert-butyl ester (Exanple K4) (301 . ]mol) according to the general
procedure M Obtained as a brown fogﬁﬁ‘ng‘-ﬂ%@g‘m, 77% . MS (1SP) 505.3
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yl oxymet hyl )-[ 1, 2, 31tri azol - 1-yl ] - phenyl } - propi onyl am no) - phenyl | - car bam ¢
acid tert-pist¥$p)essoer [(B+HE).titl e conmpound was prepared from

[ 2- am no- 4-chl or o-5- (i sobutyl -met hyl - am no) - phenyl ] - carbam ¢ acid
tert-butigl ester (Exanple J27) (328Emimplk.M92mol) and (RS)-3-o0xo0-3-{3-

[ 5- (tetrahydro-pyran-2-yloxynmethyl)-[1,2,3] triazol-1-yl] -phenyl}-

propi oni ¢ a(lY)-[UeCyaniows VﬂneﬁSI—ﬁﬂ’ov(’Exmi‘ﬁﬂ)Q Kbdxd-303-[ Bcftetﬂahﬁdmm@naecor di ng
to the genelr al | . . 0 mb2330 509%) .
10 MBS (l SP) 3 Jad D 2 e 1 ropion envi|-carbamic a.C

(4- Chl or o- Steft- B@Uésydr met hyI am no) 2- {3 [ 3-(3-net hyl -i soxazol -5-yl ) - phen
11- 3- oxo- propi onyl am nol - phenyl )-carbam c acid tert-butyl ester The title
conpound waShgtidpasagdolndwad prepartdfrodr (Qhdmind-Hcfansab (thythylRptopyl-amino)-

15 phenyl]-carbamic acid tert-butyl ester (Example J29) (304 mg, 1.0 mmol) and (RS)-3-
0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl}-phenyl}-propionic

acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the general
procedure M. Obtained as a light red foam (440 mg, 70%).

MS (ISP) 630.1 [(M+H)"].

20 Example M93
4-Cyvano-2-{3-[3-(3-methvl-isoxazol-5-vl)-

(methyl-propyl-amino)-phenyl|-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-4-cyano-5-(methyl-propyl-amino)-
phenyl]-carbamic acid tert-butyl ester (Example ]J29) (304 mg, 1.0 mmol) and 3-[3-

25  (3-methyl-isoxazol-5-yl)-phenyl]-3-o0xo-propionic acid tert-butyl ester (Example K4)
(301 mg, 1.0 mmol) according to the general procedure M. Obtained as a light brown
foam (370 mg, 70%).

MS (ISP) 532.3 [(M+H)™].



15 am no) - phenyl]-carbamc acid tert-butyl ester (Exanple J27) (328 ng, 1.0
nmml ) and 3- [3-(3-nethyl-isoxazol-5-yl)-phenyl] -3-o0oxo0- propionic acid
tert - but yWoaggxwss2 (Exanpl e K4) (301 ng, 1.0 mmol) accor di RgTEPOY/MBS4gener al
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acid tert-b369mgssw). (Exanpl e J28) (302 ng, 1.0 mmol) and 3-[ 3-(3-net hyl -
i soxazol -5-yl)-phenyl]-3-0xo- propionic acid tert-butyl ester (Exanple K4)
(301 ng, 1IMS (BSR)I5B0AJEMHE)AD to the general procedure M CObtained as a
i ght brown foam (420 ng, 79% . Ms (ISP) 530.2 [(M+H)+]. 10 Exanple M2
(RS)- [4eCyano- 5- (nethyl - propyl - am Beampl2 M3 oxo- 3-13 - |
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tert butyl ester The t|t| s pound was %rerfrom

[ 2- am no- 4-2 ] 7 oDy T = oteny =} -carbam c acid

ERR L %%@?}%Ra%‘gﬂo ol by T S et (5
- phenyl } - pra)mrmmphen)di:-lcatbtamuct acditeyttbagltester (Exaapie B1KE04(rd81.0mal) shdmol )
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(Example K4) (301 mg, 1.0 mmol) according to the general procedure M. Obtained as

a light brown foam (380 mg, 71%).

-butyl ester

MS (ISP) 530.2 [(M-H)].

Example M96

20

loxymethyl)-[1,2,3]triazol-1-vl]-phenyl}-propionylamino)-phenyl]-carbamic acid

tert-butyl ester

The title compound was prepared from [2-amino-4-cyano-5-(isopropyl-methyl-
amino)-phenyl]-carbamic acid tert-butyl ester (Example J31) (304 mg, 1.0 mmol) and

25 (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the
general procedure M. Obtained as a yellow foam (460 mg, 73%).

MS (ISP) 630.1 [(M-H)].
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(4- Cyano- 5-{ liginpreopy foafe(doy mg mBwY) - 2- 13- 13- ( 3- met hyl - i soxazol - 5-yl ) - phenyl

- 3- oxo-propionyl am nol - phenyl )-carbamic acid tert-butyl ester The title

conmpound wals[SIsP) auLd [V ].2- ani no- 4- cyano- 5- (i sopropyl - net hyl -

am no) - phenyl] -carbam c acid tert-butyl ester (Exanple J31) (304 ng, 1.0

mrol ) and 15 3-[3-(3-net hyl -i soxazBkansplyM98phenyl | - 3- oxo- propionic acid

tert-butyl ester (Exanple K4) (301 ng, 1.0 nmmol) according to the general
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tert-butyl ester

The title compound was prepared from [2-amino-4-cyano-5-(isobutyl-methyl-

15 amino)-phenyl]-carbamic acid tert-butyl ester (Example J32) (318 mg, 1.0 mmol) and
(RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the
general procedure M. Obtained as a yellow foam (470 mg, 73%).

MS (ISP) 644.2 [(M-H)].

20 Example M99
4-Cyano-2-{3-[3-(3-methyl-isoxazol-5-yl)-
piperidin-1-yl-phenyl)-carbamic acid tert-butyl ester
The title compound was prepared from (2-amino-4-cyano-5-piperidin-1-yl-phenyl)-
carbamic acid tert-butyl ester (Example J33) (316 mg, 1.0 mmol) and 3-[3-(3-methyl-
25 isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl ester (Example K4) (301 mg,

1.0 mmol) according to the general procedure M. Obtained as a light brown foam
(420 mg, 77%).

MS (ISP) 544.2 [(M+H)"].



yl oxynmet hyl ) - (1, 2,31triazol -1-yll-phenyl|-propi onyl am no) _phenyl | -carbam c
acid tert-butyl ester The title conpound was prepared from

[ 2- am no-woayassssh- (i sopropyl - met hyl - am no) - phenyl ] - car Ipe@FEPOZCI6aH
tert-butyl ester (Exanple J31) (304 rrg, i[ 0O mol) and 25

(RS) - 3-0x0-3-{3-[5-(tetrahydro-pyran-2 ]&yrrethyl) [1,2,3]triazol-1-yl]-ph
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yl oxynmet hylyg 63%2. 31tri azol -1-yl| phenyl | - propi onyl am no) - phenyl | - car bami c
acid tert-butyl ester The title conmpound was prepared from
[ 2- am no- AMY@RP)y 52(3 RobsH)Y1.- met hyl 15 ami no) - phenyl ] -carbam ¢ acid
tert-butyl ester (Exanple J32) (318 ng, 1.0 mml) and (RS)-3-o0x0-3-{3-
[ 5- (t etwahydr o- pyr an- 2-yl oxynet hyl ExamlFleMﬂ).B] triazol- |-yl] -phenyl}-
propionic acid tert-butyl ester (Exanple K5) (401 ng, 1.0 mrol) according
to the geﬂ_é$)al4 ﬁhmwus(ﬂadwaﬁﬁoamwxass 8- Kee(tbmrhvfde@afvﬁaﬁm mg, 73%. MS
(1 SP) 644. a .
(3-net hyl - -' 2 enyll N )l t-carbamic acid
pi peri di n- ﬂergbu@ml) car bam C aci d tert butyI ester The title conpound
was prepared from (2-am no-4-cyano-5-pi peridin-1-yl-phenyl)-

The title compound was prepared from (2-amino-4-chloro-5-isobutylamino-phenyl)-

15 carbamic acid tert-butyl ester (Example J34) (314 mg, 1.0 mmol) and (RS)-3-ox0-3-

{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic acid
tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the general procedure
M. Obtained as a red oil (180 mg, 28%).

MS (ISP) 640.2 [(M-H)].

20 Example M102

yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionylamino)-4-trifluoromethyl-

phenyl]-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(methyl-propyl-amino)-4-

25  trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J35) (380 mg, 1.09
mmol) and (RS)-3-o0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-
yl]-phenyl}-propionic acid tert-butyl ester (Example K5) (439 mg, 1.09 mmol)
according to the general procedure M. Obtained as a red foam (150 mg, 20%).

MS (ISP) 675.4 [(M-H)].



carbamc acid tert-butyl ester (Exanple J33) (316 ng, 1.0 nmol) and
3-[3-(3-nethyl - 25 isoxazol -5-yl)-phenyl] -3-o0xo0- propionic acid tert-butyl
ester (BxxopResicdd (301 ng, 1.0 nmol) according to the gemeraiPopemseedure M
bt ained as a light brown foam (420 ng, 77%. M5 (I1SP) 544.2 [ (MH) +]. WO
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?gl gm E’lgr Z r?ﬁr)wanést ?éggﬁ%}fygﬁbgéﬁggg%%%? ?g?bamﬁ?ngdc?éﬂ tteretli;u 1ut yl
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ic acid tert-butyl ester (Exanple K5) (401 ng, 1.0 mmol) according to the

general pr MedsPes57M [N ned as a red oil (180 ngy, 28% . MS (ISP) 640.2
[(MH-]. 20 Exanple MLO2 RS)- [ 5-(Methyl-propyl-am no)-2-(3-o0xo0-3-13- [5-

(tetrahydro-pyran-2- yl oxymet hyl ) - EkashpRM104 ri azol - |-yl

- phenyl } - propi onyl am no) -4-tri fI uor orret hyl - phenyl] - car bam c acid

tert-butyl (BS}-€5(Fbtsutyl-trethyba Fil(3nego-PF{E paF (@etr an-2-
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The title compound was prepared from [2-amino-5-(isobutyl-methyl-amino)-4-

15 trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J36) (370 mg, 1.02
mmol) and (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-
y1]-phenyl}-propionic acid tert-butyl ester (Example K5) (411 mg, 1.02 mmol)
according to the general procedure M. Obtained as a light brown foam (520 mg,
74%).

20 MS (ISP) 687.2 [(M-H)].

Example M 105

propionylamino}-4-trifluoromethyl-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(isobutyl-methyl-amino)-4-

25  trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J36) (360 mg, 1.0
mmol) and 3-[3-(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo- propionic acid tert-butyl
ester (Example K4) (302 mg, 1.0 mmol) according to the general procedure M.
Obtained as a light brown foam (430 mg, 73%).

MS (ISP) 587.3 [(M-H)].



yl]-phenyl }-propionic acid tert-butyl ester (Exanple K5) (439 ng, 1.09
nmml) according to the general procedure M (Obtained as a red foam (150
ng, 209 .whB2083%F) 675.4 [(MH-]. WO 02/083652 PCT/ EP02/ 08@4402/63614. 1
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ester e .

-carbam c

acid tert- bu&nAbn‘ﬂSﬁlﬁfo}-@Eﬁfﬂml‘@nét&@-Dlﬁ_@D d%libarrihc Bcid Iﬁ&fﬂbhtv&lder
3-[3-(3-net hyl -i soxazol -5-yl)-phenyl] -3-oxo- propionic acid tert-butyl

ester (Ex amhkaﬂ&@bm@aﬁﬁ’d Was prkpiretfivhn) [22e@0iodbigopopilr@etshamuo)ps-ocedure M
Qotal ne{:ls a%rlﬁuoro% enyl]f carg;rguc acuﬂ%rt-buty/l()ester (Example J37) (350 mg, 1.01
mmol) and 3~[3-(3-methyl-1soxazol—5-yl)-phenyl]-3-oxo- propionic acid tert-butyl

ester (Example K4) (304 mg, 1.01 mmol) according to the general procedure M.
Obtained as a light brown foam (380 mg, 66%).

MS (ISP) 573.2 [(M-H)'].

20 Example M108

vloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionylamino)-phenyl]-carbamic acid
tert-butyl ester

The title compound was prepared from [2-amino-5-(isobutyl-methyl-amino)-4-

25  methyl-phenyl]-carbamic acid tert-butyl ester (Example J38) (307 mg, 1.0 mmol) and
(RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol- 1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the
general procedure M. Obtained as a light yellow foam (330 mg, 52%).

MS (ISP) 635.2 [(M+H)"].
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to the general procedure M (btained as a |ight brown foam (380 ng, 669%.
VS (ISP) 57RISXISK)Mab-[(M+20 Exanpl e MO8 (RS)- [
5- (I sobut yl - net hyl - am no) - 4- net hyl - 2- (3- oxo0- 3-T3- [5-(tetrahydro-pyran-2-
yl oxynetioyl )-[1, 2, 3] triazol -1 -yl | - pixemglé Ma1opi onyl am no) phenyl]-carbam c
acid tert-butyl ester The title conmpound was prepared from

[ 2- ambno 5- (RSSdlaMt}wnet(bsdxoaaﬁaq@etétrﬂ@@xdwdn-wvmmnbﬂwanlbam mz&nl d-
tert-butyl I .
[ 5- (tetrahy&te

pr opi oni c rt but eser i ’ ‘ I accordl ng
Lo the ﬁib%?l%f%@%ﬂrﬁewwr@ff AP ‘é %%1 i @?}n@z 30 g, 5209
M5 (1 SP) 63§hé‘1YI)€Mtwnﬂc.achﬂz1®%Q$3ﬁ&2acmEﬁER&ﬂ Q85 4Bxample J39) (292 mg, 1.0

15 mmol) and (RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-

yl]-phenyl}-propionic acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol)
according to the general procedure M. Obtained as a light yellow foam (410 mg, 66%).

MS (ISP) 619.3 [(M+H)"].

Example M111

20

pyrrolidin-1-yl-phenyl)-carbamic acid tert-butyl ester

The title compound was prepared from (2-amino-4-methyl-5-pyrrolidin-1-yl-
phenyl)-carbamic acid tert-butyl ester (Example J39) (291 mg, 1.0 mmol) and 3-[3-
(3-methyl-isoxazol-5-yl)-phenyl]-3-ox0- propionic acid tert-butyl ester (Example K4)

25 (301 mg, 1.0 mmol) according to the general procedure M. Obtained as a light brown
foam (330 mg, 64%).

MS (ISP) 517.3 [(M-H)'].
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3- (3-net hyl -i soxazol - 5-yl) - phenyl ] - 3- oxo- pr opi onyl am no{ - 5-

pyrrolidi n-SyISPpbeehgI[Mddy hami c acid tert-butyl ester The title conmpound
was prepared from (2-am no-4-nethyl-5-pyrrolidin-I-yl- phenyl)-carbamc
acid tenb-butyl ester (Exanple J39)ExarBleMyi3 1.0 mmol) and 3-[ 3-

(3-net hyl -i soxazol -5-yl)-phenyl ]-3-0xo0- propionic acid tert-butyl ester

( Exanpl e K40R32544c3mironmsoﬂ>rdbvﬁmmhb 23(3e oo B 118 | satarmhm@g@a_-_zpr ocedure M

ot ai ned as ;a | i ght [( H)] WO
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propi onyl am nol - phenyl )-carbamc acid tert-butyl ester
The title compound was prepared from (2-amino-4-chloro-5-isopropylamino-

15  phenyl)-carbamic acid tert-butyl ester (Example J40) (300 mg, 1.0 mmol) and (RS)-3-
0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionic

acid tert-butyl ester (Example K5) (401 mg, 1.0 mmol) according to the general
procedure M. Obtained as a light yellow foam (375 mg, 60%).

MS (ISP) 625.1 [(M-H)].

20 Example M114

yloxymethyl)- 1V,2,4ltriazol-l-ylI-phenyl}-propionylamino)-phenyl -carbamic acid
tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(methyl-propyl-

25 amino)-phenyl]-carbamic acid tert-butyl ester (Example J8) (1.0g, 3.19 mmol) and
(RS)-3-0x0-3-{3- [5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,4]triazol-1-yl|-phenyl}-
propionic acid tert-butyl ester (Example K24) (1.28 g, 3.19 mmol) according to the
general procedure M. Obtained as a yellow foam (1.48 g).

MS (ISP) 641.3 [((M+H)™.



The title conmpound was prepared from (2-am no-4-chl oro-5-isopropylanmno 5
phenyl)-carbam c acid tert-butyl ester (Exanple J40) (300 ng, 1.0 mmol) and
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15  The title compound was prepared from [2-amino-5-(isobutyl-methyl-amino)-4-
methyl-phenyl}-carbamic acid tert-butyl ester (Example J38) (1.0 g, 3.25 mmol) and
(RS)-3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,4] triazol-1-yl]-phenyl}-
propionic acid tert-butyl ester (Example K24) (1.31 g, 3.25 mmol) according to the
general procedure M. Obtained as a light yellow foam (970 mg, 47%).

20 MS (ISP) 635.2 [(M+H)"].

Example M117
-2-[3-0%0-3-(3-[1,2 4]triazol-1-vl-

propionylamino]-4-triftuoromethyl-phenyl}-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(methyl-propyl-amino)-4-

25  trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J35) (347 mg, 1.0
mmol) and 3-o0x0-3-(3-[1,2,4]triazol-1-yl-phenyl)-propionic acid tert-butyl ester
(Example K25) (287 mg, 1.0 mmol) according to the general procedure M. Obtained
as a light yellow foam (320 mg, 57%).

MS (ISP) 561.4 [(M+H)™].



am no) - phenyl] -carbamc acid tert-butyl ester (Exanple J24) (1.0 ng, 3.05
nmmol ) and
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ng, 31% . lo M5 (ISP) 655.1 [(M+H) é E>ia M 116 (RS)-

(5- (1 sobutyl - met hyl - ami no) - 4- et hylv—y?in—‘%%&@%g 3- 13- 15- (t et rahydr o- gyr an- 2-
yl oxynet hyl - 4} Altri a ol-II 0) -\phenyl | - car bami c
acid  tert-BotyF SRRV raming, ,- ; 45 ~from [ 2- ani no- 5-
(i sobutyl - nptobldnvhlﬂi’a1ﬂ6)-44r1ﬂﬁ'8ﬁdft}€th U caﬁb&ﬁﬁ@m@te&lﬁblﬁtﬁé@fe& butyl ester
(Exanmple J38) (1.0 g, 3.25 nmol) an (RS) - 3- oxo0- 3-{ 3-

[ 5- (t et r ahyThetithycanpamd wasypresansd ﬂrom[ La&mﬁb 3-(thath9l-propylydrhinoplaeny| } -

Po The. erciiterGpobyble it Sintic Ao e Aot Ptk CHaPpIab )2k Pa7b0. 4759 -

[2g NG (|3 SP) maaf) a'rhc{ $-uiebh3+]3- [ 1Ex Fmmdzel- Il/ﬂyLz)hfenﬁ> -pAibnit agld eary-bushesta) - 2-
OXO0-

( o)
pr opi onyl UG SR R A n'LP mmglﬁ)ﬁ&mﬁ] ipg fothsganeralRroerdres M Plged st er
The title conliphnbrovasod(RPangd199)om [ 2- am no- 5- (net hyl - propyl -am no) -4 25
trifluoromethyl-phenyl]-carbamc acid tert-butyl ester (Exanple J35) (347
mg, 1.0 meS)(ISMG633dxe-31)(B-[1, 2,4]triazol-I-yl-phenyl)-propionic acid
tert-butyl ester (Exanple K25) (287 ng, 1.0 mmol ) according to the general
procedune M Obtained as a |ight yedahgle bpam (320 ng, 57%. MS (1 SP) 561.4
[ (MtH) +] . WD 02/ 083652 PCT/ EP02/ 03644 -116 Exanple ML18 {5-( Met hyl -

ropyl - am no{)s»(asdb&{ﬂnﬁet&ﬂ &ninb)&,—@lé}fd—agﬂiméa_zml 1hehyyl »-propionylamino]-4-
propi onyl am | -4 t or rret | .- hn It c:ilr bam c acid tert-butyl ester

The title L5- (fTEthW propyl am no) -4

5 trifluorapeth carbam acig tert er (Exanpl e J35) (347
ng, 1.0 m*rﬁ tt!%ﬁjpnép xgas(pgeqaie Ty El%f’ #k“ﬁi’“&ﬁ ?LXI HF éni ¢ acid
tert-butyl teifluerométhylapidrgl] I@ajan(128&idmat bﬁt;@eﬁaﬂn(lE)car@p&qw)l(eglmtg 1.oe general
procedu "§ I\élnmoo?)t amd'%: —%xo-3-(3-pyrazol-l-yl-phenyl) -propionic acid tert-butyl ester (Example

K16) (286 mg, 1.0 mmol) according to the general procedure M. Obtained as a light
brown foam (500 mg, 87%).

MS (ISP) 574.2 [(M+H)™].

Example M120

20

4-trifluoromethyl-phenyl]-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(isoproyl-methyl-amino)-4-
trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J37) (500 mg, 1.44
mmol) and 3-(2-cyano-pyridin-4-yl)-3-oxo-propionic acid tert-butyl ester (Example

25 K3) (355 mg, 1.44 mmol) according to the general procedure M. Obtained as a light
orange oil (670 mg, 90%).

MS (ISP) 518.1 [(M-H)).

Example M121

30 propionylamino]-phenyl}-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-methyl-
amino)-phenyl]-carbamic acid tert-butyl ester (Example J27) (500 mg, 1.53 mmol)



as a light brown oil (340 ng, 61%. M5 (I1SP) 561.3 [(M+H)+]. 10 Exanple
ML19 {5- (I sobutyl-nethyl-am no)

- 2- 13- oxowB-0¢883y2 azol - 1- yl - phenyl ) - propi onyl am no] -4-  PCT/EP02/03644
trifluoronethyl-phenyl}-carbamc acid terf-butyl ester The title conpound
was prepared from [ 2-am no-5-(isobutyl - rre%]ﬂyl am no) - 4-

trlfluororret bamc cid t rt but ter 361

o 100 15 AP ! b el o e T P Oparsh SRR O AR
tert-butyl q<szls¢(436lﬁxgqmsanmlél)&)cc&ra&@ t68he Qen@raﬁﬁﬁc}:d@@mr(dbﬁaﬁleﬂasihg:ltgener al
procedure M |neg7% |I0%ht brown foam (500 ng, 87%. MS (ISP) 574.2
[ (MeH) +] . Efé?P&F Oagh 90 5p8 55

{2-13-(2-Cy 3- oxo- propi onyl ami no] - 5- (i sopr opyl - met hyl - am n
o) - 4- trifler\ag Igﬁe 3%3/41L(B’ﬁi"*"?3/]rl-carbamc acid tert-butyl ester The title
conpound was prepared from [ 2-am no-5- yl - met hyl - am no) - 4-
trifluorohet hyl - phenyl ] - car bam ¢ acﬁéﬂg@zﬁé ester (Exanple J37) (500
ng, 1.44 n ionic aci

tert-butyl HMP—&?—%(-H# .‘J‘Vl'u@w.q;ﬁ ng to t he

general pr o;@@b@hﬁ@%ﬁﬁ%@&e&ﬂ b@@w damm aatilter%ﬁ&rl &fer 90%9 . MS
(1SP) 518.1 [(MH)-]. Exanple M21

14- Chl or o- 5-T(he it dbmpottd s ﬁf‘hﬂ&ﬁ)ﬁ-(ﬂn [Barako- 3{{s8btit§zl—ﬁxeﬂ'ﬂyl-amlno) 4-

St or The { ISR AL R P el Er O S ah PR L 10

(i sobut ylo nehiayl) andBide)3-pheny) 4]trra@(ﬂflb rpmen 54 olbﬁﬁic-al@idit)éft—lﬁﬁy'd%&tef Exanpl e

J27) (500 / 083652 03644 -

3- 0X0- 3- ( 3- Exaznéf KEPLT %3% cyorgﬁtsﬁp gensral Bracg %reﬁ\éf@@ta@g@er
(Exanmpl e Kb} ligt3&d flm d4953ng’;18\3%) according to the general procedure M
Obtained as a light orange foam (700 ng, 85%. M5 (ISP) 539.2 [(MH" ] 5
Exanpl e ML2MS ISP 33apUMHH)TE! hyl - am no) - 2- [ 3-oxo0-3-(3-11,2,4ltriazol -

yl - phenyl) -

—t

Example M123

propionylamino]-phenyl}-carbamic acid tert-butyl ester
The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-methyl-

amino)-phenyl]-carbamic acid tert-butyl ester (Example J27) (328 mg, 1.0 mmol) and
3-0x0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert-butyl ester (Example K23)

20 (287 mg, 1.0 mmol) according to the general procedure M. Obtained as an orange oil
(250 mg, 46%).

MS (ISP) 539.2 [(M-H)'].

Example M124
5-(Isobutyl-methvl-amino)-2-[3-ox0-3-(3-[1,2,3]triazol-1-yi-
25 propionylamino]-4-trifluoromethyl-phenyl}-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(isobutyl-methyl-amino)-4-

trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J41) (460 mg, 1.27

mmol) and 3-0x0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert-butyl ester

(Example K23) (364 mg, 1.27 mmol) according to the general procedure M. Obtained
30 asalight brown oil (480 mg, 69%).

MS (ISP) 573.1 [(M-H)].



propi onyl am nol ] -4-trifluoronethyl-phenyll-carbam c acid tert-butyl ester
The title conpound was prepared from [ 2-am no-5-(isobutyl-nethyl-am no)-4-
trifl uor owetokgpssephenyl] -carbamic acid tert-butyl ester (BXamPhB0H36) (361
ng, 1.0 10 mmol) and 3-oxo-3-(3-[1, 2, 4] tr] azol -1-yl -phenyl)-propionic acid
tert-butyl ester (Exanple K25) (287 ny, 119 mol ) according to the general
procedure M Obtained as a |ight rEed f([')all\”/? 5490 ng, 85%. Ms (ISP) 575.2

[ (MiH) +] . Exanpl e ML23 15 Example M125

O e e R e 2

conpound wesiflnbampacthol- ﬁHeﬁm}{CZrbaﬂil@mdlt&hb@@es'Eer(l sobut yl - met hyl -
am no) - phenyl] -carbamc acid tert-butyl ester (Exanple J27) (328 ng, 1.0

mol ) ?Eg ﬁ@%%rﬁ;&rl{nﬂ;&s%}dp@tealzfﬁdmﬁ-)ﬁhnﬂmﬂ&dobu@fl-@ﬁiuﬁb%& acid tert-butyl
ester e cor t.0 ner
procedur% ﬂ&f‘)&?‘%ﬂ%}zﬁl ngli ﬁ’&ﬂ’é‘éa%%t %’%@ esﬁed%’ﬁ%%le I{Jé?%‘%ﬁg géQ 2
[(MH)-]. Exam) @dl\&(?;hmihﬁzdli1Sﬂtpliehy1ame&>tb/bro@mxﬁ@h£ter{ Bu@'l(&téi (3- [ 1,2,31
1370 L R T, o PR e L LRSI BB bari
[ 2- am no- 5- a(slasghuyaﬂowmaxhxha(ﬁ;ﬁgm,aﬂ- trifluoronet hyI phenyl ] -carbam c acid

tert-butyl ester (Exanple J41) (460 ng, 1.27 mol) and

3- 0x0- 3- ( 3-M$ (B5P3s68.ndpMlH) 1.yl - phenyl ) -propionic acid tert-butyl ester
(Exanmpl e K23) (364 ng, 1.27 mmol) according to the general procedure M
ot ainedo 30 as a light brown oil (E8plMI&OW. Ms (ISP) 573.1 [(MH)-].
WD 02/ 083652 PCT/ EPO2/ 03644 -118 Exanmple ML25 {2- 13-

(3- 1 m dazol {4ICkbrebdBYB)inidhzok D-yPbh&iyDRFoa 6 prepibnylamifid Biisgb@tlafting-
trifluoronethyl-ph n¥rlll | -.carb m £ acid tert-butyl ester The title conpound
was prepar Mémm&obutyl amno) -4 5

trifluoro L car banm tert J41) (347
o 10 SR e g (Bt 1 et by D Rbe

tert-butyl @siaficacid tert-butyl ester (Example ]34) (313 mg, 1.0 mmol) and 3-(3-imidazol-
15  1-yl-phenyl)-3-oxo-propionic acid tert-butyl ester (Example K26) (286 mg, 1.0 mmol)

according to the general procedure M. Obtained as a light yellow foam (330 mg, 63%).

MS (ISP) 524.1 [(M-H)].

Example M127

20 propionylamino]-phenyl}-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-amino)-

phenyl]-carbamic acid tert-butyl ester (Example J34) (313 mg, 1.0 mmol) and 3-oxo-

3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert-butyl ester (Example K23) (287

mg, 1.0 mmol) according to the general procedure M. Obtained as a pale brown foam
25 (220 mg, 42%).

MS (ISP) 525.1 [(M-H)].



(Exanmpl e K26) (286 ng, 1.0 nmol) according to the general procedure M
btained as a light yellow foam (430 ng, 77%. MS (ISP) 558.2 [(MH-]. 10
Exanpl e NyP@24pg36€h! or o- 2- r3-(3-im dazol - 1-yl - phenyl ) - 3- oreTmEPOPIIBAY | am nol
-5-isobutyl am no- phenyll-carbamc acid tert-butyl ester The title conpound
was prepared from (2-am no-4-chl oro-5-i sobdt’yl am no- phenyl )- carbam c acid
tert-butyl ester (Exanple J34) (313 rgm)l) and 3-(3-imdazol- 15
1-yl - phenyl) - 3- oxo- propi oni ¢ acid tMester ( Exanpl e K26) (286 ny,
1.0 mol ) a o . 1R : ta' ned as hi yel | ow
foam (330 03° P) B i D

44- Chl or o- SMle-ahtﬂW})eaﬁbamﬁa@daer&Hu&l[esi:, 2 31 triazol - 1-yl - phenyl) -
20 propi onyl am nol --phenyl | -carbam c acid tert- butyI ester The title
conpound wa¥hptidpesregodndwag Zrepared frodr [Qkﬂrﬁin@-si{l(sbmtalbﬁminoMUmﬁhoro phenyl ]

(311, 9, tcrnkBRlArbaRi g G iertols B Pa® Lo {Beanpl

K23) (287 BpxoB-(B-tnmB)triageidr-dpt@nild-pidys o@e raaﬂetbrt{br ester ExMnpldi®)ned as

oL OHD, Gkl Pl Rt h b

12, 3] tri azfdaml3¢D npd)e0d)) - pr opi onyl am nol - 4-
trifluoromnethyl-phenyl]-carbamc acid tert-butyl ester The title conpound
was prepar eNSI$h I522diMREDT- (i sobut yl -ami no)-4-trifluoro 5

met hyl - phenyl ]-carbam c acid tert-butyl ester (Exanple J41) (347 ng, 1.0
mol ) an® 3-o0xo0-3-(3-[1, 2, 3]tri azoExalmplé Mi2enyl ) - propionic acid tert-butyl
ester (Exanple K23) (287 ng, 1.0 rrm)l) accordi ng to the general procedure
M Obt ai ned{fa€hrbisgtitobyieti{apvinof- zol V5/1{dhSM)1)-559. 2 [ (M H) -] .
3‘1(])_,[ II,EIXZQE: ell_\/ll29 Aoih 20 ? gzarggr?l}'cl:t dterrpbu les 2 13 0x0-3-(3-[1,2

The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-amino)-

phenyl]-carbamic acid tert-butyl ester (Example J34) (313 mg, 1.0 mmol) and 3-oxo-

15 3-(3-[1,2,4]triazol-1-yl-phenyl)-propionic acid tert-butyl ester (Example K25) (287
mg, 1.0 mmol) according to the general procedure M. Obtained as a light yellow foam
(390 mg, 74%).

MS (ISP) 525.1 [((M-H)].

Example M130

20

trifluoromethyl-phenyl}-carbamic acid tert-butyl ester

The title compound was prepared from [2-amino-5-(isobutyl-amino)-4-

trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J41) (347 mg, 1.0
mmol) and 3-0xo-3-(3-[1,2,4]triazol-1-yl-phenyl)-propionic acid tert-butyl ester

25 (Example K25) (287 mg, 1.0 mmol) according to the general procedure M. Obtained
as a light yellow foam (430 mg, 77%).

MS (ISP) 559.2 [(M+H)"].



propi onyl am nol - phenyl | -carbam c acid tert-butvl ester The title conpound
was prepared from [ 2-am no-4-chl oro-5- (i sobutyl-am no)- phenyl]-carbamc

aci d tertwbuweysseest er (Exanple J34) (313 ng, 1.0 mmol) aneCIAPRD0361H
3-(3-[1,2,4]triazol -1-yl -phenyl )-propionig¢ acid tert-butyl ester (Exanple
K25) (287 ng, 1.0 mmol ) according to the‘]é ner al procedure M Obtained as a
light yellow foam (390 ng, 74% . M5 (1SP) .523.1 [(MH"]. Exanple ML30 20
{5- (1 sobutyl -am no) 2- [3 0X0- 3- (%MI& yl - phenyl ) - pr opi onyl ami n
ol -4- trifly h I ' sester The title

Lt < Al'yi- 1 1 3 3
trifl he b t t t 347
. 1.0 it ¥1u51§8 ¥%4escar %"ﬁii{%‘f%ﬂw P gﬂnyl?ﬂiﬁgaf SR
t g;\;r g:Jt y|r Oa&ﬂ afrt—Bﬁtng{@m}D:’]e [32B-3¢ &&me@;onzllalﬁ)mﬂﬁpbher@@}cﬁdlﬁarﬁg a';:t;l ()/?ﬂel\/s
?I SP) 55§ B &)’MP IV@ g&é@ég @@%"Eﬁ’éﬁ?bgng& %gwg%r@rl%r ocedur e
N:  Prepar ahnmi) odn Be-adidyd ﬁhe&sMWﬁﬁr@%thﬂ PFA[0.5,50nd))az€PC Bnd- Ones: A
sol ution or susgen5|on of

{2-[ 3-ar yl - FIERE W5 oS 3&?‘9}1& upfildlnipdicated pomplete ousymptipn ofiliey ester or

{2-[3-aryl - danimg-rpatedlonyl am no] - phenyl } -carbami c acid tert- 5 butyl ester
(1.0 nmol) in CH2C12 (5 nmL) [anisole or 1,3-dinmethoxybenzene (5-15 nmol)

can be addeWdrkupparedae ] Tvésslvehtabe@muvediniabud, ﬁre5es@d1ﬁﬁ—ﬁ‘ea@éd Witl® and

stirrin onti nued at 23 C ti | c.indicated ¢ ns tlon of
The | st ot Rt Rherrrebap thari i Bht Sotid Ve ireq 1 Brat NACOneA
vacuum t he1MEasa,DB-sol. Siteest], WatHed whth HiOthhe eglehey miwhigsegpon it

crystallized s stirred with s or
Na20C8- sol . St hrﬁ/fﬁgﬁﬁabﬁﬁggm dijegifio Eperbeiie eecpﬁéwug? wﬁ%{iaﬁ%egesa%ry can be
et her/ THF/ Mp&iti mh'aned ﬁtdm 9]}4\/@’10)‘(411% or by kific£ gaeelinth cdhftberdphpecessary

can be pur crey L ozgg%_gm 1, 4-di oxane or by silica gel
col um chro / Et CAc or Et CAc/ EtO—I 15 Wor kup
I h
pr Ocedurlg bWo-Ir- Ep Irn%%gc}ureg 'Hlexrteggtleonvgslxtgrle ‘A/%ts %ﬂut\é\ndtwqth%gr tOAc, W&Xﬁa 3 ed
with sat. NaHCO;-sol. or IM Na,COs-sol., brine and dried over MgSOy or Na,SO,.

Removal of the solvent in vacuum left a material, which could be triturated with ether

or mixtures of ether/THEF/MeOH to give the title compound, or which if necessary can
be purified by crystallization from 1,4-dioxane or by silica gel column
20 chromatography with cyclohexane/EtOAc or EtOAc¢/EtOH.

Example 1
3-(7-Chloro-8-dimethylamino-4-oxo-4,5-dihydro-3H-benzo[bl[1,4]diazepin-2-v1)-

benzonitrile

The title compound was prepared from {4-chloro-2-{3-(3-cyano-phenyl)-3-oxo-

25  propionylamino]-5-dimethylamino-phenyl}-carbamic acid tert.-butyl ester (Example
M1) by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as a yellow solid (85 mg).

MS (ISP) 339 [(M+H)"] and 341 [(M-~+2+H)"]; mp >250 °C.



W th sat. NaHCO3-sol. or 1M Na2CO3-sol., brine and dried over MgpSO4 or
Na2SO4. Renoval of the solvent in vacuumleft a material, which could be
triturat ewowenssest her or m xtures of ether/ THF/ MeOH t o giPCa/EPhB0I6iH4 | €
compound, or which if necessary can be pﬁal fied by crystallization from
1, 4-di oxane or by silica gel colum 20 chrorat ography with

cycl ohexane/ Et OAc or Et OAc/ Et OH. Ex le,l
3- (7- Chl or o- 8- di net hyl am no- 4- oxo- 4, %PW}%; o- 3H benzol bl
[1, 41di azepg .benzoni.tril e titl A £1.5P0pou qlgzadslh J epar ed from

{4-chl oro-2 .

pr opi onyl anbém]oﬂSHdATﬂiizlwinamon@ phenyl} carbamic acid tert.-butyl ester
(Exanmple ML) by treatnment with TFA in CH2Cl12 according to the general

procedur e NThe Gtit abmpduadwas prepdredvireal {4dcH| 8- SdimetivilatnlistaRp- [3a8of 3- M"H) +] and

o cnl o1 057 4l we&%—%ae‘?xnzvfi?p?%él‘éﬁ 3l RE) AR P PEOT By o o

benzof b] f @Eﬁhcblampl tekahént Wit THA irﬁCHQ(DIp@w@d:lM@ﬁ) the gerdrslprbcedine

ﬁ (Z:hliaﬂ :‘)I g%ﬂpﬁ}‘ %/Aﬁ?el?ﬂ% }’d{??’*'osﬁ;(ar@?é‘%}) ‘no] - phenyl }-car bam ¢ acid _
Lo the geneM ISPLAIAEEHR et 3 AEDE a8 Cow sl L d (87 gy Mo

(1SP) 381 [(M+H)+] and 383 [ ( M+2+H) +]; 2 2 225 C. Exanple 3 10
8Ch|oro7d|rrethylamno4[3(5 hyd -[1, 2,31triazol - 1y|) phenyl |
%rlofn (des}?ijo- f I f t2| t]JmaZglO{r% \{)ﬁsl prepar ed

5- (te”ahyd_Myd—BBnZZﬂM' oxyimmeh donk L 2,3 ] triazol- [-yl]
- phenyl } - propi onyl - am no) - phenyl ] - car bamic acid tert. -butyl ester (Exanple
M3) by treaflhe itle WoinpolidwiprieparedHBECH?( C[Qfdﬂﬂdig i-meinleylgﬁnmpmomoeedure

[N( M+C12)5-ﬁ||) :]-]Gd{%g bgiﬁcﬁro%%@( %g%xgg% hyl)- P{SZ tr1az)ol% :h ngenyl_b +1]op16})r%1(}jfl-413

3- (8- Dmet hynadd )nphehyl X@rbaniib ead ket Futyllestdr Exdidpleivio) Bytrbsthzat With[TER 41
di azepi n15 in CH,Cl, according to the general procedure N. Obtained as a beige solid (60 mg).

MS (ISP) 411 [(M+H)™] and 413 [(M+2+H)"]; mp 210-214 °C.

Example 4

3-(8-Dimethylamino-4-oxo0-7- 1-4,5-dihydro-3H-benzo[bl{1.4]1diazepin-

2-y1)-benzonitrile

20  The title compound was prepared from {2-[3-(3-cyano-phenyl)-3-oxo-propionyl-
amino)-5-dimethylamino-4-phenylethynyl-phenyl}-carbamic acid tert.-butyl ester
(Example M4) by treatment with TFA in CH,Cl, according to the general procedure
N. Obtained as an orange solid (65 mg).

MS (ISP) 405 [(M+H)"); mp 215-216 °C.

25 Example 5

benzo[b][1.4]diazepin-2-one

The title compound was prepared from {5-dimethylamino-2-[3-ox0-3-(3-

[1,2,3]triazol-1-yl-phenyl)-propionylamino] -4-phenylethynyl-phenyl}-carbamic acid
30 tert.-butyl ester (Example M5) by treatment with TFA in CH,Cl, according to the

general procedure N. Obtained as an orange solid (76 mg).

MS (ISP) 447 [(M+H)™]; mp 185-186 °C.



2-yl)-benzonitrile 20 The title conpound was prepared from {2-

[ 3- (3- cyano- phenyl ) - 3- oxo- pr opi onyl - am no]

- 5- di et hwbaniossss2i- phenyl et hynyl - phenyl } - carbam ¢ aci d t ePCTAHPO2/§d64£St er
(Exanmple M4) by treatnment with TFA in CHﬁg%lZ according to the general
procedure N. Obtained as an orange solrT 65 nmg). M5 (I SP) 405 [(M+H) +];
np 215-216 C. 25 Exanple 5 7-D nethyl am.ng- 8- phenyl et hynyl - 4- (3 [1, 2,31
triazol- 1|-yl-phepyl)- 1, 3-di hydro- h%@%—gbl f 1,41 di azepl n- 2-one The
title conpquAf | o’ £

[123]”'0"\@@1 15 ARCilimi d=—phemy her P 4yl } - car bam
c acid 30 beszd[bl[huf] dlazepdi-Srore Exarrpl e I\/B) by treat rrent vmth TFA in CH2C12
according to the general procedure N. Obtai ned as an orange soI id (76 ny).

ga(l |S§) 4ll’he[t(ﬂre/l6b9nﬂoun&prawﬁepa&g gﬁin V@cﬂBf@S&ﬁﬁx%ﬂﬁﬁfmﬁBQZ (s |) - ﬁfj |
-1 gp di hydrl%q%é ﬁ%az? %&prq%ngl??’é‘?xé’i%rﬁh?“& aHHEO?\FIIJéeI{Y 5@&6‘ \R/as g

pr f}ﬁalr ed f batpl l(ss’celc(lﬂxafrtpléi‘ddb betrbgthoent with 2FA3n [C'HZ(G% {Ic%rdmgl t)o the gel;leral g
me -i soxazo no en car bam c aci
terty but ¥f° S M(@%% B@Slﬂl/é‘sh ﬁ?‘?é‘iﬂ’r&% ath TFK i nyCHZC12 accor di ng
toth dur ht |1 lid (68 VB
(B1) 300 (WS LG fm%ﬂﬁ?f‘ eI e mie 70 ©
8- (2, 3-Di fl uoro-phenyl)-7-di met hyl am, no- [ 3- (5- hydroxynet hyl - f
1,2,3ltriazol-1- yl)-phenyll -1, 3-di§%?&%é-%enzo [b] [ 1,41 diazepin-2-one
s d

The tit 0
[ 2-di maany% 1,2,3]triazol-1-

(tetrahydrg;laah;emﬂﬁ,mmm [{.41Mid%edih-2-bhazol - |-yl] -phenyl}-
propi onyl am no) - bi phenyl -4-yl]-carbam c acid tert.-butyl ester (Exanple M)

by 15 tr eaflie title wbiipothdwianpfepied Zroas (RS)di2rdindethyldigingen gt-aifluproegaur e N.
bt ai ned A3x83- {Béeﬂg &Wcr oyldlrcg:I -p %g-ﬂgl)okynl\{gchgrll)-%@2,3%%?&[)1(-M;H)-Jl!ehyl}-

propionylamino)-biphenyl-4-yl]-carbamic acid tert.-butyl ester (Example M7) by

15  treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
yellow solid (26 mg).

MS (ISP) 489 [(M+H)"].

20 dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from {2-dimethylamino-2',3'-difluoro-5-[3-0xo-3-
(3-11,2,3]triazol-1-yl-phenyl)-propionylamino]-biphenyl-4-yl}-carbamic acid tert.-
butyl ester (Example M8) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as a yellow solid (47 mg).

25 MS (ISP) 459 [(M+H)"]; mp 197-199 °C.

Example 9
henyl)-8-dimethvlamino-4-oxo-4,5-dihydro-3H-

benzo[b][1.4]diazepin-2-yl]-benzonitrile

The title compound was prepared from {5-[3-(3-cyano-phenyl)-3-oxo-propionyl-

30 amino]-2-dimethylamino-2',3'-diﬂuoro—bipheny1-4-yl}—carbamic acid tert.-butyl ester
(Example M9) by treatment with TFA in CH,C|, according to the general procedure
N. Obtained as a light yellow solid (75 mg).



Exanple 8 8-(2,3-Difluoro-phenyl)-7-dinmethylam no-4-(3-112, 31

triazol-Il-yl-phenyl)-1 3- 20 di hydro-benzo [b ] [ 1,41 diazepin-2-one The

title conwowndsisss prepared from PCT/EP02/03644

{2-di methyl am no-2', 3" -di f I uoro- 5-[ 3- oxo- i )

(3-11,2,3]triazol - 1- yl - phenyl ) - pr opi onyl a ‘?ho] - bi phenyl -4-yl }-carbam c acid

tert. - butyl tment with TFA in CH2Cl2 accordi ng
VIS ERREME B s

to the genera talned asayellowsolld(47 ng). 25 MS
(1SP) 459[(|\/HrH)+] np 197-199 C. E@{gm«feﬁ)&f

7-(2,3-Difluoro- phenyl) 8 d| et hyl ami -4 5-di hydro 3H benzo f bl f
1,41 di azepin b I f.rom
PN Cyscﬁr 4

ami no] - 2- di MMMI uor o- bi phenyl 4-yl }-car bam ¢ acid
tert.-butyl ester (Exanple MB) by treatnment with TFA in CH2Cl2 accordi ng

to the generlde ttﬁeaos@md%p@paaddrfadn &%-chloro-ghdimetiylaominee-{3d[2-7% ny). WO
g}z(g?rg?g5i OPg{Eﬁﬁor ox a% @%%}%ﬁg}%&ﬁ@-%B&of})]prkglMg%ﬁﬂ}-ph@ﬂyg Brvatic id

[ 2-(3-net hyltemsblxta]zaterquJydn)lplpwiod bptréatyhdnt with3FRA my@HeCl, benmding o the 1, 41
di azepi N2 Q21 PE L LIe ROIROLIY MRS RLEPRYTT b O™

(4-chloro-5

aci o tert, DR 08 LRI QT B T PP G TrA in deie

accor di ng,to the general procedure Cbtlai ned as a yellow solid (111 ny).
M5 (| SP) %96 [ (MtH) +] and 398 [ ( M+H+ >250 C. 10 Exanple 11

8- Chl oro-7- SLCfﬂz thyl t ! .

[ 3-(3-net hyl= ) 41

di azepi n- 2- (mnﬂhg,i-dﬂi_yérmbm!hjm,ﬂ@' zeiaghoeel from (4-chloro-5- |

(2- met hoxy-ethyl)-nethyl- am no] -2-{3- [3-(3-nethyl-isoxazol-5-yl)-phenyl]
- 3- 0X0- pr opdeWyitErdonq}oupldevwlp)repaﬂeﬁfnmmb&mhbr«aéideMOxybcﬂlyiD~mh)dF ( Exanpl e

M D) byt eghEnh o LS TEA P EBG12, SR Dok io ARSEE)-pRERERTY © N
15 carbam1c acid tert. -butyl ester (Example M11) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a yellow solid (115 mg).

MS (EI) 438 (M") and 440 [(M+2)"]; mp 182 °C.

Example 12

8-Chloro-7- inol-4-[2-(3-methyvl-isoxazol-5-v1)-

20 pyridin-4-yl1]-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (4-chloro-5-[(2-methoxy-ethyl)-methyl-
amino]-2-{3-[2-(3-methyl-isoxazol-5-yl)-pyridin-4-yl]-3-oxo-propionylamino}-
phenyl)-carbamic acid tert.-butyl ester (Example M12) by treatment with TFA in
CH,Cl; according to the general procedure N. Obtained as a yellow solid (106 mg).

25 MS (ISP) 440 [(M+H)"] and 442 [(M+H+2)"]; mp 213 °C.

Example 13

8-Chloro-4-

methyl-amino]-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (RS)-[4-chloro-5-[(2-methoxy-ethyl)-methyl-
30 amino]-2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-
phenyl}-propionylamino)-phenyl]-carbamic acid tert.-butyl ester (Example M13) by



M5 (EI') 438 (M) and 440 [(Mr2)k]; np 182 C. Exanple 12

8- Chl oro-7-[ (2- net hod- et hyl ) - net hyl - am nol - 4-[ 2- ( 3- net hyl -i soxazol -5-yl) -
20 pyri diwod2ysicsd, 3- di hydr o- benzo[ b] [ 1, 41di azepi n- 2- one PCAEPHY/036a4
conpound was prepared from (4-chloro-5- [,,(,2-nethoxy- ethyl) -methyl- am no
] -2-{3- [2-(3-nethyl-isoxazol - 5- yI) pyridin-4-yl] -3-oxo-propionyl ami no}-

phenyl) - car r( anpl e ML2), by, .treatnmgnt with TFA
in CH2C12 gcé?g%e&’%%@‘[fﬁ{h Iglé%a“ t(?etggggpel@ Pffﬁe)gflﬁ%l& (g]gta]é{ég@f?ow solid
(106 nm). Belg&c(lidSBDmil@O [ (MtH) +] and 442 [(I\/HrH+2) +]; np 213 C. Exanple
13 8-Chloro-4-[3-(5-hydroxymethyl-[1, 2, Sltrlazol

yl ) - phenyl sM& [I§R) 455t | Iﬁhﬁaﬁ)élhxydm% DVEEHWZ) Jammds °Cl, 3- di hydr o-benzo [bill

, 41 di azeRi n-2-one The title conpound was prepared from (RS) - [4-chloro-5-
[ (2- et hoxy-ethyl) -nethyl- 30 am nBjample 14
-2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxynethyl)-[1,2,3]triazol-1-yl]-
phenyl } - pr om@_iﬂaioam[fm}nMﬂbﬁfeﬁarMmmmu(iét Eﬁ%ﬂﬁﬂtg@ 1L-dsptenyl) @l e
ML3) by V\O l / r 2/ 03644 -124 treatnent with TFA in CH2Cl12
according tec ORE btained as a beige solid (50 ng).

VS (1SP) ;53@41%;%,8&0%@&9&@;%;3 L5285 Gern o AR ok,

) - met hyl - anbinéo]42-(3-0kd-32(33]142;3] arzazb}-l-yybha’(}éhyfdpidny?amﬁibhpﬂé@fl}benzo[ b] f

{4 chl or 0. 507 PARREACHO Gy Bb P ot T epafecsent HTTEA 0 GH.Cy 5 g

tri azol -1ib- yhecphding k9 thergenéralnyroastiurol. Opfagiedial 2 yellovbsolido(6aeig). tert . - but yl
ester (Exanple ML4) by treatnment with TFA in CH2Cl2 10 according to the
general prodSIISE) 425 [(hi+d i behd427d (MelH- @) salp 156(°69 ng). MS (1SP) 425
[((MtH) +] and 427 [ (MH+2) +]; nmp 156 C. Exanple 15

4-(7-Cnhl oro-8-di met h) Lam no- 4- oxo- 4, Bxathplgds0- 3H benzo[ b]

[1, 4] di azepi n-2-yl)- pyridine-2-carbonitrile 15 The title conpound was
prepared fr Q#V{@hlofd 8¥M$@Wﬂd@bﬁl—ﬂb§dzﬁlﬂ{ Dy lJaliazepin-2-yl)-

pr opi onyl amvgr? me - Car;gomyrﬂam no- phenyl }-carbam c acid tert.-butyl ester
(Exanpl e -

15  The title compound was prepared from {4-chloro-2-[3-(2-cyano-pyridin-4-yl)-3-oxo-
propionylamino]-5-dimethylamino-phenyl}-carbamic acid tert.-butyl ester (Example
M15) by treatment with TFA in CH>Cl, according to the general procedure N.
Obtained as a yellow solid (50 mg).

MS (ISP) 340 [(M+H)*] and 342 [(M+2+H)™]; mp 216 °C.

20 Example 16

8-Chloro-7-dimethylamino-4-[3-(2-methyl-2H-

benzo[b][1.4]diazepin-2-one

The title compound was prepared from (4-chloro-5-dimethylamino-2-{3-[3-(2-

methyl-2H-pyrazol-3-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid
25 tert.-butyl ester (Example M16) by treatment with TFA in CH,Cl; according to the

general procedure N. Obtained as an off-white solid (67 mg).

MS (ISP) 394 [(M+H)*] and 396 [(M+2+H)"]; mp 225 °C.



ML5) by treatnment with TFA in CH2Cl12 according to the general procedure N.
btained as a yellow solid (50 ng). M5 (ISP) 340 [ (MtH) +] and 342

[ (M:2+H) AVO oxpo8335 C. 20 Exanpl e 16 8- Chl or o- 7- di met hyl amCmEP42/0363+
(2-methyl -2Hp_yrazol -3-yl ) -phenyl] -1,3-dihydro- benzo [b] [ 1,41

di azepi n-2-one The title conpound was preg red from

(4-chl oro-5-di rrethyl am no- 2-{3-[ 3- (Z'Exam le 17

nmet hyl - 2H pyr azol - 3-yl ) phenyl ]-3- oxo-—prgprcmyl am no} - phenyl ) -carbam c acid
25 tert.-bu 6).. by .t 0t h TEA i CH2C12
accordi ng t YipfahPimind e STt g D8 e solid (67
ng). M5 (1 &flu memm dlhvdmibéiﬁﬂlﬂl\&l;ldﬂhmh 2-ope 225 C. WD 02/ 083652
PCT/ EPO2/ 03644 -125 Exanpl e 17 7-Di et hyl am no- 4- [ 3- (5- hydr oxynet hyl -

11, 2, 3] tri &heltitle<cpinpophdmgk prdparedifidoh (lRl‘f)e[rﬁedilmydth)Zlalﬁtrdi-Mﬁi-roﬂe-Be{ﬁzb | b

R e Y T S AT —
(tetrahydr omﬂmmniéﬂyyﬂcp}mﬂﬁﬂ feydbhmiiclac?d @}t -busy edterl(Exhhpledif) by-tpraapemny| ani n

0)-4- triflua h carbam c_ac ester e ML7)

byt r eat mentmtf ThiN R Retsia 1o HsraraL rps e Ny Ding b SV RRE

Obt ai ned as selid (FAfmyhite solid (62 ng). M5 (ISP) 445 [(MtH) +]; np 210 C.

10 Exanpl e 18 7-Di net hyl am no-4- 13- (3- et hyl -i soxazol - 5-yl

- phenyl | - 8- tv$ (ISBpa4mEMwWH)]; Bp 280 bg.dr o- benzo [bl [ 1,41 di azepi n-2-one The

title conpound was prepared from (5-di net hyl am no-2-{3-[3-(3-nethyl -

| soxazol 1b-yl ) - phenyl ] Example 18

- 3- 0x0- propi onyl am no}-4-trifluoronethyl -phenyl)-carbamic 15 acid

tert.-butyl 7eBime¢thylExémamie 3MBEhethyl-isoxabln®nt)-phicnil ] Bk fluor&hiy21,8c cor di ng

to the geneyal rocedu N,. Cbta ned as an off-white solid (28 ng). M5

(1SP) 429 | YAl 19 8- Chl oro- 7- di net hyl am no- 4-

[13 4]( %ng;gfﬁ%{e"gf %!gmtpglu% was pré{)lazed%rom ngdlmélth%lamzlr?o-i{@yﬁ[ -rtlegtg}zrlg [b 11
isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-4-trifluoromethyl-phenyl)-carbamic

15  acid tert.-butyl ester (Example M18) by treatment with TFA in CH,Cl; according to

the general procedure N. Obtained as an off-white solid (28 mg).
MS (ISP) 429 [(M+H)*]; mp 223 °C.

Example 19
8-Chloro-7-dimethylamino-4-[3-(4-hyvdroxymethyl-thiazol-2-v1)-

20 dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from 3-(7-chloro-8-dimethylamino-4-o0xo-4,5-
dihydro-3H-benzo(b][1,4]diazepin-2-yl)-thiobenzamide {prepared from 3-(7-chloro-
8-dimethylamino-4-0x0-4,5-dihydro-3H-benzo[b][1,4]diazepin-2-yl)-benzonitrile
(Example 1) as follows: To a solution of hexamethyldisilthiane (0.55 mL, 2.6 mmol) in
25 1,3-dimethyl-2-imidazolidinone (2.6 mL) was added at 20 °C sodium methoxide (0.13
g, 2.5 mmol). The mixture was stirred for 15 min. and the blue solution formed was
then added to a solution of 3-(7-chloro-8-dimethylamino-4-oxo0-4,5-dihydro-3H-
benzo[b]{1,4]diazepin-2-yl)-benzonitrile (Example 1) (0.34 g, 1.0 mmol) in 1,3-
dimethyl-2-imidazolidinone (2 mL). The mixture was stirred for 3 h at 20 °C and then
30 poured into water. The precipitate was isolated by filtration and triturated with
acetone to give 3-(7-chloro-8-dimethylamino-4-oxo-4,5-dihydro-3H-
benzo[b][1,4]diazepin-2-yl)-thiobenzamide (0.35 g) as yellow solid, mp 234 °C
dec.MS (ISP) 373.2 [(M+H)"].} (0.71 g, 1.9 mmol), 1,3-dichloro-2-propanone (0.36



The title conpound was prepared from 3-(7-chl oro-8-di nmet hyl am no- 4- oxo- 4, 5-
di hydr o- 3H benzo[ b] [1, 4] di azepi n-2-yl)-thi obenzam de {prepared from

3- ( 7- chl owo-02@8352ret hyl am no- 4- oxo- 4, 5- di hydr o- 3H benzo[ b]PCT/EP02/03644

[ 1, 4] di azepi n-2-yl)-benzonitrile (Exanp 1) as follows: To a solution of
hexanet hyl disilthi ane (0 55 L, 2.6 rrmﬂ%26 n 25

L%, e 38 TR DTG B B AR B AR R 1o e

solution f G%‘a@'héat&\bﬁ) 60t 4@1?@17 48ilethé clea sslativh MSIe‘mfporated in vacuum. The a

3-(7-chl oro- am no-4- 3 1
i Seni e o Sofon BF b e R e Gt R N IO g H b e
di met hyl - 2-migthdawed itireione0 2 foi) h. Waer (00t )ewavarided bnd €t thisturdwas at 20 C
e SRRk Rt Shiad B oRA S s bkl SRl tration
3- (7- chl or drdin dichREbb@ahot dvothetile 206ibbid @&@4%) Rpakofdibw solid.

ye

[ 1, 4] di azepi n-2-yl)-thi obenzam de (0. 35 g) as |l ow solid, np 234 C

dec. M5 (| SRS BBB) 2744 W] 1;myf 034%C gec. 1. 9 mmol ), 1, 3-di chl or o- 2- pr opanone
(0.36 WD 02/ 083652 PCT/ EPO2/ 03644 -126 g, 2.85 ITTYD|) and sodi um

bi carbonate (0.24 g, 2.85 mmol) in Exdmgle@gane (15 nL) was heated to 60 C
for 48 h. The clear solution was evaporated in vacuum The a solution of

t he resi dug-Chlodo-#-diinettatienind- M(%ﬁn@lggadma&@[gg Htridzpl-antl- t he
m xture was stl rd.t 2 Cfr 1 Wt er (100 m.) was added and the

m xturel S ate forned was coIIected by

filtration . and. stalllzed fromdic r.one ne.t

compound ( t%)cxlge%awa@@mpaw@ O B ety ol 134 c
dec. Exarrpld@m&&h laﬁnﬁhhéﬂh?}-m- ElB]’tﬁhiblea;fI) Berﬂa} $-3X6~'iurdplﬁﬁﬂbmh1&i}lp}@ﬂﬁphyl
1,2,3]triazol %\H‘él E ﬂqro benzo i]; pi n- 2- one
The title é&#ﬁﬁﬁﬁ%ﬂ t%ﬁ%ﬂ&? HEF%JME( 9 Y&F%‘t@e‘a'{ % S {3-[3-(5-
di et hyl anmiJgedreing\d the geherdl Blockdiira N0 Obtdined gsafeasryblid (34 mg)

- 3- 0x0- propi onyl am no} - phenyl ) - carbam c acid tert.-butyl ester (Exanple
MLO) by 15 r s (1SR} 439 [{(M-HHEA] bid CHP V2230 RMeY 14p-160 Whe general procedure N
bt ai ned as a beige solid (34 ng). 15 Ms (I SP) 438 [ (M+H) +] and 440

[ (Me2+H) +]; np 145-160 C. Exanpl e Zkadpledior o- 7-di met hyl am no-4- [ 3-

( 3- net hoxynet hyl -i soxazol -5-yl)-phenyl| -1,3- dihydro-benzo[b

1[ 1, 41di azepChloZo-gimethylamino-4-[3-(3-methoxymethyl-isoxazol-5-yl)-phenyl]-1,3-

dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (4-chloro-5-dimethylamino-2-{3-[3-(3-

20 methoxymethyl-isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic
acid tert.-butyl ester (Example M20) by treatment with TFA in CH,Cl; according to
the general procedure N. Obtained as a light yellow solid (157 mg).

MS (ISP) 425 [(M+H)"] and 427 [(M+2+H)"]; mp 191 °C.

Example 22

25 8-Dimethylamino-4-oxo-7-trifluoromethyl-4,5-dihydro-3H-

benzo[b][1,4]diazepin-2-v]l)-pyridine-2-carbonitrile

The title compound was prepared from {2-[3-(2-cyano-pyridin-4-yl)-3-oxo-

propionylamino]-5-dimethylamino-4-trifluoromethyl-phenyl}-carbamic acid tert.-

butyl ester (Example M21) by treatment with TFA in CH,Cl, according to the general
30 procedure N. Obtained as a yellow solid (158 mg).

MS (ISP) 374 [(M+H)"]; mp 248 °C.



The title conmpound was prepared from (4-chl oro-5-dinmethyl am no-2-{3- [3-(3
20

met hoxy mewbykAos®mexazol - 5-yl ) - phenyl ] - 3- oxo- propi onyl am nopcplEPaybdIe4£ar bam c
acid tert.-butyl ester (Exanple MO) by EE tment with TFA in CH2C12
according to the general procedure N. Cbtained as a light yellow solid
(157 mg). MS (I1SP) 425 [(MrH) +] and 427 [{Ms2+H) +]; np 191 C.  Exanple 22
25 4-(8-Di netl hyl am no-4-oxo-7-trifl cvro%em%l -4,5-di hydro-3H benzo [b]
[1,41 di azegid:Ruir) siHi)d-MiAida AN PS8/ bikhe, Sompound, yeas
prepared from {2-]13-(2Z-Cyano-pyrr al n-#-yi) = 3- 0X0-- propt onyt a B

- 5-di net hy| &HYeE2-2€R730) 0 || Lhoraarepimyl-ophenyl } - carbam ¢ acid tert.- butyl ester
(Exanmple M2_1) by treatnent with TFA in CH2Cl2 according to the general 30
procedur e NThewtlscomgonrd wasprepared Sroinm (R ({16 8o- e B- (3-ivisd{zbBPYyl-phénifl (- B4-H) +] ;

np 248 Cs; Q. 3 _/E@(_b?_ 4 -2 127, .Exanpl e;.23 .

8- (2-Fl uoro- ph%e{r]%) ﬁag‘-{@%}]—n% éi%%?ﬁ%ol ?t%%’géﬁllﬁ{e?ﬂ(lf}’ H '?}"?W]ﬂaﬁ‘tﬁlr‘cﬁr-t'ét hoxy)
1,3 di hydr Buséese (Esppple M22)ibyzepimet vitteT Hhin CH:Cle acoring el thwagn@aepar ed
from[2' -fl Yy Radred-driai =] -yl nyl)-3- 5

0XO0- propi ongl am ng]l\?z(ék%?,hg% gs-aétgl?%o Inu%#lg-l?gfﬁ'ézy) - bi phenyl -4-yl]-carbam c acid
tert.- butyhMegitliof B2l oby treatment with TFA in CH2Cl12 accordi ng
to the genera@ﬁroc@??@bﬁpy@pal@hed as a brown solid (50 ng). Ms (ElI) 494
(M); np 208-210 C. Exanple 24 10

8- (2- Fl uor o- phenyl ) - 4- 13- ( 3- met hyl - | S5388%6P45. y) - phenyl - 7- (2, 2, 2-tri fluoro
ethoxy -1p, 3sdbInyato: ARAAOLOLL &, 2k i BZ6R). 841008 N2 1 b bl Ggoonpound vas
prepared from[2 -TTUOF 0-5-{3-[3-(3-T1E = =0y= | ]

- 3- 0X0- pr op§aaYlahd withydro-berzofb 1 #idistepor-d-omehoxy) - bi phenyl - 4-yl ] -carbami ¢
acid tert.-butyl ester (Exanple M23) by treatnent with TFA in CH2Cl12

accor di ng t'6he fige @mp@mdemprppawbﬂgneémﬂumaﬂMm(mnahymgdmazmea-mw sol i d

(21 ng) . MSpKdah1- 589 6Mpic Y -220, . Exanple 25, . .
8- (2-Fl uo'rvgl-) phgriyl )Q%%ﬁ; i) %13(% A éz(z)zcj?-t]lq&;l(ﬁrp per%EW?)b-lp}lePﬁl'ﬁ'YB: bamigor o
et hoxy) 1, 3acid tert.-butyl ester (Example M23) by treatment with TFA in CH,Cl, according to

15 the general procedure N. Obtained as a light yellow solid (21 mg).

MS (EI) 509 (M™); mp 218-220 °C.

Example 25

8-(2-Fluoro-phenyl)-4-(3-[1,2,3]triazol-1-yl-phenyl)-7-( 2,2,2-trifluoro-ethoxy)-1,3-
dihydro-benzo[b][1,4]diazepin-2-one

20  The title compound was prepared from [2'-fluoro-5- (3-0x0-3-(3-[1,2,3]triazol-1-yl-
phenyl)-propionylamino]-2-(2,2,2-trifluoro-ethoxy) -biphenyl-4-yl]-carbamic acid
tert.-butyl ester (Example M24) by treatment with TFA in CH,Cl, according to the
general procedure N. Obtained as an orange solid (45 mg).

MS (EI) 495 (M™).

25 Example 26

8-(2-Fluoro-phenyl)-4-{3-(5-hydroxymethyl-[1,2,3]triazol-1-y1)-phenyl]-7-(2.2.2-
trifluoro-ethoxy)-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (RS)-[2'-fluoro-5-(3-0x0-3-{3-]5-
(tetrahydro-pyran-2-yloxymethyl)-[1,2,3] triazol-1-yl] -phenyl}-propionylamino)-2-

30 (2,2,2-trifluoro-ethoxy)-biphenyl-4-y1]-carbamic acid tert.-butyl ester (Example M25)
by treatment with TFA in CH,Cl, according to the general procedure N. Obtained as
an off-white solid (10 mg).



di hydro-benzo [b] 11,41 diazepin-2-one 20 The title conpound was prepared
from[2'-fluoro-5-[3-0x0-3-(3-[1,2,3]triazol-1-yl- phenyl)-propi onyl am no]
-2-(2, 2, 2W0rnf0836682 0- et hoxy) - bi phenyl -4-yl] -carbam c aci d PCraprn2/eisut vyl
ester (Exanple M24) by treatnment with TFA_in CH2Cl2 according to the
general procedure N. Obtained as an oran 8s0lid (45 nmg). Ms (EI) 495 (M).

25 Exanpl e phe l,) (5- hydroxynethyl -[1 2
3ltriazol-1- @S%}hél%l 1\]l7i9*57_1(3( z %34% hsuoro etho -1 3-di hydro-benzo [b]
[ 1, 4] diazepin-2-one The t|tle conpoynd prepared from
(RS)-[2'-fluoro-5-(3-0x0-3-{3-[5- (tgﬁ‘%ﬁzzo-pyran-z-yl oxynet hyl ) - [
1,2,3] triagol- |-yl] - I ' )
(2,2, 2-tri fEareostsy ; OXy e e 5atyl ester
( Exanpl e I\/Qéljhvﬁiso-bérﬁatbiémmwﬁﬂfiniﬂ;émn CHZC1 2 accor d| ng to the gener al
procedure N. Cbtained as an off-white solid (10 ng). WO 02/ 083652

PCT/ EPO2503BHétitle cdrﬁﬁodyﬁ WdsPrppan@birb M Hntiho-4¥Ehl3d25-dgAetBylantinenpl e 27

8- Chl 7- h dr | - h -1, 3-

i hydr o ben PR SEoa Rcis aek P SRS 1 (/YRR RSB St ed 1 rom

Eéx am Ino Slzpﬂq(terrﬁhﬁhmpmtw RRymethyl) hedaydl)2- ﬂauﬂhalmylppﬁspl@hlt etitl terlpbluyll ester
anpl e

[4-(tet rahy%fF%J(éﬁrﬁnﬁP ﬁ@?@%ﬁ@%ﬁ%aﬁ%&&@e gengial progedie M- Theghtdined aci d

tert-butyl masdRl Wéfd@mithaed@dd cycBZdd Hyg}eaaﬁemrv@itm'gmm ChBChaB&rdingps ocedur e
M The obt aj,ned ter I‘Q’aﬁbaﬁge r.ot eg g nd c ed by treat rrent wth
TFA in dfpchs ggg%r RFf edia“f% t Rete TY%P?‘X@@ 8)ebt ai ned as a | i ght
yeI | ow solid ( ¢ (l\/HrH) +]; rrp 193 195 C. Exanple 28

8- Chl or o- 7- %@%%@HM%L 3&6%93 -hydr oxymethyl - [ 1,2,31 triazol- |
-vl)- phenyl -1, 3-di hydro-benzo[b] [1 41d|1a pi n-2-one 15 The title conmpound
was prepared from(RS) [4 chl oro-5-( t hyl -am no) - 2- (3- oxo-3-{3-

ot oy P B A B SRR O e e S herath 20 s gl WRIRDN 7

propi Ony| antHoj= Foant €= EXapr -

g, 0.8 phenyl]- 1,3 dlhxdro—benzolblll,él diazepin-2-one
15  The title compound was prepared from (RS)-[4-chloro-5-(ethyl-methyl-amino)-2-(3-

0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl] -phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M26) (0.5 g, 0.8
mmol) by treatment with TFA in CH,Cl; according to the general procedure N.
Obtained as an off-white solid (60 mg).

20 MS (ISP) 425.4 [(M+H)"]); mp 206 °C (dec.).

1,2,31triazol-1-y1)-

phenyl]-1,3-dihydro-benzo[b][1.4] diazepin-2-one

The title compound was prepared from (RS)-[4-chloro-5-(methyl-propyl-amino)-2-

25  (3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M27) (0.41 g, 0.64
mmol) by treatment with TFA in CH,Cl; according to the general procedure N.
Obtained as a pale yellow solid (110 mg).

MS (ISP) 439.3 [(M+H)"]; mp 178 °C (dec.).



mmol) by treatnment with TFA in CH2Cl2 according to the general procedure N
btai ned as an off-white solid (60 ng). 20 M5 (I SP) 425.4 [(MtH)+]; np 206
C (dec.).womzasgbr 29 8- Chl oro- 7- (net hyl - pr opyl - am no) - 4 PCT/EP02/03644

[ 3- (5- hydroxynet hyl -[1, 2, 3]triazol - -yl )- %enyl ] -1,3-di hydro-benzo [b ] |
1,41 di azepin-2-one The title conpound wé% repared from (RS)-

[ 4- chl or o- 5- (et hyl - propyl - am no) - 2 5

(3-o0x0-3-{3-[5- (tetrahydro pyran- 2- yl-%x%:f%l) [1 2,3]triazol-1-yl]-phenyl
}- propionyl, 0) - ]- carp CI tert-h estr anpl.e 7)

} . oP ony et ol heRK LGB PATh 5 aRh L Lt AL ¥y el o PR

gener al pr ocllgdre- H‘dnzo [Bbit @aheztpm;Za)q@al e yellow solid (110 ng) VS (I SP)
439.3 [(MrH)+]: np 178 C (dec.). WD 02/ 083652 PCT/ EP02/ 03644 -129 Exanpl e
30 8-Chl oro- The(ttﬂeeto ypouadivae prepafedIrdqrh { RY)d [ o etylort- Mﬂte{hid—ﬁmmo) 2-(3-0%0-

{111 e conpodn-FELepPar et ey IS et Py oGS i “am no) -2

(3- oxo- 5 propionylamino)- phenyl ]-carbamic acid tert-butyl ester (Examﬁ)le M28) (0.53 g, 0.827

3-{3-[5-(tetrah rlazo nyl }

pr opi onyl amnﬁ%‘f}sﬁgﬁ{}l %ﬁﬁ%yﬁﬁéé 28f Orﬁ%ﬂ hegen al(%?&?dﬁ’i gﬁel\/%) (0.53
g, 0.827 m@ﬂtmnlagtauleaﬁmmesmhdmmﬁﬁg)m CH2d 2 according to the general
procedure N. Obtained as an off-white solid (210 ng). MS (ISP) 439.3

[ (MH) +] ;M QBPTASaIB¢(N+HIT; dpa0pPe (3. |

8- Chl or o- 7- di nmet hyl am no- 4- [ 3- ( 3- hydr oxynet hyl -i soxazol - 5-y) - phenyl ] -1, 3-
di hydro-benzo [ b] [1, 4] diazepin-2-@emphesititle conpound was prepared
from (RS)- [4-chloro-5-dinethyl am no- 2-( 3- oxo- 3-

{3-[3-(tetr Slﬂhlboe-ﬂvdmreﬂﬁdmmﬁm (Behydrogaxethol ts&xaybll 5-vl)-phenyl]-1,3-

- phenyl } - pr opi .hequ ] car bam c acid tert.-butyl ester

(Exanpl e M2S VP 2Et reat ment with TFA in CI—|2C12 accordi ng

ro-be zo =
to the general oce’ ur y ol i | SP)
411 [ (MiH) 41108 ﬁ‘gfeﬂﬁ’l’[o@%ﬁ@wfff’areﬁ%’%;“% (2o Bimgbylbiind 8 (o-016--
{3-[3-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5- yl] -phenyl}-propionylamino)-
15 phenyl]-carbamic acid tert.-butyl ester (Example M29) (81 mg, 0.13 mmol) by
treatment with TFA in CH,Cl; according to the general procedure N. Obtained as a

yellow solid (38 mg).
MS (ISP) 411 [(M+H)"] and 413 [(M+2+H)"]; mp 132 °C.

Example 32
20 8-Chloro-4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-7-pyrrolidin-1-yl-1,3-

dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from (RS)-[4-chloro-2-(3-0x0-3-{3-[5-(tetrahydro-

pyran-2-yloxymethyl)-{1,2,3]triazol-1-yl]-phenyl}-propionylamino)-5-pyrrolidin-1-
yl-phenyl]-carbamic acid tert.-butyl ester (Example M30) by treatment with TFA in
25 CH,Cl; according to the general procedure N. Obtained as a yellow solid (58 mg).

MS (ISP) 437 [(M+H)"] and 439 [(M+2+H)*]; mp 193-197 °C.



20 8-Chl oro-4-f3-(5-hydroxy ethyl-f
1,2,31triazol -1-yl)-phenyll-7-pyirolidin-I-yl-1,3- dihydro-benzo [b] f 1,41

di azepi n-womnms3kRe titl e conpound was prepared from PCT/EP02/03644
(RS)-[4-chloro-2-(3-0x0-3-{3-[5-(tetrahydrgy_pyran-2-yloxynethyl)- [ 1,2,3
] triazol- I-yl] -phenyl}-propionylam no)-5-pyrrolidin-1-

yl - phenyl]-carbam c acid tert.-butyl @éﬁ@egﬁxarrpl e MBO) by treatnent with
TFA in 25 CH2C12 according to the general procedure N. Cbtained as a yeI I ow

solid (58 ng )-lelé@;fahﬁﬁés 4ﬁ%7gztr(qé4h? LIH- ﬁg&lzoﬁ%%ylir-g%&n% HhifludBmbBA 4R C
02/ 083652 P E ["am no- 4-
[ 3- ( 2- net hy|dibydreyheaze|bl .4} diazapinmd ne 8-trifluoronethyl-1,3- dihydro-benzo

f bl f 1,41 d| azepln 2-one The title conmpound was prepared from
(5- di et hyI u@d(V@S pgqpﬁyqd_fgqm@ dlmethylammo 2-{3-[3-(2-methyl-2H-

| yl b
e ot d te‘)?rmﬁgi’%}? Pl ?ﬁxﬁ?ﬁ%ﬁ'b‘ﬁmn ik HOBITPA N OFIC) _ S01 b
WI th TFA in aCMGlbu‘éfd:émrdEh@nElé Mg (Gemss I14 mlébﬂtréaﬂﬂlenmtél%mas an

off-white s H%l? 4&0{'@)1% to M@ﬁ%eic"ﬁ?%régeﬁu{fe(w&%lrgdgpﬁggffowgi}lﬁl_@égaﬁh§m%§ 10 4-

[ 7- Chl or o- 8- (cycl opropy no) - 4- 0X0- b] [

1,41 di azep'MS%ISi"&'ﬁLZS (Wﬁ-ﬂ Enpgmeakponitrile The tit I e conmpound was
prepared from[2-amn Ior -5-(cycl opropyl - met hyl - ami no) - phenyl ]

-carbamc acid tert. -butyI ester (Ex 1044 1) (150 ng, 0.5 mmmol) and
3-(2-cyano- pyridi n-4-yl)-3-o0xo0- propl%%% tert.-butyl ester (Exanple

K3) 15 (10 £ @10%-5-!{%&15?1%@@0& J¥}£a%f?né; f-o%)%%r, &hgcﬁ&fooéﬁ‘d“re M The
obt ai ned materia : ] nt with TFA in

CH2C12 accoritngg i dine-@caroritrilenht ai ned as a yellow solid
(20, 08 LS ot L L) B L L) T L0 0L, S
dlmgltzgg: n3 2”‘3&%12}‘1#?125,[ | t g:lrg%mwé%ln Qﬁnw,ltkI es%er%E%nF%ﬂg sy ?%bzr‘ﬂ%t& 5 Jnnjxol‘?l

(RS)-[ 4-chl carnd-35éiblmmapkm'trldm-ﬁﬁ’l)23-(030{p®0@3nlcmmdrtynt— butyl ester (Example K3)
(tetrahydy 0 @M? ﬁ%hg 34 }lﬁﬁglz‘f\{:)éayéh)lg ko> Réraﬁpr%l:éd PRE 'T:lﬂle })Péxr@&q?atewz) by

pr opi onylam no eny am C ac but ester
t r eat ment was deprotected and cyclized by treatment Wlth TFA in CH,Cl, accordmg to the

general procedure N. Obtained as a yellow solid (69 mg).
MS (ISN) 364.1 [(M-H)'] and 366 [(M+2-H)]; mp 199-201 °C.

Example 35

20

1,3-dihvdro-benzo[bl{1.4]diazepin-2-one

The title compound was prepared from (RS)-[4-chloro-5-dimethylamino-2-(3-{3-[3-
methyl-4-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl]-phenyl}-3-oxo-
propionylamino)-phenyl]-carbamic acid tert.-butyl ester (Example M32) by treatment

25 with TFA in CH,Cl; according to the general procedure N. Obtained as a yellow solid
(60 mg).

MS (ISP) 425 [(M+H)"] and 427 [(M+2+H)™]; mp 232-233 °C.



25 with TFA in CH2Cl12 according to the general procedure N. Obtained as a
yellow solid (60 ng). M5 (I1SP) 425 [(MtH)+] and 427 [(M2+H)+]; np 232-233
C. WD 02/Wwe3es6PLT/ EP02/ 03644 -131 Exanple 36 PCT/EP02/03644

8- Chl oro-7-(cycl opr opyl - net hyl - am no) -4- .

[ 3- (3- et hyl -i soxazol -5-yl)-phenyl]-1, 3- 3- 13} hydr o- benzo [b] 11,41

di azepi n-2-one The title conpound re ? ed from

[ 2- am no- 4- chl or o- 5- (cycl opr opyl - %m no) phenyl ] -carbam c acid
tert.-butyl, I 0 r

(3- net hyl - is&xa Y Sk ot i 51

(Exanpl e K@mﬁi@e@o bq) 15ﬁdmmilﬂ 2a&(é0rd| ng to the general procedure M The
obtained material was deprotected and cyclized by treat rrent with TFA in
CH2Cl2  acciffeditlgobpound v@R peékedi 616 §2HarEndN4- Dbk 5ée) -ﬁidtl@w solid

9 0 NB ( 2 2 2
(EjarrpnFZa %% an@%‘n%i’g?’g’lﬁca(lrb% coa&{?ﬁvlt'bﬁ& 4r%§£ﬁg’hﬂf me (]1%63“’65&3 glly met hyl -
[ 1,2, 3] triadelt3-(3tnethydieRitdl-5lylBpHé diexbjﬁalﬁbhic acith ik -Hhgr&eRirn- 2- one

Ige tithe C%r?mﬁ'l”‘ij@“)‘?fmo Irng,p (? 55 gnn];cgl?acc 1ng to the gerlle?ertl%rocedure ﬂvIOﬁl}r]Opyl met hyl -
ani no) - 2- ( pbeAReBmbteriabwhd @é;rraﬁaytéd anp cﬁibdzjyy&éam&@ﬁttm YFAln ZEBCLr i azol -1 -y

| 1- phenyl }-prqpi ony] anm no phe yl].- rba d te butyl ester
( Exanpl e I\/Ba:§5°r8 *ﬁeg gengT eN. Q}tiﬂfl hafﬁmg% CH2C12

accor di n% é% ggﬁgl s[?({@ﬂlﬁfﬁ Oced%ﬁ@\'}lﬁ%%ﬂl ned19a51§% Exgmal gel?,lsow solid (54

7D|rrethylamno4 [ 3- (5-di met hyl am _pnonet hyl - [ 1,2,31 triazol -
| -yl)-phenyll -8- trifluoronethyl- Mﬁqi%ro-benzo [bl [ I,41
di azepi n-2-one The fitle co . d .
(5- di met hylSase 3 i ! el ‘

l-yl)- phen)ﬁ_hlenﬂ&l%@rbﬁﬂﬂﬁb&iﬁb'ﬂm,@m}azémhfz Bhyorom%t hyl - 25 phenyl) carbam ¢
acid tert.-butyl ester (Exanple M34) (126 ng, 0.214 mmol) by treatnment with

TFA in CH2OM2 tAkGQ dﬂﬂdtwhs @pag@necsxﬁl Rsr PPEldecﬁSNcyc@ﬁr@pﬂQﬁetﬁﬁl— l'i ght

yeIIowsolld(23rrg § K L) zh?f:
amino)-2-(3-0x0-3-{3-[5- ( etrahydr pyran 2 loxymet yI)-11,2,3]triazol-1-yl]-
phenyl}-propionylamino)-phenyl]-carbamic acid tert.-butyl ester (Example M33)

(200 mg, 0.313 mmol) by treatment with TFA in CH,Cl, according to the general

Cl R OO

procedure N. Obtained as a light yellow solid (54 mg).
MS (ISP) 437.3 [(M+H)*] and 439 [(M+2+H)™].

20 Example 38

3-(5-dimethylaminomethyl-[1,2,3]triazol-1-y])-

7-Dimethylamino-4-

trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (5-dimethylamino-2-{3-[3-(5-dimethyl-
aminomethyl-[1,2,3]triazol-1-yl)-phenyl]-3-oxo-propionylamino}-4-trifluoromethyl-

25 phenyl)-carbamic acid tert.-butyl ester (Example M34) (126 mg, 0.214 mmol) by
treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
light yellow solid (23 mg).

MS (ISP) 472 [(M+H)"]; mp 200 °C.



WO 02/ 083652 PCT/ EP02/ 03644 -132 Exanple 39 8-Chl oro-7-di nmet hyl am no-4- f
3-(5- hydroxynet hyl - 2- et hyl - 2H pyr azol - 3-)- phenyl| -1, 3-di hydro-benzo LI f
1,41 di azepio3eomne The title conpound was prepared from PCT/EP02/03644

(RS) - [ 4-chl oro- 5-di net hyl am no-2-(3-{3-[2-.5

net hyl - 5- (t et r ahydr o- pyr an- 2-yl oxymet hyl” )13%F|- pyrazol -3-yl] -phenyl}- 3-oxo-
pr opi onyl am no) - phenyl ] - car bam c amg terlt I - pbutyl ester (Exanple M35) (278
ng, 0.44 mmol) by treatnment with T Cl2 according to the general
SO| id_ (129

B :.!‘..--“ et Y,

Iow

[ (MtH) +] ant~4 D6 454 4 :

8-pyrrolidiph @ML},?dﬁlﬁyd&bib@ﬁmﬁl hﬂﬂdlézeﬁmdz.lam_éro 3H benzo f bI f 1, 41

di azepi n-2-yl)-pyridine-2-carbonitrile The title conmpound was prepared from
{ 2- [ 3- ( 2- cy@hetifkycdripdurtt Whe rgpﬁ&d)from (RS)-[4-chloro-5-dimethylamino-2-(3-{3-[2-

Cert. 18 E‘L“fr{%ﬁ%Sf@%{h‘é&%@b?@%n%@f%&hi%@%%% i s o

%;C?.”é'p ;1945 c? 3 heleP@ﬁﬁékh& a&dtabtauweat?@ﬁd;npem (BRlhg (65 ng).
(S e
3- (5- Hydr ox§ ngm “]fatznn%f “P&ﬁ Tg%ll ﬁHgﬁrla acgﬁﬂ@% fo th?gﬁ‘gﬁr?ldﬁf?f&fiﬂquy| 8- 20

trifl uoromepbinel a3adi hymmliamj’gt}h Y 1,41 diazepin-2-one The title
conpound was prepared from(RS) [ 2- (3 oxo- 3-{3-[5- (tetrahydro-pyran- 2-

yl oxyrret hyl MsS (ISP, QAQIWH)apm&zﬂzﬁwanpH@hyhﬂpmom onyl am no) - 5- pyr rol i di n-
| -yl-4- trifluoromethyl-phenyl] -carbamic acid tert.-butyl ester (Exanple
M37) by foreatnent with TFA in CH2ClExaeslendi ng to the general procedure N
obtained as a light yellow 25 solid (33 ng). M5 (ISP) 471.2 [(MtH)+]; np
134 C. Exar@(ac% 8Zw£aonatdnyivam tFifln Srobdetto @;Adihgd{H3Hy dr oxynt hyl - f 1
2,31triazol - y ; 3 d dro bgnzofblfl 41di azepi n- 2-one 30 The
title conpo F-cpar o sy 2-Farbaniteil hylamno4fluor02(3 0X0- 3-
(3 Lo (tean g;gmggénaywas MR o 2253 hobt k370l el 1
propionylamino]-5-pyrrolidin-1-yl-4-trifluoromethyl-phenyl}-carbamic acid tert.-

15 butyl ester (Example M36) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as an orange solid (65 mg).

MS (ISP) 400.4 [(M+H)"]; mp 188 °C (dec.).

Example 41

4-[3-(5-Hydroxymethvl-[1,2,3]triazol-1-yl)-phenyl]-7-pyrrolidin-1-vl-8-
20 trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (RS)-[2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-

yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionylamino)-5-pyrrolidin-1-yl-4-

trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M37) by treatment

with TFA in CH,Cl, according to the general procedure N. Obtained as a light yellow
25 solid (33 mg).

MS (ISP) 471.2 [(M+H)"]; mp 134 °C.

Example 42

7-Dimethyvlamino-8-fluoro-4-
dihydro-benzo[b][1,4]diazepin-2-one

30 The title compound was prepared from (RS)-[5-dimethylamino-4-fluoro-2-(3-oxo-3-

{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionyl-
amino)-phenyl]-carbamic acid tert.-butyl ester (Example M38) (375 mg, 0.63 mmol)



am no) - phenyl ] -carbam c acid tert.-butyl ester (Exanple M38) (375 ng, O0.63
mrol ) WD 02/ 083652 PCT/ EPO2/ 03644 -133 by treatnment with TFA in CHO 2
accor di ngwoe2ossssgener al procedure N Obt ai ned as a Yyell eaTspo2/eBed415 ny) .
MS (1SP) 395 [(MtH)+]; np 75 C. ‘Exanple 4

7- D met hyl am no- 4-[ 3- (5 di met hyl am nonet hyF” F1,2,3ltriazol -1 -yI) phenyl | - 8-

fluoro-1, 3- linfcd S

pr epar ed frgﬁﬂ%&h&nﬁg&ﬁﬁgﬁ r?o #2{ C%%Jg%ggﬁr%g%aﬁaﬁ%%t ?qiél"; 3
Jtriazol- |7ve wﬂiﬁéh&ﬁl}‘lg 3- oxo0- propi onyl am no} - 4- f | uor o- phenyl ) car bami ¢
acid tert.-butyl ester (Exgrrple IVBQ) (170 ng, 0.32 nmol) by treatnent with
10 TFA in ISP )3 d (Mi-hlg I o e’ Cgener al procedure N. Obtained as a yel |l ow
solid (34 ng). M5 (ISP) 422 [ (M+H) + np 181 C. Exanple 44

7- D net hyl am no- 8-fl uoro-4-[3-(3- hydﬁmmtéﬁb -i soxazol -5-yl ) -phenyl | -1, 3-
15 di hydr o- benzo[bl 11, 41 di azepl n- 2- one The title conpound was g)r epar ed
from (RSp-[ 3 inppsiharhing pan Yltyiazol-1-yl)-phenyl]-8-

[3- Uetrahy@lﬁeooy,?aa?ﬁ%r%m%g% ;;gxﬁalaieg oxazgl. 5 v1]

- phenyl } - pr opi imc acid tert.-butyl ester (Exanple
M40 314 K ng to the
genZargaI prgggggpggﬂﬁ%adﬁ%gégéfg% 8{ SMHEW ﬁﬂu&lg zcg%gréﬁa %I SI% 395

[ (MrH) +] ; npmismethylEl 2itriazalsl-yB- & f?xcz:tpmdwﬂa@mnnbédﬂuoro- enyl

3-(5-
bl SR Bl R0l s BRI i
pr epar ed10f r 3Agn EHL,6hacrdingso thyd generabpepcedige No Objainaskas-a )raHDWythI fL342 3]

triazol - -phenyl ] -1, 3-di hydro-benzo[ b] [1, 4] di azepi n-2-one (Exanple
3) (123 rrg 3 mmol ) by treatnent with SOC12 (0.044 nL, 0.6 mmol) in

CH2CA 2 (2 nggwﬁgkﬁorl d}eﬁj\#}a B ofor 15 mn, followed by evaporation to

dryness. s dissolved in DVF (2 nL) and stirred with
cat. anount of Nal 3o and pyrrolidin %48 n, 3.0 nmmol) at 23 C until
tlc indicated conpl ete conversion ‘Ejér‘&g_

7-Dimethylamino-8-fluoro-4-[3-(3-hydroxymethyl-isoxazol-5-v1)-

15 dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from (RS)-[5-dimethylamino-4-fluoro-2-(3-o0xo0-3-

{3-[3-(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl]-phenyl}-propionylamino)-

phenyl]-carbamic acid tert.-butyl ester (Example M40) (314 mg, 0.53 mmol) by

treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
20  yellow solid (95 mg).

MS (ISP) 395 [(M+H)"]; mp 187 °C.

Example 45
8-Chloro-7-dimethylamino-4-[3-(5-pyrrolidin-1-ylmethyl-

phenyl]-1,3-dihydro-benzo[b][1.,4]diazepin-2-one

25  The title compound was prepared from 8-chloro-7-dimethylamino-4-[3-(5-hydroxy-
methyl-[1,2,3]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4] diazepin-2-one
(Example 3) (123 mg, 0.3 mmol) by treatment with SOCI; (0.044 mL, 0.6 mmol) in
CH,Cl; (2 mL) from 23 °C to reflux for 15 min, followed by evaporation to dryness.
The crude chloride was dissolved in DMF (2 mL) and stirred with cat. amount of Nal

30 and pyrrolidine (0.248 mL, 3.0 mmol) at 23 °C until tlc indicated complete conversion
of the chloride. The reaction mixture was taken up in EtOAc, washed with water and

brine, dried over Na;SO4. Removal of the solvent in vacuum left a yellow semisolid,



of the chloride. The reaction m xture was taken up in Et OAc, washed with
water and brine, dried over Na2SO4. Renoval of the solvent in vacuum |l eft
a yel | ow wermsgdsszi, WO 02/ 083652 PCT/ EP02/ 03644 - 134 whipch/ERazojsws i fied
by silica gel columm chromatography. ot al ned as a yellow solid (101 ng).
M5 (I SP) 464 [(I\/H—i) +] and 466 [ (M2+H) +] 7 %‘ 180-182 C. Exanple 46 5

7-Di net hyl a ) i

[ 3- ( 3- hydr o@hﬁ% Wyﬁ Elllré%ggabzyoslﬂl%gﬁ cpluth chrpmagography Qbtainkst as 2 ygldow solid

3- di hydr o- be@birig). f 1, 41di azepi n-2-one The title conpound was prepared from
(RS) - [ 5-di net hyl am no- 2- ( 3- oxo- 3-{3-[ 3-

(tetrahydr o-N§(ISR) 264/ (DAY layd #66 Kiviezaal Y 5nih 1180-pBERY. } - pr opi onyl ani no) - 4-
trifluoronethyl-phenyl]-carbamc acid tert.-butyl ester (Exanple Mil) (680
nmg, 1.05 lo mol) by treatment with Exémbpl46H2C 2 according to the general
procedure N. Cbtained as a yellow solid (294 ng). MS (1SP) 455 [(MH)+];
mp 219 C.s5 EﬂaDnhahﬁlZnﬂnMn‘Bt(Bvﬁv@ bAreBylidéRi A 4-y1)-phenyl]-8-trifluoromethyl-

[ 3- (3- et hyl g P |.-1 3-di hydro- 15 benzo [b] 1 1,41

di azepi n- 2- offe— epared from

5 ﬁ;ZELP%L?fWg%o%@%%ﬁmhep% Er%w&@“ﬁé S igcy - Bsbar Bt Bkampl o
MA2) (233 niftet@hidrorpyrhn- zmoxymmﬂpnbxmt-aym%dnm}%aﬁlﬁ 1aaﬁmr4il ng to the

eneral procegure N ello br | SP
379 [(M+Ei) +i%rlﬂﬁ%r°?fﬂ‘yg%ﬁ‘éﬁgﬁﬁ?r anggs a1 f[egm’ %@t&&?lﬁplegfl‘l{)r?ﬁ%% (12 %),1
triazol - 1o ylmmel iy tesaythént-vEtcTF A 0CH; O, BRiRYh3FS - eﬁer@lrp}btedﬂf&NbenZO [bill

5 chl or 0. 7 E?bﬁepﬁ%%aﬂ?#a%'oféffﬁ%”d was prepared o

hydr oxynet h I- henyl] 1, 3-di hydro-benzo [b] [ 1,4]

di azepi n- 2- M% Iﬁ?@%ﬁ%&ﬁ%ﬁ’ﬂﬁ .3 mml ) by treatnment with SOCl2 (3
eq.) and trinethylen imne (10 eq. ) as descri bed in Exanpl e 45. Qbtai ned
as a yellowsolid (17 ng). Ms (1SP) H +]; np 153 C. WD 02/083652

PCT/ EPO2/ OSQ%imeth lamino-8-fluoro-4-
15 benzo[bl][1,4]diazepin-2-one
The title compound was prepared from (5-dimethylamino-4-fluoro-2-{3-[3-(3-

methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid tert.-
butyl ester (Example M42) (233 mg, 0.47 mmol) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a yellow-brown solid (59 mg).

20 MS (ISP) 379 [(M+H)"]; mp 124 °C.

Example 48
3-(5-Azetidin-1-ylmethyl-[1,2,3]triazol-1-v1)-

1,3-dihydro-benzo[b][1,4] diazepin-2-one

The title compound was prepared from 8-chloro-7-dimethylamino-4-[3-(5-

25 hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4] diazepin-2-one
(Example 3) (123 mg, 0.3 mmol) by treatment with SOC, (3 eq.) and trimethylen
imine (10 eq.) as described in Example 45. Obtained as a yellow solid (17 mg).

henyl]-8-chloro-7-dimethylamino-

MS (ISP) 450 [(M+H)"}; mp 153 °C.



- 135 Exanpl e 49

8- Chl or o- 7-di net hyl am no- 4-[ 3- (5- hyroxynet hyl -i soxazol - 3-yl ) - phenyl ]-1 3-
di hydr o- bwnaefokdss] 1, 41di azepi n-2-one The title conpound wasTmpepessed from
(RS)- [4-cbl oro-5-di nmet hyl am no- 2- ( 3- ox0- % 5 {3-

[ 5- (t et rahydro- pyran-2-yl oxymet hyl ) -1i soxazor - 3- yl]

- phenyl } - propi onyl am no) - phenyl ] - caé bamgclgam d tert.-butyl ester (Exanple
MA3) by treatnment with TFA in CH2CE |ng to the general procedure N.
ot ai ned asg @ eI ol hd (11, ). L .3, [« f‘?.d 413

[ (ME2+H) +] ;1D 21 Xty IO
8- Chl or o- 4-diBydrb-Henes bk[\l@_;ﬂdmﬂ.lz éhe31t riazol -1-yl)-phenyl|-7-piperidin-I-y
| -1, 3- di hydro-benzo[bl[1, 4l di azepi n-2-one The title conpound was prepared
from (RS) - [ Fhectitlearompidu(d wax prépatedt fr&m (RE)-{abblormos-divethylaninbexgvetdiy! ) - [

“earbam & aerd CH BRI B o) bR kiR g HOtEA | 1 15

CH2C12 accoplttin -cmahﬁea@datm AutyreseeixampN MEDL 1B hedmesat with rwhtmyel | ow

lid (99 S 5 an 453 + 24
?é el((:_S) :] dExgﬁf)géacéT((# g:% ﬁéfﬁﬁfreé#fp%@&lule gbtamed[aiaye 0 necih:yglﬁ)3 e
r3-(5- r
1, 3-di hzdrgﬁém H#’f(&%ﬁ?ﬂa d@ééﬁﬂ"'gﬂﬁlhéaﬁﬁglh {:L@e onpound was pr epar ed
from (RS)-[5-di net hyl am no- 2- ( 3- oxo-ﬁ-iBlig _ _
(tetrahydro-pyran-2-yl oxyrret hyl)-is < -%I ] l—phetnyl } - propi ;)nyl am no) - 4-
trifluor magg%i-g_e ] ( X .
t t ﬁﬁ P CHz2 €2 v getre
Ogtegl ggd asdﬁﬁmﬁi_&hzgjbl[ll% 2_@@@@@ (103 ng) . I\/S (I SP) 445. 3 [(I\/H—I) +]; np
211 C (dec.). WD 02/083652 PCT/ EP02/ 03644 - 136 Exanple 52

8- Chl or o- 7-Thetitehphpound whs pfeiﬁ)amdrf&iﬁl(RS) {M}ﬂmem(s;ox& B{3l[hy@trehydenzo [ bl
Lo oo BSNS4SRI 50 BB B D pipercin 1

yl-phenyl]-carbamic acid tert.-butyl ester (Example M44) by treatment with TFA in

15 CHCl; according to the general procedure N. Obtained as a light yellow solid (99
mg).

MS (ISP) 451.3 [(M+H)"] and 453 [(M+2+H)"]; mp 246 °C (dec.).

Example 51

3-(5-hydroxymethyl-isoxazol-3-yl)-
20 1,3-dihydro-benzo[b][1.4]diazepin-2-one

7-Dimethylamino-4- henyl]-8-trifluoromethyl-

The title compound was prepared from (RS)-[5-dimethylamino-2-(3-0x0-3-{3-[5-

(tetrahydro-pyran-2-yloxymethyl)-isoxazol-3-yl]-phenyl}-propionylamino)-4-

trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M45) by treatment

with TFA in CH,Cl; according to the general procedure N. Obtained as a light yellow
25  solid (103 mg).

MS (ISP) 445.3 [(M+H)"]; mp 211 °C (dec.).



5 pyrazol - 1-yl - phenyl ) - propi onyl am no] - phenyl }-carbam c acid tert.-butyl
ester (Exanple M46) by treatnent with TFA in CH2Cl12 according to the
general pwooewdssss2 N. Cbtained as a yellow solid (75 ng). PRE/EPhBMB64880
[ (MtH) +] and 382 [ (Mt2+H) +]; np 231- 234rr§i3 Exanpl e 53 10

7-Di met hyl am no-4-[3-(3-pyrrolidin-I-ylm ﬁyl -i soxazol - 5-yl ) - phenyl ] - 8-
trifluoronethyl-1, 3-di hydro-benzo [b,111 4% di azepin-2-one The title
conmpound was prepared from 7-di met hﬁ%@ﬂ%—%ﬂ - [3- (3 hydr oxynet hyl -

i soxazol - 5-yl h dy.o- penzo[ b]

[ 1, 4] di azep : S it LrstBYdE0- | reat ment wi t h
SOC12 (3 e za ldiaaé 1d+2:|@ne 15 (10 eg. ) as descri bed in Exanpl e 45.
obtained as a yellow solid (28 ng). M5 (ISP) 498 [(M+H)+]; np 160 C.

Exanpl e 54 The title compound was prepared from {4-chloro-5-dimethylamino-2-[3-oxo-3-(3-

7-Di t hyl hol 4- 1 -8-
trif Irrﬁor ng?r%%)d%l;l?}%f’%rr IO@H%BIT%TQ{&IW&I 33’3%% Wrrz%e#yé g%n¥he title
conmpound vva(ﬂixpﬁ@iramed) by toeatmhent wigh TEAANOHCh-acEtdirgIo Mydfems dtydure

i soxazol - enyl ] trlfl ronet hyl - 1, 3-di hydro-benzo [b] [ 1, 4]

di azepi n- 2- %h@bpaf e %501‘(%%9 rYEO 12 rrrml) by treatnent with SOC12 (3
eq.) and 45, (btained as a
yel | ow sol i @4}])%9 %ﬁqéf%ggi&ﬁfkﬁﬁﬁﬂ] r??f%g'g . 25 Exanpl e 55

7- Di met hyl am no-4- [ 3-(3-di net hyl am orret hyl - i soxazol - 5-yl ) -phenyl | -8-
trifluoronethyl - 13d|hydro benzo [ € dlazepln 2-one The title

conpounqO
i soxazol*- [ 1, 4]

di azepi n- 2 @ﬁhor&ﬁeﬂlﬁxﬁmllﬁfdé@-beﬁﬁﬂbMQaﬂeﬁlﬂIMn)s by treat ment with SOC12
(3 eg.) and 40 % aqueous Me2NH-sol. (10 eq.) as described in Exanple 45.

(bt ai ned asTke ﬂlﬁlg&ﬁrnp’cﬁidd()»vas?p@éﬁadec( f2dm mﬂi)metmlﬂhﬁﬂ{fs&%%%hl?ﬂfﬂxﬁﬁ@ﬂiyﬁ)SG44
-137- M5 (1.SP) 47 ; 160 C. . .
407~ Fl ot oo s RAerbi e R pEgpmetve o e P apeasblL 4 fpacpin-2-one

141di azepi n(E&alsdp)e-%) (111 mg, 0.25 mmol) by treatment with SOCl, (3 eq.) and pyrrolidine
15 (10 eq.) as described in Example 45. Obtained as a yellow solid (28 mg).

MS (ISP) 498 [(M+H)™]; mp 160 °C.

trifluoromethyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one
20 The title compound was prepared from 7-dimethylamino-4-(3-(3-hydroxymethyl-

isoxazol-5-yl)-phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one
(Example 46) (53 mg, 0.12 mmol) by treatment with SOCl; (3 eq.) and morpholine
(10 eq.) as described in Example 45. Obtained as a yellow solid (33 mg).

MS (ISP) 514 [(M+H)™]; mp 165 °C.

25 Example 55

7-Dimethylamino-4-[3-(3-dimethylaminomethyl-isoxazol-5-y1)-
trifluoromethyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from 7-dimethylamino-4-[3-(3-hydroxymethyl-

isoxazol-5-yl)-phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

30 (Example 46) (53 mg, 0.12 mmol) by treatment with SOCl; (3 eq.) and 40 % aqueous
Me,NH-sol. (10 eq.) as described in Example 45. Obtained as a light yellow solid (21
mg).



pyridine-2-carb onitrile 5 The title conmpound was prepared from
{2-]3-(2-cyano-pyridin-4-yl)-3-o0xo-

propi ony | amioao$36d2 f | uor o- 5- pyrrol i di n-1-yl - phenyl } - car bamPCT&PO2I03644
tert.-butyl ester (Exanple MA7) by treatgﬁnt with TFA in CH2Cl12 according
to the general procedure N. Cbtained as “orange solid (54 ng). MS (ISP)

350[(|\/H—|)+ |l e 57 8-Fl uoro-4-
[ 3- (3- et hyl - |(so><)§14§gTa\§gl_ﬁ)f éﬁ)enyl -7-pyrrolidin-l-yl-1,3-di hydro- benzo f
bl 11,41 di azepin-2-one The title coirygourid pes prepared from

(4- quoro 2-{3-[3-(3-net hyl -i soxazol

phenyl ] - 3- 0X 0~ %
tert. -butyl4( 4 IRH

accordi ng tmmmmocedure N. Oot al ned as a brovvn soI i d (86 ny) .
MS (1SP) 405 [(MrH)+]: np 236 C. Exanpl e 58

8- Fl uor 054-The fitke W@Mm&s@bp:{ré&from {2-[3-(2-cyano-pyridin- 4 y1)-3-oxo-

1 01 areprePlrBRERLL R SO i1 Bhel B A Ee DS Sher

](RtS) [ 4- }‘I ti(ﬁxan@le(Mzm)(by BedtRrehbwith é‘FAaﬂn)@rﬂ%diz apwrlamgaeﬂi@gepml pdcgdurk 1, 2, 3
ri azo r0| no) - 5- pyrrolidin-1-

yl - phenyl ] - @é@%gﬁlpeg 38 (9r n&reeopcg%%ﬁg)emer E))Iéxanpl e MA9) by treatnment with

TFA in th rocedure N. Cbtained as an orange

sol 1 d (72 i T8RRI LTS . P 164 185 C Exampl e 50

4- (8- Azgpi din-1 -yl -7-chloro-4-oxo-4 ﬁdl gggtio-m—l-benzofb] f 1

41di azepl n- 2- yI) pyri di ne- 2- car boni e title conpound was prepared
] I .

pyri di n-4- ester

(Exanpl e ]r dt hszmeh TFA in CI—|2C12 accordl ng to the.general
procedure N. Cbt ai ned as an orange solid (66 ng). WD 02/ 083652

PCT/ EP02/ 03BHdettitle dd@pdvid(wBRresnal fr¢ivitifitorand33B34(3fnbthRi-spatdzo]- 5931)276  C.
Exanpl e 60 phenyl]-3-oxo-propionylamino}-5-pyrrolidin-1-yl-phenyl)-carbamic acid tert.-butyl
15 ester (Example M48) by treatment with TFA in CH,Cl; according to the general
procedure N. Obtained as a brown solid (86 mg).

MS (ISP) 405 [(M+H)*]; mp 236 °C.

Example 58
8-Fluoro-4-[3-(5-hydroxymethyl-{1,2,3]triazol-1-yl)-phenyl]-7-pvrrolidin-1-vl-1,3-

20 dihydro-benzo{b][1,4]diazepin-2-one

The title compound was prepared from (RS)-[4-fluoro-2-(3-0x0-3-{3-[5-(tetrahydro-

pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionylamino)-5-pyrrolidin-1-
yl-phenyl]-carbamic acid tert.-butyl ester (Example M49) by treatment with TFA in
CH_Cl; according to the general procedure N. Obtained as an orange solid (72 mg).

25 MS (ISP) 421 [(M+H)"]; mp 184-185 °C.
Example 59

4-(8-Azetidin-1-yl-7-chloro-4-oxo-4,5-dihydro-3H-benzo[b][1,4]diazepin-2-v1)-
pyridine-2-carbonitrile

The title compound was prepared from {5-azetidin-1-yl-4-chloro-2-[3-(2-cyano-

30 pyridin-4-yl)-3-oxo-propionylamino]-phenyl}-carbamic acid tert.-butyl ester
(Example M50) by treatment with TFA in CH,Cl, according to the general procedure
N. Obtained as an orange solid (66 mg).



4- (3-(5-Hydroxynet hyl -i soxazol -3-yl)-phenyl ]
-7-pyrrolidin-1-yl-8-trifluoronethyl- 1,3-dihydro-benzo |b 1[1, 41

di azepi n-womnmsBsThe title conpound was prepared from PCT/EP02/03644
(RS)-[2-(3-0x0-3-{3-[5-(tetrahydro- pyran %Syl oxynet hyl ) -i soxazol - 3-yl ]

- phenyl } - propi onyl am no) - 5- pyrrol i di n- T% - trifluoromethyl-phenyl ]
-carbam c ag ? y~treatnment with TFA in
CH2C12 accorl{é@rgf@ %S% ﬁ%‘%@%ﬂ 3fsﬁfg@dure msm%%ggl(ﬁed as a yellow solid
(224 ng). 10|\/B(ISP) 4712[(!\/Hr|—|)+],E ;208 C. Exanple 61

4- (8- Azetidin-1-yl-4-oxo-7-trifluorone v‘ =4 5-di hydro 3H-benzoFb| 11, 41
di azepi n- 21) I |

3- 0x0- pr opi q3Adiy ‘ jazepit-Brphe phenyl } - carbanic acid tert. -butyl
ester (Exanple IV52) by treat rrent with TFA in CH2Cl12 according to the
general p? ocluuitke compoGotlaias pdepasedainoro(RB)y E2- 6o bkal 3¢{31[ 5aigtrablyBro-pBhh-2384. 2

[7(%zle_2l di n-1 %f%%ﬁ%@ef%% % )ya{z%rpplbon}/’ AR = oldiRy 191 Gor onet h,

I1-1,3- di hytdﬂuomfzhyl{phepﬂ raﬂaiarrdc adé pirn-batyd eeer {Fxatapld Ms@:))hsmwmlemas
d f t h
P :rsegitr)epro[)% am nobdgﬂtaf? fhn rtéﬁle‘{%nlgmlbw V%I“l)re@;%gﬂpﬁd %Scai})(%h%"grs{ﬁ%ybutyl

ester (ExanpR24MgB) by treatnment with TFA in CH2C12 according to the
general 25 procedure N. Obtained as a yellow solid (94 ng). M5 (I1SP) 441.3

[ ( M+H) +] ;10 npMS $BSPT4T H2 (M +H) Bx aupyil06-B8 °C- Azetidin- | -yl -4-13- (5-hydro
nmeth 1- (1 2 31 triazol- | -yl)-phenyll -8- trifluoronethyl-
| , 3-di hydro-benzo [bl If 1,41 di azepilixatgwbngl 30 The title conmpound was

prepared from (RS)-{5- azetldln 1-yl-2-(3-0x0-3-{3-[5-

(tetrahydro- M&M&%thﬂuéroﬁl%@ﬁ—dﬁ&dm 3H-lydnko[b][1.4]diazepin-

- phenyl } - pr(bo'l nyl. t ri f 1 uor omet hyl - phenyl] -carbanic acid

tert.-butyl 4y by treatnment WO 02/ 083652 PCT/ EP02/ 03644 -

139 W th TEAn e R 3uRE 98k Gttt 95 SERGH 2 RRLEOHE Ry R 25 2
15  3-oxo-propionylamino] -4—triﬂuoromethy1—phenyl}-carbam1c acid tert.-butyl ester

(Example M52) by treatment with TFA in CH,Cl; according to the general procedure

N. Obtained as an orange solid (51 mg).
MS (ISN) 384.2 [(M-H)]; mp 241 °C.

Example 62

20  7-Azetidin-1-yl-4-[3-(3-methyl-isoxazol-5-y])-phenyl]-8-trifluoromethyl-1,3-
dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (5-azetidin-1-yl-2-{3-[3-(3-methyl-isoxazol-

5-yl)-phenyl]-3-oxo-propionylamino}-4-trifluoromethyl-phenyl)-carbamic acid tert.-

butyl ester (Example M53) by treatment with TFA in CH,Cl, according to the general
25 procedure N. Obtained as a yellow solid (94 mg).

MS (ISP) 441.3 [(M+H)*]; mp 239 °C (dec.).

Example 63

7-Azetidin-1-yl-4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-8-
trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

30 The title compound was prepared from (RS)-[5-azetidin-1-yl-2-(3-0x0-3-{3-[5-
(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol- 1-yl]-phenyl}-propionylamino)-4-
trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M54) by treatment



(182 nmy). M5 (I1SP) 457.4 [(MtH)+]; np 202 C (dec.). Exanple 64 5

7- Di et hyl am no- 4- ( 3- pyrazol - 1-yl - phenyl )-8-trifl uoronet hyl -1, 3-di hydr o-
benzo[ bl WOD244368 azepi n-2-one The title conmpound was prepardPol/oism
{5-di met hyl am no- 2- [ 3- oxo- 3- (3- pyrazol -1 - I - phenyl) - pr opi onyl am no]
-4-trifluoronethyl-phenyl }-carbanic acid ert -butyl ester (Exanple M5)

(438 ng, O. t he
general pr 03,%;‘51[}1;%jl h%@lé?%tggﬁﬂ%tm% %é:ﬁyeﬁﬁeg\?v% ?glz(l)ga @eglga?%g’eﬁlgv k?%d(l SP)
414 [(M+I—I) +](182npg)176 C. Exanple 65 7-Dinethylanmino-4-(3- [ 1,241

triazol - tghenyl )-8-trifluoronethyl -1, 3-di hydro- benzo[bl [

1, 41di azepl IM (16REp457st | Thbi-fﬂ)+ﬂalrep@@27’ﬁﬁ)(dﬁd)vxlas prepared from

{5-di met hyl am no-2-[3-0x0-3-(3 [ 1,2 4]tr| azol - 4-yl - phenyl ) - propi onyl am no]
-4-trifluoronethyl-phenyl}-carbamc _xmy__téért -butyl ester (Exanple M6)
(280 ng, 0.526 rrrml) by treat ment Wlth TFA in CH2C12 according to the
gener al pr oZeldimethy Lk - fragel-} ¢ ;1 rethyle])3-dibiéroc| SP) 415. 3

M+H) + I 66D|th| 4-
Eg ||rI1')d1;120IrTB &%B e = %ﬁ flﬁoromsthylrTe % Slmhggro- benzo [bl [ 1,41
di 2-
(5 et hy! SuE SE8Sombbn il GATRYARA s, B gﬁ%@ﬁﬁ 978 Grprarsti
-4-trifl uor ghehényl)- mhetwllyka:ma«pIbérﬁtlﬂu@r@nttth)éfphen)bhtwbammce@teetr-b(lsbk anpl e
Mb7) by t I d N.
Cot &i ned as Sy rpbled e as i Bas iy Helthdr yhok pRE BT ALB 2057505 ¢
WO 02/ 08@6526@@&‘111590@/6@36&1211 progedimrEN Obtiged as 8light yallowsotid (2a8mgam no- 4- |
3- (4-hydroxymet hyl - pyrazol yl) -phenvl] -1,3- dihydro-benzo f b] 11,41

di azepi n- 2- dhe(ISPpdidi[ (Mé—Pb)ohpmuhZﬁ‘Was prepared from
(RS) - [ 4-chl or o- 5-di net hyl am no- 2- (3-o0x0-3- 5 {3-

[ 4- (t et rahydro- pyran- 2-yl oxynet hyl ) - Eyamplelé5| - y| | - phenyl } - pr opi onyl ani no) -

benzo{b][1,4]diazepin-2-one

15 The title compound was prepared from {5-dimethylamino-2-[3-oxo-3-(3-
[1,2,4]triazol-4-yl-phenyl)-propionylamino]-4-trifiuoromethyl-phenyl}-carbamic
acid tert.-butyl ester (Example M56) (280 mg, 0.526 mmol) by treatment with TFA in
CH,Cl; according to the general procedure N. Obtained as a yellow solid (121 mg).
MS (ISP) 415.3 [(M+H)"]; mp 247-250 °C.

20 Example 66

7-Dimethvlamino-4-

benzolb][1.,4]diazepin-2-one

The title compound was prepared from {5-dimethylamino-2-[3-(3-imidazol-1-yl-
phenyl)-3-oxo-propionylamino]-4-trifluoromethyl-phenyl}-carbamic acid tert.-butyl

25  ester (Example M57) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as a yellow solid (132 mg).

MS (ISP) 414 [(M+H)*]; mp 203-205 °C.



phenyl ] -carbam c acid tert.-butyl ester (Exanple Ms8) (642 ng, 1.05 mmol)
by treatnment with TFA in CH2O 2 according to the general procedure N
Obt ai ned we 02/083681 | ow solid (365 nmg). MS (I1SP) 410 [ ( M+H) PrI/RPp2/@3b34 C. 10
Exanpl e 68 7-Di net hyl am no-4- [3- (4- hydro ymet hyl - pyrazol - |-yl)-phenyl]
-8-trifluoronethyl- 1,3-dihydro-benzo [b‘I "1,41 di azepin-2-one The title
conpound was prepared from (RS)-][ 5- dgmet hly 9m no- 2- ( 3-oxo- 3-{3-[ 4-
(tetrahydro-pyran-2-yl oxynet hyl ) - pyr €6 yl'] -phenyl}-propionyl am no)-4
15 trifluorg hI h I ‘ I

(590 ny, 0.% s : A EHZEE Y

general prod gdfoebéﬂlzoﬂﬂbl aidmdalaa anél ght yeI | ow sol i d (299 ng) M5 (1 SP)
444 [ (M+H) +]; nmp 175 C. Exanpl e 69 20 7- D et hyl am no- 4-

[ 3- (4- hydr oThmﬁﬂhydmﬁemmi Wyl prejgapsdiftohr @esyl (- clhltﬁﬁaﬁl-t]hnfeth)tlzhhfﬂohmt(mbBW -

1, 3-di hydro 0 1,41 dj azepj,n;2-one ound wa repar ed
rom (Rey- [ b R emorarhrRtitn2 s RSB - ) -bhenyfl-BroponyhminG . P P

( get rahydr oPmuyﬂneﬁbathmwﬂ&éﬂnyﬂnlityll St QE}EJmIﬁe M3R) (@flﬁﬁg' 1105 mmol) byd

- 3- 0X0- prop am 4.- uor onret hy Cc acl

tert. -butyl{ a&%’é’(’tl‘%ﬁ% 184%&5;1 ﬁoﬁﬂ%ﬁoﬁgﬁge@sﬁw}?‘ﬁg 2‘? r&b@f}féla?a

accor di ng tgellohesoli@ni®ssanglr ocedure N. Cbtained as a light yellow solid (64
ng). M5 (ISP) 459 [(M+H) +] np 207-208 C. WO 02/ 083652 PCT/ EPO2/ 03644 -
141 Exanpl Mslmsmmmhy{)?ﬂmhrpomﬁct

3- (4- hydroxynet hyl -i soxazol -3-yl)-phenyl] -8-trifluoronethyl -

1, 3-di hydr o- benzo[ bl f 1, 41di azepi n-BxffiglebBe title conpound was prepar ed
from (RS)-[5-di net hyl am no- 2- (3-0x0-3-{3-[4- 5

(tetrahydr O7-ﬂDAfrﬁtlfhv2a1yin©X4/-f39'( HitydrokpahFdbyrdzal! 1}@@@@&]&1M%%m no) - 4-
trifluorone hy].7 | L bam c acid tert.-butyl ester (Exanple 1) by
treat nent WEEHAFE RPEPREREEGI WS to the general procedure N.

Obt ai ned aSTﬁ‘el

517-219 C. 1h9 com 01|1A Was psrgllalrgd om )) 5- 1mgthsf))m1§gf ([ 3-0xo0- {1’» il
(tetrahydro-pyran-2-yloxymethyl)-pyrazol-1-yl] -phenyl}-propionylamino)-4-
15 trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example M58) (590 mg, 0.91
mmol) by treatment with TFA in CH,Cl, according to the general procedure N.

Obtained as a light yellow solid (299 mg).

MS (ISP) 444 [(M+H)"]; mp 175 °C.

Example 69
7-Dimethylamino-4-[3-(4-hydroxymethyl-3-methyl-isoxazol-5-vl)-

trifluoromethyl-1,3-dihydro-benzo[b][1.4 diazepin-2-one

The title compound was prepared from (RS)-[5-dimethylamino-2-(3-{3-[3-methyl-4-

20

(tetrahydro-pyran-2-yloxymethyl)-isoxazol-5-yl]-phenyl}-3-oxo-propionylamino)-4-
trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M60) by treatment

25  with TFA in CHCl; according to the general procedure N. Obtained as a light yellow
solid (64 mg).

MS (ISP) 459 [(M+H)*]; mp 207-208 °C.



10 Exanple 71 7-Di et hyl am no-4- f

3-(2-net hyl sul fanyl -i m dazol - 1-yl ) -phenyl|-8-trifl uoronethyl -

1, 3-di hyowo-obessss2 [ bl f 1,41 di azepin-2-one The title compolrEpowes4pr epar ed

from (5-di net hyl am no-2-{3-[ 3-(2-net hyl sul fanyl - i m dazol -1-yl)-phenyl ]

- 3- ox0- propi onyl am no}-4-trifl uoronet hyl = éﬁbnyl) carbamc 15 acid

tert.-butyl ester (Exanple M2) (450 ng, 78 mmol ) by treatnment with TFA
in CH2Cl2 according to the general pr@@@lﬁr@ N. Cbtained as a yellow solid
253 (V) ISP 460 M+H) +] ; 1920 Exa Ie727D|rrethIamno4-
E3 (4rrﬁ§,dro !' )la IZLD .‘., o ‘ ,gc,u,,.z B8- tg@uoro)r/nethvl-

trifl uororretlt'gyhﬂ1 drs- géﬁ% 1.8 gzg QIZnéL41d| azepi n-2-one The t|tIe
conmpound was prepare rom i met hyl am no- 2- (3-{3-[ 2- net hyl -

o) At 11 T S o T b &L (RORL> ety PR (b "Z‘S?é? rE(x)Q'nSPﬁ'
MB3) by @re(éﬁthWﬂTW\P)trhn ?Fsdomn@mlm@xwé—érﬂ -Bhenyd- PWIW}\’@P@P -fr ocedure N.
Oot a' ned as g géro}&?ét%lﬁ‘r’ﬁléﬁ&léfiﬁéb%ﬁrﬁf ALER terMBu?,h%gér B8 mblMTB iy trdiBmedi3- 244

C. Exanple 73 am no-
1, 2, 41t ri azo¥ith TGA 1rpﬁéh<,212)acqorémg|thyhﬁgsnelﬁbwpéecpm N- Obtajnedyasedight vellewone 30

Thetltlec gwﬂm s prepared from

{4- ChIoroSgH thy\féﬁimnOZ [ 3- ox0- 3-( 3-

[1,2,4]triazgkkpyhsp piieybani no] - phenyl } - carbam ¢ acid
tert.-butyl estery E( éégglgPCT/ EP02/ 03644 -142 (Exanple Ms4) by

treatmentgwith TFA in CI—|2C12 accor di ng h1d general procedure N.
%S % S@; 381 [(M+H)+] and 383

ot ai ned as a yellow solid (316 ng).
[ (ME2+H) 4] 1Bid38
7- Di met hyl ani no-4- azol
dr o- benzo[3- A10-8ERZOCP| | N, :"‘ ‘ n|tIe conpound was prepared from
{5-di met hyl am no- 2- [3 0x0-3-(3 [

triazol - 1-yl lpﬁélqmylmu@éwmﬁwm%f}om451dﬁm¢qhmbmﬁ@t2h{y%r BpiRempttylselianyimi c
acid tert. Q%Xézoﬁﬁy‘ﬁr pRERATR &0 WPSio M arh N 4R Huolbh Brh e hdril) (CHahtc

according t
15 ac1d tert.-butyl ester (Example M62) (450 mg, 0.78 mmol) by treatment with TFA in

CH,Cl, according to the general procedure N. Obtained as a yellow solid (253 mg).

MS (ISP) 460 [(M+H)"]; mp 192 °C.

Example 72

7-Dimethylamino-4-
20 trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from (RS)-[5-dimethylamino-2-(3-{3-[2-methyl-4-

(tetrahydro-pyran-2-yloxymethyl)-2H-pyrazol-3-yl]-phenyl}-3-oxo-propionyl-

amino)-4-trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M63) by

treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
25  yellow solid (272 mg).

MS (ISP) 458 [(M+H)"]; mp 243-244 °C.

Example 73

8-Chloro-7-dimethvlamino-4-(3-{1,2.4]triazol-1-vl-

benzo[bl[1,4]diazepin-2-one

30 The title compound was prepared from {4-Chloro-5-dimethylamino-2-[3-ox0-3-(3-
[1,2,4]triazol-1-yl-phenyl)-propionylamino]-phenyl}-carbamic acid tert.-butyl ester



10 the general procedure N. Obtained as a yellow solid (269 ng). MS (ISP)
415 [ (M+H) +]; np 228-230 C. Exanple 75 3-
( 8- Di net hwbaniossss2l- oxo- 7-tri fl uoronet hyl - 4, 5-di hydr o- 3H lpem@EPod/de4f 1, 41
di azepi n-2-yl)-benzonitrile 15 The title cgrrpound was prepared from
{2-[ 3-(3-cyano- phenyl ) - 3- oxo- propi onyl - ~ 142 -
am no] -5-di pet h 1.n0-4-trifl uor.o hyl - nyl }-carbamc acid tert.-butyl
et (ExalrprBralF bt ent vt Moy R AR oI rsrbrartuncr o
accordi ng tN. Obtsinageneryalowsadrigdus tmg. Obt ai ned as a yellow solid (41 ng).
M5 (ISN) 371 [(MH)-]; np 224-227 C. 20 Exanple 76 7-Di net hyl am no-4- (3-{
5- [ (2,2, Mr(nsn)wsncp(-M%HyT]amsidm)s{mwa])*];mE2392&432(:1 riazol- |-X}-
phenyl )-8-trifluoronethyl -1, 3-di hydro-benzofbl f 1,41 diazepin-2-one The
title conmpound was prepared from 7- dissiglyam no-4- [3- (5-hydroxynethyl -
[1,2,3]triazol- 1-yl)-phenyl]-8-trifluoronethyl-1,3-di hydro-benzo[ b]
[ 1, 4] di azeplDidrettdanoine-4Gx A kridzo]-1(d-3hed)-80riBubtarhgthilyl Biddaida@nt wi th
SCC12 (3 eq.) a 2 %,2 t.rifluoroethylam ne (10 eq.) as described in
Exanpl e 45. SRl yellow solid (19 my). M5 (1SP) 526

3 0

[ (M-H) +] ; 168-170 C. WO 02/ 08 1L§r2 P é.EPq%{ 3644 - 14% Exanpl e 77

7- (Cycl opr op¥f ?W?PWWSPQ?RE‘H%%G 9’1’-{?} t iﬂﬁ‘?lB?' T A§-S7(5-

s ettt e (1
RS) - [ 5- (G %ql% LU ES R AEXHEPIe Y03 Ry fgsatment wi in CH;Cl; according to

(2- ( é E)xag3¥ﬂ1ﬁgkﬁerél%l’;ebdfedhgdiﬂo@‘méhﬁﬂ-a3a»yEKBW%IdV(SZSQ mg}. 2, 3] triazol -1-yl]-phen

yl }- propionylam no)-4-trifluoronethyl-phenyl]-carbam c acid tert.-butyl

ester (ExanpiSgISHVETS [(M-8H)TTomph2823mmal ) by treatment with TFA in CH2C 2
according to the general procedure N. Cbtained as a light yellow solid
(544 ng). M5 (ISN) 483 [(MH']; np Bdatnple 740 Exanple 78

4- (8- (Cycl opr opyl net hyl - net hyl - am no) - 4-oxo-7-trifl uoronet hyl -4

5-di hydr o- 33 8D mmechyldihd-44dxd7-azfpbiontvil!4, 5-Bitkih-BH= 2- car boni tril e

benzo[b][1,4]diazepin-2-yl)-benzonitrile

15 The title compound was prepared from {2-[3-(3-cyano-phenyl)-3-oxo-propionyl-
amino]-5-dimethylamino-4-trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester
(Example M66) (180 mg, 1.0 mmol) by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a yellow solid (41 mg).

MS (ISN) 371 [(M-H)']; mp 224-227 °C.

20 Example 76
7-Dimethylamino-4-(3-{5-[(2,2,2-trifluoro-ethylamino)-meth

phenyl)-8-trifluoromethyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from 7-dimethylamino-4-[3-(5-hydroxymethyl-
[1,2,3]triazol-1-yl)-phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-
25  one (Example 17) (133 mg, 0.3 mmol) by treatment with SOCl, (3 eq.) and 2,2,2-

trifluoroethylamine (10 eq.) as described in Example 45. Obtained as a light yellow
solid (19 mg).

MS (ISP) 526 [(M+H)"]; mp 168-170 °C.



The title conmpound was prepared from|[2-[3-(2-cyano-pyridin-4-yl)-3-oxo-
propionylamno ] -5- (cycl opropyl net hyl - net hyl - am no)

-4-trifl vwoonesdeyl - phenyl] 1s carbamic acid tert.-butyl esr@poi/Beanpl e
M68) (173 ng, 0.33 mmol ) by treatnent wt q TFA in CH2Cl12 according to the
general procedure N. Ootained as a yeIIo 4610 d (81 nmg). M5 (ISN) 412
[(MH-]; nmp 155 C. Exanple 79 20 4-_f

3-(4- QICI opr opyl am nonet hyl - pyrazol - El&?@l—g%enyl | -7- d| met hyI ani no- 8-
trifluoromethyl- 1 h 11 | T
conpound e 7 A= A SRHTE
pyrazol -1 - y@i@gﬁ@_mmu&ntdetﬁdluwpmh’ﬁdﬂ@%enio the 1be b]
[ 1, 4] di azepi n-2-one (Exanple 68) (133 ng, 0.3 nmol) by treatnent with
SCC12 (3 eqThe titkdcayipbapd wpypreghedfrons(RS1J5€aydopaspydestiyl- hﬁedlyﬂ-lanﬁxa)?pl e 45.

T B A Bl S

triazol-I- Mm&-@%ﬁh@ﬂfr@@ﬂl ¥l carbamic acid tert.-butyl ester (Example

rreth-l-amn trifluoronet 3d| aze 20ne
30 The tiu&?@i?&?&l}ﬁ& S St PR (B a barGaeratigte R no)
-4-[3- (5- hyghcaduraeN. Mtalnkdisahg&t]yélrdvamﬁ (344/hg).phenyl ]

- 8- trlfluoronethyl 1, 3-di hydro- benzo [b] [ 1,4] diazepin-2-one (Exanple
78) (145 noMSYISNYasd )(Mp¥)tf egt21eAC. Wi th WO 02/ 083652 PCT/ EP02/ 03644 - 144
SOC12 (3 eq.) and cyclopropyl amne (10 eq.) as described in Exanple 45.
Qot ai nedipas a yellow solid (97 ng). EMwmple3B) 524 [(MrH) +]; np 35-46 C
Exanple 81 5 7-Di net hyl am no-4-13-

[2-(2- hydrowmw&wm
tnfluororrehl '. ) i azepin-2-one The title
compound was& ‘ (RS IS s HRIPRHno- 2- [ 3- ox0- 3- (3-{2-[ 2-

f tzﬁﬁ L;‘ :] gg :)Fng yﬁ? c?)rﬁé %l zvgsr %ﬁ%frgm [(‘?‘0 3-(24cyano-pyridin-4-yl)-3-oxo-
trifluoronep r@ﬂ@ﬂﬂioﬂ JSC@Iy&lapﬂop lﬁiéltlﬁiyl-tlﬁd‘thyl'dlﬂi&lkbb 4esifladropiethylplenilh9) (237

ng, 0.36 10 treat t TFA Cl2 cor th ner al
procedurld Nt Eﬁfcaﬂc @r%gug'ﬁ e%‘f l\g@ (% mm(ﬂ J Bfiredtmenfuith
TFA in CH,Cl; according to the general procedure N. Obtalned as a yellow solid (81

mg).

MS (ISN) 412 [(M-H)']; mp 155 °C.

4-[3-(4-Cyclopropylaminomethyl-

20 henvl]-7-dimethylamino-8-

trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from 7-dimethylamino-4-[3-(4-hydroxymethyl-

pyrazol-1-yl)-phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4] diazepin-2-one

(Example 68) (133 mg, 0.3 mmol) by treatment with SOCI, (3 eq.) and cyclopropyl
25 amine (10 eq.) as described in Example 45. Obtained as a yellow solid (45 mg).

MS (ISP) 483 [(M+H)™]; mp 135 °C.

Example 80
4-[3-(5-Cyclopropylaminomethyl-[1,2,3]triazol-1-yl)-phenyl -7-(cyclopropylmethyl-

methvl-amino)-8-trifluoromethvl-1,3-dihydro-benzo[b][1.4]diazepin-2-one

30 The title compound was prepared from 7-(cyclopropylmethyl-methyl-amino)-4-[3-
(5-hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 78) (145 mg, 0.3 mmol) by treatment with



M5 (ISP) 458 [(MrH)+]; np 138 C. Exanple 82 4-

[ 3- (5- Cycl opropyl am nonethyl - [ 1,2,3] triazol- |-yl)-phenyl]

- 7-di et wbaniossssB- 15 trifl uoronet hyl -1, 3-di hydr o- benzo[ PLT[EPD/d3b44
di azepi n-2-one The title conpound was prePared from

7-di met hyl am no- 4-[ 3- ( 5- hydr oxynet hyI

1,2,3]tri az I dr.o- be b

%1, 4] d} azepi ?Pcézj(%ﬂ)é E&XM@PX%‘“ Zﬁ{?@easrf%ffr#ﬁ%i‘ t’ﬁ%"}?l?élgt%ﬁ]{n &\P%h
SOC12 (3 eqa)yelvwdsolidyol eopyl ami ne (10 eq.) as described in Exanple 45.
obtained as a yellow solid 20 (248 ng). M 145-148 C. Exanple 83 4- |

8- (Cycl opropys ﬂsmsml {REiE0); p 83a6?ct rifluoronet hyl -4, 5-di hydro-3H benzo
[b1l] 1,41 diazepin-2-yll -pyridine-2-carbonitrile 25 The title conmpound was
prepared from[2-[3-(2-cyano-pyri di nE4aple83- 0x0- propi onyl am no]

-5-(cycl opropyl met hyl -am no)-4-trifluoronethyl -phenyl] -carbamic acid

ert. - butyl 7Dt iunarplas HTQ)-Hyidsyrahyl 0HD Rl b fikphepalgent Wi th TFA

1
in CH2C12 acordln E e general .p o dure N. Obtained as a yellow solid
: Irflugsom, 4 ' 38eDI-2-QR8 02/ 083652 PCT/ EP02/ 03644
- 145 Exarrpl

triazol-1-yl hﬁﬁ‘gﬁwl}"l’?u‘%& l%B%egﬁg’ﬁi&i%gglgodﬁg‘ggﬁl"%fi“&'zé’ﬁ?'ﬂj“ﬁ gﬁ'ﬁ%'[[ﬁe title

[cgmz)og]nd vva$te&a1e;rzﬁ}sq@refrf-gmd -fét tmlp@mzaps&l} ;{] eusar)qar5 {odyi laif@%éi -4-3 5 |
triazq mn rbam c_ aci
tert.-butyl mé‘é‘tr@z‘ E*E’EQEW})A %%bia‘ﬁt} g‘%ﬁ@%’fﬁﬁ éﬁ)ﬁi@éﬁ%‘ﬁ Qn%(tah TFA
in CH2Cld aeeel) By 'ﬁgaﬁxﬁ)edt hmmmmm@mm&dwlﬁ {\éth@lgts@érﬁlqﬂoa&u@e ¥el low solid
(61 no). rél SP%Fl 400. 4 EW(? I—%}CL 225-230 C Exanpl e 85 10

7- Di et hyl affn %Ssﬂn[%ff IR 5ol &%%I%@hw ) -[1,2, 31triazol -1-ylI-phenyl}-8-
trifluorone 3- ben o[ bl [1,41di azepi n-2-one The title
conpound V\ﬁé\?%h 5&&&% ? %85 i met hyl am no- 2-[ 3- oxo- 3- (3-{5-[ 2-
(tetrahydro-pyran-2-yl oxy) - et hyl ] 1, ] triazol- |

-yl }- phenyl ) - propi onyl am no] - 4- ﬁ—ﬂﬁei&

15  trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from 7-dimethylamino-4-[3-(5-hydroxymethyl-
[1,2,3]triazol-1-y1)-phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b] [ 1,4] diazepin-2-
one (Example 17) (444 mg, 1.0 mmol) by treatment with SOCI; (3 eq.) and

cyclopropyl amine (10 eq.) as described in Example 45. Obtained as a yellow solid
20 (248 mg).

Mp 145-148 °C.

Example 83

-4-gx0-7-trifluoromethyl-4,5-dihydro-3H-

benzo|b][1,4]diazepin-2-vl]-pyridine-2-carbonitrile

25  The title compound was prepared from [2-[3-(2-cyano-pyridin-4-yl)-3-oxo-
propionylamino]-5-(cyclopropyl-methyl-amino)-4-trifluoromethyl-phenyl] -carbamic
acid tert.-butyl ester (Example M70) (215 mg, 0.42 mmol) by treatment with TFA in
CH,Cl, according to the general procedure N. Obtained as a yellow solid (87 mg).

MS (ISP) 400.4 [(M+H)"]; mp 200-205 °C.



trifluoronethyl-phenyl}-carbamc acid tert.-butyl ester (Exanple M/2) by
treatnment 15 with TFA in CH2Cl2 according to the general procedure N.

Obt ai ned we oa/ogieght yell ow solid (179 ng). MS (I SP) 459 [PCHHP2/H3644D
172-175 C. Exanple 86 7-Di net hyl am no- 4-

[ 3- (5- hydr oxynet hyl - pyrazol -1 -yl ) - phenyll 1458t rifl uoronet hyl - 20

1, 3-di hydro-benzo[ b] [1, 41di azepi n-2-0ne T f title conpound was prepared
from (RS)-[5-di net hyl am no- 2- ( 3- oxo-’lé’ﬂf—@%g-

Lo e e P LBl 1 PSR B L ST )
treat nent lvurizbfb'I[qu[hzgﬂﬂaglaneaccordl ng to the general procedure N
otained as a light yellow 25 solid (109 ng). M5 (ISP) 444 [(M+H)+]; np

228-229 C. Tl&ﬁﬂ@&cﬁn nd-vids pedpayd b 2 Aifmdthylamino-2'-fluoro-5- [3 -0X0-3-(3-

123]tr|az tr|qu rome enzo [,b [ 1,41
di azepi n? 5o. @ azp é){l Phlf-‘lé}’ ~BIAPSUHRATNRS g}gxﬁa}zle%d]lf} I,Ly %amlc acid tert. but)ll
{5- di met hy|é$tﬂrmﬂxa3n1[>l3i\w®{@ﬂ(rﬁ [1.45 Aol by t@ééﬂneﬂtWﬂth'ﬂ?Pﬁﬁﬂ@hQ[zOpl onyl ami no]

-4-trifluoronet -car P02/ 03644 - 146 acid
tert.-butyl2%ESt gT(OF_‘Q 3‘6@%@%*‘1% 0)"584’51( E®¢hent with TFA in

CH2C12 acc ral roc e N Obtained as a yellow solid
(566 nm). %(?ﬁ’éﬁﬁ%gg@?ﬁ 32%%210-212 C. Exanple 88 5 4- [4- Oxo-8-
(2,2,2-trifluoro-ethoxy)-7- trifluoro:gthél-4 5-di hydro-3H benzo [b] f 1,41
di azepi n-2-yl| -pyridine-2-carbonitr title conpound was prepared
from]|[2-
-5-(2,2,19-t G > :

tert. 'bUty|trﬁﬁlb%métE¥13HBJdﬂ1M@be@% [b]] @@qmblﬂwmeTFA in CH2€12 accordi ng
to the 10 general procedure N. Cbtained as a light yellow solid (100 ng).

M5 (El) 428TRe (lﬂé"&om Podpated feX@MTRSE { ﬁalmeth lammo 2-[3-0x0-3-(3-{5-[2-

3| ggeg: ;]mtzhg%it}a Po- pyran 2 ?;lox;g etﬁ'ﬁ Lh g 3?tr1a¥o l:}3 pheny {prgp%nyjf ]h114n]6

trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester (Example M72) by treatment

15 with TFA in CH,Cl; according to the general procedure N. Obtained as a light yellow
solid (179 mg).

MS (ISP) 459 [(M+H)"]; mp 172-175 °C.

Example 86

henvl]-8-trifluoromethyl-

20 1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (RS)-[5-dimethylamino-2-(3-o0xo-3-{3-[5-

(tetrahydro-pyran-2-yloxymethyl)-pyrazol-1-yl]-phenyl}-propionylamino)-4-

trifluoromethyl-phenyl]-carbamic acid tert.-butyl ester (Example M73) by treatment

with TFA in CH,Cl; according to the general procedure N. Obtained as a light yellow
25  solid (109 mg).

MS (ISP) 444 [(M+H)"]; mp 228-229 °C.

Example 87
7-Dimethylamino-4-(3-[1,2,3]triazol-1-yl-phenyl)-8-trifluoromethyl-1,3-dihydro-

benzo[b]l[1,4]diazepin-2-one

30 The title compound was prepared from {5-dimethylamino-2-[3-o0x0-3-(3-
[1,2,3]triazol-1-yl-phenyl)-propionylamino]-4-trifluoromethyl-phenyl}-carbamic



benzonitrile 15 The title conpound was prepared from

{2-] 3-(3- Cyano- phenyl ) - 3- oxo- pr opi onyl -

am no] - 4-wpreesssban no- 5- net hyl - phenyl }-carbam ¢ aci d t er PChPyt/ 03884 er
(Exanmple M/6) (0.24 g, 0.55 nmmol) by trOE? ment with TFA in CH2Cl12
according to the general procedure N Tned as a pale yellow solid (114

7obi et ny1 e buP S (B NTATRO e 1 oo P RSt TEA Ry

- 8- net hyl - CHg:l, didoyding tdthrzendrhl] pradeddie Idl @Bkamed a2 a geliow krdldt(b'sa mg¢orrpound
was prepared from (RS)-[5-di net hyl am no-4-net hyl - 2- (3- oxo- 3-{3-

[ 5- (t et r ahyMSIN)rA6:- 21 M-8R} mebly0-R12 fC.1, 2, 3] triazol- |-yl]

- phenyl } - propi onyl 25 ami no) -phenyl] -carbamic acid tert-butyl ester
(Example Mf7) (0.42 g, 0.71 nmol) byExampdag8rent with TFA in CH2C12
according to the general procedure N. Obtained as a pale yellow solid (200
mg, 729 5 MS[4-088)8-8892.23ri =R th trifBdréinethil-0.3/d1 BHRCT/ EP02/ 03644 -
147 Exanpl e 91 , ( I.-8-di r’%eth l,.am no- 4- oxo- 4, 5- di hydr o- 3H
benzo [bl XEP4S i itle conpound was prepared

L; gg} gﬁyfgmfot]%ﬂ% ﬁwno ?Pc?r%i%%}l[?)fgaéﬁgﬁo PRidig-+ @2 g yl ester

(Exanmpl e  MN#8pioh®lar8ng]- 5((2,@& trifiulo}o-bthoky)estriftudronietiyl-phényl  carbGicacid

according to t ener (36 ng,
S0 NB( 18Ry DS Gpmpleni A Sechtmentifin B BicR AR ue BTG il 5.

(et hyl -1pr brabpidteduré NyQbtdinbd sk djgtie gellRiv sobidr{zomig). f 1, 41 di azepi n-2-yl |
-benzonitrile The title conmpound was prepared from [2-

[ 3- ( 3- cyanaviSHENWM2B 23 MRNOmpR524256AG) anmi noj

-5-net hyl - 4- (et hyl - propyl - am no) - phenyl ] -carbam c acid tert- butyl ester
(Exanple M79) (0.17 g, 0.37 mmol ) byEsdangdé8®Ent with TFA in CH2A 2 15
according to the general procedure N. Obtained as a yellow solid (74 ng,
58% . M5 (3-8RDidwthylhrhinbkntthyl-Apxd965-dihydro-3H-benzo[b][1,4]diazepin-2-yl)-

benzonitrile

15 The title compound was prepared from {2-[3-(3-Cyano-phenyl)-3-oxo-propionyl-
amino]-4-dimethylamino-5-methyl-phenyl}-carbamic acid tert-butyl ester (Example
M76) (0.24 g, 0.55 mmol) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as a pale yellow solid (114 mg, 55%).

MS (ISP) 319.3 [(M+H)"]; mp 257 °C.

20 Example 90

7-Dimethylamino-4-
dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from (RS)-[5-dimethylamino-4-methyl-2-(3-oxo-

3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-{1,2,3] triazol-1-yl]-phenyl}-propionyl-

25 amino)-phenyl]-carbamic acid tert-butyl ester (Example M77) (0.42 g, 0.71 mmol) by
treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
pale yellow solid (200 mg, 72%).

MS (ISP) 391.3 [(M+H)"]; mp 190 °C.



Exanpl e 93 4-(3-(5-Hydroxynet hyl - f

1,2,31triazol -1-yl)-phenyll-8-nethyl-7-(nethyl-propyl -

am no) - 1, 8odelgxsn- benzo [b] f 1,41 di azepi n-2-one 20 The PCirtdpe2/esapound
was prepared from (RS)-][4-nethyl-5- (rret hy1 7propyl am no)-2- (3-ox0-3-{3-

[ 5- (t et rahydro- pyran-2-yl oxynet hyl ) - é 3] triazol- |-yl] -phenyl}-

pr opi onyl am no) - phenyl ] - car bam c aciﬁ:a{te@t -ggutyl ester (Exanple MBO) (0.42
g, 0.71 mmol) by treatnment with TF 2 according to the general
procedure ed _as, a. Ny, 72% . 25 MS (1 SP)
419. 4 [ ( M+Hf 80 yt—mettryt—- anmi no) - 4- [ 3- (5- hydro
met hyl -[ 1 e&imbl Hiaie ih -7 iﬂrﬂeB- rret hyI 1, 3-di hydro-benzo [b] [ 1,41
di azepi n-2-one The title conpound was prepared from (RS) -

[ 5- (et hyl - nEhdwtle @mpomnddvasptépare@fro@d5-cyano-2-[3-(3-cyano- phenyl) 3 oxo-

B T e R e

( 0.39 g, 0.448) (Oas g Olog mmeatbmmatmﬁthnﬂmm i CH2QL, acmdmgdb t‘rge deperahe

general proce 0836 P02/ -148 ot ai ned as a

of f-white sBPF %‘{“(‘igg ﬁ@m%%ave %sg’)‘” gg%[(mm +]; np 207 C. Exanple
95 8- Di net thyl- f 123]tr|azol 1 -ylZphenyl |

- 4- 0x0- 4 5%&?@@%&%%?%1%&3@3%?@ 1,41 di azepine-7-carbonitrile The
title conpound was prepared from (RS- [ 4- 1§ ¥4N0- 5- di net hyl am no- 2- ( 3- oxo- 3-
{3- [5-(tetrahydro-pyran-2-yl oxyrret%afégﬂp—f—g 2, 3] triazol- | -yl] -phenyl}-
pr opi on)ﬂ)a _- -ca ) y er (Exanple MB2) (0.35
g, 0.58 PARER AR B0 ng to the general
procedure M)eniﬂbmt@dﬂﬁd)lﬂg ﬂ]-%ehio@mrﬁeal id (149 ng, 64%. Ms (I1SP) 402.5
[(MtH) +]; np 234 C. Exanple 96 8-Chloro-4- [3- (5-hydroxynethyl- [ 1,2,3
Jtriazol - Ilet)tlepﬂwrnpluhdﬁas@'rqmped)@ym [ﬂ*e[B#(Weyamrphejyl)la&xdi hydro benzof bl

E ]és)d'l[ gl 2ﬁ| [%IQB ogy]((% r5 O&hﬁ %A{-h@lst%o %%?fldammo) phegﬁf carbamlc Micid tert-
butyl ester (Example M79) (0.17 g, 0.37 mmol) by treatment with TFA in CH,Cl,

15 according to the general procedure N. Obtained as a yellow solid (74 mg, 58%).

MS (ISP) 347.4 [(M+H)"]; mp 195 °C.

Example 93

amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one
20  The title compound was prepared from (RS)-[4-methyl-5-(methyl-propyl-amino)-2-

(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol- 1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M80) (0.42 g, 0.71
mmol) by treatment with TFA in CH;Cl, according to the general procedure N.
Obtained as a pale yellow solid (200 mg, 72%).

25 MS (ISP) 419.4 [(M+H)"]; mp 186 °C.

methyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from (RS)-[5-(ethyl-methyl-amino)-4-methyl-2-

30 (3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M81) (0.39 g, 0.64
mmol) by treatment with TFA in CH,Cl, according to the general procedure N.



2- (3-0x0-3-{3- [5-(tetrahydro-pyran-2-yloxynethyl)- [ 1,2,3] triazol-1-yl]
- phenyl } - propi onyl am no) - phenyl]-carbam c acid tert-butyl ester (Exanple
MB3) (0. 580@2/08688 mmol) by treatnment with TFA in CH2Cl2 patmEpoziodsgt t 0 t he
general procedure N. (Obtained as a off- 4 e solid (120 ng, 33%. 20 M5
(1SP) 439.5 [(MtH)+]; np 207 C. Exanple 9 - Met hyl -

[ 3- (3-met hyloyg vagyé off-hite BRE MY ma Frbaset Ny - orpyi - arm no) - 1,3

di hydr o- benzo | I azepli n- e title conpound was prepared

from [ 4- met hyk %P§§05[§ M+ h%E(irorZO azol -5-yl)- 25

phenyl ] - 3- oxo- pr opi ony amn t - propyl - am no) - phenyl ] -carbam ¢ aci d

text-butyl ester (Exanple I\/B4) (0. 33 WPyl Mol ) by treatnent with TFA in
CH2C 2 according to the general pro . Obtained as a light yellow
solid (163 @ . ) ) hiriabB- L 98- WO 02/ 033652

PCT/ EPOZ/OSHQ% : ; . -_;.q e[t )ﬁ 1__1:L %en 4(%(0@%

[ 3-(3- mati’nyld-l e drhberzo{l [f 1.Aldkarepine-74caglvay 111 -di hydro-3H benzo [b 1 [
1, 41di azepi ne-7-carbonitrile The title conmpound was prepared from
(4- cyano- 5- dihegitleyomponnd wva$ repareddragn (RS)-[4-cyano-5-dimethylamino-2-(3-oxo-3-

met hyl -i sox 0 J)-carbamc acid
tert- butyl a{égtls e?et%@dwéﬁk%g? )%H%%;l? ‘Pi %%tb%q %H'%HQIEWLM ment with TFA
in CHd 2 &E@Dlpdﬂn@llt@ Hheeyld;@méwaahcml trzti byl dster OBtample 382 (.35 gghs8 yel | ow
solid (171 99 10

7-Et hyl - ¢ faeo %@% sy (“!’F?P%F%ﬁ?g @E%‘{%ﬂ‘g fi@‘fég%&sp%?w@nyu 1,3-

di hydr o- !féni%?tﬁumdﬁs @_Yeﬂmmsahé}(ﬂ‘h? mg,(ﬁfﬁ% The title conmpound was prepared from
(5- (ethyl -nethyl -am noi 4- rrethyl -2-{3- [3-

(3- et hyl - i d6KEBB) 4625 [ (M-pHETyinp-2348&o- pr opi onyl ani no} - phenyl ) - car bani ¢
acid tert-butyl ester (Exanple MB6) (0.38 g, 0.75 mmol ) by treatnent with
TFA in CH2C12 15 according to the gedsemplgfifocedure N. Obtained as a |ight

yel l ow solid (160 ng, 55%. I\/B (ISP) 389. 5 [(I\/H—|)+] rrp 198 C. Exanple 100
7- Di met hy| af-@blogo-# {VB 7

-1, 3-di hydr Qmino)-1,3-dihydro- benzolb]|1,4ld1azepm—2 -one
15 The title compound was prepared from (RS)-[4-chloro-5-(isopropyl-methyl-amino)-
2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1~yl] -phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M83) (0.53 g, 0.83

mmol) by treatment with TFA in CH,Cl; according to the general procedure N.
Obtained as a off-white solid (120 mg, 33%).

20 MS (ISP) 439.5 [(M+H)"*]; mp 207 °C.

Example 97

dihydro-benzo[b}[1,4]diazepin-2-one
The title compound was prepared from [4-methyl-2-{3-[3-(3-methyl-isoxazol-5-y1)-

25 phenyl]-3-oxo-propionylamino}-5-(methyl-propyl-amino)-phenyl]-carbamic acid
tert-butyl ester (Example M84) (0.33 g, 0.63 mmol) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a light yellow solid (163 mg, 64%).

MS (ISP) 403.4 [(M~+H)*]; mp 194 °C.



benzofbl f 1, 4]diazepin-2-one 20 The title conpound was prepared from

(5-di et hyl am no- 4- net hyl - 2-{3-[ 3-( 3-

met hyl - i sSWRa2083652 yl ) - phenyl ] - 3- oxo- pr opi onyl anm no} - phenyPCTE®0bease€ aci d
tert- butyl ester (Exanple MB7) (0.32 g, 0.65 mml) by treatnment with TFA
in CH2C1l2 according to the general proceddre N. Obtained as a |light yellow
solid (140 ng, 57%. M5 (ISP) 375.4 H +]; nmp 204 C. 25 Exanple 101

8- Chl or 0- 4- f 3- (5- hydro —EM

,methyl -[1, )
am no)-1, 3- gﬁi s i F A A
prepared f rbmthST} &mmjabméo-&ﬂﬁdlﬁﬁnw yI rret hyI am no) - 2- ( 3-oxo- 3 {3-

[ 5- (tetrahydro-pyran-2- yl oxynethyl)- [ 1,2,3] triazol- |-yl] -phenyl} 30
pr opi onyl anThelitle phrapylld waasrbsired fraf @-dyans- 5txlih3éthywﬁ1ﬁb A-Pefod-e MB8)

General ' fr ofiF Boreze bt kP REITk oXi Py Ro GHRPIS U ARV, FPolE SebFE v

02/ 083652 PeiltyERe2/(82hd8le M) (6. 31\/{35 ((dsﬁB}ncflﬁ&zﬂee{tmwrﬂ}l:rmnnmﬂZcQ Exanpl e
102 8-Chloro i sobut yl -

3- (3- et hyl aﬁcgﬁié e ;ﬂtﬁg‘?\%ﬂ“q%n@%@lneéuaﬁﬁé%t W5ae solidh (171 mg 73%)-

rifte .;émés,s.mﬁﬁmwmepw o from

[ 3- (3- et hyl -i soxazol - 5-yl)-phenyl] -3-0x0-propi onyl am no}-phenyl)-carbam c

acid tert-butyl ester (Exarrple I\/89)E , 0.63 mml) by treatnment with
TFA i n CH2C h N._ Q d as a |ight
yel | ow $81i 4 =10 Exanpl e

103 2-f 3- ( 5ditydioo wﬁetmw 41[ch_afkeéin3’,10ﬁé’l azol
1-yl) - phenyl | - 4-oxo-8-pyrrolidin-1-yl-4,5- dihydro-3H benzo[ bl f

1, 41di azepi Tke ﬁﬂ@adrh ﬂ:dw:i stprdpieed ﬁbhﬁ(sq@ﬂ@wrtdhmmms)ew&ﬂylfz-m 3-

(RS)-[ 4- cyaozl_é'i :[% iLgﬂ'& %1 ydr o- ﬁ%/ranZy(B( [ 1,2, 3]
triazol- I- éﬁﬁ’;’f?ﬁo Breb & ‘Oﬁ‘&)Pf%ElBS} BfRod T RICRY fo ity ]

- carbam ¢ atktdbiitgl dstdd UEsHm 1S MSG) ((Ez&gmd B WR)) K}Qr@a?m@mt w@itl’é?FHnﬁ)szbﬂ'z

;;e:t n§2}f5| \émggcgﬂ-gggtc;(t%ggg%a 2p5ac ure n(gb’}aglehg(saa 1§]:r1]teyre ow sol?dc ﬁ%g I;r?g, 55%). tained

MS (ISP) 389.5 [(M+H)™]; mp 198 °C.

Example 100
7-Dimethylamino-8-methyl-4-

benzo[b][1,4]diazepin-2-one
20  The title compound was prepared from (5-dimethylamino-4-methyl-2-{3-[3-(3-

3-(3-methyl-isoxazol-5-v1)-

methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid tert-
butyl ester (Example M87) (0.32 g, 0.65 mmol) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a light yellow solid (140 mg, 57%).

MS (ISP) 375.4 [(M+H)"]; mp 204 °C.

25 Example 101
8-Chloro-4-[3-(5-hydroxymethvl-[1,2,3]triazol-1-y1)-

amino)-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (RS)-[4-chloro-5-(isobutyl-methyl-amino)-2-

(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3}triazol-1-yl]-phenyl} -

30 propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M88) (0.32 g, 0.49
mmol) by treatment with TFA in CH2Cl, according to the general procedure N.
Obtained as an off-white solid (107 mg, 48%).



M5 (I1SP) 428.5 [(M+H)+]; nmp 241 C. Exanple 104 20

2-[3-(3-Met hyl -i soxazol -5-yl)-phenyl | -4-o0xo-8-pyrrolidin-I-yl-4,5-di hydro-3
H benzo WDl02/0436821 di azepi ne-7-carbonitrile Prepared fromPCFEPYHIBB4L- { 3-

[ 3- (3-met hyl -i soxazol -5-yl)-phenyl] -3- oxl(?5
propi onyl am no} - 5- pyrrolidin-1-yl-phenyl)= Qarbamic acid tert- butyl ester

(Exanpl e . N treatment with TFA in CH2Q 2
accordi ng %%@ﬁg@éﬁéﬁ‘ﬁ%]ﬁ%é@h e N Oobtained as a yellow solid (90

nrg, 28% . M5 (I SP) 412.3 [ (M+H) +]; rﬂ) 26 Exanpl e 105 2- f
3- (5-Hydroxynethyl - f 1,2,31 tri azol enyl |
- 8- (et hyl - | - H- I

1

1, 41di azepi 1 EGHBOUITE
[ 4- cyano- 5- m&mwembbﬂw 4hlrinzamh 220n<{3 0XO0- 3 { 3-
5-(tetrahydro-pyran-2-yloxynethyl)- [ 1,2,3 ] triazol-1-yl] -phenyl}-

pr opi onylsanThelitptenybindcwasmeparedfroth (um}ﬁorbt&-ylho‘t&ﬁﬂahetﬁl&karﬂhioa 2M32) (0.43

, 0.68 WO PCT/ ERO t th, TFA
%HZClZ acco&é 2 ﬁ'ﬁgt‘ﬁ% @Eé@ﬁéiﬁ’gﬁw &89 @rwlg%%‘éff%éﬂleﬁgﬁ gfg{}]’ém\{m‘bﬁlgol i dI "
( é003 ngl\/é ﬁ4|€é}t bw dsteSiPExaAgfle M&[Q() M}Bﬂ g']O;.63rl’ﬂer)2| IbyGredtinpivith TOA i C2,Cl,
t -1 spxa - pro -am n
oo, 5. R HE BEBHITH PR N, Db ied o PREDAIRE T 04 e Y 1101 e
d 3-[3-(3-nethyl -i | -5-yl)-
phenyl ] -MW@%‘?%MW PR i - br opyl -arm 0) - phonyl ] - car bar ¢
acid tert-butyl ester (Exanple M?3) , 0.68 mml) by treatnent with
TFA in 2C12 10 according to the gm&éﬁocedure N. Cbtained as a yell ow
I\/S P), 4 4..

solid (94 -
8-Di et hyl a Y H et R4 5=df hydr o- 3H
benzo [b] 1dllh4&rod$ldzl&ﬁ2dﬂ®4l71 éﬁdfab@ilmd-mch@oﬁﬁnmhe title corrpound was prepared
from (4-cyano-5-di et hyl am no-2-{3-[ 3- (3-net hyl -

i soxazol - 5- The tiphenypduridt wasprppapd oyl (RS)-jolyqioe?ybjoxo - (B3 [B- (tetraliydro-
tert-butyl s?rtar?-rfz-yloxymethyl)-[1,2,3]triazol-1-yl] -phenyl}-propionylamino)-5-pyrrolidin-1-
15 yl-phenyl]-carbamic acid tert-butyl ester (Example M90) (0.37 g, 0.59 mmol) by
treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a

yellow solid (140 mg, 56%).

tom ( RS) -

MS (ISP) 428.5 [(M+H)]; mp 241 °C.

Example 104
20 2-[3-(3-Methyl-isoxazol-5-y1)-phenyl]-4-o0x0-8-pyrrolidin-1-vl-4,5-dihydro-3H-

benzo[b][1,4]diazepine-7-carbonitrile
Prepared from (4-cyano-2-{3-[3-(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo-

propionylamino}-5-pyrrolidin-1-yl-phenyl)-carbamic acid tert-butyl ester (Example
M91) {0.41 g, 0.77 mmol) by treatment with TFA in CH,Cl, according to the general
25 procedure N. Obtained as a yellow solid (90 mg, 28%).

S (ISP) 412.3 [(M+H)*]; mp 267 °C.

Example 105
1,2,3]triazol-1-vl)-

0x0-4,5-dihydro-3H-benzo[b][1,4]diazepine-7-carbonitrile

30 The title compound was prepared from (RS)-[4-cyano-5-(methyl-propyl-amino)-2-
(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3] triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M92) (0.43 g, 0.68



(Exanmple MB4) (0.35 g, 0.66 mmol ) by treatnment with TFA in CH2Cl12 accordi ng
to the general procedure N. Obtained as a yellow solid (209 ng, 779 . MS
(1SP) 414W0 op84sk) +] ; np 191 C. 20 Exanple 108 8- PCT/EP02/03644
(I'sopropyl -met hyl -am no)-2- [ 3- (3-net hié i soxazol -5-yl1) -phenyll

-4- ox0- 4, 5- di hydro-3H benzo LI 11,41 di ]epl ne-7- carbonltrlle The title

conpound was fro ( I SOprQ {3-

[ 3-(3- et hﬁmgfs)ev&aﬁeg ngh m%&a{iﬁ é!?.(afﬁ% IB g%{heﬁy? ﬁ%lﬁé#yl) carbam c
acid 25 t@btahuﬂy&aﬁa]bwrsoﬁdfkmmhg, MPb) (0.37 g, 0.70 nmmol ) by treat nent
with TFA in CH2Cl12 accordi ng to the general procedure N. Obtained as a

yel | ow sol iMS (IBPD4305 [(B698)]; B 201 3B) 414.4 [(MrH)+]; np 197 C. WO

02/ 083652 PCT/ EP02/ 03644 - 152 Exarrpl e 109 2-f3-(5-Hydrox methyl-f 12
31triazol -1-yl)-phenyl] -8- (i sopr opyExamplaybé am no) - 4-

0x0- 4, 5-di hydro 3H—benzo f bl [ 141 d| azepi ne 7- carbonltrlle The title

[ ! ] 1)ﬁloxymat hyI) [1 2, 3]tr|azoI-I-yI] phen

yl}- A PP Lar b3t et 8ci d tert-butyl ester (Exarrple MD6)
0.45 g, {mo treat rrent TEA d th

g(gener aIg (5@5& &0 Ri?pou&f’vgf R’éegarfg f&"‘i}z‘f IsoI ?g)z%%%ﬁ%%%%l 5- %I% (1 SP)

430.5 [( M+I-[Bht]171 mwoﬁonmnﬁna}nﬁ(meﬂﬁﬂ)—pmpﬂ -amino)-phenyl]-carbamic acid

8- (I sobutyl 0 t 0-4 5-

i hydr o- s BT F B ERalE P30 D63 me B B B el ERN L B

was prepar edcdrdng tb dheyenaal procediabN. YObtainedyd a witoweph@ ({43mg| 2%).

(3-net hyl -i soxazol -5-yl)-phenyl] -3-o0xo0-propionyl am no}-phenyl)-carbam c

aci d 15 terMsiisPyk1es{@+KE amplie3R87) (0.39 g, 0.71 nmol) by treatment

with TFA in CH2A 2 according to the general procedure N. (btained as a
yellow solid (230 ng, 75% . MS (| SPEx&#ple30f(MrH)+]; np 170 C. Exanple 111

2- f 3-(5-H-Ldroxynethyl- f 1 2 3l triazol- |-yl)-phenyll
- 8- (i sobut JB-Dietiefléwyiinoald] 3303 -rdleth A Gsaxaoel 4-H) ghhlnyd |- 4 -dSid- h Bdilofded-3HE, 41

di azpi ne- 7_bce%£ol E [ ] lt,4r élilazeepine-%carbonitrile

15  The title compound was prepared from (4-cyano-5-diethylamino-2-{3-[3-(3-methyl-
isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid tert-butyl ester
(Example M94) (0.35 g, 0.66 mmol) by treatment with TFA in CH,Cl; according to
the general procedure N. Obtained as a yellow solid (209 mg, 77%).

MS (ISP) 414.4 [(M+H)"]; mp 191 °C.

20 Example 108

8-(Isopropyl-methyl-amino)-2-[3-(3-methyl-isoxazol-5-vl)-
dihvdro-3H-benzo[bl[1,4]1diazepine-7-carbonitrile

The title compound was prepared from (4-cyano-5-(isopropyl-methyl-amino)-2-{3-

[3-(3-methyl-isoxazol-5-yl)-phenyl] -3-oxo-propionylamino}-phenyl)-carbamic acid
25  tert-butyl ester (Example M95) (0.37 g, 0.70 mmol) by treatment with TFA in CH,Cl;

according to the general procedure N. Obtained as a yellow solid (219 mg, 76%).

MS (ISP) 414.4 [(M+H)™]; mp 197 °C.



The title conpound was prepared from

(RS) -[ 4-cyano-5- (i sobutyl - et hyl -am no) -2- (3-o0xo0-3- {3- [5-

(t et rahydwo-opysamnz 2- yl oxynethyl)- [ 1,2,3 ] triazol- |-yl pCcTmrenyichs

propi onyl am no) - phenyl ] -carbam c acid tert-butyl ester (Exanple M8) (0.46
g, 0.71 mmol) by treatnent with TFA in CHXC 2" accor di ng to the general

procedure N. 25 Ootained as a yell ovxt}%grkllglg&SO mg, 57%. N5 (ISP) 444.4

[(MrH) +] 5 np 199 C. Exarrple 112
2-f 3- (3- Met Byj-
5- di hvdr o- 3A = : BYERE
was prepar e@xbfmdﬁwdwahbbarzbﬂﬂ [134 ﬂﬁzfﬁhélzlcatw@ﬂ@ - 5- yI ) -
phenyl ] - 3- oxo- pr opi onyl am no} - 5- pi peri di n- 1-yl - phenyl ) -carbam ¢ aci d
tert-butyl \Iﬁetbl’i’J/e%ﬂ@iaﬁnE’@?Eé PRP 270 Jod ( RS)1[513cyﬁﬁb6V-(1(d§¥@15ﬁlﬂnQe 9a)m1§1@?41 g,

o ocedur & N2 GHPE had e Pt oS B L habistolr Y eRymdbs. 4

[ (M+H) +] ; npr@ﬁﬁnﬂamﬁxﬁnpﬂeﬁyll karbam3e £eid t&’@bﬂ 1 &eRYEYInapTE M’%’&}O 45 F 0.71

[ 3-(3- rrethyl-ls a dro- benzo, [ b]

di azepi n- 2- SH&° ﬁﬁﬁ{e"‘“{r}’&‘}/@%}#m‘é‘ é\ﬁééﬁ) 188"9‘ thggeneral Pmcedur"‘fl‘I

(4- chl or o- 5(tsaibed yd aydllow-s3kid 8236] (73%)rret hyl -i soxazol - 5-yl ) - phenyl ]

- 3- 0x0- propi onyl am no} - phenyl)-carbam c acid tert- butyl ester (Exanple
MLOO) (0. 34M§ (I6PBBBOBHM+HY [fmpavsent with TFA in CH2Cl2 10 according to
the general procedure N. Obtained as a yellow solid (216 ng, 81%. MS
(1SP) 428.3 [(MrH) +]; np 249 C. Exanptsenpld41@- Chl oro-4- [ 3-
(5-hydroxymethyl - [ 1,2,3] triazol-1-yl)-phenyll -7-isobutylamno-1, 3-

di hydr o- benSdIsfdbhtsﬂ rﬂetﬁsﬂan ggLB (3- rﬁét(hvllﬁoﬂ'ahgl Sl{vl)l-ﬂle(ﬁmppb'ﬂﬂcl\&as prepar ed

from (RS)-[4: gl am no-2- - 0XO-

[ 5- (t et rahy&=hs e tetrlazol 1y|]

- phenyl } - prq.Bl ony am.n Qv hen é‘ car am C d tert- b anpl e
MLO1) (0. 17" 13 29“‘1%%1‘? aglj’freP%/fé %iaflﬂ whuﬁyltﬁl&t za%@@ “to the

general pr ocsadrwﬂeymkox@huea i@ phasylp3- o&tﬁlﬂr@pio&?lhhﬂnd}‘lﬁhdﬁm) REmic ZadIVB (1SP)
439.4 [ (MH}er —bugIP es%er Example M97) (0.39 g, 0.71 mmol) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a yellow solid (230 mg, 75%).

MS (ISP) 428.5 [(M+H)"]; mp 170 °C.

Example 111

20 0x0-4,5-dihydro-3H-benzo[b][1,4]diazepine-7-carbonitrile
The title compound was prepared from (RS)-[4-cyano-5-(isobutyl-methyl-amino)-2-
(3-0%x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)- [1,2,3]triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M98) (0.46 g, 0.71
mmol) by treatment with TFA in CH,Cl, according to the general procedure N.

25 Obtained as a yellow solid (180 mg, 57%).

MS (ISP) 444.4 [(M+H)"]; mp 199 °C.

Example 112
2-[3-(3-Methyl-isoxazol-5-y1)-phenyl]-4-0x0-8-piperidin-1-vl-4,5-dihydro-3H-

benzo[b][1.4]diazepine-7-carbonitrile

30 The title compound was prepared from (4-cyano-2-{3-[3-(3-methyl-isoxazol-5-yl)-

phenyl]-3-oxo-propionylamino}-5-piperidin-1-yl-phenyl)-carbamic acid tert-butyl



Exanpl e 115 4- [3-(5-Hydroxynethl -[
1,2,3]triazol-1-yl)-phenyl)-7-(nethyl -propyl -am no) - 8-

trifl uor owetoRps36iz 3- di hydro-benzo [b] [ 1,41 di azepi n- 2- oRET/HPE2/03684 €
conpound was prepared from (RS)-[5-(nethyl-propyl-am no)-2-(3-o0xo0-3- 25
{3-[5-(tetrahydro-pyran-2-y|oxynethyl)-FﬂP%;S]triazol-1-y|]-pheny|}-propion
yl - am no)-4-trifluar | - ph |'] - bam c acid t.- butyl ester

{Exanpl o 63 (s Mo 0¥ 43 BiE oy smgl b Eichen it A i sSestins
accordi ng t @ thbgergedl @i adedufty NCOBtAIRAMs a P godid (236 mig, Ti%hy.white solid (31
ng, 30%9. Ms (ISP) 473.2 [(M+H)+]; np 230 C. WD 02/ 083652 PCT/ EP02/ 03644

- 154 Exanpl ®SI1$P)4264 [BviG3H)VE iy bad Ehxazol - 5-yl ) - phenyl ]
-7-(rmet hyl -propyl -am no) -8-trifluoronmethyl- 1,3-dihydro-benzo [b] f 1,41
di azepi n-2-one The title conpound wExafiphpazed from
[2-{3-[3-(3-nethyl -isoxazol -5-yl)-phenyl]-3- 5

0XO0- pr 0pisoNgICGHbro I} isbbftRidinb-40[ 30 By hreti¥l-Boxazét-6 HiE-bh@iy DB lithydpbeny| | - car ba
mc acid tgrt-gﬂﬁy ester (Exanple MLO3) (0.26 g, 0.45 mmol) by treatnent
with TFA i neenspianlytldiazepin:Zeane ' e general procedure N. Obtained as a

. . . _

Lignt vel | ot eobid (1271 0 8190, 68 4l S0 Tobub i) 5L 9% © 10
viet hyl - [ 1, sheBiyt-isore0l-5 herAlenvkd-plofibsRauing} PRy cababii®dciBtert-
trifluorone hafél, -diﬁi@i%@gggg f E§f§,4ﬁ dia%gﬂ?n?z;og Th i&le
conpound wa u% Skafetemale 5?453’({4 JBeRe Ibyﬁé‘iaﬂgf’ma‘?ﬁ% ?42@ @'{28 0-3- { 3-
[5-(tet r1ahy§trc@rdaxy%:' @the gitledn piBtddute N. Obthindd 3} a }féﬂo&vzwl'rdj(ﬂl/d Ing, 81%).
- phenyl } - propi onyl 15 ami no) -4-trifluoronethyl-phenyl]-carbamc acid
tert-butyl NS (ESP)E33MOMeENMIN4p 24921 g, 0.74 mmol) by treatment with TFA
in CH2Cl12 according to the general procedure N. Obtained as an off-white
solid (169 ny, 47%. MS (1SP) 487.3 dxaMpd iy, np 230 C. Exanple 118 20 7-

| sobut yl - met hyl - ami no) - 4-[ 3- (3- et hyl -1 soxazol -5-yl ) -phenyl ]-8-trifl uoronet
hyl - 1, 3- di gyGhl@robe Bz o5-Bl ddokyhdthel- B B Bltilazd1-008)-phenyli- Vi@ baeimemad 3vas

prepared from {2 {dpoiYialBiiyl; g no) -2-{3-13-(5

15 The title compound was prepared from (RS)-[4-chloro-5-isobutylamino-2-(3-o0xo-3-

{3-[5-(tetrahydro-pyran-2-yloxymethyl)-{1,2,3] triazol-1-yl] -phenyl}-propionyl-
amino)-phenyl]-carbamic acid tert-butyl ester (Example M101) (0.17 g, 0.27 mmol)
by treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
yellow solid (41 mg, 35%).

20 MS (ISP) 439.4 [(M+H)"]; mp 214 °C.

Example 115
1,2,3]triazol-1-v1)-

trifluoromethyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (RS)-[5-(methyl-propyl-amino)-2-(3-oxo-3-

25  {3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionyl-
amino)-4-trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example M102)
(0.15 g, 0.22 mmol) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as an off-white solid (31 mg, 30%).

MS (ISP) 473.2 [(M+H)™]; mp 230 °C.



met hyl -i soxazol - 5-yl ) - phenyl ]

- 3- 0x0- propi onyl am no}-4-trifluoronethyl -phenyl)- carbamc acid tert-butyl
est er (BxaopkesIED5) (0.42 g, 0.71 mmol) by treatment w t RCTEPIH#Scun CH2CL2
according to the general procedure N. Oot%(ned as a yellow solid (161 ng,
48% . MS (1SP) 471.2 [(MrH)+]: np 195 C.~ B&nple 119

4-[ 3- (5- Hydr oxynet hyl 41, 2, 31tri azol -1 - nyll-7-(isopro)l-nmethyl-am no)
-8- 30 trifluoronethyl-1, 3-di hydro- b{éﬁé%&]ﬁgg [ 1,41 diazepin-2-one The
title conpoynd

4~

- 2- ( 3- oxo- ' St et o) -

| -yl'] -phenyl3 d l@éh b b ala@ ﬁ@ZOEQCT/ EP02/ 03644 - 155

am no)-4-trifluoronethyl-phenyl]-carbam c acid tert-butyl ester (Exanple M
106) (0. 50 The tifle Zém@smmhd wbs/pﬂepﬁaﬁﬁibm [2M3-I8 Bzﬁqeﬂiyl-@d&ﬁﬂo? Saﬁlh;-@h&iym]gﬁ 0 the

I d N.
??gﬁ; a47§pg%§<§mlﬁ1rz§szfy aﬁ?ﬁlog’\:?zgrgetﬁsl %ggaf{p?néunﬁ trﬁl%oromgtiiyl plrln%yl car@amlc
7- (| sopropybaﬂ&éﬂnabht;amtaq)zxﬁn e (B)ronby] 0.45 mnadpby ﬁ-ea/th)enpmwmms-

E:E)Irrfplc)ﬂ(rjltrzlomn/g F%f&lf’fgrt’écﬁjﬁ%enﬁaia%}csﬁ %M@%eiﬁa #ash OEP ?@fd'( té'Z

net hyl -i soxaghbi%)y! ) - phenyl ]
- 3- 0x0- propi onyl am no}-4-trifluoronethyl-phenyl) 10 carbam c acid

tert-butyl ass@aeplBranfherlifiQhp (9387 g, 0.64 mol) by treatnent with TFA
in CH2Cl12 according to the general procedure N. Obhtained as a yellow solid

(74 ng,1025% . M5 (1SP) 457.4 [(M+H) Blampp1i99 C. Exanple 121 15
8- Chl oro- 7- (net hyl - propyl - am no)

- 4 [ 3- (5- pyHEf GL(iSdB-Iﬁdrbxﬁhém{'lhwz1l1;12503~]ltsﬂ] aﬁéﬂvﬂl’f (¥bDutpb@ethyl-amino)-8-
-1, 3-di hydro- ﬁ)enzo di The title conpound was prepared
from 8-chl o jn-2-one

hydr oxynet h 2, 3 tr zol ] 3-di dro benzo
T azepiie stisabomdio wepdyd F53% Fﬁ% (SS yaL er Gt
t hi onyl chl 0!{34@5& febraBfirgi Ipnq:mb@ 1R, S HEeRISAT-phéBat pRIplodi- t he
correspondin ﬁ}a ngk’d rrali ne in, e’glofm r‘g to the t hod
described i A ﬁ%-|t YQzo y]apﬁ@}y?]agar amic aci tert-bu ester (Example M104
(0.51 g, 0.74 mmol) by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as an off-white solid (169 mg, 47%).

MS (ISP) 487.3 [(M+H)"]; mp 230 °C.

Example 118

20

1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from (5-(isobutyl-methyl-amino)-2-{3-[3-(3-

methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-4-trifluoromethyl-phenyl)-
carbamic acid tert-butyl ester (Example M105) (0.42 g, 0.71 mmol) by treatment with
25 TFA in CH,Cl, according to the general procedure N. Obtained as a yellow solid (161

mg, 48%).

MS (ISP) 471.2 [(M+H)™]; mp 195 °C.

Example 119

30 trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from (RS)-[5-(isopropyl-methyl-amino)-2-(3-oxo-
3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-1-yl]-phenyl}-propionyl-



yell ow foam (63 ng, 26% . MS (I1SP) 492.3 [(MH)+]. Exanple 122 25 4-13-
(5-Azetidin-I -,

| ~yl - 11, 2v8Dei0832D| - | -yl ) - phenyl | - 8- chl or o- 7- (net hyl - pr opPICI/EP02/03644

am no) -1, 3-di hydro-benzo [b] [ 1,41 di aze%?n 2-one The title conpound was
prepared from 8-chl oro-7- (rrethyl propyl no) - 4-[ 3-(5-

hyd th t .1, 3-di hydro- henz
1A o azepthis? draibioes SRRy Lohdyl Bl eig Sy SR P BRE LM i ¢
t hi onyl Chljo(r(]."dm DWMH@IWt@Ea&ﬁaithaﬂﬂTmm Sﬂlbssqmdmglt@ﬁiergeigérabf t heh

rr ondi i it tri m ne DMF according to the
(r:rgt hgzpdescl?ﬁ%ﬁgcgl #‘%ﬁ’é%?gasﬁ Ofpe&{tgf’ﬁ@cfl ﬁ%opPTt yel | ow sol igd (65 ny,
50% . WO Ogﬁgiﬁﬁgéﬁgﬁ( g%/g%44 156 M5 (I SP) 478.3 [(MrH) +]; np 169 C.
Exanpl e 12 R &t t hyl -
1, grrglte” azol -1-yl)- phefﬁl ] (-7 (m::t)gl ?m ngrrel -yam' L\o)- 1, 3-di hydr o- benzo [bl
[1 41 di gzepln 2-one 5 The title co!%@@ﬂ?—%s prepared from
8-chl oro-7-
hydr oxynet

. = . & :
[1,4]di aZepﬂrﬁhﬁrcﬁmethvr-Exaiim'cboaﬂhzd[Bm&_Maze@uEQ dﬁéDl ) by reaction with
th| onyl chloride in dichloro- methane and subsequent treatnment of the

cor r espondi Tige tithd corhpeund s pateyedréd) freui ae(lsopfoﬁwﬁaeamahdnayzx [8H8- et hod

ggﬁ‘/()c” K)/Ed( :%&Sfﬁggx%zo? %mh;)f:ﬁnyﬂﬁ%oigfr@m %glz}%\g@u%?onsqgtllwl pl'genyl?f 9,
8- Chl or ap4- c(aSbaJrﬁrc(a(ci&eﬁrbmwesm(Eﬁhlp&rmmm) (mviyb b4 iﬂmé’l) B treitadedk withy| } - phe

1 ST PRRY: STARg) ik Lo RETRP hlinda b el 02 one 19

8- chl or o- 7-1gE239%%). - pr opyl - am no) - 4- [ 3- ( 5-

hydr oxymet hyl -[ 1, 2, 3] tri azol - 1-yl ) -phenyl ] -1, 3-di hydro- benzo[ b]

[ 1, 4] di azepMs-(BSRNS7.4([EXHIDIE ng9)99(°Z19 ny, 0.50 mmol) by reaction with

t hi onyl chloride in dichloronmethane and subsequent treatnent of the
corresponding chloride with N isopBaample®tihyl amine in DMF according to
the nmethod described in Exanple 45 20 Qot ai ned as a light yellow solid
(129 ng,155 1,2,3]triazol-1-

yl)-phenvl]-1,3-dihydro-benzo[bl[1,4]diazepin-2-one

The title compound was prepared from 8-chloro-7-(methyl-propyl-amino)-4-[3-(5-
hydroxymethyl-{1,2,3]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
(Example 29) (220 mg, 0.50 mmol) by reaction with thionylchloride in

20 dichloromethane and subsequent treatment of the corresponding chloride with
pyrrolidine in DMF according to the method described in Example 45. Obtained as a
yellow foam (63 mg, 26%).

MS (ISP) 492.3 [(M+H)"].

Example 122
25 3-(5-Azetidin-1-ylmethyl-[1,2,3]triazol-1-v1)-

amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from 8-chloro-7-(methyl-propyl-amino)-4-[3-(5-

hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
(Example 29) (118 mg, 0.27 mmol) by reaction with thionylchloride in

30 dichloromethane and subsequent treatment of the corresponding chloride with
trimethylene-imine in DMF according to the method described in Example 45.
Obtained as a light yellow solid (65 mg, 50%).



M5 (ISP) 494.3 [(M+H) +]; np 148 C. Exanple 125 8-Chl oro-7-

(i sopropyyl -nmethyl -am no)-4- [3-(5-pyrrolidin- |-ylnmethyl- [ 1,2,31
triazol - woykypspbenyl -1, 3-di hydro-benzo [b] 11, 41 di azepipeTZPonasc2b The
title conpound was prepared from 8-chl oro:- 4 [3- (5-hydroxynet hyl -
[1,2,3]triazol-1-yl)-phenyl] -7- (|sopropy} met hyl -am no) -1, 3-di hydro benzo

[ b] [ 1, 4] 96) (219 ng, 0.50 mmol) byreactlon wth
t hi onyl chl o?\f[‘t@jégﬁn&é ﬁ%"’%ﬁ’trﬁgﬁ& 'd subsequent treatment of the
corresponding -chloride with pyrrol IEI ne | THDM: according to the nethod

described in Exanple 45. 30 Cbt ain ght yellow solid (157 ng,

64% . M5 (ISP 2, . : . 02 862P 02/03644, - 157
Exanpl e 126§eJ ' ! ? % met%l ro 41

3- (5- pyrrol iadife)lt J -Iben o E\ 4$d4aidbiraZ-Qine1 yI) phenyl |

-1, 3-di hydro-benzo f blf |,41 diazepin-2-one The title conpound was

pr epar ed 9 r e Bitle bbdpourd {«ras léfi-ph]nédrfmymhlmyb-? (methyl- propyl—ammo) 4-[

1,2, 3]t I-I b
511 1 4] avdceprtbat e b 7 P SRt e i 412 phé%m on
with thi gn)(Efd‘mhpgdlS P21 il oIsb(mﬁxﬁml%lyamuamdqtﬁmb@ﬁqlum@hdhﬁleaitmem- of ht ge
doscr i bed | AOREGHG sHeedoen R aE AL A oGP BT T S65T P n64%) . 10
MS (I SP) 506n BME Mtb‘l)d'hllg tothe b2héd ddsxabad ie Fx2rpB-46h0btanett as a light yellow

[3-(5-dinmeth [ 1,2,3]triazol - I-yI ) -phenyl | -7- (isopropyl -
nmet hyl - aifl n6¥11£w§ %&%ﬁ% benzo[b]f 1,41 diazepin-2-one The title conpound

was prepare ydroxynet hyl - 15 [
1,2, 3]tri azg\fI§ @%j ‘?9 k%ﬁfl ‘%Pégi pyl - met hyl - am no) -1, 3-di hydro benzo[ b]
[ 1, 4] di azepi n-2-one (Exanpl e 99) (Zlg ggl ZEEO mol ) by reaction with

uent treat rrent of the

thionyl chl oride in dichloronmethane a
correspondi n
described iH

M5 (I SP) 566n13tl{vl Mdﬂ)vi“-]amuﬁm Qgihlﬁrdro-benzofb][1,4]diazepin-2—one

15 The title compound was prepared from 8-chloro-7-(methyl-propyl-amino)-4-{3-(5-
hydroxymethyl-[1,2,3]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
(Example 29) (219 mg, 0.50 mmol) by reaction with thionylchloride in
dichloromethane and subsequent treatment of the corresponding chloride with N-
isopropyl-methylamine in DMF according to the method described in Example 45.

20  Obtained as a light yellow solid (129 mg, 52%).

MS (ISP) 494.3 [(M+H)™]; mp 148 °C.

Example 125

1,2,31triazol-

1-yl)-phenyl]-1,3-dihydro-benzo[b][1.4]diazepin-2-one

25 The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-
[1,2,3]triazol-1-y1)-phenyl]-7-(isopropyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 96) (219 mg, 0.50 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with pyrrolidine in DMF according to the method described in Example 45.
30 Obtained as a light yellow solid (157 mg, 64%).

MS (ISP) 492.3 [(M+H)*]; mp 172 °C.



Exanpl e 128 8-Chloro-4- f 3-(5-dinethylam nonethyl- [ 1,2,3]triazol-

| -yl)-phenyl|-7- (isobutyl- nethyl-am no)-1, 3-di hydro-benzoLl f 1,41

di azepi n-womnms3kRe titl e conpound was prepared from PCT/EP02/03644
8-chloro-4-[3-(5-hydroxynethyl- 25 [ 1,2 3 triazol- 1-yl)-phenyl]
-7-(isobutyl -nethyl -am no)- 1, 3-di hydro l:} zo [b] [ 1,4] diazepin-2-one
(Exanple 101) (226 ng, 0.50 nmol) b;g reaft| 0 with thionylchloride in
di chl oronet hane and subsequent treat he correspondlng chl ori de
W th dIITEth¥| i . pl e 45.
bt ai ned as®ZL ~ :

mp 199 C. @g@@ﬁ@&ﬂg@%mwdm&ﬁmml e 129
4-13-(5-Azetidin-1-ylnmethyl-[1, 2
3] triazol - 1Th¢ jitlpbenypdbinBwaly eria@echr()n'ﬁ&b}IﬂOﬂyh [3-(5-hydroxymethyl-

Compound alb s KRt T SRR BB e SERGA brgeR 5

[ 1,2, 3]tri aB&lzob]yl, 2 Fdidrepisitd-orle (Hxanipleo) (zmtxhgf,lowrmm@mﬂyr%awdmmtlo-

benzol b] L o R s e R AL OBl At (O B ERORET s ¢ he

cor r espondi &Qon@é’ﬂzvﬁhl othhEl id DMIBid&MircEﬂfgetol the ARthod dMritRdGn Edhmglet4s. t he

nmet hod descr bedd ﬁ t ai ned as a light browm solid (102 ng,
43% . 10 |vs % pdieht {'@Wﬁ? ¢ (1 8:76# Exanpl e 130 4-

[ 3-(5-Azeti t ¢ Jriazol - 1y|) phenyl ]

- 8- chl orl§- 7&%@%@&@% ?wétmy]l%ﬁpoél 3-di hydro-benzo [b] [ 1,41

di azepi n-2-one The title corrpound r ed from

8- chl or 0- 4- [ 3- (5- hydr oxymnet hyI WaESX“R‘ ?épﬁr

[1,2,3]triazal- | ) I ,ih dr benzo
[b] [ 1,4] &re&z # SVt =L 2N B aet i on

with thi onydegljﬂ@mld@) 1,3 dﬂu@%%&:ﬁbm@dlmlxﬁw@mquent treatnent of the
correspondi ng chloride vvlth trimethylene-inmne in DMF according to the

met hod descrThbgdet tcﬁkngl éSared b Sleldoﬁszlé[Sl sgiytlrdxyﬁmysol id (125 ny,

52% . ZOISNB (i Sﬁrmzo -}?i) uﬁenyﬁ) (1503;%1)%1 met%yl amlanB 1,3 %ﬁ%rdro-

benzo[b][1,4]diazepin-2-one (Example 99) (219 mg, 0.50 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with dimethylamine in DMF according to the method described in Example
45. Obtained as a light brown solid (143 mg, 61%).

20 MS (ISP) 566.3 [(M+H)™]; mp 225 °C.

Example 128
8-Chloro-4-[3-(5-dimethylaminomethyl-[1,2,3]triazol-1-v1)-

methyl-amino)-1,3-dihydro-benzo([b][1.4]diazepin-2-one

The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-
25 [1,2,3]triazol-1-yl)-phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 101) (226 mg, 0.50 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with dimethylamine in DMF according to the method described in Example
45. Obtained as a light brown solid (134 mg, 56%).

30 MS (ISP) 480.5 [(M+H)™]; mp 199 °C.



8-Chl oro-4-[3-(5-nmethyl am nonmethyl -[1 2 31triazol -1-yl)-phen

I'l-7-(methyl -progyl - am no)-1, 3-di hydro-benzo [bill ,41 diazepin-2-one The
title conwowndsisss prepared from 8-chl oro-7-(nethyl - propylPCamPnnd3ods [ 3- ( 5-
25 hydroxymethyl -[1,2,3]triazol-1-yl)- pheggémol 3-di hydro-benzo[b] [1,41
di azepi n-2-one (Exanmple 29) (230 ny, ) by reaction with

t hi onyl chloride in dichloronethane ﬁgd sytﬁgquent treatnent of the

corresponding chloride with nethyla according to method
described in_ B 7 . :
30 M5 (| SP) “452

Exanpl e 132 &MMM&MO“) Ql, EwmaZz-oheI -yI ) - phenyl ]
-7-(isobutyl-nmeth | -am no)-8- nethyl-1,3-di hydro-benzo [bl1 [ 1,41
di azepi n- 2- dike tifleeotriponad easpeparckdfasn |8rcé1ﬂ1&be43| [3-(Bhydroxymethyl-

RS) - [ 5-
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pyrrolidin- 1 yl - phenyl ] - car bam c amg terlt-gbutyl ester (Exanple M 10)
(0.41 g, 0.66 nmol) by treat msnt Wi t CH2C12 according to the
-1 e|
A

i al,_progegur OISR (530, 1 86 - M

7- (1 sobut yl mhﬂvdmmm-ﬂd)dﬁvdfetﬁmlz‘aﬂ)ﬂm& aaegmtﬂq@el soxazol - 5-yl ) - phenyl |
-1, 3- di hydro-benzo [b] 11,41 di azepin-2-one The title conpound was

prepared fr d‘me(tﬁle(cbmpbun&mmpyﬂedémrm 8)chibroett [8y(5Bydrdxymethyl-
15 [1,2,3]triazol-1-yl)-phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 101) (220 mg, 0.49 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with trimethylene-imine in DMF according to the method described in
Example 45. Obtained as a light brown solid (125 mg, 52%).

20 MS (ISP) 492.3 [(M+H)"]; mp 191 °C.

Example 131

amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from 8-chloro-7-(methyl-propyl-amino)-4-[3-(5-

25 hydroxymethyl-[1,2,3]triazol-1-y1)-phenyl]-1,3-dihydro-benzo{b][1,4] diazepin-2-one
(Example 29) (230 mg, 0.52 mmol) by reaction with thionylchloride in
dichloromethane and subsequent treatment of the corresponding chloride with
methylamine in DMF according to method described in Example 45. Obtained as a
light yellow solid (122 mg, 52%).

30 MS (ISP) 452.4 [(M+H)"]; mp 185 °C.



[ 3- (3- et hyl -i soxazol - 5-yl ) - phenyl ] - 3- oxo- pr opi onyl am no} - phenyl ) - car bam ¢
acid tert-butyl ester (Exanple ML0O9) (0.33 g, 0.62 mmol) by treatnment with
TFA in 25wQH2@485accordi ng to the general procedure N CbtrairmPdz/esm4sa pal e
brown solid (136 ngy, 53%. M (ISP) 4171%%[(|\/HH) +]; nmp 187 C. Exanple 135
8-Methyl -4- [3- (3-nethyl-isoxazol-5-yl)-

-7-pyrrolidin-1-yl -1, 3-di hydro- 30 enz e[192

enyl |
] [ 1,4] diazepin-2-one The
tit I e conpound was prepared from

=5= i - e ract o tert-butyl
V\D 02/ 083652etHﬂT1 EHi’WdB&fbﬂzofbM@&hhsieefn zEmarrpI e M 11) (0 33 g, 0.64 mol)
by treatment with TFA in CH2ClI 2 according to the general procedure N.

ot aiC ned asThertithfdompuiung veslprebatcdFPorGRS REMisobulvi-thétBF) ardlib) B-héetyH) +] ; np
11 Exa

4-13-(5-Di {%9&-31- Reletesitpse-prap 2 vigsoneth)ol} 25Hsiagalr - EhesBlic y1 - met hy)
- amino) - Sﬁrbpbhw@fr@m@)tﬂydnym Grlshinkty eléi@ tdrebagl ésbér (ExarfAple VI 8083 00.88 g-005%2 The
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(i sobutyl - rmi’otbmledam @kb&&ﬁbdlid{%@ﬂ@?ﬁ%} 1, 3-di hydro benzo [Db]

[ 1, 4] di azepi n- 2-one ?Exanpl e 117) (300 ng, 0.62 mmol) by reaction with 10
t hi onyl chl ovis ¢iSP) B3 di ¢V pheiha9seCand subsequent treatment of the
corresponding chloride wth dinmethylamne in DVF according to the nethod
described in Exanple 45. Qbtained @sgampleilght brown solid (110 ng, 35%. MS
(ISP) 514.3 [(MrH)+]; np 182 C. Exanple 137 15

8- (I sobut y|4-raetmﬂvdadnvmlhs4 023 Ziaddl- 13 pheny] -Bdhathit yipyaohidih-1FH- 2331t ri azo
| -1-yl)- phe dro- 3H-benzo Fb] 11, 41 di azepine-7-carbonitrile
The title SRS ‘_ ..... AZ€EDIN-2-QNe

2-[3-(5-h 0 th 23tr| I- - - e
- 8[ (i gobu%/ b ME Pé’r‘r}l[nljc} %B%Eﬁ’ﬂ'@gp@'éééﬁ?}mf%]{?"[[s'l, 4] di azepi ne-
7-car boni t r(tdtﬁh@:ﬂi)@apﬁ’aﬁ ﬂﬁbmaﬁﬁ)@z 3Drid ol vl @mwlk@mbmmﬁle—
t hi onyl chl ori d 0. di (iﬂl or onet hane and 1subs ?®t(%e4ﬁ ﬁ'é t he
cor r espondiHg® Pb|1|Y hepy P Al TR "ﬁylﬁﬁﬁg #43 & hePhod
descri bed ifimbldiyreatdhent ¥dth AFASE CBBCR according to the general procedure N.

Obtained as a light yellow solid (239 mg, 86%).

MS (ISP) 417.3 [(M+H)™]; mp 202 °C.

Example 134

20 i 3-(3-methyl-isoxazol-5-yl)-
dihydro-benzo([b][1,4]diazepin-2-one
The title compound was prepared from (5-(isobutyl-methyl-amino)-4-methyl-2-{3-

[3-(3-methyl-isoxazol-5-yl)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid
tert-butyl ester (Example M109) (0.33 g, 0.62 mmol) by treatment with TFA in

25 CH,Cl; according to the general procedure N. Obtained as a pale brown solid (136
mg, 53%).

MS (ISP) 417.3 [(M+H)"]; mp 187 °C.

Example 135

30 benzo[bl[1,4]diazepin-2-one

The title compound was prepared from (4-methyl-2-{3-[3-(3-methyl-isoxazol-5-yl)-
phenyl}-3-oxo-propionylamino}-5-pyrrolidin-1-yl-phenyl)-carbamic acid tert-butyl



i ght yellow solid (140 ng, 63%. MS (I1SP) 497.3 [(MtH) +]; nmp 174 C

Exanpl e 138 25

7- (1 sobutwb-o2®83sy1 - am no) - 4-[ 3- (5-pyrrolidin-1-yl methyl - ( PCT/EP22/0368x 0l - | -yl
)- phenyll -8-trifluoronethyl-1,3-dihydro é?)enzo [bill ,41 diazepin-2-one
The title conpound was prepared from )
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t hi onyl chl oride in dichloronethane and subsequent treatnent of the

cor r espondi ndS (I6P) 401 3K ME LT [ayip 20l ?Cli ne in DMF according to the nethod
described in Exanple 45. Obtained as a |ight orange foam (80 ng, 24%. WO
02/ 083652 PCT/ EP02/ 03644 -161- MS (Eﬁlf_ﬁplélmsS [ (MtH) +] . Exanpl e 139

7- (1 sobutyl -met hyl -am no) -8-nethyl-4- f 3-(5-pyrrolidin-1-ylmethyl- [
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MS (| SP) 1048 6hiényl{iWtibietin dlﬁl’ﬂoﬂoEﬂetEaneEmdrmH)& ﬂ-él‘ﬁ treatment of the corresponding

8- (1 sobutyl - |so -amn .

Sty - 1 cBond el ftine b DA SR ettt Brree

1, 41di azepi 16- thaﬂ;rebamahghﬂt&oﬂzﬁsa’llite(motrﬂngess%orpound was prepared from
2-[3-(5- hydr oxynmet hyl -[ 1,2, 3] triazol -1-yl)-

phenyl ] - 8- (IM®USPY3 Heet(MAH AN mp)lsAe@xo- 4, 5- di hydr o- 3H benzo[ b]

[ 1, 4] di azepi ne- 7-carbonitrile (Exanple 111) (220 ng, 0.50 mmol) by
reaction with thionylchloride in dighylemst hane and subsequent treatnment
of the corresponding chloride with N isobutyl-nethylamne in DVMF according

to the met hgdldbaoi-nkabylidininypapdse-25B-(2Byicblidihfie flnaghy- [l 208 triayell1-eM+ sol i d
0,
(100 ng, 39 /%én 1]-4,5-dihydro-3H-benzo[b][1,4]diazepine-7-carbonitrile

The title compound was prepared from 2-[3-(5-hydroxymethyl-[1,2,3]triazol-1-y1)-
phenyl]-8-(isobutyl-methyl-amino)-4-0x0-4,5-dihydro-3H-benzo[b][1,4] diazepine-
7-carbonitrile (Example 111) (200 mg, 0.45 mmol) by reaction with thionylchloride in

20 dichloromethane and subsequent treatment of the corresponding chloride with
pyrrolidine in DMF according to the method described in Example 45. Obtained as a
light yellow solid (140 mg, 63%).

MS (ISP) 497.3 [(M+H)™]; mp 174 °C.

Example 138

25  7-(Isobutyl-methyl-amino
phenyl]-8-trifluoromethyl-1,3-dihydro-benzo[b]{1,4]diazepin-2-one

The title compound was prepared from 4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-
phenyl]-7-(isobutyl-methyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 117) (300 mg, 0.62 mmol) by reaction with

30 thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with pyrrolidine in DMF according to the method described in Example 45.
Obtained as a light orange foam (80 mg, 24%).
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triazol - Iwolokaogdesnyl )-8-tri fl uoromnet hyl -1, 3-di hydr o- benzofPbrEP)ZABI€AZEPI N- 2
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di azepi n- 2- Mﬁ%éﬁ%@i@)ﬁ(zeo ng, 0.53 rrm)l) by reaction with
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gl'lhzo'?iutlyle C%Bﬁmg%\gg M#éﬁglta@ﬁvﬁ%’ .dl hydr o- benzofb] f 1,41 di azepi n-2-one

4-1 3- (5- hydroxyrrethyl-[1,2,3]triazo|-1-§i) 15
phenyl]-7- (i sobutyl -nmethyl -am no)-8 14 , 3-di hydr o- benzo[ b]
X ) 0, )

[1, 4] di azepj ( ) | \[\Ilth
thlonylchlo e 8 d Y el e T R ‘ clRvl-aL 1020}~
corr esloond'_gl}cﬂlieﬁﬂl)deoﬂu 11 B- d1E b dad¥epi emc%lﬁﬁeor ding to the

nmet hod descri bed i n Exanpl e 45. Cbt al ned as a light yellow solid (50 ng,
18% . 15 The title compound was prepared from 2-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-

phenyl]-8-(isobutyl-methyl-amino)-4-oxo-4,5-dihydro-3H-benzo[b][1,4] diazepine-
7-carbonitrile (Example 111) (220 mg, 0.50 mmol) by reaction with thionylchloride in
dichloromethane and subsequent treatment of the corresponding chloride with N-
isobutyl-methylamine in DMF according to the method described in Example 45.

20 Obtained as a light yellow solid (100 mg, 39%).

MS (ISP) 513.4 [(M+H)"]; mp 169 °C.

Example 141

[1,2.3]triazol-1-yl}-phenyl)-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-

25 one

The title compound was prepared from 4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-
phenyl]-7-(isobutyl-methyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 117) (260 mg, 0.53 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding

30 chloride with N-isopropyl-methylamine in DMF according to the method described
in Example 45. Obtained as a light brown solid (70 mg, 24%).

MS (ISP) 542.3 [(M+H)™]; mp 157 °C.
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[ 1, 4] di azepPR3p2% g ami 1yllgl with
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to the net hquhe tidesempbent whas frepamet €rofb4- [ SXys-aiy ﬂ}%t}fyl-l 1,913 trivedll oy sol i d

(120 ng, 470/%eny%]07 IYBolgut%D 1)1163%7? aflnlll;o)q/g-lr_'xZetllyl lnéod&l ro- benzo 1[1,4]diazepin-2-

one (Example 132) (250 mg, 0.58 mmol) by reaction with thlonylchlonde in

30

dichloromethane and subsequent treatment of the corresponding chloride with
cyclopropylmethylamine in DMF according to the method described in Example 45.
Obtained as a light yellow solid (50 mg, 18%).

20 MS (ISP) 486.4 [(M+H)"]; mp 184 °C.

Example 144

1,2.3]triazol-1-

vl)-phenyl]-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-

25 [1,2,3]triazol-1-y1)-phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 101) (220 mg, 0.49 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with piperidine in DMF according to the method described in Example 45.
Obtained as a light brown solid (250 mg, 99%).

30 MS (ISP) 520.3 [(M+H)"]; mp 169 °C.



Exanpl e 147 8-Chloro-4- (3-15- [ (cyclopropyl nmethyl-amno) -nethyll - [ 1
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| b111, 41 wDazegdon2 2- one The title conpound was prepared fPOREPOTOI6RL O- 4-
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(190 g, 75%he tidOcdiBpdundRyasépated frdbintd-clloravp-[382-1gdrdxyargyd 150
15 [1,2,3]triazol-1-yl)-phenyl]-7-(isopropyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 96) (220 mg, 0.50 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with N-(2-methoxyethyl)methylamine in DMF according to the method
described in Example 45. Obtained as a light yellow solid (120 mg, 47%).

20 MS (ISP) 510.4 [((M+H)™]; mp 119 °C.

Example 147

The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-

25  [1,2,3]triazol-1-yl)-phenyl]-7-(isopropyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 96) (220 mg, 0.50 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with aminomethyl-cyclopropane in DMF according to the method described
in Example 45. Obtained as a light brown solid (150 mg, 61%).

30  MS (ISP) 592.2 [(M+H)]; mp 151 °C.
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1,2, 3]trPa r@%%gm grlPr SPI Goromet hyl -1, 3-di hydro-benzo [bl [ 1,41

di azepin-2- one 15 The title conpound prepared from
4-[3-(5- hydroxyrret hyI [1,2, 3]tr| azo&‘%&’gé)wwenyl]
-7-(1sopropyl 5 h fl j

[1, 4]d|aze BH i 2 35 2 Ql enyl-Ts 1 h

t hi onyl chl O(ﬁso@eoﬂvmndaﬂ@shla@ﬁlﬁaﬁubadmvc&adaeﬁzthw Uﬁaiazérﬁﬁ@tmt of the
corresponding chloride with N-isopropylnethylamne in DMF according to the

met hod descl"lhehﬁﬁzdom Emﬁwgk aﬂélfr&htsadtﬂ@@ 434?34@5J X{iﬁé‘cﬂypw solid (110
phgn {YH-

9, 450/()15 &:r?apol— (];progﬁ methyl -ammo? L,3- Slhy?lro-

benzo [b][1,4]diazepin-2-one (Example 96) (220 mg, 0.50 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with N-isobutylmethylamine in DMF according to the method described in
Example 45. Obtained as a light yellow solid (190 mg, 75%).

20 MS (ISP) 508.4 [(M+H)"]; mp 182 °C.

Example 150

4-[3-(5-Dimethylaminomethyl-[1,2,3]triazol-1-vl)-

amino)-8-trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from 4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-

25  phenyl]-7-(isopropyl-methyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 119) (200 mg, 0.42 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with dimethylamine in DMF according to the method described in Example
45, Obtained as an off-white solid (80 mg, 38%).

30 MS (ISP) 500.4 [(M+H)™]; mp 197 °C.



4-(3-15- [ (Cycl opropyl methyl -am no)-nethyl]- [ 1,2,31 triazol- |

-Xl }-phenyl)-7-
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phenyl]-7-(isopropyl-methyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo{b][1,4]diazepin-2-one (Example 119) (220 mg, 0.47 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with N-isopropylmethylamine in DMF according to the method described in
20 Example 45. Obtained as a light yellow solid (110 mg, 45%).

MS (ISP) 528.4 [(M+H)™]; mp 182 °C.

Example 153

25

The title compound was prepared from 4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-
phenyl]-7-(isopropyl-methyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 119) (210 mg, 0.44 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding

30  chloride with aminomethyl-cyclopropane in DMF according to the method described
in Example 45. Obtained as a light brown solid (110 mg, 47%).

MS (ISP) 526.2 [(M+H)™]; mp 152 °C.
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7- (1 sobutyl - | -am no) - 8inmet hyl -4- [3-(5-pyrrolidin-1-ylnethyl- [ 1,2, 41
triazolJOI-N@ﬁ%ﬁéﬁ@gghﬂﬂf?g-hFﬁy 4o-é‘benzo[bl f 1,41di azepin-2-one The title
conpound was prepared from 4-[3-(5-hydroxynethyl-[1,2,3]triazol-1-yl)- 15
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[ 1, 4] di azep] n-2- one anpl e 13 f180, : [
t hi onyl chl ofie2F+HOPIPANURRRAINA hel.Sa dTIAL L
cor r espondi iginoh8ofri e ravhéthyl- RYdEBidr6libeg,d[B] [
described in Exanple 45. Obtained as an off-white solid (106 ng, 52% . 20
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benzo[b][1,4]diazepin-2-one (Example 119) (236 mg, 0.50 mmol) by reaction with

thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with isopropylamine in DMF according to the method described in Example
45. Obtained as a light yellow solid (100 mg, 39%).

20 MS (ISP) 514.4 [(M+H)"]; mp 191 °C.

Example 156

methyl-amino)-1,3-dihydro-benzo[b][1.,4]diazepin-2-one
The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-

25  [1,2,3]triazol-1-yl)-phenyl]-7-(isopropyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 96) (220 mg, 0.50 mmol) by reaction with
thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with isobutylamine in DMF according to the method described in Example
45. Obtained as a light yellow solid (160 mg, 65%).

30 MS (ISP) 494.4 [(M+H)"]; mp 182 °C.
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2.29
9, 15 phenyl]-7-(isobutyl-methyl-amino)-8-methyl-1,3-dihydro-benzo[b][1,4]diazepin-2-

one (Example 132) (180 mg, 0.42 mmol) by reaction with thionylchloride in
dichloromethane and subsequent treatment of the corresponding chloride with
pyrrolidine in DMF according to the method described in Example 45. Obtained as an
off-white solid (106 mg, 52%).

20 MS (ISP) 486.5 [(M+H)"]; mp 164 °C.

Example 159

4-[3-(5-Cyclopropylaminomethyl-[1,2,4]triazol-1-vl)-

amino)-8-methyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from 4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-
25  phenyl]-7-(isobutyl-methyl-amino)-8-methyl-1,3-dihydro-benzo[b][1,4]diazepin-2-

one (Example 132) (180 mg, 0.42 mmol) by reaction with thionylchloride in
dichloromethane and subsequent treatment of the corresponding chloride with
cyclopropylamine in DMF according to the method described in Example 45.
Obtained as a light yellow solid (108 mg, 55%).

30 MS (ISP) 472.4 [(M+H)™]; mp 114 °C.
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propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M113) (0.37 g, 0.60

15 mmol) by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as a light yellow solid (209 mg, 82%).

MS (ISP) 425.4 [(M+H)™]; mp 250 °C.

Example 162

20 phenyl]-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (RS)-[4-chloro-5-(methyl-propyl-amino)-2-
(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,4] triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M114) (1.47 g, 2.29
mmol) by treatment with TFA in CH,Cl, according to the general procedure N.

25  Obtained as a pale yellow solid (1.0 g, 99%).

MS (ISP) 439.5 [(M+H)"]; mp 192 °C.

Example 163
8-Chloro-4-[3-(5-hydroxymethyl-[1,2,4]triazol-1-yl)-phenyl]-7-(isobutyl-methyl-

amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one

30 The title compound was prepared from (RS)-[4-chloro-5-(isobutyl-methyl-amino)-2-

(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,4]triazol-1-yl]-phenyl}-
propionylamino)-phenyl]-carbamic acid tert-butyl ester (Example M115) (0.61 g, 0.93
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Example 165

15 8-Chloro-7-(i i idi 1,2,41triazol-1-

yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from 8-chloro-4-[3-(5-hydroxymethyl-
[1,2,4]triazol-1-y1)-phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (Example 163) (200 mg, 0.44 mmol) by reaction with

20  thionylchloride in dichloromethane and subsequent treatment of the corresponding
chloride with pyrrolidine in DMF according to the method described in Example 45.
Obtained as a light yellow solid (99 mg, 44%).

MS (ISP) 506.4 [(M+H)™]; mp 164 °C.

Example 166
8-Chloro-4-[3-(5-dimethylaminomethyl-
propyl-amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one
The title compound was prepared from 8-chloro-7-(methyl-propyl-amino)-4-[3-(5-
hydroxymethyl-[1,2,4]triazol-1-yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one
(Example 162) (220 mg, 0.50 mmol) by reaction with thionylchloride in

25

30 dichloromethane and subsequent treatment of the corresponding chloride with
dimethylamine in DMF according to the method described in Example 45. Obtained
as a light yellow solid (93 mg, 540%).
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[1,2,3]triazol-1-yl-phenyl)-propionylam no]-4-trifluoronethyl-phenyl}-carba

mc aci d te&hétibbeitoth @lsﬂdeﬁras(@épmﬂﬁofﬂl&wof&ﬁaqeghqu;@pylmhb) y3{(peat ment

A AT SR T Cl K

Exanpl e 171(Exér{plesTd20(¥10 sigf h5t manalnioy reéct(cﬁx with thlonylchlonde 1n

a azepin- 'z'ﬁwgfhe”y@aaw@n%é%%fﬁ%%@ eifdhe forresgpding chioride it 4
{5-(i S|0bUt Yty cﬂ@&h @p’}}larﬁﬁ‘leﬁﬁ)}MF aécordia &ﬂﬁmet?(l)d descnbedh 1nI Exa;]nple 4|:5} .
pyrazo e o] - i f1 uoronet hyl - phenyl }-carbanic
acid tert- E)ab'?ﬁ%f? aé&i‘é? M&ﬁg@ma&) 0 49 g, 0.85 nmol) by treatnent
with TFA in to t he general procedure N. Obtained as a

i ght yellobﬁ&ﬁ)cﬁgﬁﬁﬂ/ﬁﬂ? 19 @ (ISP) 454.4 [(MH"]: np 182 C.
Exanple 172

4-18- (Isopropyl met aI - ani no) - 4- oxo- Momt hyl - 4, 5-di hydro-3H 20
benzol bl f A r| | e The tjtle npound
was prepar eé ' pomet hi 3

propi onyl an}n%&ﬁﬁ,g( &ﬁg@@@@mfiﬂﬂhw&@e&lﬁ@hﬂetrl 1 uor onet hyl - phenyl ] - car bam

ic acid tert-butyl ester (Exanple ML20) (0.67 g, 1.29 nmol) by treatnent
Wi t h TFAsi NPrepared from (RS)-[5-(isobutyl-methyl-amino)-4-methyl-2-(3-0x0-3-{3-[5-

(tetrahydro-pyran-2-yloxymethyl)-[1,2,4]triazol- 1-yl]-phenyl}-propionylamino)-
phenyl]-carbamic acid tert-butyl ester (Example M116) (0.96 g, 1.51 mmol) by

treatment with TFA in CH,Cl, according to the general procedure N. Obtained as a
pale brown solid (480 mg, 73%).

20  MS (ISP) 433.6 [(M+H)™]; mp 191 °C.

Example 169

dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from {5-(methyl-propyl-amino)-2-[3-oxo-3-(3-

25 [1,2,4]triazol-1-yl-phenyl)-propionylamino]-4-triftuoromethyl-phenyl}-carbamic
acid tert-butyl ester (Example M117) (0.31 g, 0.55 mmol) by treatment with TFA in
CH,Cl, according to the general procedure N. Obtained as a light yellow solid (192
mg, 78%).

MS (ISP) 443.4 [(M+H)*]; mp 185 °C.



CH2C12 according to the general procedure N. Cbtained as a |ight yellow
solid (210 25 ng, 41%. Ms (ISP) 400.3 [(MH)-]; np 189 C. WD 02/ 083652
PCT/ EP02/WB8148365172 Exanple 173 8- Chl oro-7- (i sobutyl - nePoylErPaniee) - 4- ( 3-
[1,2,41 triazol-1-yl-phenyl)-1,3-dihydro- _/ernzo [b] [ 1,41 diazepin-2-one
The t|tIe conpound was prepared from }

{4-chl oro-5- (i sobutyl -nmet hyl -am no) I:2

oxo-3-(3-[1, 2, 4] triazol-1-yl- phenyl )%@yl am no] - phenyl } -carbam c acid
tert- butyl I . . . b trea%n]atz’vvlth TFA
in CH2Cl2 &ttt ; el Nt ar et as @ ght orange
solid (530 mydﬂﬁ%nzoﬂ\lﬁﬁﬁﬁfz’émﬂ%oﬂe[(wl-b +] rrp 213 C. Exanple 174 10

7- (I sobutyl - net hyl - am no)

-4-(3-11, 2, Fht titlaze@hpdund wsheaydrgd ﬂnhfﬁsfdmmhydrmbpﬂlaﬂinéi} 2@[3Ifmd»pi;f(3}enzo [ bl
EL% gi‘ Odlsgfg I,IF,?)}%n%z ]Bfrl%yzxg%ﬁ? frgraci%;ﬁ%h?&oﬁ941?%%}%'0}0”5&5% phen ﬂ garbarmc

phenyl ) - pr opdid eert-biriyhesfer 4Exarhible MOTIBYE0.BY b,-Qiverniytio} - e it wich TFAGt - but vl
ester (Exa ML22). (0. 50 0, 87 I h TEA in CH2Cl12
according t glztaﬁ‘é’ré@%g? §1e %F%@W% W&ﬁlﬂ%gasgg ét ¥§ Sogﬂé&# solid
(350 ny, B88fHg, 44%B (1 SP) 457.5 [(MtH)+]; np 198 C. Exanple 175

8- Chl oro-7- (i sobutyl -neth)L-am no)-4-(3- |

1, 2, 3] tri azds (ISB) #4pheyH)1]; Inslidlydr.o- benzo (bl 11,41 di azepi n-2-oné 20
The title conpound was prepared from {4-chl oro-5-(isobutyl-nethyl-am no)-2-
[3- oxo0-18-(3-[1,2,3]triazol -1-yl - phekxamplorApi onyl am no] - phenyl } - car bam c
acid tert- butyl ester (Exanple ML23) (0.17 g, 0.31 mml) by treatnment with

TFA in CI—IZClgIsohﬁ@m&mmﬁn@h@-(Wzal-1-Wl-ﬁhﬁdili)ﬁ$-tﬂiﬂud%fr&'t}[’tﬂd,3as a light
yel | ow sol i 00 , 4 MS ( SPg 423.5 [(M+H) +]; np 85 C. 25 Exanple
176 7-(1sob P8 11, 2, 31tri azol -

| -yl - phenyl rifluor - = di hydr 0- benz | [.1 i aze 2-one
The t1t1 e cOMpULRETESE EisdrERr e B () (mobunt acthylaniof-2- (3.6 S
{ 5- (i sobut ypymeslinyl-phennld)prdpiodylaind-4-8rifluoromethyl-phenyl}-carbamic acid tert-
15 butyl ester (Example M119) (0.49 g, 0.85 mmol) by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as a light yellow solid (324 mg, 83%).

MS (ISP) 454.4 [(M-H)']; mp 182 °C.

Example 172

-4-ox0-7-trifluoromethyl-4,5-dihydro-3H-
20 benzo[bl{1,4]diazepin-2-vl]-pyridine-2-carbonitrile

The title compound was prepared from [2-[3-(2-cyano-pyridin-4-yl)-3-oxo-

propionylamino]-5-(isopropyl-methyl-amino)-4-trifluoromethyl-phenyl]-carbamic

acid tert-butyl ester (Example M120) (0.67 g, 1.29 mmol) by treatment with TFA in

CH,Cl, according to the general procedure N. Obtained as a light yellow solid (210
25 mg,41%).

MS (ISP) 400.3 [(M-H)]; mp 189 °C.



[ 1,2,3 ] triazol-1-yl-phenyl)-propionyl am no]
-4-trifluoronethyl-phenyl}-carbamc 30 acid tert-butyl ester (Exanple
ML24) (0.0 0g/08385%7 mmol ) by treatnment with TFA in CH2Cl2 patmEpPododsgs t 0 t he
general procedure N. Obtained as a |ight &'own solid (170 ny, 49%. WO
02/ 083652 PCT/ EP02/ 03644 -173- M5 (I SP)” ®7.5 [(MtH) +]; nmp 202 C. Exanple

177 4- (3-Im dazol -1-yl-phenyl) -7- iEObUtéhﬁr no-8-trifl uoronethyl -
|, 3-di hydro- benzo[b][1, 41di azepl n- 2= e title corrpound was prepared
d -] -yl h

from{2-[3-(
propi onyl anitig SODUt yTa = aor et otTe acid
tert- butyl besiofb] ﬂg}«_ﬁm@m %35) (0.43 g, O. 77 mml) by treat rrent with TFA

in CH2Cl2 according to the general procedure N. Obtained as a light yellow
solid (260 mhe tiﬂG%mpoﬁ(ﬁdWhﬁE)epdté&ﬁéxﬂ {4%%&&»rb]—5 (BpbiFimethylteminaip(e 178

g e e R e R

{g chl gr 0- |2b{1&1 ésted (tEixﬁklﬁplelM]mw (@. Mgm4Dm&101))]Xb)0tr¢HtﬁﬁhWij{h amArnCH,Cl, -

- t - tr ) t

(5 5570 SRR SR AR ek i S AL
240 949 1Y/ S

(I sP) a4o§r2fvﬁd¢i/§ﬁr@%3 VPSS el (yg o S0l e (240 T S0

8- Chl oro-7- (i sobutyl -am no)-4-(3 azol -
| -yl -phenyl) -1, 3-di hydro- 20 benzo[@f@é—f—éﬂazepr n-2-one The title conpound
was prepare [ 4- , - am - ( 3 , 3]
triazol - : Sayas ey i

ester (ExaretﬂivdrchﬁHﬁo Bm,l?dlg;.e_:pﬁ ZLZnem)I) by treat nent vvrth TFA in CH2C12
according to the general procedure N. Cbtained as a light yellow solid (90
ng( 53;’;() |25ré‘ﬁre(dt$ﬁh {84F0Butlyl-Methyl ming) - 249 ofo-3E8af 1y, 4 tr180]-1-yl-

7-(lso uty

{1 azol - 17y PRRRARprope s A e Topmety - phap Y pipamic acd ter-butyl ester

(Example M122) (0.50 g, 0.87 mmol) by treatment with TFA in CH,Cl, according to
15 the general procedure N. Obtained as a light brown solid (350 mg, 88%).

MS (ISP) 457.5 [(M+H)"]; mp 198 °C.

Example 175

benzo[b][1,4]diazepin-2-one
20 The title compound was prepared from {4-chloro-5-(isobutyl-methyl-amino)-2-[3-

0x0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionylamino]-phenyl}-carbamic acid tert-
butyl ester (Example M123) (0.17 g, 0.31 mmol) by treatment with TFA in CHyCl,
according to the general procedure N. Obtained as a light yellow solid (100 mg, 75%).

MS (ISP) 423.5 [(M+H)"]; mp 85 °C.

25 Example 176

dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from {5-(isobutyl-methyl-amino)-2-[3-oxo-3-(3-
[1,2,3]triazol-1-yl-phenyl)-propionylamino]-4-trifluoromethyl-phenyl}-carbamic

30 acid tert-butyl ester (Example M124) (0.44 g, 0.77 mmol) by treatment with TFA in
CH,Cl, according to the general procedure N. Obtained as a light brown solid (170
mg, 49%).



benzo[ b1S1, 41di azepi n-2-one The title conpound was prepared from
{5-(isobutyl -am no)-2-[3-0x0-3-(3 30 [

1, 2, 3] t rivdekA436§1 - phenyl ) - pr opi onyl am no]j PCT/EP02/03644
-4-trifluoronethyl-phenyl}-carbamc acid }ert butyl ester (Exanple ML28)
(0.34 g, 0.61 nol) by treatnent with TFAM37 WO 02/ 083652 PCT/ EP02/ 03644 -

174 CH2C12 en procedure N. Obtained as a |light brown

solid (150 Nﬁ%ﬁ@%g%é% k&%‘%ﬁ%ﬁaﬁéﬁ&[(mm #]: np 212 C. Exanple 181 5

8- Chl oro-7- (i sobutyl -am no)-4-(3-f ]]*,2, 4JItE:'Z:gzol -1-yl -phenyl) -1, 3-di hydr o-
t

benzo [b] 11,41 diazepin-2-one The ound was prepared from
byt v, -

{4-chl oro-5(3 _ (3 .. '
[1, 2, 4] tri aFotr=t=yi=pher 1sQblItylarmino-8-trifiy yl-1, 5i d
tert-butyl eshaib][lEd bfh Mb219) (0 39 g, 0.74 mTDI) by treat rrent with TFA

in CH2Cl1l2 according to 10 the general procedure N. Cbtained as a |ight
(7)r alngebsasl : @’he 2i71@ compoBfdivas pepireSBormtHP7[ 3B (I-(Mdaol} 1-ylrphedzB-3Coxd=xanpl e 182
- | sobut
4 (311, 2, FHHPpine) yrisphesmnasitifreiosmehdmisrrli-cabamisaiidtersenzo [ b]
E 51( 41 gl az eptyh eerq(Erarhple M2 %) i(0.42 g C0TPBRUR) bagesttrepawil TFAGMCH,Cl,

i so uty

triazol - Fcﬁ?ﬁn@ﬁgl)t? %‘tfr%BFr&ﬁR/‘Ioé‘?(ﬁlﬁ%i\] Oﬁfagrlqdqu&d*ggﬁﬁﬂﬁw sofifh &R0 B8 Dani ¢

amdtert b (0 43 g, 0.77 mmol) by treatnment with
TFA in &% I&ﬁi%‘%‘% &@‘Jfa}gpj ’HB’S%Z]Q procedure N. Oobtained as a |ight
br own SO|Id (270 ng, 61%. 20 (IhS )méi }75} [(MH)-]; nmp 191 C. Exanple
183 _

s . - ) th| azol -2-yl) -phen |
-1, 3- di hydPe=terra B+ e Eonpound was

pr epar ed frbemzfo?l!b]éimélﬂ‘diaz%ﬁhtme 5- (et hyI rret hyl - am no) - 25 phenyl]-carbam c
acid tert-butyl ester (0.15 g) (Exanple J7) and 3-oxo-3-[3-[4-

(t et r ahydr oThy tide c@mpboand wes ﬁr}ébére«ﬂ ﬁio&Z{Jﬂ cHeoid-2-[3{{hdnyddzol prybphani)es-aci d
}Vler Erhgug%![ ap%ét&)%plgnylamirg)] 5( 1so€1%ammo p%lenyi}c ga{rg!anqgc aFc1Od tterrl%&)glrégtre? | procedure
15 (Example M126) (0.33 g, 0.63 mmol) by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a light yellow solid (240 mg, 94%).

MS (ISP) 408.4 [(M+H)™]; mp 212 °C.

Example 179

20 benzolb][1,4]1diazepin-2-one

The title compound was prepared from {4-chloro-5-(isobutyl-amino)-2-[3-o0xo-3-(3-
[1,2,3]triazol-1-yl-phenyl)-propionylamino]-phenyl}-carbamic acid tert-butyl ester
(Example M127) (0.22 g, 0.42 mmol) by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a light yellow solid (90 mg, 53%).

25 MS (ISP) 407.3 [(M-H)]; mp 249 °C.

Example 180

henyl)-8-trifluoromethyl-1,3-dihydro-

benzo{b]{1,4]diazepin-2-one

The title compound was prepared from {5-(isobutyl-amino)-2-{3-ox0-3-(3-
30 [1,2,3]triazol-1-yl-phenyl)-propionylamino]-4-trifluoromethyl-phenyl}-carbamic
acid tert-butyl ester (Example M128) (0.34 g, 0.61 mmol) by treatment with TFA in



materi al was deprotected and cyclized by treatnent with TFA in CH2Cl 2
according to the general procedure N. Cbtained as a yellow solid (0.14 g).
30 M5 (I SMpogesae22 [ (MH)-]; nmp 136-137 C. WD 02/ 083652 PCPCERPRZ/B644 -175
Exanpl e 184 8- Chl or 0- 4- 13- ( 4- hydr oxymnet hﬁ -t hiazol -2-yl)

phenyl | - 7- (met hyl - propel - am no) - 1, 3-di hy %- benzof bl [ 1, 41di azepi n- 2- one

The title c nd._wa ared f.rom [.2- am no-4-chl or.o- 5- (et Rropyl 5
am no) - pheng"?ﬁ? zftgﬁarcﬁ%rﬁﬁlzg %358 g?ré%r?l—pﬂﬁ‘ie e 'tcgl?ta’(“ﬁ.g 52 B%MW%A (Jl%) and

3- ox0- 3- [ 3- thg56%0t r ahydr o- pyr an- 2-yl oxynet hyl ) -t hi azol -2-yl] -phenyl]
-propionic acid tert-butyl ester (0.23 g) (Exanple K27) according to the
gener al prodd8(iSE) #43. 7@ -eH) Hi npd121@t eri al was deprotected and cyclized by
treatment with TFA in CH2C1l2 according to the general procedure N
Obtained as a yellow solid (0.10 g). E2amplB181 SN) 453.2 [(MH)-]; np 211-213
C. Exanple 185 8-Chl oro-4- [3-(4-hydroxnethyl-thiazol-2-yl)-phenyll

- 7- (i sopr »p\B-ChietdryHisebutybhmidoB4-db-y.drdriaesiAeylhenyl)- 113-dihydir@z epi n- 2- one
The title c TROUD( YRS, prepared from [ 2-am no-4-chl oro-5- (i sopropyl - net hyl
15 ami no) - pienyH P earvantt—4cie tert-butyl ester (0.17 g) (Exanple J26) and
3-0x0-3-[3- f4-.{tetrahydro-pyran-2-vl thyl) ;thiazol -2 - phgnyl ]

- propi oni c i&ecﬁlt%éf’fnpﬁ @P"as Egﬁpélfed(zf@’é%¥@%@g)(}sf’8‘}% aﬁﬁm‘yé%'i%']fﬁcﬂ'g'@b t he
gener al pr odea] eiakbl- IHyk phériyd)i-prepionyhineno japhang}) - celprroicacidadrtdmdylested | zed by
treatment wi th TEA,I 2 or di to. the r.al edure. N

bt ai ned as X%T@ﬁ?’!@?mg%l& qa;d‘f ’("5“%2% ?atﬁﬁnw&‘gé)lngg%@ 3[6(5‘1\9@}%84}]3 np
193-195 @ thxgemetat pidifed Bre@ihl Obtaindd af a light orange solid (270 mg, 89%).

3- (4- hydroxynet hyl -t hi azol - 2-yl ) - phenyl | - 7- (i sobut yl - met hyl - am no) -

1, 3- di hydr o-N6&I8B) 40703 [ (M-H )} neh 202¢901. n- 2- one The title conpound was
prepared from [ 2-am no-4-chl oro-5-(isobutyl-nethyl 25

am no) - phenyl ] -carbamc acid tert-buEydmplstig2 (0.23 g) (Exanple J27) and
3-0x0-3-[3- [4-(tetrahydro-pyran-2-yl oxynethyl)-thiazol-2-yl] -phenyl]

- propi oni ¢ &eflsbtiueyitantinb y-4-(3e[dt 4] tfidoB 2-yhphérykasqotifudcd hetiad-AB-dibpdrat 0 t he

general pro %dgréll;l}/l‘q&ihe ob_;gi ned material was deprotected and cyclized by
treatnment w . ording to

15 The title compound was prepared from {5-(isobutyl-amino)-2-[3-oxo-3-(3-

[1,2,4]triazol-1-yl-phenyl)-propionylamino]-4-trifluoromethyl-phenyl}-carbamic
acid tert-butyl ester (Example M130) (0.43 g, 0.77 mmol) by treatment with TFA in
CH,Cl; according to the general procedure N. Obtained as a light brown solid (270
mg, 61%).

20 MS (ISP) 441.3 [(M-H)]; mp 191°C.

Example 183
3-(4-hydroxymethyl-thiazol-2-yl)-

dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from [2-amino-4-chloro-5-(ethyl-methyl-amino)-

25 phenyl]-carbamic acid tert-butyl ester (0.15 g) (Example J7) and 3-oxo-3-[3-[4-
(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl] -propionic acid tert-butyl
ester (0.23 g) (Example K27) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl; according to
the general procedure N. Obtained as a yellow solid (0.14 g).

30 MS (ISN) 439.2 [(M-H)]; mp 136-137 °C.



the general procedure N. Obhtained as a yellow solid (0.06 g). 30 M5 (I SP)
469.1 [(M+H) +]; np 135-136 C. WD 02/ 083652 PCT/ EP02/ 03644 -176 Exanple 187
8- Chl or o-wo(0ewsssh2 net hyl - am no) - 4- PCT/EP02/03644

[ 3- (4- hydr oxynet hyl - oxazol - 2-yl ) - phenyl | % -

di hydr o- benzo[ b] [ 1, 41di azepi n- 2- one The tiPre conpound was prepared from

[ 2- am no- 4- chl or o- 5- (et hyl - net hyl - ami_no) - phenyl ] -carbam c acid
tert-butyl ester (0.15 Q) (Exarrple JE%QEQ%%%@-OXO-S-[S-M-

(tetrahydrogp ran- I h I , ) h_(; l -ro'onlc acid
tert-butyl ‘ 1% ' e it or ocedur e
M The obt al Baﬂhv&atbenzdblﬁ&aﬁdﬂeaﬁmtzemked and cycl i zed by treat ment with
TFA in CH2Cl12 according to the general procedure N. Obtained as a yell ow

Z Ol(::qld (0. 10Tl;]% tltlelooﬁfyﬁn(ddsws pﬁéﬁar&d oM [Iﬂ}adn,nolmcﬁmﬁa-iﬁﬁle@nyl prapyipl e 188
4 4 t

O et by gy o e RS RPRY L1 k0 16 BT B mmle I8 apd 305812 e

titlhe E:oHgﬁmﬁemalwdm@gﬁmeﬁ-yfwcgﬂeﬂﬁr})aﬂMamk?zkr}k}iheth -‘.'pr(;pﬁhhydcrdllf;ﬂshd)tyl;ﬁd

o) 575 ey 25 2f eSile Rt ettt htidhbrel Proeade N TR Bl

- pr opi f)ni c ﬁ:ﬁfjdﬂlal wad ddpudtgtted esd egchwl B/&r@)mé@mﬂpTEAlfﬁ I:Hﬁ%ca@wdidng tf)o t geb
general progedure ne nate rotected and cyclized by
tr eat ment CRHE, Rrﬂce@?%gggbﬁ%%‘?ddarsﬁd'e Ll s‘#@g@r@r al procedure N

Cbtalned as (0. 10 Ms (ISP) 437.2 [(MH)-]; np 166-167
C. ExanlBI e%ﬁg %ﬁ?’r%w‘ g{) ][?PP eg}"ﬁ droxynet hyl - oxazol - 2-yl ) - phenyl |

-7- (i sopropyl - net hyl -am no)- 1, 3-di r%dro-!b@Ezo [b I[ 1,41diazepin-2-one The
title conpound was prepared from[2- hl or o- 5- (i sopropyl - met hyl 25
am no) - phengl bz > (9. 17. Rl e J26) and

3- oxo- 3- [ 3- T#-HH o5 S ALt PLo; AEHRA
- propi oni c g,etdhichbtbebw Bi1 @&bﬁpL&fé g) (Exarrpl e K11) accordl ng to the
general procedure M The obtained nmmterial was deprotected and cyclized by

treat ment wrhtifl&éompoundXidshrapared Gong[2t aninbheclgernebdisoprapgbaieeleyl-N.

bt ai ned asar%u%slplhg}llv lf carlbamgc acu? tegg-bu 1 ester (0.17 g) (Example J26) and 3-o0x0-3-[3-
Y ty. g p

[4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl] -propionic acid tert-butyl

ester (Example K27) (0.23 g) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a light-brown solid (0.05 g).

20 MS (ISP) 455.2 [(M+H)"]; mp 193-195 °C.

Example 186
8-Chloro-4-[3-(4-hydroxymethyl-thiazol-2-vl)-
1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from [2-amino-4-chloro-5-(isobutyl-methyl -
25 amino)-phenyl]-carbamic acid tert-butyl ester (0.23 g) (Example J27) and 3-o0xo-3-[3-

[4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl]-propionic acid tert-butyl
ester (0.32 g) (Example K27) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH>Cl, according to
the general procedure N. Obtained as a yellow solid (0.06 g).

30 MS (ISP) 469.1 [((M+H)"]; mp 135-136 °C.



30 M5 (ISP) 439.3 [(MtH)+]; np 143-145 C. WD 02/ 083652 PCT/ EP02/ 03644 -177
Exanpl e 190 8-Chl oro-4- 13- (4-hydroxynethyl -oxazol -2-yl) -phenyll -7-

(1 sobut ylwomigdesam no) - 1 3-di hydro-benzo [bill ,41 di arepinro2ezsme The
title conpound was prepared from|[2-am no-4-chl oro-5-(isobutyl-nethyl 5
am no) - phenyl] -carbam c acid tert-butyl” Kerer (0.23 g) (Example J27) and
3- oxo- 3-[ 3-

[ 4- (t et rahydro- pyran- 2- yI oxynet hyl )Myl] phenyl] propi onic acid
tert-butyl y g to the genera %rocedure
M The obta . Fat—wver S e + azoles HeatAert—W t h
TFA in CHZC&&X l@é’rﬂb 1t41d1atzé'lﬁngﬁaﬁé al procedure N. Obtained as a yell ow
solid (0.18 g). 10 Ms (ISP) 453.3 [(MtH)+]; np 166-167 C. Exanple 191

8- Chl or o- 7- 'dhérﬁﬂdﬂéd Iiitﬁ-vé]as dréparédHroBt QYArﬁl@ibfméfEMb%:(éth'yﬁﬁﬁﬂry?—aﬂlﬂo)pheny| |

-1, 3- di hyd b d
8- Chi ore Z {r’gen(y = ﬁ‘ééﬁ?}‘ JE’PH}Iggtg‘ROZISyﬂ);?E’EI’F@?V)?HQ%%’E%% [3tfno-1,3- 15
di hydr o- ben@t@t[rﬂlydid-—pﬁhdlzi?l@&trﬂet% D§xafoliD- q-lph@n ]f%:ropmmc acid tert-butyl

8-chl oro- 7-di no- 4- hydr oxy I- azol -
phenyl | - 1, 3¢5fF bg&?%ﬁwﬂ@f fsf%}rdinézte;sﬁerﬁe?e les%) zlzeeabé%ﬁa% 19) and
t hi onyl Chhﬁfdrﬁpwﬂsﬁle%;rd’fbatedl AndyR Seaﬁﬁ@ﬁt&ﬂtl{ PEAGh €H,0Y, adcdidinghe

het er ogeneoys m xture e or va m_and the residue was
triturated etgﬁng‘ll&]CEPcetdBr ég{)aﬁée%ﬁsta|y§l?%8f§§ﬁrﬁdg,gg (0.44 g) as a

| i ght - br own 45. 1 [ (MtH) +] . b) 8- Chl or o- 7-di net hyl am no- 4-
[ 3-(4- @Phy@#%&@ﬁbéz@? 1§5y]|%)5 Shenll- .1, 3-di hydro-benzo [bl [
1,41 di azepin-2-one A m xture of

8- chl oro-4-[ 3- (4-chl oronet hyl -t hi az@%%—phenyl 1-7- d| net hyl am no-

1, 3-di hydro- 4 e d

sol ution of 8-(gdorg, ZoAs N AR RS : [PLOPY -4

H20 (25 rrL)maﬁ_@dﬁyénms] unedlgﬁpg{ 2133@ m xture was set to 11 by addl tion
of 2N NaCH The precipitate was collected by filtration and purified by

chr omat ogr aphytiéicsihpd mmlp bisir 8 fryRID- aino &l- élﬂ@io—s'(ﬁﬁtkgﬂ f-lvvas stirred
iltration to

wi th 20% aqueou m,) ol i sol b
gi ve t he?ti HPEQ §(ﬂl¥g67(} gﬁ@l?ﬁﬁ 'é?ét'gu@’ SF%&P -5 ?mP 278) and 3-0x0-3-13-
[4-(tetrahydro-pyran-2-yloxymethyl)-oxazol-2-yl]-phenyl]-propionic acid tert-butyl

ester (0.22 g) (Example K11) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a yellow solid (0.10 g).

20 MS (ISP) 437.2 [(M-H)'}; mp 166-167 °C.
Example 189

8-Chioro-4-[3-(4-hydroxymethvl-oxazol-2-vl}-

1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from [2-amino-4-chloro-5-(isopropyl-methyl-

25 amino)-phenyl]-carbamic acid tert-butyl ester (0.17 g) (Example ]J26) and 3-ox0-3-[3-
[4-(tetrahydro-pyran-2-yloxymethyl)-oxazol-2-yl]-phenyl]-propionic acid tert-butyl
ester (0.22 g) (Example K11) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a yellow solid (0.05 g).

30 MS (ISP) 439.3 [(M+H)™]; mp 143-145 °C.



30 M5 (ISP) 440.2 [(M+H)+]; np 129-130 C WD 02/083652 PCT/ EP02/ 03644 -178

Exanpl e 192 8- Chl or o- 7- di net hyl am no- 4-

F3- (4- norwbokiossed2 Xl net hyl -t hi azol -2-yl ) -phenyl | -1 3- di irgarerobexszol bl f

1,41 di azepin-2-one A m xture of

8-chl oro-4-[3-(4-chl oromet hyl -t hi azol - 2- }VY phenyl ] -7-di met hyl am no- 5

1, 3-di hydro-benzo[ b] [1, 4] di azepi n-2; 0ne. ( ng) (Exanple 191a), norpholine

(0.17 nL) and KI (3 ng) in EtCH (Oi%Lﬁ%4—ﬁg% stirred at 600 C for 3 h. H20
dd ' h ol | ected

by Filtrati ooy } iz Sian el s

AcCEt / acet ohg-dilydkd- t&ﬁz@bﬂj’em chaﬂ_élpih 2ﬁn@duct was sti rred w th 20% aqueous
McOH (20 nlL) The pH of the m xture was set 10 to 11 by addition of I N NaOH
and the sol The mﬂ&mﬁa&qﬂmt r atrabﬁra:tne[d dayinbig- ﬂﬂﬁltd-@-rmsblﬂlj'gm‘éﬂl}’l he title

g:gpngrgd i(ggaSmlql% p%en}/l? car(?)Wmp 1C ac1ci3 tert- butyl(ester )(O %? gﬁ) (%XL&N{E%7 andrg)ox 3% é43 c
8- Chl or o- 7- [i- (retriiysidacrippaemd? &B)xfxaethyr)rmy -AyIphhyl ppedpidhiy hdid pdrebytyl - 1, 3-

15 di hydro-b

4- ( 3- Br onpa 2?38 E)Igéﬁ%}f Fée}ghﬁ %’ gm@ltﬁg'? st Frecgduse - hebtainehzo[ b] |

1, ;]11 d: i'izepmﬁtleaDWQs d*pﬁ@dettédl @rﬁﬁb@tﬁlﬁed@y?re%tﬂl&ltgﬁt}brpﬁ(ﬂgx Q‘.Hlflllé laBKaz%téJ)i'mgy% et hyl)
- phen rQpi oni c. aci es anpl e an

(g amyno gﬁ’ﬁl%?ﬁa@rﬁf?@ﬁﬁﬁré i aﬁﬁyfﬁféﬁ%q%ﬁd@ég Ani ¢ ggl d tert.-butyl
ester (Exa e (16 nm.) was heated to 100 C for 5 h.
The sol \}gnmés]é\ﬁééé’ ZM%'%%)L g?uﬁ?] the crude product was purified by
chromat ography on silica gel using 2C1 / COEt (1:20) as eluent. A
solution of the purified material (2% CH2C12/ TFA (1 1, 30 m.) was
stirred at . 4 I

di ssol ved |:

brine, driedih ‘@amaﬂf aI£]dlazaﬁjﬁ.2L@sd due was cryst al li zed from AcCEt/ Et 20
to give 4-(3-bronmpacetyl - phenyl)-8-chl oro-7- dinethyl am no-

1, 3- di hydr oa)=Chlbrbial [ 3-(4cHibrodictidRhiazal-DNAe-phenyl | -gdimethelinise! 1,3,  b)

8- Chloro 7- thgla - -13-%2-h dr oxynet hyl -t hi azol - 4-yl ) -phenyl | -1 3-
dlhydro n&%§§%¥4¥¥Ehgﬁﬁéé¥@%¥%zﬁﬂghe

A mixture of 8-chloro-7-dimethylamino-4-[3-(4-hydroxymethyl-thiazol-2-yl)-
phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one (0.38 g) (Example 19) and thionyl
chloride (0.1 mL) in CH,Cl, was heated to 40 °C for 2 h. The heterogeneous mixture

was evaporated in vacuum and the residue was triturated with AcOEt to give the title
20 compound (0.44 g) as a light-brown solid, MS (ISP) 445.1 [(M+H)™].

b) 8-Chloro-7-dimethylamino-4-[3-(4-methylaminomethyl-thiazol-2-yl)-
1,3-dihydro-benzo[b][1,4]diazepin-2-one

A mixture of 8-chloro-4-{3-(4-chloromethyl-thiazol-2-yl)-phenyl]-7-dimethylamino-
1,3-dihydro-benzo[b][1,4]diazepin-2-one (89 mg) and KI (3 mg) in a 8M solution of

25 methylamine in EtOH (1 mL) was stirred at 20 °C for 20 h. H,0 (25 mL) was added
and the pH of the mixture was set to 11 by addition of 2N NaOH. The precipitate was
collected by filtration and purified by chromatography on silica gel using MeOH as
eluent. The product was stirred with 20% aqueous MeOH (10 mL) and the solid was
isolated by filtration to give the title compound (49 mg) as a yellow powder.

30 MS (ISP) 440.2 [(M+H)"]); mp 129-130 °C.



30 A m xture of

4- ( 3- bronpacet yl - phenyl ) - 8-chl or o- 7- di net hyl am no- 1, 3-di hydro- benzo[ b]

[ 1, 4] di azwpinoeone (0.22 g) and 2-(tert.-butyl carbonyl - orgriErozesset am de
(0.11 g) in EtOH (3 nL.) was heated at 80 C for 0.5 h. The sol ution was

diluted with AcOEt, washed with sat. Na solution and with brine, dried
and evaporated. The residue was sti redli m xture of MeOH (8 nlL) and
1.5N KOH (8 nL) at 20 C for V\DOZ/OM EPO2/ 03644 - 179 20 min. H2O
(30 M) was,

give the titd

00 !l‘ 0 - N =4 X RCT
np 176-178 GihydExh;m_b@ 1&4 cﬁaz@plhé”z-bﬂeAm no- th| azol - 4 yI) phenyII
-8-chl oro- 7-di net hyl am no-1, 3-di hydro- benzo [b] [ 1,41 diazepin-2-one A

m xture of Arﬁﬁﬂheoﬁﬁahhiry%m(amylﬂbro&mwlahﬁz&-ﬂ ylygiHey 17 dignethy; Bllﬂllnbydr o-

benzo[ b 4 e 1l nd t 0. 13

o inThe PR 15@ﬁta%epea%ogr%ed%?fy%ﬁam%ﬁibm%m@ §86t ot g
Wwith ACC]|Et afid ahd K43 h@iN\IEtG)IHS{&B-m]N&lVE@d r1‘§d|aﬁ6(0°®fo@l3d1 Hzok(zbmm@vaéTh_e .
organi c | aye s dried and . evaporated and the residue.was stiyfred wt

CHg Cl2 to é?%\éﬁﬂégﬁ ‘?‘1‘1?%9 Sé’g‘fﬂ? pPHeaIpitghe was 59 ‘theéﬁl&’Ys@F?tsﬂon NB{ (1SN) 410. 2
[(MH)-]; r’rpuﬁﬁgdk%ﬂvﬂlr&nat &Y o s®a gdiising AcOEt/acetone (1:1) as eluent. The

11, 3 i hy BB DR 20D ﬂﬁ(zf% @%ﬁ%@@a& ey bl dehe rbire was e

4-(3- bromoaweIMbyardMikyrl bfﬁ\lmm{ ond/thdisomed Wil s’ﬂb’s&%:aﬂ;ﬂ iselateadyrienize [b] [
1,4] diazepi ne\é_éeo% 130 Ex rrgl%l%a) and yl -thi ourea (31 ng)
in THE (3nL$ @? 8t YellsWRoWderhe ni xture was diluted with
AcCEt 20 an e _ Na Qlution and with brine. The organic
| ayer was d&sﬁﬁaﬁg%&ﬁ%—?}a ’éﬂpggg?¥ae residue was purified by

chromat ography on silica gel using gcai'élhexane (1:1) as eluent. The
purified product was triturated wt < give the title conmpound (24

ng) as yellg - - . ( 12- 3.C. 25 Exanple 196
N-4- [ 3-(7- SHEPEe-GoUPHES 4 L B[ 1,41

di azepi ns 1hydro—benzo b ]1,4]d1azep1n 2-on

benzo{b][1.4]diazepin-2-one

A solution of 3-0x0-3-{3-(2-bromo-1,1-dimethoxy-ethyl)-phenyl]-propionic acid
tert-butyl ester (2.34 g) (Example K28) and (2-amino-4-chloro-5-dimethylamino-

20 phenyl)-carbamic acid tert.-butyl ester (Example J2) (1.57 g) in toluene (16 mL) was
heated to 100 °C for 5 h. The solvent was evaporated in vacuum and the crude product
was purified by chromatography on silica gel using CH,Clo/AcOEt (1:20) as eluent. A
solution of the purified material (2.4 g) in CH,Cl/TFA (1:1, 30 mL) was stirred at 20
°C for 15 min and then evaporated. The residual oil was dissolved in AcOEt and the

25  solution was washed with 1N HCl and with brine, dried and evaporated. The residue
was crystallized from AcOE/Et,0 to give 4-(3-bromoacetyl-phenyl)-8-chloro-7-
dimethylamino-1,3-dihydro-benzo[b][1,4]diazepin-2-one as light-brown solid.

b) 8-Chloro-7-dimethylamino-4-[3-(2-hydro
dihydro-benzo[b][1,4]diazepin-2-one

ethyl-thiazol-4-vl)-

30 A mixture of 4-(3-bromoacetyl-phenyl)-8-chloro-7-dimethylamino-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (0.22 g) and 2-(tert.-butylcarbonyl-oxy)thioacetamide
(0.11 g) in EtOH (3 mL) was heated at 80 °C for 0.5 h. The solution was diluted with
AcOEt, washed with sat. NaHCO; solution and with brine, dried and evaporated. The
residue was stirred in a mixture of MeOH (8 mL) and 1.5N KOH (8 mL) at 20 °C for



2-yl)-phenyl|l -thiazol-2 |I-guanidine A m xture of
4- ( 3- bronpacet yl - phenyl ) - 8-chl or o- 7- di net hyl am no- 1, 3-di hydro- benzo [Db] [
1, 4] di azepioseone (130 ng) (Exanple 193a) and N-am di noPChiEroz/em44 35 30
nmg) in THE (3nL) was heated at 60 C for _%,§. The m xture was diluted with
AcCEt and washed with sat. NaHCO3 solution and with brine. The organic
ayer was djd th. FBOAs6\APYCLEEIINA G LiBAAN iRy BNILI®Y difation to

chr omat ography on silica ge usi ng WO 02/ 083652 PCT/ EP02/ 0364

AcCEt / MeCH gipdtbefitlasompgund (0-TebasigHow peddgr oduct was crystal | yzed from
acetone to ive the title conpound (22 ng) as yellow solid. M5 (1SP) 454.2
[y o1 - rSA) @aad - Eapial o sac.

8- Chl or o- 7- di net hyl am no- 4- {3-12- (pyri di n-4-yl am no) -t hi azol -4-yl | - phenyl -

, 3- di hydro-benzo[ bl (1, 4] di azepi n- 2@&&@2&_1:% xture of

4- (3- brormacetyl -phenyl) 8- chI oro- 7- d| met hyl am no 1 3-di hydr o-

benzo[ b] p 1, )2 edn 11370 , ', dhleran-di damippet1,3-dihydro-

1- (4- pyri dybohmé m(24§n in THE (3m.) was heated at 60 C for 45
mn. The mXture was e vvlth 10 AcOEt and washed with sat. NaHCC3
sol ution angl pyfuRe F4- (@br&ﬂ@ae@ﬁﬂ%ﬁér@d)‘ §‘¥I~?1rorc‘/‘@5dmféfﬂy?ﬂnﬁa%dl ?‘6@%}/&0 n!’r@t ed and

the residue was triturat ng) as

t1't
yel | ow sol i enzefb] (148Razgen-2201ng GOuﬂa)gJ)](Examﬁ;légaiaignd Iduogmé rTE)e) in
8- Chl or o- 4- &@:1(1 %tmxﬂedgé%%f& 1>2€'r)nnp4f‘ﬁﬂ¥1bhm7e WALRHIYdd W éRRDébEﬁmd‘O) -1, 3-

di hydr o- benzo 111,41 diazepin-2-one The title conpound was prepared from

[ 2- ami nd04- mrﬂhed mtbsetnﬁaﬁgﬂoqmobpmandwﬁd;nrmﬁhyp]gan@dammae dried end
tert-butyl é@{ateﬁl%nl’]?hg?] WLtﬁ're]cﬁlflt}?@{jI é 95 1V§'t% com ound §8 1%
oxa eny 7 Q)

(2- nmet hyl - ]-propionic a rd uty er (
( Exanpl e 208)ka g3l C&‘C%dwddl ng to the general pr ocedure M The obt ai ned
mat eri al was deprotected and cyclized by treatnment with TFA in CH2Cl12

accor di ng tMStFN)yERer [AM-Ph drmgu24y-M8 °Cobt ai ned as a yel l ow solid (0.07 g).
VB (1SP) 423.2 [(MrH) +]; np 163-164 C. Exanple 199 25 4-

13- (4- Hydr oxymet hyl - t hi azol - 2- yI ) - pfEzemple 195
- 8- net hyI 7 (rret hyl - progyl am no) -
hloro-7-dimethylamino-4-[3-(2-ethylamino-thiazol-4-

benzo(b][1,4]diazepin-2-one

A mixture of 4-(3-bromoacetyl-phenyl)-8-chloro-7-dimethylamino-1,3-dihydro-

benzo[b][1,4]diazepin-2-one (130 mg) (Example 193a) and N-ethyl-thiourea (31 mg)

in THF (3mL) was heated at 60 °C for 15 min. The mixture was diluted with AcOEt
20  and washed with sat. NaHCOj solution and with brine. The organic layer was dried

and evaporated and the residue was purified by chromatography on silica gel using
AcOEt/hexane (1:1) as eluent. The purified product was triturated with Et,O to give
the title compound (24 mg) as yellow solid.

MS (ISP) 440.3 [(M+H)*]; mp 122-123 °C.

25 Example 196

3-(7-Chloro-8-dimethylamino-4-0x0-4,5-dihydro-3H-benzo[b][1,4]diazepin-
2-yl)-phenyl] -thiazol-2-yl}-guanidine
A mixture of 4-(3-bromoacetyl-phenyl)-8-chloro-7-dimethylamino-1,3-dihydro-
benzo[b][1,4]diazepin-2-one (130 mg) (Example 193a) and N-amidino-thiourea (35
30 mg) in THF (3mL) was heated at 60 °C for 1 h. The mixture was diluted with AcOEt
and washed with sat. NaHCOj3 solution and with brine. The organic layer was dried

and evaporated and the residue was purified by chromatography on silica gel using



1, 3-di hydro-benzoFb] [ 1,41 diazepin-2-one The title conpound was prepared
from|[2-am no-4-net hyl -5-(net hyl - propyl - am no) - phenyl] -carbam c acid
tert-but yWoesnexss3 0. 21 g) (Exanple J24) and 3-oxo-3-[3- [ 2CT/EP02/03644
(tetrahydro-pyran-2-yl oxynet hyl)-thiazol -2-yl] -phenyl] -propionic acid
tert-butyl 30 ester (Exanple K27) (0 31° d§ according to the general

procedure ter ot ect ed clized by
Proatmont ASGEREROHRiDes derich eé@rg@%wg%ﬂafﬁtgr YZﬁ%&éfaaﬁeam to

bt ai ned _asgive tietitlovompbirt] (ﬁ&@@beﬂd&&&ﬂl 083652 PCT/ EP02/ 03644 -181 M5
(1SP) 435.3 [(M+H)+]; np 222-224 C. Exanple 200 4-13-

(4- wdroxyrmsmwpaqz@z@ameﬂm mph2rydd dec8- net hyl - 7- (et hyl - propyl - ani no) -
13-di hydro-benzo [bill ,41 dlazepln 2-one 5 The title conpound was prepared

from [ 2- am no- 4- met hyl - 5 (et hyl - pr @gyhpleagy no) - phenyl | - carbami ¢ acid
tert-butyl ester (0.21 g) (Exanple J24) and 3-oxo0-3-[3- [4-

(tetrahysdr - Qmoa@ﬂdmie%mlhﬂ 13-{DXpAalin2= ﬂi;bmommawl]zx-ﬁﬂ Ifheh@hil@-aci d
tert-butyl . r | (0 31 g) according to the general
procedure M i ‘;" #a#t%as deprotected and cyclized by

t r eat ment th TFA n 2C12 ac 10_t er.a ure N.

Obt ai ned a -CoPiogqagety P}éﬁ ff\7[%}(’31(>¥‘sﬁ)dh EE%YQWIPM %ﬁ‘yg?f)p 200- 202
C. Exanple b%ﬁio[ﬁ} [mmrafephramm (430 mswmmw(zzipgnamlz- -thigtlrga phenyl |

- 8- trlfluor th nz 41di_azepj n- 15 The title
conpound vva( g%}ﬂ;%;r@& SF&% 6‘@[&] %E‘P'IW%I (?‘lzft"ch’“PP with
get hyl 3m[1§m/dOEtca?afmallrllaa Ve QttNéfHCO's'FMhtl@ﬁtﬁlﬁi »ldtﬂgaﬁﬁe gl)’llle(cﬁéﬁrﬂﬁla?etﬂ@s ia]nd
0XO- - etra an yl oxymet hyl ).-t hi azo en
- propi oni c déLeﬁdlg‘fi&’%Poﬁ%/fF@Pn‘?\ééetrésrlg‘(‘@k’%t‘émkéﬁth(@@éo §5"ez§%§:%‘)ﬁ1‘ﬁl ng to the
general prqe ﬁdw@53¥§+ I8ivReEld. material was deprotected and cyclized by
2

treatnent with TFA in 12 according to 20 the general procedure N.

Obt ai ned asvis (162 ke $QI+H) ((Pmb223)-234 95 (1 SP) 461.2 [(MrH) +]; np 198-199
C. Exanple 202 7-Di nethylanlno 4- [ 3-(4-hydroxynet hyl - oxazol - 2 yl) - phenyl ]

-8-trifluoronethKl - 1 3-dihydro- bena&ahgklgg 41 di azepi n- 2-one

dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from [2-amino-4-chloro-5-(methyl-propyl-

amino)-phenyl]-carbamic acid tert-butyl ester (0.16 g) (Example J8) and 3-o0xo0-3-[3-
(2-methyl-oxazol-4-yl)-phenyl]-propionic acid tert-butyl ester (0.17 g) (Example

20  K29) according to the general procedure M. The obtained material was deprotected
and cyclized by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as a yellow solid (0.07 g).

MS (ISP) 423.2 [(M+H)"]; mp 163-164 °C.

Example 199

25

1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from [2-amino-4-methyl-5-(methyl-propyl-
amino)-phenyl]-carbamic acid tert-butyl ester (0.21 g) (Example J24) and 3-ox0-3-[3-
[4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl] -propionic acid tert-butyl

30 ester (Example K27) (0.31 g) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as a yellow solid (0.09 g).



25 The title conmpound was prepared from

(2-am no-5-di net hyl am no-4-trifluoro- nethyl-phenyl)-carbam c acid
tert - but yWoagg3651 0. 16 g) (Exanple J6) and 3-o0xo-3- [3- [ 2CT/EP02/03644
(tetrahydro-pyran-2-yl oxynet hyl) - oxazol 128 yl'] -phenyl] -propionic acid
tert-butyl ester (0.22 g) (Exanple Kl dccor di ng to the general
procedure it er i g deprotected and cyclized by

t r eat ment m%&%eﬁgs? @E&&)Z &%Zﬁg ?0 30 the general procedure N

bt ai ned as a yellow solid (0.11 Q) ) 445.0 [(M+H) +]; np 197-198
C. WD 02/083652 PCT/ EP02/ 03644 - 18%‘—%@%%@2 203 4- [ 3-

(4- Hydr oxyngthyl -t hi - i
trifl uor omefhyt = SFOEHSH o960 : s G- BrQPY-Ad
conpound waggimmtnfzdﬂbﬂmugdﬁzﬂmﬁogmt hyI pr opyl amno)-4 5
trifluoronethyl-phenyl] -carbamic acid tert-butyl ester (0.17 g) (Exanple
J35) ands3- Tbanﬂaeoxixiaeuridﬁlwéstlﬁtepsa&yﬁbﬁr [Rydraio24-ydethSetnsthyl-propgdz ol - 2- yl ]

e P AL B el O
cyclized by 4- (tearbimRIr - pidr2-ToAyinethghH28xh 201 - 2610 @hehyll phepibdiie agidnert dutyl

e e B L8 AT Pl B
[ 3- (5- hydr omyreiahywhs d{pr&t‘.eatcé ind cﬁﬂédﬂi@&hcz@m}ébt)wﬂlﬂE'BAlﬂ.OBI-zCIZFalctfdrdﬁngUEt h

-1, 3- d|hyd ben pin itle conpound was
prepar ed’f r g(e?er %Lﬁﬁné%m%%ﬁsﬁd' eﬂo‘f’rs‘gfdr @&5&5 :

nmet hyl - phen ter ester (0.16 g) (Exanpl e J6) and

3- ox0- 3-{3- I%‘t% @%@Nﬁ%w t298'3L;%)éx§]‘rnst hyl)- [ 1,3,4] thiadiazol-2-yl]
- phenyl }-propionic acid tert-butyl §St er; é .23 g) (Exanpl e K30) according
to the general procedure M The obt erial was deprotected and
cyclized by i ]
procedure N—ckt RES =T 16 i 256 LGRS ;

462. 1[ ( M+H) 1B, d1h1&1r34?en26”6”@4 d1w5 7- D| rret hyI am no-4-{3- f
5-(2-hydroxy-ethyl)- [ 1,3,4] thiadiazol-2-yll -phenyll-8- trifluoronethyl-

1, 3- di hyidr oThetidotdhpburld Wishrageed frorr Qnﬁnfﬁb%-ﬂiméthylﬁmﬁwmnﬂﬂm pr epar ed

from (2-am &%Eh%f]—%hgg)tflmclallr%gnmgcoaad tt'e{tl-];ll N ester (0.16 g) (Example J6) and 3-ox0-3-[3-

[4-(tetrahydro-pyran-2-yloxymethyl)-thiazol-2-yl]-phenyl]-propionic acid tert-butyl

ester (Example K27) (0.23 g) according to the general procedure M. The obtained

material was deprotected and cyclized by treatment with TFA in CH,Cl; according to
20 the general procedure N. Obtained as a yellow solid (0.12 g).

MS (ISP) 461.2 [(M+H)"]; mp 198-199 °C.

Example 202

7-Dimethylamino-4-[3-(4-hydroxymethyl-oxazol-2-y1)-phenyl] -8-trifluoromethyl-

1,3-dihydro-benzo[b][1.4]diazepin-2-one

25  The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-
methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-0x0-3-[3-

[4-(tetrahydro-pyran-2-yloxymethyl)-oxazol-2-yl]-phenyl] -propionic acid tert-butyl

ester (0.22 g) (Example K11) according to the general procedure M. The obtained

material was deprotected and cyclized by treatment with TFA in CH2Cl, according to
30 the general procedure N. Obtained as a yellow solid (0.11 g).

MS (ISP) 445.0 [(M+H)"]; mp 197-198 °C.



25 net hyl - phenyl )-carbam c acid tert-butyl ester (0.16 g) (Exanple J6) and
3-0x0-3-(3- {5- [2- (tetrahydro-pyran-2-yloxy) -ethyl] - [

1, 3, 4] t himwoOioangdes2- yl } - phenyl ) -propionic acid tert-butyl PETEPO2/(IB4L4 Q)
(Exanpl e K3 1) according to the general Py cedure M The obtained materi al
was deprotected and cyclized by treatnment™with TFA in CH2C12 according to
the general procedure N. Obtained asga of!f-églte solid (0.06 g). 30 M5
(ISN) 474.2 [(MH)-]; np 234-237 C 652 PCT/ EP02/ 03644 -183
Exanpl e 206, hyl a [ h' A , . .

1, 3, 4] oxadi 8 4 ‘ gt-o=benzof b]
[I 41di azep rﬁﬂx?or@ﬁfethm,st dh&@rodﬁﬂ@@llbmn M/dﬁz&ﬁ@@adsm from

(2-am no-5-di methyl am no-4 5 trifluoronethyl - phenyl) car bam c acid
tert-butyl @heé atletdm@éu@dwéﬁxla & frbfy [2ameind-5-Genethyt-propyl-amino)-4-

oot oni o iRt R b s st bt e Loafzoagé)@ﬁ%’aﬁké?ﬂ R e

general proegedui3e Mtet?h@rd&bpwaﬁeziylﬁmrﬁéth@ll tMﬁﬁol@ﬂﬂ-@ﬂq@@ﬁlP@r@idmﬁﬁ&Hl zed by

treatment with TF to.the genera rocedur Obt ai ned
as of 1 -whi t EYSBRTY estirdggﬁneé U8 ikatslng oI5 Earl Bosrnas Mot 507

- E‘ TTE][ ?ygaﬁbﬂaﬁxe{ﬂ ﬂ&erxﬁl%}&ﬂeﬁ%@@cﬁz&ﬁnﬁ@éﬁz}:dﬂ) Er%atﬂﬂen@ﬁigi%l 201 (ZH)délL s

- pheny - trifluorqgnet [ pi n-2- one

The title CB?FBB%‘HEtQ\g?%SPéﬁ]aWBEFdPF% @Et ke LN Wﬁ&%&io 4-trifluoro-
met hyl - phen d.tert ester (0.16 g) (Example f6) and

3- oxo- 3-1°3- X’#S)@gﬁf‘g@n%ﬁéfcg J/’d?B 15? S-yloxy) -ethyl] - [ 1,3,4]

oxadi azol - 2-yl }- phenyl ) - propi oni ¢ e butyl ester (0.23 g) (Exanple
K33) according to the general pr oce%éé‘l&féé—‘}rhe obt ai ned material was
deprotected_and \ ; cording to
the gener al Jp#5adayiaming OXPIICH RISy VB (| SP)
460. 2 [ ( MrHirdf uorB@_ﬂﬁT—l%@Q‘@ro%ﬂ@ lmalaZedﬂl-fZE@ﬂB’ | am no- 4-

(3- oxazol - 4-yl -phenyl)-8-trifl uoronet hyI 1, 3-di hydro- benzo[ b]

[ 1, 41di azepiThe Zitle @6m¥>5uﬂ'&l&7a§ pﬂejf:a&e@ %ﬂo@m&nm)ssmxﬁaayleﬂuﬁd-qrmﬂuoro-

(2-am no% 5 g{et }}fmeny -régrbgmrig a|1c1<i tert-butyl ester (0.16 g) (Example J6) and 3-oxo-3-{3-

[5-(tetrahydro-pyran-2-yloxymethyl)-(1,3,4] thiadiazol-2-yl]-phenyl}-propionic acid
tert-butyl ester (0.23 g) (Example K30) according to the general procedure M. The
obtained material was deprotected and cyclized by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as off-white solid (0.06 g).

20 MS (ISP) 462.1[(M+H)™}; mp 242-246°C.

Example 205

7-Dimethvlamino-4-{3-[5-(2-hydro

trifluoromethyl-1,3-dihydro-benzo(b][1,4]diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

25  methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-oxo-3-(3-
{5-[2-(tetrahydro-pyran-2-yloxy)-ethyl]- [1,3,4]thiadiazol-2-yl}-phenyl)-propionic
acid tert-butyl ester (0.24 g) (Example K31) according to the general procedure M.
The obtained material was deprotected and cyclized by treatment with TFA in CH)Cl,
according to the general procedure N. Obtained as a off-white solid (0.06 g).

30 MS (ISN) 474.2 [(M-H) ]; mp 234-237 °C.



met hyl - phenyl )-carbam c acid tert-butyl ester (96 ng) (Exanple f6) and
3-(3-oxazol - 4-yl-phenyl)-3-o0oxo-propionic acid tert-butyl ester (103 np)
(Exanpl e WB4dp/osassnrding to the general procedure M The @obtraiPazaenat eri al
was deprotected and cyclized by treatnment,_with TFA in CH2Cl2 according to
t he general procedure N. Oobtained as 30 'y]t§l3l'ow solid (50 ng). MS (I SP)
415.2 [(MrH) +]; np 218-219 C. WD 02/ 836?226? / EP02/ 03644 -184 Exanple 209
7- Di met hyl am no-4- (3-thiazol-4-yl -pﬁ‘é‘ﬁjygr%—-é-trifl uor ornet hyl - 1, 3- di hydr o-
7ﬂ.iez ‘- n-2- one i 0 f

benzoj bl {1
(2-am no- 5- y : ' Y= ety ¢
tert-butyl sifheftofm8thyivy)-dikxdweazd[®)[ 10 diadepina-che( 3-

t hi azol - 4-yl - phenyl ) - propiloni C acizd tert- Sutyl ester (109 ng) (Exanpl e K35)
acgor di n? t'ﬁhé’cgﬂe genpoad paogrepiied frivin (Ekk&nﬁibtﬁ-ﬂﬁﬂdhﬁamﬁ{d d-al was depr olt ect ed
an cyclize treatnment Wwth TFA in 2C12 acgoy di to .t era

o ocedur & MRl r G AcidrriRrl £ Reh ) (SR 47 o

[ (MtH) +] 5 nexa28( 3G 5d@etrahylxapplag-22i10xymethyl)-[1,3,4] oxadiazol-2-y1]-phenyl}-

7- D met hyl ami no- 4- 13- (t2- rget Zgl -02%202- 4- %Ti)é ?f)n l%; :8-trjfluoronethyl-1,3-
di hydr o- benBERIBHE Foid Fk DRI A-LS S0 Hele KPP eeraisda e SR8 8hr epat ed
from (2- am pcbdidte Wl Tiyd sbriined Aratekial Wakadeproté&edaidisichipddyttentaadthvdi ¢ aci d
tert-butyl %?Cergﬁ). 6 g%m%lExag%)ge J6 aeg(rjos-%@(g#cd oy . .

met hyl - oxazbi 242 z-%_ ng3o Seeproh P sl @hfeped taflhiie sdid (0. 18 g
(Exanpl elp K@88 @ccording to the general procedure M The obtained materi al

was deprotected and cyclized by treatnment with TFA in CH2Cl2 according to
t he gener al M¥ (@SEAUe32 MM+NHL4].ned as yel low solid (0.04 g). 20 M5 (ISP)
429.3 [ (MrH) +]; np 192-193 C. Exanple 211 7-D nethyl am no-4- 13-

(5-net hyl - oxazol - 4-yl ) - phenyl | - 8-t rEfakdpds 2ot hyl - 1, 3- di hydro-benzo jb] |
1,41 diazepin-2-one The title conpound was prepared from

(2- ani no- 5- ﬁiDtﬁiﬂﬂlﬁﬁid@Oéﬁ&_t[5-1(i-lhrq@tf@z—e&ﬁfl)ﬂﬂwl&]'oxmyh)vmﬁh&@m-& acid
tert-butyl ester (0 El%zdiﬁ%%%ngo ) 4 d 3- (5

1
trifluoromheth 1azepin-2-one

he title
) €

.....

15 The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-
methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-oxo0-3-(3-
{5-[2~(tetrahydro-pyran-2-yloxy)-ethyl]-[1,3,4] oxadiazol-2-yl}-phenyl)-propionic
acid tert-butyl ester (0.23 g) (Example K33) according to the general procedure M.
The obtained material was deprotected and cyclized by treatment with TFA in CH,Cl,

20 according to the general procedure N. Obtained as off-white solid (0.88 g).

MS (ISP) 460.2 [(M+H)"]; mp 237 °C dec.

Example 208

benzo[b][1,4]diazepin-2-one

25 The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

methyl-phenyl)-carbamic acid tert-butyl ester (96 mg) (Example J6) and 3-(3-oxazol-
4-yl-phenyl)-3-oxo-propionic acid tert-butyl ester (103 mg) (Example K34) according
to the general procedure M. The obtained material was deprotected and cyclized by
treatment with TFA in CH,Cl, according to the general procedure N. Obtained as

30 yellow solid (50 mg).

MS (ISP) 415.2 [((M+H)"]; mp 218-219 °C.



met hyl - oxazol - 4-yl ) - phenyl ]-3-0xo0-propionic acid tert-butyl ester (0.18 Q)
(Exanpl e K36) according to the general procedure M The obtai ned materi al
was depr oweweesBesand cyclized by treatment with TFA in CHPCIZPawemading to
t he general procedure N. Obtained as yell 2w solid (0.13 g). 30 M5 (I SP)
429.3 [(M+H) +]: np 238-239 C V\D 02/ 08365934 PCT/ EP02/ 03644 - 185 Exanpl e 212
7- Di net hyl am no-4- (3-(2-nethyl -

. propyl - oxazol - 4-yl') - phenyl | - 8- trlfl | - 1 3-di hydro-benzo (bl (1,41
e 2 Rl Bl B PR b b aci o

LD/ I -—pIICI AT oAarintT v

tert-butyl lesizefb](B4 dapinExanpl e J6) and 3- [3 (2-
met hyl - 5- propyl - oxazol -4-yl) -phenyl] -3-oxo-propionic acid tert-butyl
ester (103 me)uth{ &xﬁp@hﬂi dﬁ&@rem&bﬁdmr(g drﬁnbfﬁf‘-dﬁ@é’thflazhlrw m&ﬂwz@- M The

obt ai ned _mat efi rotec an |ze ten FA in
CH2C12 aécowamgpbﬁnﬁ%éargg‘ﬂ&aé} ‘B’Eg&ﬂ%% @ﬁé)sa BX“}/ Pow sol i d
(20 my). lothidzol- 4§P hér?)il) @r({;ﬁ(ﬂﬂlb‘ﬂdﬂl terfiPu Iléstélfj(zog:mg) @&aﬂiﬁl@K%Iﬁ

7- Di met hyl am no; t% ¥|-thl ,H(‘

-8-trifl uordietding t°1 "ﬁw& sdpelol ey tfmfdmatﬁfaéyébﬁ??rgteatﬁé e title
conpound cl@ieangzrt%it&lé@trmﬁﬁammgﬂécg ln bRk Al A6t Orefteral prokediON. 15

nmet hyl - phen {32 %ﬁ Echam tert- Futyl ester (0.16 g) (Exanple J6) and 3-
[3-(5- neth é AL S W ???’ﬂﬂéh?ﬁ 3-oxo-propionic acid tert-butyl ester
(0.19 9) Q d|n he general procedure M The obtained
mat er i a|10w5§£gg§d’%d‘éﬁt8[mig) Iﬂ by treatnent with TFA in CH2C12
according to the general procedure i ined as yellow solid (0.06 g).

20 MB (I SP) 445.2 [(M+H)+] rrp 214- Eﬁﬁg%me—j—@xarrple 214 7- D|rrethylam no- 4-
[3- (2,5-di .hyl

di hydro- be

(2-am no- 5- di_h@fot%yénammor@duzeﬁlhu%& 25 et hyl phenyl)
tert-butyl ester (48 ng) (Exanple J6) and 3-[3-(2,5-

net hyl l—t hi aPlgd tite §0mpdfiRIyAs]prépRedfr P dRi@ih 6-RintkthRihmoud-yhifl@sber (50 ng)
(Exanpl & 15 methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-[3-(2-

$ epared from
car bam c acid

methyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (0.18 g) (Example
K29) according to the general procedure M. The obtained material was deprotected
and cyclized by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as yellow solid (0.04 g).

20 MS (ISP) 429.3[(M+H)™]; mp 192-193 °C.

Example 211

7-Dimethylamino-4-{3-(5-methyl-oxazol-4-yl)-phenyl]-8-trifluoromethyl-1.3-

dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

25 methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-[3-(5-
methyl-oxazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (0.18 g) (Example
K36) according to the general procedure M. The obtained material was deprotected
and cyclized by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as yellow solid (0.13 g).

30 MS (ISP) 429.3 [(M+H)"]; mp 238-239 °C.



K39) according to the general procedure M The obtained material was
deprotected and cyclized by treatnent wwth TFA in CH2Cl2 according to the
general pwooewdssss2z N. (Cbtained as yellow solid (38 ng). 3@CVEP(Y/G8¥4 459. 2
[(MtH) +]; np 208-209 C. WD 02/ 083652 PCT/ P02/ 03644 - 186 Exanple 215
7- D met hyl am no-4- 13- (2-hydroxynet hyl ~tiiP azol - 4- yl)-phenyl]

-8-trifluoronethyl- 1,3-dihydro- benio !b{ ﬁé 41 di azepi n-2-one a)
4- (3- Bronpacetyl - phenyl ) - 7- di met hyl rifluoromethyl-1,3-di hydro- 5
. d

benzo [b] [, (2~ am 5-

di et hyl ani% 4500 Siporgmethul,

(Exanpl e J6),3{dh @ojb)enﬁﬂ'ﬂ [34Qéheze%n{ Mla brorTD 1, 1-di et hoxy-
et hyl ) -phenyl]-propionic acid tert-butyl ester (0.43 g) (Exanple K28) in

t ol uene (g T}E]ﬁ_ﬂﬂél\aﬁnﬂﬁ'kﬁﬁ'lchdasgﬁeﬁa@&i fomqp- a?mho sTHmab;l'lmnio paslierapor alt ed in
vacuum and t 0, Cr roduct, wa rifi silica
gel using A¥ YIl g)n 4 byyc aégitéﬁt}é’%ﬁ estgr @gllﬁ%/)i nﬁtlgg “Sﬁfh ng mat eri al
(0.57 g) i mnaﬂapszyﬁﬁﬁ c(xﬁzdlrél ﬁ)!ﬁh)enmas-oxat rbpi%@hcﬁdac?t@rtcgﬂﬂ edter (108 nag)d t hen
evapor at ed. The elgé;rd}ual di sspl ve &ﬁ) and, t he oI ut| on was
e w t HEERPRS RAAG e engf H&C%e%ﬁg’ﬁ taiedl DECERESCr ude
4 ( 3- br omoag@hrytectehany k)dlzecﬁb}nﬁéiimlemwloa‘%lﬁ OH, 0l deesraivipitb Yhe general

3-di hydr o- ben &\]bbp& 4] pin ne (0.22 g) as light-brown solid.
b) 7 Di met hVPé?Ff%B al(’%i ?ﬁfd’:leo@ﬁiéftsﬁ %prékol 4-yl)-phenyl -8-trifl uoro-
met hyl - . A epi n-2-one A m xture of
4- (3-br dﬂna@féqw)ﬁﬂgﬁ&?y%d] }f&ﬂ?% -trifluoronethyl-1,3- 20
di hydr o- benzo[ b] 1, 4] diazepin- Z-EQ gg 48 g) and
2-(tert.-butyl carbonyl oxy)thio- acet 21 g) in EtOH (5 nb) was
heated at 8 f 0.5 h Th I | yf ed .wi h washed with
sat. NaHCC3 =-r esi due was

stirred in ﬂrbtwr@opﬂ %Zé&nrﬂ.ameand 1. 5N KC]—I (5 m_) at 20 C for 20
m n. H20 was added and the precipitated product collected by 25 filtration

and purifi enhéouﬂe:&ur@p@hagm ¥pR&d Sbi (2angiab-3dinf@hydetko-a%rifildtent to give
the tit ll% “Rethy gengr?) carbarz-uc heid’ t(grltlb?l\{vylsegclerl (cé)lévg% %}lcasrrFl) Ieﬁglan%i [&WSI_D -

methyl-th1azol—4-yl)-phenyl]—3—ox0—prop1on1c acid tert-butyl ester (0.19 g) (Example

ster

Dime lan

K38) according to the general procedure M. The obtained material was deprotected
and cyclized by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as yellow solid (0.06 g).

20 MS (ISP) 445.2 [(M+H)"]; mp 214-215 °C.

Example 214

3-(2,5-dimethyl-thiazol-4-y1)-
dihydro-benzo[bl[1,4]diazepin-2-one

7-Dimethylamino-4-

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

25 methyl-phenyl)-carbamic acid tert-butyl ester (48 mg) (Example J6) and 3-[3-(2,5-
methyl-thiazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (50 mg) (Example
K39) according to the general procedure M. The obtained material was deprotected
and cyclized by treatment with TFA in CH,Cl, according to the general procedure N.
Obtained as yellow solid (38 mg).

30 MS (ISP) 459.2 [(M+H)"]; mp 208-209 °C.



Exanmpl e 216

7- Di et hyl am no- 4- 13- ( 2- hydr oxynet hyl - 5- net hyl -t hi azol - 4-yl ) - phenyl] -8- 30
trifl uor owetoRps36i2 3- di hydr o- benzo(bl [ 1,41 diaze] 2i n- 2- oRETHPE2/03684 €
conpound was prepared from (2-am no-5-di met hyl am no-4-trifl uoro-

met hyl - phenyl )-carbam c acid tert-butyl ekt (0.16 g) (Exanmple J6) and

3- oxo- 3-{ 3-

[ 5- met hyl - 2- (t et rahydr o- pyr an- 2-yl ox%%%—?%—s—t hi azol - 4-yl ] - phenyl } - pr opi oni
c acid tert-but) (9,28 ¢ X 191) ing. h

procedur e R B83 652 e EHgY G SEa = g PIERE 13 BURRINGLY]  was
depr ot ect ed 13hdihedo-bated(H1Y1.4deatsieatond th TFA in CH2C12 according to the
general procedure N. Obtained as light-yellow solid (0.11 g). Ms (I SP)

475. 2 [ ( MrHpy4-(3BRodb9@cetd pHenyl) ExdimietifladdiAoB-trifluoromethyl-1,3-dihydro-

7- Di et hyl aﬂ no-[]4]-[! il ’.Z-hﬁdroxyrret hyl -5_propyl -t hi azol - 4-yl) - phenyl | - 8-
trifluoraohe 0.3, 1 52 zo [bl [ 1,41 diazepin-2-one The title
conpound was pfepar fram (2-.am no- 5-di et hyl am no- 4- ..
trifluorome [‘ﬁ ?)apéﬁ?ﬁéﬁiﬁ“tet}éy%r‘&l‘“?é@"érl%?me@é’]t‘@er{yﬁgcﬁ%m‘fEi‘érrpI e J6)
?nd 3- hO)C(IO- Zer{-Butyl gstéi’lf (Qﬁé’lhp@g@l (0.32 g) and ?-04}1(0-3- 3—(2-1ﬁrom|o-l,1idimethoxy- _ »

t et rahydr o- an- 2- yl oxymet -t hiazol - 4- - pheny. . propi onic aci
tert-butyl 8@5@&%@’%‘3@”@5&%}%@%&@ Stﬁ"c@é (ﬁ)r(gﬁilﬁplﬁl}ggsgght@fﬁpe (?)rpcedure
¥FAThe &35 giirrzlgdvmteﬁpea@dj twm:h ﬂ)@Qﬂl@Tﬁ@%&ﬁén@ﬂﬂsd &M@btl\laz&%gttw_c&drgaﬁm | \lM th

in according to, general procedure N.. Obtained as yellow
solid (4% gyl BRRstY< 2y PB@%@cgbstf( tgrap Oﬁflil-cﬁgﬁl.“@ngﬁ@%éﬁﬁfa@?b%
7- Di met hyl agg é@ert: A [sShutio o YH 068 bidydrial (0151 T@mhﬂm%@;m/h:yjﬁmm%yl ] -8-
trifluoronethyl-1,3-dihydro: banr;iztg[ bl f 1,41 e tdt e coné)_ound was prepared
from (2-am Ayret ¢ 0sHoA mitvanl then evaperated. Fhe Fpidushethypy dissolsd i ¢ aci d
E gr t- Pﬁt Iyl 59;?%)%5 aﬁ@t}%@onmiohﬁmgml@d&«mh mﬁc)aagaﬁ%aﬂfr%ze alﬁ]ed and

- et hyl - 5- (t et rahydr.o- pyr.an- 2-yl oxyne -t hi azol -4-y

- phenyl } - pr 8¥iﬁl’8ﬁart€£I $ive erafe At{éﬂypmegie@/ﬁ%ewwgﬁmﬁﬁwmpe-&<42) accor di ng
to the gﬁneEﬁﬂud?bﬁféﬁﬁ@”l,%-&ﬂq{ﬂb%en@?%gﬂéﬁgiaﬂ&ﬁﬁm@ﬁe (033 g?gpﬁg{tﬂ%@ﬁ and

cyclized by treatnent wth TFA in according to the general
procedur e NSOlht ai ned as yellow solid (0.11 g). Ms (ISN) 473.0 [(MH"]: np

226-227 C. b) 7-Dimethylamino-4-[3-(2-hydroxymethyl-thiazol-4-vl)-
methyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one
A mixture of 4-(3-bromoacetyl-phenyl)-7-dimethylamino-8-trifluoromethyl-1,3-

20 dihydro-benzo[b][1,4]diazepin-2-one (0.40 g) and 2-(tert.-butylcarbonyloxy)thio-
acetamide (0.21 g) in EtOH (5 mL) was heated at 80 °C for 0.5 h. The solution was
diluted with AcOEFt, washed with sat. NaHCOj3 solution and with brine, dried and
evaporated. The residue was stirred in a mixture of MeOH (5 mL) and 1.5N KOH (5
mlL) at 20 °C for 20 min. H,O was added and the precipitated product collected by

henyl]-8-trifluoro-

25 filtration and purified by chromatography on silica gel using AcOEt as eluent to give
the title compound (0.01 g) as yellow solid.

MS (ISP) 461.1 [(M+H)™].

Example 216

30 trifluoromethyl-1,3-dihydro-benzo[b][1.4 diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-
methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-oxo-3-{3-
[5-methyl-2-(tetrahydro-pyran-2-yloxymethyl)-thiazol-4-yl]-phenyl}-propionic acid
tert-butyl ester (0.26 g) (Example K40) according to the general procedure M. The



25 Exanpl e 219 7-D nmet hyl am no-4- [ 3-(5-hydroxynet hyl -t hi azol -4-yl)-phenyl]
-8-trifluoronethyl- 1,3-dihydro-benzo[bl [1,41di azepi n-2-one The title
conpound we2/83par ed from (2-am no-5-di net hyl am no- 4-t ri PICH®@PO2/03644

met hyl - phenyl )-carbam c acid tert-butyl ester (0.16 g) (Example J6) and
3-0x0-3-{ [5- ‘30 - 187

(tetrahydro ra t hyl h| henyl } - pi opi ¢c.acid
tert-butyl @§¥€F£Pﬁ“%§£§%n§§¥8ﬁﬁk R& ]%%%%W%?ﬁﬁmpgw%hgﬁgéﬂgﬂgﬁlbrocedure
M The obt aidedindmithe | aieraa@ﬁo@taafequ@Et@ﬂmd@ﬁh@t@kﬂéﬁdob&(d regt ment with
TFA in CH2C12 accordlng to the general procedure N. Cbtained as off-white

solid (0. 08Mg)ISPN2762/[438D2]; Bl 162083 43644 -188- M5 (ISN) 459.3 [(MH)-].
Exanpl e 220 4-(3-f

5-1(Cycl oyropyl met hyl - ani no) - met hy| |Exhiaplznil7- 4- yl | - phenyl ) - 7-

di met hyl am no-8-trifluoronethyl -1, 3-di hy ro-benzofb] 11, 41di azepi n-2-one 5 A

{n x]E :Jr e of ?Dﬂln@%lhmlgmhmm - h@dr()ﬁvra B0y E}ymilaidlwzaﬂ%héxz% - plhenglllg) 82 -
rifluorome - I hy o[.b] .| di azepi n- 2- one anpl e

mg) and thig%9¥lﬁﬁ£@PLaé£% %* zq} Jlﬁﬁh@ﬂgégéigﬁ 3 nl) was stirred at 20

Cfor 1 h. het er ogeneous nlgi s,eva q in vacuum and the

resi due was Eﬁ@ﬁﬁﬁ%ﬁﬁ?q WP y%nﬂﬁP ﬁYa propane (0.12 nl)

and Kl (3 ngjflusedetbgidgiteniD-@ushrbibacidiett-Bus] vasr (I lrrﬁg')QExa%hplg%)GnH@l’- 5 h.
porated in vacuum ant, the ed by

The m xture wa

chr omat ogra?fwﬁ ERAEERs -2 P idrey PR Y IERet ﬁ@g@)wﬁ@m?ﬂeﬂﬂ The

resul ting ppropidalic ¥abtest biifyPehteti(138 ROPIEREMPRUSIYREIIriike tdthe genédP pH of the

m Xt ure beln %f&%} g .t he addltlo%éof %%%ﬁ%ﬁ{i ﬁ% the solid,

i sol ated bfogFﬂe‘ﬁf%l e tainsrmaisaalyas dgpray 4 by y treatoagot 3

solid. 15 ML insehzégée&r&i&lytg&ht}gSeﬁéZrﬁkése&reW@Bpilﬁe&%lyeﬁoﬂdlﬂtml am no- 4-
y

f 3-(2-isopr0£ 1H i m dazo phenyl | -8-trifl uoronethyl
1, 3-di hydro™8enzo [b][ 1,41 diazepin-2-one The title conpound was prepared

f 2- ani po- t 4-trjflugro- 20 nethyl - phenyl b d
Lert - but 3["&13t<§P‘3'<5§?zﬁYlgyﬁ>Eﬁmﬂiiaaa%“’éﬁd 33 (g Prem)mearbame Al

|sopropyl 3H i m dazol - 4-yl) - phenyl] OXP ropionic acid tert-butyl ester
(0.20 g)!®> (Exanpl e K44) according t eral procedure M The obtained
mat eri al

trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-
methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-0x0-3-{3-

20 [2-methyl-5-(tetrahydro-pyran-2-yloxymethyl)-thiazol-4-yl]-phenyl}-propionic acid
tert-butyl ester (0.26 g) (Example K42) according to the general procedure M. The
obtained material was deprotected and cyclized by treatment with TFA in CH,Cl,
according to the general procedure N. Obtained as yellow solid (0.11 g).

MS (ISN) 473.0 [(M-H)]; mp 226-227 °C.

25 Example 219

1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-

methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-oxo-3-{[5-

30 (tetrahydro-pyran-2-yloxymethyl)-thiazol-4-yl]-phenyl}-propionic acid tert-butyl
ester (0.25 g) (Example K43) according to the general procedure M. The obtained
material was deprotected and cyclized by treatment with TFA in CH,Cl, according to
the general procedure N. Obtained as off-white solid (0.08 g).



deprotected and cyclized by treatnment with TFA in CH2C1l2 according to the
general procedure N. Ootained as off-white solid (0.10 g). 25 M5 (I SP)
456. 4 [ ( MvB)ozjos36ap 150 C dec. Exanple 222 4-13- (5-Hydr orgmatPayb3csd

1, 3, 41t hi adi azol - 2-yl ) - phenyl | -7-(nethyl - propyl -am no)-8- trifluoronethyl-
1, 3-di hydr o- benzof bl f 1,41diazepin-2-on‘e1 e title conpound was prepared
from[2- am ne- 5: yl -nropyl -amno) -4 30 trifluoronethyl-phenyl]
-carbam c a@?g(ltgggfl-ggg&{}\d‘%g{'er (0.17 g) (Example J35) and 3- oxo-3- {3- |
5- (t et rahydr o- pyran- 2-yl oxynet hyl ) - 1,%,4 t hi adi azol -2-yl] -phenyl}-
propionic acid tert-butyl ester (O.ZEE%Ql%%génple K30) according to the
general procedure M, The obtained na ) 2 pr of ected and cyclized by
treatment w AL -5 H R LA -B L 89 PP

the general daheheruiifo8-trifbedmeadylas3-Aityeld-Bvnbi[d.4{8aARBin-BoneMS (1 SP)
490.2 [(M+H) +]; np 193-194 C. Exanple 223 5 8-Chloro-7-di net hyl am no-4- 13-
J 5- (2- hydy oxymettiing of 7-didnethylamindl & (H- gz By drdxpthéthyl-thiazol-4-yl)-phenyl]-8-

phenyl | -1, 3-%{1h dr o- bgnzo%ﬂi&? 115 4?&3%{% ljrcl)l;ﬂz1 o¥1e T&%t iyﬁ)lré gé%pound was
prepared frdilgromsthng-Lo-dHydrasbenzg a}aé?ﬁlﬂbz-'oﬁen PpleZohmmehci d
tert.-butyl ag8tEbn{lEkENE0015 1) id EH,6H 0.8 mdevad-saxed at £8°d for 1 h. The

[ 2- (tetrahydro-pyran-2-yl oxy)-ethyl] -[ 1,3, 4] i )

t hi adi azol - 2EFFSBRIRYPINHIE NS SYAPET 4R 16 veerure rpd g ippidug was suspensigd &)

(Exanpl e K3GOBRCOY SILNAhmhohhEh@ePesstope00adUhE) Md Khe mgfi\tvéﬁe nggedrat eri al

. p : .
was depr ot ect and cyclized treatnent_with TFA in CH2 . according to
t he gegell%l aaﬁg%@aiieryem.meafrs&%b@ %ston> Pelhemigsrg waS(qvaH@atjy?i.m NASUEISN) ]
440. 2 [ (M Hhant the#®sid@8raQirffied W6 R3S ph RSl (kR G384 A ORIRROEKaml e |

Tabl ets of the foll owi ng conmpositiqQn are produced 1n a conventional_ nanner:
t ny/ Tabl e (@:Msi%qt.rqg}eéaﬁmg prgduct was stri)rre with 20% aqueous MeOH (10 mL),

the pH of the mixture being set to 11 by the addition of 1N NaOH, and the solid was

isolated by filtration to give the title compound (44 mg) as off-white solid.

15 MS (ISP) 514.3 [(M+H)"]; 157-158° C.

Example 221

1,3-dihydro-benzo[b][1,4]diazepin-2-one

The title compound was prepared from (2-amino-5-dimethylamino-4-trifluoro-
20 methyl-phenyl)-carbamic acid tert-butyl ester (0.13 g) (Example J6) and 3-[3-(2-

isopropyl-3H-imidazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (0.20 g)
(Example K44) according to the general procedure M. The obtained material was
deprotected and cyclized by treatment with TFA in CH,Cl, according to the general
procedure N. Obtained as off-white solid (0.10 g).

25 MS (ISP) 456.4 [(M+H)*]; mp 150 °C dec.

Example 222
1,3.4]thiadiazol-2-v1)-

trifluoromethyl-1,3-dihydro-benzo[b][1.4]diazepin-2-one
The title compound was prepared from [2-amino-5-(methyl-propyl-amino)-4-

30 trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (0.17 g) (Example J35) and 3-
0x0-3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,3,4] thiadiazol-2-yl]-phenyl}-
propionic acid tert-butyl ester (0.23 g) (Example K30) according to the general
procedure M. The obtained material was deprotected and cyclized by treatment with



Powdered. |actose 95 Wiite corn starch 35 Polyvinyl pyrrolidone 8 Na

car boxynet hyl starch 10 10 Magnesium stearate 2 Tabl et wei ght 250 Exanple
|1 Tabl etwowb/083s62 f ol | owi ng conposition are produced in aPCoEPenoicanal
manner: m /T~ ablet 15 Active ingredient 200 Powdered. |actose 100 Wite
corn starch 64 Pol yvinyl pyrrolidone 12 - N car boxymet hyl starch 20 20
Magnesi um s r.a Tabl et wej ght 400 a l1) sul.es of. .t he

fol | owi ng cgﬁ%&?ﬁ@z agf%fdgl?%@l}bga?nef?gp&géﬁgg\l'-e@gawg%\g%w]ﬁ&@hflé‘EPZ 50
Crystal lineg).l actose 60 Mcrocrystalline cellulose 34 Talc 5 Magnesium
stearate 1 30 Capsule fill weight 150 WD 02/ 083652 PCT/ EP02/ 03644 - 191
The active MSISR) 4902 [{MAMY |pmpuidaldsecparticle size, the crystalline

| actose and the mcrocrystalline cellul ose are honbgeneously m xed with
one another, sieved and thereafter Eah@plépzs nagnesi um stearate are

adm xed. The final mxture is filled into hard gel ati ne capsul es of

sui t abl e ssi 3€ChIWO-D-AAE&BORAiREH- -eth913-[1,3,4]thiadiazol-2-v1]-
phenyl}-1,3-dihydro-benzo[b][1.4]diazepin-2-one

The title compound was prepared from (2-amino-4-chloro-5-dimethylamino-
phenyl)-carbamic acid tert.-butyl ester (Example J1) (0.15) and crude 3-oxo-3-(3-{5-
[2-(tetrahydro-pyran-2-yloxy)-ethyl]-[1,3,4] thiadiazol-2-yl}-phenyl)-propionic acid
10 tert-butyl ester (0.24 g) (Example K30) according to the general procedure M. The
obtained material was deprotected and cyclized by treatment with TFA in CH,Cl,

according to the general procedure N. Obtained as a yellow solid (0.10 g).
MS (ISN) 440.2 [(M-H)]; mp 198-200 °C.



Claims 1. Compounds of general formulap Rx NR2 ::ON R 2~ wherein 5
X is a single bond or an ethynediyl group; wherein in case Xis a single
bond, Rl weoeywsass2 hal ogen, |ower al kyl, 10 C3-C6- Cyd ozCHyEPp2/0360wer

al koxy, fluoro-Iower al koxy, fluoro-lower alkyl, or is pyrrol-1-yl, which
IS unsubstituted or substitued by one to t¥ee 15 substituents seiected
fromthe group consisting of fluoro, ¢hloro, cyano, -(CH2)1 4-hydroxy,
fluoro-1ower alkyl, lower alkyl, -( 1 ower aI koxy, -(CH2)n-C(O O R,

-(CH2) 1-4-N | ower Kox CONR R', or is phenyl,
which is un?ﬁ@ﬁs ﬂf@/ E%HB%WETRQP’&PEG}/WO%@CISF atc%"eéllﬁlﬁgﬂ”é‘%@’rﬁs 20

sel ected fromthe group consisting of hal ogen, |ower alkyl, fluoro-I|ower
al kyl, |l ower al koxy, fluoro-Iower al koxy and cyano; in case X is an

et hynediyl group, Rl is phenyl, which is unsubstituted or s % ituted by
one to three substituents selected fromthe group consi s*l\gzg;iﬁ hal ogen,
| oner al kyl | uor o- l al kyl, 25 C3-C6-cycl oal kyl, | ower al koxy and
fl uoro- I?V\/erAé eﬁgels -NR R', fluoro-Ilower al koxy or alolé

3- 0x0- pi per @zswdeﬂedylhctowrrol idin-1-yl or piperidin-1-yl, whiclhsrings are
optionally M?tl t ut ed by R'; WD 02/ 083652 PCT/ EP02/ 03644

ite corn starch 35
Polyvinylpyrrolidone 8

Na carboxymethylstarch 10

10 Magnesium stearate 2

Tablet weight 250

Example II

Tablets of the following composition are produced in a conventional manner:

mg/Tablet

15 Active ingredient 200
Powdered. lactose 100
White corn starch 64
Polyvinylpyrrolidone 12

Na carboxymethylstarch 20

20 Magnesium stearate 4

Tablet weight 400

Example II1

Capsules of the following composition are produced:

mg/Capsule

25 Active ingredient 50
Crystalline. lactose 60
Microcrystalline cellulose 34
Talc 5
Magnesium stearate 1

30 Capsule fill weight 150



- 193 R is hydrogen, |ower alkyl, C3-C6-cycloalkyl, fluoro-Iower alkyl
or 5 2-lower al koxy lower alkyl; R' is hydrogen, |ower alkyl,

C3- C6- cycwoakksgdes2 fl uoro-1 ower al kyl, 10 2-1ower al koxy [PemEEPOZDIGY |
-(CH2)(err)-di-lower alkylam no, - (CH2)(err).-norpholinyl, - (CH2)

2. 4-pyrrolidinyl, -(CH2)2_4-piperidinyl” t- 15 3- hydroxy-lower alkyl; Yis

-CH= or =N-; .1 s hal.ogen,. lower alkyl  fluoro-|awer, alkyl, 20 |ower

al koxy, cyghﬁséw-e Cr@zﬁ#ﬁ&%{a@“gﬁﬁ“}tablg P@%lﬁseﬁlzé(%?-cﬂfﬁta&"qe lgtogeangd theg e i onal |y
sugst i tut egn‘g&fc&&'ylﬁtﬁlﬂﬁhe taglll@deawl?drﬁog&%ia{(sgfmﬁdfea mmIlféhﬂmyer,l %@e@@‘nd
substitute al ogen, uor.o- | ower_al ky] ,. ro-1 ower a y,. cyano,
-(CH2)n NR ﬁ?f%’ea?te i pegriceim stexreiegieadivedy e el ppixturq lyd ind

SX2-NR R', h{dHah(ige edps@ehNbPaiile sizaydr oxy, | ower al koxy, |ower alkylthio,
or by lower alkyl, which is optionally substituted by fluoro, hydroxy,

| ower al koxy, cyano or carbanmoyloxy; 30 nis 0, 1, 2, 3 or 4; and to their
phar maceutically acceptable addition salts. 2. Conpounds according to claim
1, wherein X is a single bond.



3. Conmpounds according to claim?2, wherein RL is trifluoronethyl. 4.
Conmpounds according to claim 3, wherein R3 is cyano. WD 02/ 083652
PCT/ EPO2/WB81A8365194 5. Conpounds according to claim4, wrCTlEPovagseunds are
selected fromthe group consisting of 4-
(4-oxo-8-pyrrolidin-l-yI-7-trifIuoronethy¥24,5-dihydro-3H— benzo [b] [1, 4]
di azepi n-2-yl)-pyridi ne-2-carbonitrile, 5 4-
[8-(cyc|opropy|nethyl-nethyl-anino)-4-Q¥HE§-trifluoronethyl-4,5-dihydro-3H—
benzo [b] [ 1,4] diazepin-2-yl] -pyridine-2-carbonitrile, 4- [8-
(cycl opropyl net hyk-am noj - 4- oxo-,7=trif | uoronet hyl -4, 5-di hydro-3H benzo [Db]
[ 1,4] diazepi n-12¢Wf°qrb‘€7r°§§iﬂheéglzf9§’é‘r‘lﬁoni trile, 4-
[ 4-0x0-8-(2,2,2-trifluoro-ethgxy)-7-triflugyonethyl-4,5-di hydro-3H 10
benzo [b] [1, 4] di azepi n-2-yl Rpyri di ne- rbonitrile, and 4- [ 8-
(i sopropyl - met hyl - am no) - 4-oxo- uonpmet hyl - 4, 5-di hydr o- 3H benzo [ b]
[ 1,4] diazepin-2-yl] -pyridine-2- it
claim3, wherein R3 is an opti
het er ocycl e, which may be substituted by h s
fluoro-|ower al koxy, cyano, -(CH2)n-NR R', Rn-C(O-OR', -(CH2)n
C(O-NRR', -(CH2)n-SX2-NR R', -(CH2)n-C(N NR', Hydroxy, |ower al koxy,
| ower al kylthio, or by lower alkyl, which is optionally substituted by
fluoro, hydmexyn |ower al koxy, cyano or carbanoyl oxy. 7. Conpounds
according to claim6, which conpounds are selected fromthe 20 group
consi sting & 7'iﬂé§(ﬁ%1@l§bﬁﬂrbf‘£h@thy£§&iyl U R¥lei Soxazol - 5-yl ) - phenyl |
-8-trifluoronethyl- 1,3- dihydro-benzd[b]T1,4]di azepi n-2-one,
7-di met hyl am ppcde Xlids iRgl8BbAY,| - 2H pyrazol - 3-yl ) - phenyl ]
-8-trifluoronethyl- 1, 3- dihydro-benzo[b] [ 1,4] diazepin-2-one, 25
7-dinethylap@nog4y&§xinidazol-1-y|-pheny|)-8-trif|uoronethyl-1,3-dihydro-
benzo [b] [1, 4] %;azepin-Z-one, 4- [3- (3-nethyl-isoxazol-5-yl)-phenyl] -7-
(nethyl-propyl-g )y -8-trifluoromethyl- 1,3-dihydro-benzo[b]
[1,4]diazepin-2kﬁﬂ§am§h (i sobutyl -nethyl -am no) -4- [3-
(3-met hyl -i soxazol -5-yl) _-phenyl] -8-trifluoronethyl-

10 Cs-Ce-cycloalkyl,

lower alkoxy,

ituted five-nenbered aromatic
, .fluoro- 15 | ower al kyl,

fluoro-lower alkoxy,
; fluoro-lower alkyl,

or is pyrrol-1-yl, which is unsubstituted or substitued by one to three
15 substituents selected from the group consisting of

fluoro, chloro, cyano, -(CH,);.4-hydroxy, fluoro-lower alkyl, lower alkyl,

-(CHy)q-lower alkoxy, -(CH2),-C(O)O-R”, -(CH,);..-NR’R”,

hydroxy-lower alkoxy, and -(CH;),-CONR’R”,

or is phenyl, which is unsubstituted or substituted by one or two substituents
20 selected from the group consisting of halogen, lower alkyl, fluoro-lower alkyl,

lower alkoxy, fluoro-lower alkoxy and cyano;
in case X is an ethynediyl group,

R'  is phenyl, which is unsubstituted or substituted by one to three substituents
selected from the group consisting of halogen, lower alkyl, fluoro-lower alkyl,
25 C3-Cs-cycloalkyl, lower alkoxy and fluoro-lower alkoxy;

R*  is-NR'R”, fluoro-lower alkoxy or
3-oxo-piperazin-1-yl, pyrrolidin-1-yl or piperidin-1-yl,
which rings are optionally substituted by R”;



30 1, 3-di hydro-benzo [b] [ 1,4] diazepin-2-one,

7- (i sopropyl -net hyl -am no)-4- [3- (3-nethyl-isoxazol -5-yl)-phenyl] -8-
trifl uor owetokps3esd, 3- di hydro-benzo [b] [ 1, 4] diazepin-2- ece/EPVIB24 083652
PCT/ EPO2/ 03644 - 195 7-(isobutyl-nethyl-am no)-4-(3-{5- [

(1 sopropyl - met hyl - am no) - net hyl ] - 195-
[1,2,3]triaﬁpl-%}¥h%-§henyl)-8-trifluoronethyl-1,3-dihydro-benzo[b] [ 1,4]
di azepi n- 2- “one, -‘ﬁgﬁpropyl-nethyl-anino)-4- [ 3-(5-pyrrolidin-1-yl nmethyl -
[ 1,2,3] triazolowkrylky;, 5 phenyl] -8-trifluoronethyl- 1,3-dihydro-benzo [b]
[ 1,4] diazepin-2-0ne - (met hyl -propyl-amno)-4- (3- [1,2,3 ] triazol-
1-y|-pheny|)-8-9?“cg1cﬁ§9%]@ét hyl - 1,3- dihydro-benzo [b] [ 1,4]

di azepi n- 2- one, flderotlowedulkptlor met hyl -amino) -4- (3- [1,2,3 ] triazol- 1

-yl -phenyl) -8-triflugronmethyl- 1,3- dihydro-benzo [b] [ 1, 4]
diazepin%z-one,546Wﬂ”'OXY(“Wxamyﬁ

4-(3-inidaZﬁL-1ri%- henyl ) - 7-i sobutyl am no-8-trifl uoromethyl -1, 3-di hydro-
benzo[ b] [1;4]df Q&UFB’Z- one, 7-di net hyl ani no- 4-

[ 3- (4- hydr oxymeloket alikdij azol - 2-yl ) - phenyl ] -8-trifluoronethyl -
1,3-dihydro-ben¢o§%e% &ﬂ%ﬁ4] di azepi n- 2-one, 7-di nmet hyl am no- 4-

[ 3- (4- hydr oxynethyf- Q »2-yl)-phenyl] -8-trifluoronethyl- 15

1, 3- di hydr o- benfimorplbwer alkyl] di azepi n-2-one, 4- [3-

(4- hydroxynet hyl -t hi azol - 2-yl)-phenyl] -7-(nethyl-propyl-am no) -8-
trifIuoﬂénethylé%?ggéﬁﬁ§8ﬁ8%%éwgg [b] [ 1,4] diazepin-2-one, and 4- [3-

(5- hydr oxynmet hyl(CH,),L-8,18¥er ikasthazn! - 2- yl ) - phenyl ]

-7-(rmet hyl -propyl-am no)-8- _trifluoronethyl-1, 3-di hydro-benzo [b] [ 1, 4]
diazepin-2-one.*§§ﬁg;' linds according to claim?2, wherein R1L is chloro.
9. Conpounds acgarghnegpyilididd,m 8, which conpounds are selected fromthe
group consisting g& 8- chl Qr.0-7-i sobutyl am no- 4-

[ 3- (3- et hyl -i s6% é%r@@;?éuqﬁﬂgny|] - 1, 3-di hydro- benzo[b] [1,4]

di azepi n52- one, 3-Bpd@xgE-dvadraiigt;( met hyl - propyl - ami no)
-4-[3-(5-pyrrolidin-l-ylmethyl-[1,2,3]triazol-1- yl)-phenyl] -

1, 3-di hydr oybengoCH of=N~;4] di azepi n-2-one, 8-chloro-7- (isopropyl-nethyl-
amno) -4- [3- (5-pyrrolidin-1-ylmethyl- [ 1,2,3] triazol-1-

yl ) - phenyl 1R, 3isdiloyel, 0- benzo[ b] [ 1, 4] di azepi n- 2- one,

lower alkyl,
fluoro-lower alkyl,
20 lower alkoxy,
cyano,
-(CHy)s-C(O)-OR”,
-(CH2),-C(O)-NR'R”,
or is an optionally substituted five-membered aromatic heterocycle, which may
25 be substituted by halogen, fluoro-lower alkyl, fluoro-lower alkoxy, cyano,
-(CH3)s-NR'R”, -(CH,),-C(0O)-OR”, -(CH,),-C(0O)-NR’R”,
-(CH;),-SO,-NR’R”, -(CH,),-C(NH,)=NR”, hydroxy, lower alkoxy,
lower alkylthio, or by lower alkyl, which is optionally substituted by fluoro,
hydroxy, lower alkoxy, cyano or carbamoyloxy;

30 n 1s0,1,2,3 or4;
and to their pharmaceutically acceptable addition salts.
2. Compounds according to claim 1, wherein X is a single bond.
3. Compounds according to claim 2, wherein R’ is trifluoromethyl.

4. Compounds according to claim 3, wherein R? is cyano.



8-chloro- 7- (isobutyl-nethyl- amno) -4- [3-(5-pyrrolidin-I-ylnmethyl- [
1,2,3] triazol-1- 30 yl)-phenyl]-1, 3-di hydro-benzo [b] [ 1, 4]

di azepi n-womn©83682 chl or o- 4- [ 3- (5-di net hyl am nonet hyl - [ PCZ/EP03}/03644
triazol-1-yl)-phenyl] -7-(isobutyl- nethy 4:am no)- 1, 3-di hydro-benzo [b] |
1, 4] di azepin-2-one, WO 02/083652 PCT/ EP0Z2/'03644 - 196 4-

3-(5- i din-1-
L hl oo 7-(1 sy e acionting x i ARy ik BB belscred frqm he
di azepi n- 2- groaip consiptieg G- azet i di n- 1-yl net hyl - [ 1, 2 3]

triazol-1-yl ) phenyl] -8-chloro-7-(isobutyl-net hyI -
am no) - 1, 3- dt HijQOOS ppmelidif il vt 7-wrifijordinathypidis- dihpdre; 315-

sor1 g1 )7 bR PR AR L pe R QZipiy'n”St one, 1A
Tty 12 1B 233?%03%% T b SRR FErl ™ 1)

di azepi n- 2- bengo[bl§1 d dimepind2 Q'B-}l[yrﬂmé[Z(ca@obmﬂ,el - met hyl - ami no) methyl] - |
1,2,3] triazol-1-yl}-phenyl)-7 10

( i sopr opyl - ﬁrdﬁf(yjfd@rppsdymﬂlyl}amlml)d‘&@xbéﬁtzﬁlupb]m«fthylék} 5diilalepi3hl-2- one,
hl 7- | - 5-yl h I
et ﬁydr‘a&%@“% By i E bl azol -5yl -phenyl]

8-chl oro-7- 139 t

triazol 1yt %4% e é‘%é%ﬂﬁ%f‘%f&xﬁﬁf Posdrgiith 2- one. 15

8- chl or 0l04- p&zofl cﬂh,élﬂlaZEPlylﬂ-pHqqyylld)ne721csnbbuttyleaandqo 1, 3-di hydro- benzo [b]
[ 1,4] diazepin-2-one, 8-chloro-7-(ethyl-nmethyl-am no)-4-

[ 3- (4- hydr o5&3{&dnmtcpyhmﬂml-amlw))‘lmgfvytr}ﬂuolqmethwrhﬁdhbydyefﬁi{}[ b] o]
1,4]d t hyl -t hi | -2-yl) -
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8- chl or o- 4- [f%me@fbenmromyhehﬂyﬂocydﬁ,aleuth 2y by sybisttwed by Ralogen, fluoro-
é'iﬁ?3$g|7 TSER a&?ﬂhﬁ@% o&m?dﬂb§¥g§§1 QoAb ohpirL. gl %8R dr2- one 25

[ 3- (4- hydr ox(;ﬁféﬁhﬂ(&)ﬂﬁ%zm --PCY b - G8Pee NRIR ™, 3(GH,) Ot H =8B Agyfbdxy, lower

L2, (19 2eeplitagy BEAG Y 8¢ B 10l afdfr NI YRR} sui@ARLd By ibdroPPeny! ]

-7-(methyl -pro
hydroxy, lower alkoxy, cyano or carbamoyloxy.

7. Compounds according to claim 6, which compounds are selected from the

20 group consisting of
7-dimethylamino-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-8-trifluoromethyl-1,3-
dihydro-benzo[b][1,4]diazepin-2-one,
7-dimethylamino-4-[3-(2-methyl-2H-pyrazol-3-yl)-phenyl] -8-trifluoromethyl-1,3-
dihydro-benzo[b][1,4]diazepin-2-one,

25  7-dimethylamino-4-(3-imidazol-1-yl-phenyl)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-7-(methyl-propyl-amino)-8-trifluoromethyl-
1,3-dihydro-benzo[b][1,4]diazepin-2-one, :
7-(isobutyl-methyl-amino)-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-8-trifluoromethyl-

30  1,3-dihydro-benzo[b][1,4]diazepin-2-one,
7-(isopropyl-methyl-amino)-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-8-
trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one,



di hydro-benzo [b] [ 1, 4] diazepin-2-one 8-chl oro-4-

[ 3- (4- hydr oxynet hyl - oxazol - 2-yl ) - phenyl ] -7- (isopropyl-nethyl-amno)- 30
1, 3-di hyowo-obessss2 [ b] [ 1, 4] diazepin-2-one, and 8-chl or oP¢T/HPB2/03644

(4- hydroxynet hyl - oxazol - 2-yl) -phenyl] -7494isobutyl-nethyl- amno) -

1, 3-di hydro-benzo [b] [1,4] diazepin-2-oné.” WD 02/ 083652 PCT/ EP02/ 03644 -

197 10. Co &qu}ar di o @Glal oreigy Ro-1S . 11. Conpounds
accordi ng ton7p gl air l%@&ﬁ@%ﬁ%n@p nglssggrrog?f;la%g@% g%m#crgolg#ﬁﬁg group

consi sting df-2g]tiazehiAylrihenyl2-8-triflupgomethiiy 1,3 idilydac-benzo [y ) Apdierepid-2-

- 4- 0x0- 4, 5- djftydro-3H 5 benzo [b] [ 1,4] diazepine-7-carbonitrile, and 2-

[ 3- (3-net hyl -1 soxazol -5-yl)-phenyl] -4-o0xo-8-piperidin-1-yl-4,5-di hydro-3H

b b _ (=W [T e Wat=Cprator-YeloTo i (AT s 1124 J di_ t | ai
et o - FaCiepPoBASRRAcatn £8)-4081 (lpnrfolh 1 PRGN S RRERILER, o clatm
het er ocyc} e Phapylt$-aidjrormameshyist. 3-diltyddo-byndedbld fd IdiaepimeR-onel o | over al kyl ,

fl uoro-Iower_ al koxy, cyano, -(CHZBn NRR, -(CH2)n-C(O-0OR', -(CH2)R
C(O-NR R', 7-(naethyl-proppl-aumng)-4- (B¢ (r23 triazo Nty -phety]) -8y flosopmetioplels3- al koxy,

| ower al kyl tcfﬂilﬂro-q{en%{b][g,‘lﬁﬁ&iazaebmlbdon‘éhi ch is optionally substituted by

fluoro, hydroxy, |ower oxy, cyano or carbanoyl oxy. 13. Conpounds

accordi ng t@—ﬁld%iuggjrﬁeth hekiGbi 4t -e[ilgz,.’f]E!rié%Bf-'h%l‘r-gir}%:r%&wgé‘-gﬁﬁhéﬂ&%‘?hsylﬁ%-

five-nmenbered aronatic_heterocyc el‘ected roup consi stlng of

t hi azol yl, diboszeibgnzo[bHaskidisdepin-2iamedazol yl, 2H pyrazolyl, [ 1,2, 3]
triazolyl, [ 1,2,4] triazolyl, [1,3,4]thiadiazolyl and [1, 3, 4] oxadi azolyl.
14. Conp¥unds(Garidresldgyltpheryl a7 risdaitylomingh8-¢oflparomethyiiled-diblydut-ed from t he

group consi $hAdb0h 428 a7e0in-2-
7-di met hyl ani n%tgsﬁphing‘ﬁeg%%?/r?ye’- 4-(3-[1,2,3]triazol - 1-yl - phenyl ) - 1, 3- di hydr

- b bl A14; j s )» e 3
tri aggf?[ | ]y7|L ﬁ?ﬁ%ﬁ’gﬁ&’?w gz(‘gﬁgdrtorﬁ?rf’%gl; %@Fﬁ%ﬁ@?@{‘{“@%f@“&réﬁéﬁ 0] [b] [
1, 4] di azepils-dibgdeo-benzpy biy4]dingerint2-amnd,no) - 8- net hyl - 4-

[ 3- (3-net hyl -i soxazol - 5- Iﬁéfhenyl ] -1,3- 25 dihydro-benzo [b] [1,4]

di azepi n- 2- Jnfélme?hﬂarnmoﬁi//[ -hpd@xymethyl-oxazol-2-yl)-phenyl]-8-trifluoromethyl-

[3- (3- meid1yli:3- dhyakRbemiolt] )1, 8082¥%)ih-7-ode, 3- di hydro-

4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-8-
trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one, and

4-[3-(5-hydroxymethyl-(1,3,4]thiadiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-8-
trifluoromethyl-1,3-dihydro-benzo[b][1,4] diazepin-2-one.

20 8. Compounds according to claim 2, wherein R! is chloro.

9. Compounds according to claim 8, which compounds are selected from the
group consisting of
8-chloro-7-isobutylamino-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,

25  8-chloro-7-(methyl-propyl-amino)-4-[3-(5-pyrrolidin-1-ylmethyl-[1,2,3]triazol-1-
yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-7-(isopropyl-methyl-amino)-4-[3-(5-pyrrolidin- 1-ylmethyl-[1,2,3]triazol-1-
y1)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8~chloro—7-(isobutyl—methyl—arnino)-4-[3—(5—pyrrolidjn-l-ylmethyl-[1,2,3]triazol-1-

30 yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-4-[3-(5-dimethylaminomethyl-[1,2,3]triazol-1-yl)-phenyl]-7- (isobutyl-
methyl-amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one,



benzo[b] [ 1,4] diazepin-2-one, 7-(isobutyl-nethyl-am no)-8-nethyl-4-

[ 3- (3-net hyl -i soxazol -5-yl)-phenyl] -1,3- dihydro-benzo [b] [ 1, 4]

di azepi n-RO®RO$363D PCT/EP02/03644

7- (i sobutyl-nmethyl-am no)-8-nethyl-4-[3-(5%-pyrrolidin-1-ylnethyl-[1,2,3]tri
azol -1- yl)-phenyl] -1, 3-di hydro-benzo [‘B 6f 1, 4] di azepi n-2-one, and WO

O O P4 PR R0 AP 03 S ikt LR SR O BT Mop Ry - et ]
(i sobut yl - niakdhyl-amind)o),3-BihyatdnBbndo[ B Uit ighepmbroag[ b] [ 1, 4] di azepi n- 2- one.
15. A medi canent containing one or nore conpounds of any one of clains 1 to

14 and phar4rg-€sHapahlin-y-yhedpl-pipd, 8] texgdl - B phenyd --8hlofo-TE@obattmietiddcor di ng
to claim 15 for  the ﬂrl_égat nment b(ri revention of acute and/or chronic
neur ol ogi cat™CddradibdioRengal Q"QQWFR}ET%?H%CM zophrenia, Al zheiner's

di sease, cognjtiv | sor der nd . r eficits. 17. ss far

prepari ng c%'ﬁjE}BH‘?T égSS u‘FYﬂ'thY 'apl’g‘g)qgé%'l(ﬁ"é’dpeir‘rfltl%'llé?'iﬁ‘}‘?ql?’\l'mﬁgﬁm{ﬂlt}éess
conpri ses 1f)-phedy@RCBIdiBydRotRARIYId, Qfiafpintlehel | R NH2 R2 NHBoc ||

with a conpound of formula IVor [Va0~-00 or C2R OYY/ IV R31Va R

15 wher ei n Rchloral7kydoprapyeirRetablaynied hyl(3-45- [ lisdptbpylirfetBylcanmoiHiaethfl] f or mul a

1] OORI-lzgj\ H\1 1Y %{NHB%C@S . .
[1,2,3]triazol-1-yl}-phenyl}-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-4-(3-{5-[(isobutyl-methyl-amino)-methyl]-[1,2,3]triazol-1-yl}-phenyl)-7-

10  (isopropyl-methyl-amino)-1,3-dihydro-benzo[b][1,4]diazepin-2-one,
8-chloro-7-isopropylamino-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
8-chloro-7-(isobutyl-methyl-amino)-4-(3-{1,2,3]triazol-1-yl-phenyl)-1,3-dihydro-
benzo[b][1,4])diazepin-2-one,

15  8-chloro-4-(3-imidazol-1-yl-phenyl)-7-isobutylamino-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
8-chloro-7-(ethyl-methyl-amino)-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-1,3-
dihydro-benzo(b](1,4]diazepin-2-one
8-chloro-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-

20 1,3-dihydro-benzo[b][1,4]diazepin-2-one
8-chloro-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(isopropyl-methyl-amino)-
1,3-dihydro-benzo[b}[1,4]diazepin-2-one
8-chloro-4-[3-(4-hydroxymethyl-thiazol-2-yl)-phenyl]-7-(isobutyl-methyl-amino)-
1,3-dihydro-benzo[b][1,4]diazepin-2-one

25  8-chloro-7-(ethyl-methyl-amino)-4-[3-(4-hydroxymethyl-oxazol-2-yl)-phenyl]-1,3-
dihydro-benzo[b](1,4]diazepin-2-one
8-chloro-4-[3-(4-hydroxymethyl-oxazol-2-yl)-phenyl]-7-(methyl-propyl-amino)-1,3-
dihydro-benzo[b][1,4]diazepin-2-one :
8-chloro-4-[3-(4-hydroxymethyl-oxazol-2-yl)-phenyl]-7- (isopropyl-methyl-amino)-

30 1,3-dihydro-benzo[b][1,4]diazepin-2-one, and

8-chloro-4-[3-(4-hydroxymethyl-oxazol-2-yl)-phenyl]-7-(isobutyl-methyl-amino)-
1,3-dihydro-benzo[b][1,4]diazepin-2-one.



whi ch subsequently undergoes deprotection of the am no group and
cyclization, to obtain a conpound of fornula WO 02/ 083652 PCT/ EP02/ 03644
-199 RI OWO0:02/08865R2 )aN RY wherein Rl, R2, R3, X and Y areTaPorewads i bed
above and, if desired, converting the conpound obtained into a
pharmaceutically acceptable acid additi onl®éalt. 5 18. A conpound accordi ng

to any one of clagj 1l to,14, enever. prepared_py a process as clained in
claim17 or by a -@H}P&é{?‘éﬁﬁ“ﬂ%&&‘:ﬁi@%XE*E%BU%&Y@@cordi ng to any one of
claims 1 to 14 fgr use in.the treatnment . or evention of diseases. 20. The
use of one or noreCeBREBRRAC YL B{Eﬁadmtlg"ﬁ’bﬁi‘ﬁﬁm?o%gsl%eé W?ngﬁﬁﬁ‘éhe 10 or

more of theigrophasisistiagof cal |y acceptable acid addition salts for the

manuf acture of nedi canents for the treatnment or prevention of of acute

and/ or chr orfi-diettglarninoed- {3a(3-tiedtgi-thokazol3c Hphag 1 psvebas-dihydehsEophr eni a,

Al zhei ner' s ,di se . 1acognitive.di sarders and nenory deficits. 21. The
i nventi on asbeﬁé‘?@jﬁb‘gfl@? fs&Eribgarle i@f' ~ ~
2-[3-(3-methyl-isoxazol-5-yl)-phenyl]-4-oxo-8-piperidin-1-yl-4,5-dihydro-3H-

benzo([b][1,4]diazepine-7-carbonitrile.

12. Compounds according to claim 1, wherein R® is an optionally substituted
five-membered aromatic heterocycle, which may be substituted by halogen, fluoro-
10  lower alkyl, fluoro-lower alkoxy, cyano, -(CH,),-NR’R”, -(CH,),-C(0)-OR”,
-(CH3)a-C(O)-NR'R”, -(CH3)a-SO,-NR'R”, -(CH,),-C(NH,)=NR”, hydroxy, lower
alkoxy, lower alkylthio, or by lower alkyl, which is optionally substituted by fluoro,
hydroxy, lower alkoxy, cyano or carbamoyloxy.

13. Compounds according to claim 12, wherein R’ is an optionally substituted
15 five-membered aromatic heterocycle selected from the group consisting of thiazolyl,
oxazolyl, isoxazolyl, imidazolyl, 2H-pyrazolyl, [1,2,3]triazolyl, [1,2,4]triazolyl,
[1,3,4]thiadiazolyl and [1,3,4] oxadiaiolyl.

14. Compounds according to claim 13, which compounds are selected from the

group consisting of

20  7-dimethylamino-8-phenylethynyl-4-(3-[1,2,3]triazol-1-yl-phenyl)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
8-(2-fluoro-phenyl)-4-(3-[1,2,3]triazol-1-yl-phenyl)-7-(2,2,2-trifluoro-ethoxy)-1,3-
dihydro-benzo[b][1,4]diazepin-2-one,
7-(ethyl-methyl-amino)-8-methyl-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-1,3-

25  dihydro-benzo[b][1,4]diazepin-2-one,
7-dimethylamino-8-methyl-4-[3-(3-methyl-isoxazol-5-yl)-phenyl]-1,3-dihydro-
benzo[b][1,4]diazepin-2-one,
7-(isobutyl-methyl-amino)-8-methyl-4-[3-(3-methyl-isoxazol-5-y1)-phenyl]-1,3-
dihydro-benzo[b][1,4]diazepin-2-one,

30  7-(isobutyl-methyl-amino)-8-methyl-4-[3-(5-pyrrolidin-1-ylmethyl-[1,2,3] triazol-1-
yl)-phenyl]-1,3-dihydro-benzo[b][1,4]diazepin-2-one, and
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4-(3-{5-[(cyclopropylmethyl-amino)-methyl]-[1,2,3]triazol-1-yl}-phenyl)-7-
(isobutyl-methyl-amino)-8-methyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one.

15. A medicament containing one or more compounds of any one of claims 1 to

14 and pharmaceutically acceptable excipients.

5 16. A medicament according to claim 15 for the treatment or prevention of
acute and/or chronic neurological disorders including psychosis, schizophrenia,

Alzheimer’s disease, cognitive disorders and memory deficits.

17. A process for preparing compounds of formula I as defined in claim 1, which

process comprises

10 a) reactinga compound of formula II

R\

inj:NH2
R NHBoc
with a compound of formula IV or IVa
> 9
0 0
or N CO,R
NN I
| Y A
Y& v
R® IVa
3
R
15 wherein R is alkyl, preferably ethyl or butyl, to a compound of formula III

O 0
R1
\X H I N
o,
R® B
NHBoc R T,

which subsequently undergoes deprotection of the amino group and cyclization,

1I

to obtain a compound of formula
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1 H (0]
R\XJC(N
R N=
/" N—r®

wherein R', R% R?, X and Y are as described above and, if desired,

converting the compound obtained into a pharmaceutically acceptable acid addition
salt.

5 18. A compound according to any one of claims 1 to 14, whenever prepared by a

process as claimed in claim 17 or by an equivalent method.

19. A compound according to any one of claims 1 to 14 for use in the treatment

or prevention of diseases.

20. The use of one or more compounds according to claims 1 to 14 and/or one
10 or more of their pharmaceutically acceptable acid addition salts for the manufacture
of medicaments for the treatment or prevention of of acute and/or chronic
neurological disorders including psychosis, schizophrenia, Alzheimer’s disease,

cognitive disorders and memory deficits.

21. The invention as hereinbefore described.
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