WO 02/ 083652 PCT/ EPO2/ 03644 - 1 Case 20871 Di hydro-benzo [b] [ 1,4]

di azepi n-2-one derivatives as nGluR2 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 grgug;_ wherein 5 in case Xis a single
bond, Rl is cyano, halogen, |ower alkyl, C3-C6-cycloalkyl, 10 | ower

al koxy, fluoro-Iower al koxy, 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, -(CH2)1.4-hydroxy,

fl uoro-1 owecasd kys71 | oner al kyl, -(CH2)n-Ilower al koxy, -(CH2)n C(O O R,
-(CH2)1.4-NR R', hydroxy-Ilower al koxy, and -(CH2)n-CONR R', or is phenyl,

which is unﬁﬂw&mé&_&ﬁg}[@,r4]cﬁa&bﬁhiztwe%@rmvaa@n@luﬁmtfguﬁﬁfsixf uents selected
fromthe gr wer al kyl, 20

| ower al koxy, fluoro-Iower al koxy ana cyano; in cése X is an ethynediyl

group, R iThepreseyit inveftiehrdaedtosuppbitditofdemdraldohatlatiut ed by one to three
substituents selected fromthe group consisting of hal ogen, |ower alkyl,

fluoro-lower alkyl, C3-C6-cgtloallyl, H oyer al koxy and fl uoro-I ower
al koxy; WD 02/ 083652 PCT/ EPO2/ Eﬁ@ﬂ- is -NRR', fluoro-|ower al koxy
or

R N=

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

-(CH2) 2. 4- nger p I ”, ( rrolidinyl, -(CH2)2.4-piperidinyl or
3- hydr oxy- Iovverig) IIL]E% ﬂ“?f" l%l)dﬂlém%’ ry N-; 20 R3 is hal ogen, |ower alkyl,

fluoro-1ower alkyke- pilmmnn anyﬂgq»yyrphdmyh-nybor Eiberdi6H2yln C(O -OR', -(CH2)n
C(O-NRR', or tion S »i 1 've-menber ed aromatlc
het er ocycl e, \/\/n‘i‘ﬂ(%:1 ﬁ]’an§ arﬁgpg%aélys#lﬁg g@ Pogen, fluoro-Iower alkyl,
fluoro-1lo a:\]lﬁg ooy ano, -(CH2),,-NR R', -(CH2),,-C(O-CR",

-(CH2),, - )- ,g -(CH2) n SO2-NR R*, -(CHZ).-C(NH2)=NR", hydr oxy,

| oner al koxy, Ilowezralhylkyl thio, or by lower alkyl, which is optionally
substituted by J_égé}(;ql al droxy, |ower al koxy, cyano or carbanoyloxy; nis

o, 1, 2, 3 or eir phar maceutically acceptabl e addition salts.
fluoro-lower alkyl 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 metabolites and the
different affinjty to. low | ecul ar ght chem cal conpoun ese eight
receptors can bje gilﬁbméﬁ W‘Hég‘p’inﬁftcfomclﬂ‘? BOCELIRE BEHFOranianifey ! “a‘fi‘ﬁci?@ uR5

bel ong to dritidd3 ¥ ARfbeHambes of ﬁl@'sfé[t%ﬂap ﬂfc@d&& The ainehnid-UR4,

nEd uRG, nﬂé and na R8be|ong tcﬁ% 171 . andsﬁl_glc met abot r opi ¢

gl ut amat e r EREP %‘F%‘UH& SHGFIREOT 378 HE @‘? Bip e rr@ghgqggps e fEH AN BroRe
treat nenfy Oforﬁfs(fi\g%m cOmrliedasn tRarRN/ T™He rﬁ&ﬁ@éﬂr 18@1&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

8ch|oro7 nmet r am no Lroli thyl. =

oAt e azol 1 A pREER o COTP)§‘18?1%VB§I8“€%%T‘B§ ¢ Pand gt anstiere: B,
8- chl or o- 7- é}iaﬁqﬂéﬂmfb]idmhgybm@wm) 4- [3- (5-pyrrolidin- |-ylmethyl- [
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’fﬁhgﬁi{f 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-

E i- gi S?Llyglr g' Bjé)ﬁg‘g ETﬁﬂtg%[TﬂTL% i’l(ﬁna gi}i;{ggg mrohd}/n-l ')R hgtr}%i {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 |

3[31 ﬁl 3)tr |4 azgh}o&ow%c?h@méth laimﬂroﬁléﬁ)éﬂi-rl nabmm@fn]hyll) -phed}l] ?Lgs:t%?tymr 2- one,
chl or o- - -

tri azgl Pb'héﬁ&}’l[’?) i73 Cﬁ%‘%‘%’ PSBW%M%?% ’rﬂqﬁ 2 1 3- d| hydr o- benzo[ b] [
1,4

(3 het L?fepéﬁéié%%@m St s PR T R B lprpe Gporpomy-

di azepi n- 2- arehyl-2Mino)-1,3-dihydro-benzo[b](1,4]diazepin-2-one,
8-chloro-7-(isobutyl-nethyl-amno)-4-(3-[1,2,3]triazol-I-yl-phenyl)-1,3-dih

ydro- benzo4{[bj(5{azétidih- ldylﬁie&[),ﬂ-l’[li 2-3@11ﬂﬁzol&=yzibl-lphé 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 [71C1;10]b %y?ze&h)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- one78 chl oro-4- [3-

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

8- chl or o- 7- (13- H)Hydfnebénalo{ta]m JAiazépin32-ode hydr oxyret 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 mstﬁ;tbroeng«t—hzdw mpﬂf;zttylhlhzot EI‘YII phirtw I[-émrseblydykﬁt&h’g@annﬂoﬁ
i hydr o- ben i a n chloro-4- 3-
(4- Kydr oxynétoigil{yéioaﬁglmé%@ ﬁq] B‘r’i‘yf‘ﬁ €7- (i sopropyl - met hyl - ani no)- 10

1, 3-di hydro |aze and 8-chl orpo-4- [3-

(4-nydr oxymit -i—i%tetl e e Sanuby Shae o arene-L -

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

the fol | ow ragehldt- &[314’ (ehipsttoaminthyRoxizdl-0 31 plidnyl]-1- meﬂwbbr@yﬂ(-@rﬁmenw ]

[gl o?g- fn’atSt]dlh%gB;i’ﬁ bg?%ﬁ@a{ﬁf?hh%ﬂlneq di azepi ne-7-carbonitrile, and 2-
-4- 8- di 5-dih 3H b

di agégl nep;%g‘%’lﬁ’li?% i% )()t é‘yﬁ I ﬁ’ryjegx%ﬁp}ezfy P %ﬁ@&ﬁt%bé%pr(?gﬂp‘@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,

fl ucglrz o- | om%rs - ettlbxy, [34cazausrdxoxym@ﬂlﬁ;z)-pxazwm%m1;e(r@t2z (m%ﬂtﬁ)nﬁﬁ'yﬁarélino)- |
n- n NH NR' roxy, | ower
al( koxg/ X )rg\IE}Wf‘t hérgoﬁg,[l %SREerP%y( V\/Z’ll Cﬁ(l s 2)pt| onal | § Y

substituted by f dr,ox | ower, al cyano.or c | ox

Bapect al |y pr of dEFOE brePHHR o SRR AR B bR Y e3P o
optional | y Sixasipldssf adthfdowmommibaeabe ﬁillowatgt c heter ocycl e selected fromthe
group consisting of thiazolyl, oxazolyl, isoxazolyl, imdazolyl,

2H pyr azo$ y|8-diefhyPandhbd2- gz (B-wlethylfisokazdl-4}yl}-pha@til 4Hoxo{4, 5k dthydto-BHi- adi azol yl
and [ 1, 3, 4]benzc?[g!]ﬁﬁ%%zepm%?”grb%%uﬁ{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-

et hyl - net z henyl] -1, 3-
((ZII hy)(;r o- ber?zd)ﬂ-tyg}]meﬁ})‘yi a&im‘a%hgi%%}l}ﬁ‘[%i%ﬁ%m %h%llﬁ?é? 1 ﬂ} ﬁg %Yliré’ghyl y4] [ 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-net hyl -
[ 3- (3- net hVI-dlnted)ydmmhoEB-i;de)hyﬂ}lzle[Byd3]-methyBrsoﬁlalzbl}51-lyD ;Bi&iﬁ?l} Lditlyliré]

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

I h -1 b , d,4- -{5-
! (Lyel o oBBE RS AB e r L S SRt A penphliy ) - 7- 10
(i sobutyl - ntﬁtyﬁyd»-bamottlloll 8}diedepivl-2-bnd- di hydr o- benzo [b] [1, 4]
di azepin-2-one. Preferred are further conpounds, wherein R2 is -N(CH3)2 or

pyrroli d: ne&- (1s/ébaql-m@li}é-rahﬁﬂoﬁtsenéthﬁlp@{md&pymhle%iﬁi1nYIR;?eﬂh)?] Fmﬁﬁ.@wgan} no, |
i sopro t ut 0 ar jsobut met hyl -am no. Preferre
congou%s gf} RH%P#&T;?IWM eélzgﬁ’d;[)]g%azfmﬁ' P8Rt invention are 15
further thgseg, e n ano .or nal .y tituted

five- nmembe 'e(g'{ \'Aﬂz ﬁf@%?@ﬁ%‘?&o«g m@ﬁmﬁ?#ﬁiuﬁé‘ﬂshﬁgtﬂ eWed by - CH2OH or
- CH2N( Qe3) Risobitel- tethyl-Amineg+8-alekyl-1,348ibddiorbdnbel bpf o dikelasrbapt i on denot es

straight-chain or branched saturated hydrocarbon residues with 1-7 carbon
at ons, pr ef er aBrafernéd dre further (cambﬁﬁn&, aiereisRTl ~N$CHE), oy byn@hﬂh}ﬁle Algo propyl ,

i -pr opyI and the |like. 20 The. term, | ower al koxy". denot | ower al kyl
resi due i nPIHETSLHE SOBPOTHS WP?TF |1ﬁ608¥ﬂp PO I SEBIRY m Yéﬁ“ﬂ??ﬁgen at om
Exanpl es ofsobtuyWemimnsd &meutylaﬁetﬂylemmoncl ude nmet hoxy, ethoxy, isopropoxy
and the like. The term "hal ogen" enbraces fluorine, chlorine, brom ne and

i odi ne. The tePreferiédmmpdlm\debfﬁmyalahmmope bfaheFreaéxkyhvémhdu@, wher ei n
e term

hyd b
T uor ol oM RAER By SRR B OBRELy B B mebeEehee of (e

definiti onafm]mlcmehﬁf)@de wh\ilahmﬂym&ﬁbstﬁﬁte&byecbuaw@etcﬁmf(ﬁ{my 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 formula Il with a O-ketoester ég{gneral formula 1Va), in whichY
and R3 are as described above using the $ conditions as described for

the reaction,wth the di oxinanes. Aft rwar.d eavi.ng .t he BOC protecting
group in coﬂ%’ﬁ&ﬁﬂ?tﬁloﬁe‘:ﬁ@?zﬂlo? SERGI% ‘f‘falme‘gﬂ‘&%é’&ﬁe(?gﬁg%ﬁon%q 8{| on of

} heAdepr oth eg&@dalcfﬁgflﬁﬁldllﬂ wittefod Sxald‘iijﬁe d Beomseell a2 ﬁi@lgﬁ@tﬂﬂiﬁar@zfcegeﬁl@d &l adf or nul a
. Any ot her_suitable rote such as noc¢ .or

benzyl oxycafBSh$A Ve(nffu‘%@éﬁl rgme ?P&@Bﬁh%@actﬂ%%é% rg}nlyc%rwé@gt gr oup.
WD 02/ 083653t {%QilgeEﬁai?e/s@&%én 0°€hnd Ise °Qen©m&/¢>@taa@m@ésbd #Alsk Ao 9hRele®aN be

carried out o t he conpounds of gener formulg Il with for
exanpl e rloax ?fﬁ g“@ﬂ%??%%“‘?‘?@?%é%%ﬂ ‘%Eé?a&tli)’?l“&ﬁtur? nert sol vent
such as dICh| or onet hane (DCM. The reaction is preferably carried out at
tenperatures between 0 C and 50 C. ltSafé %a advant ageous to use al so
ani sole or 5 1,3-di met hoxybenzene as2#<&¥rbocati on scavenger in the
reaction mxture. Scheme B 0% o0 OB B O KOAc, PdCl2(PPh,)2 dioxane, 100 C
general | NO then procedure R 01144 NaCB D \ X N0O2 PdCl2(PPh3)2 2 RV
NHBoc or R2 a NHBoc R B(OH)2 graa}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 ofehd@dividul sdsidgie REANNOUS (1 1)

chloride (SnCl2.2H20) in ethanol at tenperatures between 70 C and 80 C (as
20 described in Tetrahedron Lett. 1984, 25, 839), or alternatively in polar

aprotic solvents, |ike DVF, DVA or BMRnend the |like, 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€RBunethagenkbPosdO. PYARBTHHE 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.



procedure A GP B, nethod a: diphosgene, EtOAc, 77 C, then t-BuOH GP B,

nmet hod b: Boc20, Cs2CQ3, 2-butanone, 52 C GP B, nethod c: i) Boc20 DVAP,
THF; 1i) WBA2/0868 0 C R~-X NO2 R-X NO2 R' _NH general R'PNHB®P02/03844
procedure VII B VIb R=ClI, F R=Cl, F As i?own in scheme C, conpound B 1
can be prepared fromthe commercially avarlfable 5-chloro-2-nitroaniline by

i odi nation t i ve .t synthetic jnternediate Al, .1lo ich in turn can be
pr ot ect ed té*?R??’&¥léfeW %ﬁegﬁ%&m&% € amng SFHR FRREAThy %%PHE’*%‘E?H ed out
bydf or exarrﬁ)xhtermairilditg isoophnae: bymﬁg&ht?jf't&ﬁpbﬂncatrﬁtth@g@ﬁfﬂ forfdldTeliprigsence of
sodi um acetate. The reaction can.be. for xa carried oyt at

t enper at ur eghpgjé’ts%ﬁél&rprf%r %I%Woapéﬁt“dow?ﬂ@ S}ﬁﬁbi‘s@ﬂﬁ 3Fete of ﬁé'éﬁi‘*ﬁ’@ % unction
can be appljitaﬂpér@t#aes_rfpﬁme)gmb 1@5°@,&ﬂEBFI|§Tde drit t@ﬁfﬁhéﬁ@fﬂleﬁﬁ&&ﬁﬂa@wim}] erials
or compoun nt hesi ze anyon ille in_the art tp produce, the

cor r espordi ?13%'§-‘1Fﬁr’t°f5’aﬁﬁ’?‘feinﬁé§%% qﬁcﬁﬂ@%@ﬁaﬂr 1f26ﬁ’rfgw[°é° pneandihelifedt x i s
a singl e bomenperghulés Hebwern MecEndBgdCabgive theldvsized ERRFORHITRY b@ferdleads to

t he key int rmaq% es of the general fornmula VIb, and the exact conditions

for the respyeH -compounds used in this invention can be found in the
experinmental, part. 20 One ssihility for the protection of the amno
function is Wﬁ‘eéﬁ'é‘ﬁ%ﬂeemre 3{‘9 ﬁg“le"@&ﬁ’éBm’fa‘énO&fSQ?e‘ﬁglFealF‘thB‘refjrﬁFeafovp?tl% th
di -tert. - bulofh dEBOTDERSOUNE Bylteeaph OB e6mPbuinds JFABEg & fASELBITWAh

carbonate. The reaction can be carried t_in polar solyents such as
acetone 8t BHEThORE LI AR ithePrterceapeMA ings Fuetewlrepssishdnd 60 C. WO

02/ 083652 PeektBhRRR04hd the i, AllloRedBY s¥@kiVe rdn®aPbPs 8&41E BOMErolp@yam no
group can be achi eve&lsab%qopregarj ng]fthe i nt ernedi ate i socyanate by
treat ment ofTREHPOHR npted-agidn ke g TE AR 2profis sqlyents sugh ghosgene,

preferably idﬁth@cabﬁie&pané,cahymf&nﬁmbz-aﬁhl%rrdsefha&ca@&ahger@furés,Hknﬁ@eﬁm@e at
tenperatures from0 C tog 1CPO, C, and subsequent .treatnment of the isocyanate
with and 20 °C to give the desired 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.



5 tert. butanol in solvents such as dichloronethane or 1, 2-dichl oroethane
and the |like at tenperatures between 20 C and 85 Cto give the desired
conpoundswofo2gessezr al  fornula VIb. Another suitable methoecCr®Erazbuceve this
protection step is the internediate formation of a di-BOC conpound by
treatment of conpounds of the general forira VIl with 1o
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which R is rrol t1 nal | ‘g |tut d as descri bed above, Xis a
si ngl e b3nds‘ﬁﬁﬁt"ﬁ“fs§an gl’l"l“l?%léi € PEGiRcts Wﬁﬁ‘élﬂ‘é YIPHOLEHPE BERMPS, known to
5-chl or o- 2- mrhé&mkklﬁecpﬁﬁhyhﬁn&w@%ﬁﬁreliy%be Meroddeddbred thedpyrf] r3@l ective
condensati on o}éqs*s - am no- gr oup a_sui tab%?%subs i tut ed

a

2, 5-di met hoR 8%%%?%&% ceﬁest@eﬁréaemgft #mwigh bromipg igescr i bed

20 in J. HenROZEYClow t&h?éi’atu]rgaﬁ(e f&%xaﬂn? 353ChHRIBwEY bifeRndeOwih @k, R R a
CI N2 G NH2 gener al procedure VI |

2 VI H2N . NO HOAC Ra
F The reaCHﬂfﬁéﬁxaﬁ‘FE?EF lgmmg and dhe Biq orinotassipen C@ﬂ?ﬁéﬁieaor sodrEn f or exanpl e

acetic jgci Hycn &f&ﬂidﬁ@téﬁn@%@hﬁ@@htebé‘sultir{gez 5-#mdtREBRAIF S efaDRiERN 40 C
to 100 C. The 25 exact con itions for the respective conpounds can be found

in the expe&§ieefamuyayil 1’9’\@@’/%83651251 Bore epdosrislabove, cag be reduced by

catalytic hydrogenation, preferably in MeOH with catalysts like 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.



The correspondi ng substituted 2,5-di met hoxytetrahydrofurans with the
general formula VIII, in which RR Rb and R are as described above in the
general wpbanwsisr the pyrrol-1-yl conpounds, are either eCmmPIDIBU4 Y

avai l abl e, or synthesized fromthe suitable substituted furan, as shown in
schene E. The corresponding 5 substituenis’can optionally be protected with
sui tabl e protecting groups, known toS onegne skilled in the art, or
alternatively can be introduced afteriﬁ%—%yrrol ring synthesis. The

two-step sequence consists of reacting the furan \4v|th brom ne in MOH at
|l ow tenperature, |iK&tor.exanpl e - 35 F1‘ollowe W\ eajopent with base,
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sodi um 10 hydrogen car®0 Hand t he Elivkso The resad gNHBoc
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preferably in MeOH w t R=c@Atral ysts | i kecddare exanpl e FPPalNR&Ji um on carbon or
Raney- Ni ckel and the like, to produce the desired 2,5

di met hoxyt etrahydrofurans with the general fornmula VII]. An exanple for
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t hen base I\/t:CRa he exact conditions for the

i ndi vi dudl eebestrsiinems thestpacally htnﬁlé@idf@an@saﬁﬂclbés Wisthidemige of Réiniggiasenent al
part. 20 As,B@Wes {fdh 36 ITEm Fnet RAIROMNOS, t%uﬂﬁ‘c{h%réﬂh}fd?fd@yé&h\ﬂ odihd Whi ch

RZ is attached via a nitrogen-atomand 1s as descri’b above, can be

prepared frbrdnideeThe maéﬁdmeﬁnd:te@eéf@rm@@uﬁfdsmnﬁtaﬁur@ﬁbetyéﬁe%%ﬁc It HO°S VI b -
whi ch | ndi v el e tldivid6atoRiBo AN Helyhitggggper | mental part - by a

nucl eophilic stitution reactio respectl ve amnes in the
presence of a suitable base. WO 02/ 083652 PCT/ EPO2/ 03644 - 15 Schene F
R R'NH R, X N2 DVSO or X NO2 Scheme G
Ar—==
PACI,(PPhy),, PPh 1 1
! NO, Cu BN X NO, SO DX NH,
X L —m X
R® NHBoc THE R NHBoc ~ EOH R NHBoc
v general Vid general I
procedure procedure
Ar—X J, method b
o PdCI,(PPhy),, PPh, general
Me Si—= Cul, Et;N procedure
PACI,(PPhy),, PPhy THE H
Cul, EtN 60°C
THF, 50 °C
general H
proc:dure % N02
then 2
NaOH, MeOH R NHBoc
10 X

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



R 1 NHBoc Et3N SMD OR2 | NHBoc O VIb general Vic R = C, F procedure R2
= NRR' C The reaction is preferably carried out in a polar, aprotic

sol vent swoh2as3edl net hyl formam de, N-nethyl - pyrrol i done Por/ERoIesshny |

sul foxide and the |ike. The base can be 5 selected fromthe sterically
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H Ar-X J, hod b RPdC 2(.PPh3) 21 PPh, ner al t, Et3N procedure
pCL2( PPhi ) SHE BRA CORERECH [ e FEpevBarEn s C%‘bwg%tso‘ﬁléﬁgﬂé‘i oRetipeliebaur e H
I NO2 tlaen HNaOH, MeOH R2 NHBoc 10 X According to schene G conpounds of

general for rrul all inwhich RL is as described above for conpounds where X
is an ethynediyl group can be prepar &ghdiye H
9 MgCl,, EtN
- 2!
o method a) K*o-/”\/COZR CH,CN 0
R N o R" = Et, But R2 SN COR’
| |
(o)
Y F method b) /U\ LDA, LiOBu! Y\F
OBy  THF,-78°C
R = Cl, OH, OMe, OEt h va
= Cl, OH, OMe, method c) 1.) LiBr, Et,;N, CH,CN
Me,SiO,C. CO,SiM = t
Y =CH,N 10,0 025N 0l’2)BuLl3Et20 s \F({ =g,HEtIiIBu
general
procedure
K
2 >
Ra CO.R' method a) isopropenylacetate (o) 0
] N 2 conc. H,S0, RS
X
Yo = method b) TFAA, TFA, acetone l X o
Y A
IVa geneJal .
procedure
R’ =H, But L
Y =CH,N Y =CH,N

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.



different routes fromthe iodo-conmpounds V, depending on the nature of R
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10 medicaments as well as conditions which lead to glutamate-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
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age for

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

0.005

4-{3-(5-Cyclopropylaminomethyl-[1,2,3]triazol-1-y1)-
phenyl]-7-dimethylamino-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one

0.049

4-[4-Ox0-8-(2,2,2-trifluoro-ethoxy)-7-trifluoromethyl-4,5-
dihydro-3H-benzo[b][1,4]diazepin-2-yl]-pyridine-2-
carbonitrile

0.004

3-[7-Methyl-8-(methyl-propyl-amino)-4-o0xo-4,5-dihydro-
3H-benzo[b][1,4]diazepin-2-yl]-benzonitrile

0.025

8-Chloro-4-[3-(5-hydroxymethyl-[1,2,3]triazol-1-yl)-
phenyl]-7-(isobutyl-methyl-amino)-1,3-dihydro-
benzo[b][1,4]diazepin-2-one

0.02

8-Diethylamino-2-[3-(3-methyl-isoxazol-5-yl)-phenyl]-4-
0x0-4,5-dihydro-3H-benzo[b][1,4] diazepine-7-carbonitrile

0.009

4-[3- (S—Azetidin- 1-ylmethyl-[1,2,3]triazol-1-yl)-phenyl]-8-
chloro-7-(methyl-propyl-amino)-1,3-dihydro-
benzo[b]{1,4]diazepin-2-one

0.015
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[1,4] di Qzeﬁ I 70¢1doBtl =R gpzﬁhfnro')lélei [1,2,4] trlazol 1-yl-phenyl)- 0.012
f- (2, 3|— Dllfl | Q- 2ifROROMEthyl( 1 J1dIBIdRY b’éﬂ%{‘BjLi A Saz il i Qnel |1, 2, 3]
rrazol - 1-y uéi"r‘;ﬁ U||r Hor-0— c'"_“L ,'-r] thaze ITI 2—ehe
8- Chl or o- 7- Q%ﬁh@x% ethaétt {0l 2 rRh]ensth-[s @@i 0.025
met hyl - i soxdd éﬁ'&ﬂl i Chhﬁfﬁydro benzo[ b] [ 1}, 4] di azepi n- 2-one
8- Chi or o- 7- d.'b@@?fr{i? Brﬁ figzepin-Ppnen- et hyl - 2H pyrazol - 3-| 0. 023 _yl)-phenyl] -
1, 3-di hydr o-| hepgREbI7- diheft léiiﬂuﬁée@ ﬁ(ﬁeﬂf}%rmﬁo %la%lql 7- (0 @%t hyl'am na- 4-
[ 3-(4-hydr oy WgMyl]t s ro- EJ,L_I_,Q‘_:_ i ze? - 1 3' di‘hydr o-benzo [ b]
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8- ( 2- FI uor o- ghBimpethyls 4 £~i3n€ét dronsbidl ghladupmbny@ V917 0. 03
7- (2, 2, 2- t ri|f-viombeehdxgifuaromeihfylot-ditydrro [b] [ 1,4] di azepin-2-jone
8- Chl or o- 7- dibeszelpl Al diezepin-pnea- hydr oxymet hyl - oxazol - 0. 039
7-Dimethylamino-4-{3-(2-methyl-5-propyl-oxazol-4-yl)- 0.046
phenyl]-8-trifluoromethyl- 1,3-dihydro-
benzo[b][1,4]diazepin-2-one
4-[3-(5-Hydroxymethyl-[1,3,4]thiadiazol-2-yl)-phenyl]-7- | 0.008
(methyl-propyl-amino)-8-trifluoromethyl-1,3-dihydro-
benzo[b][1,4]diazepin-2-one

[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

denaturation.

Tris HCI (pH 10), 15 mM (NH4),S04, 2 mM MgCl,, 25 units/ml Taq Polymerase with
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8-Ch|oro-7-(diethy|-anino)-4-[3-(5-hydrox§nethyI- 0.044 |[1,2,3]
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- rifluorg ro. benzo i n-2-on
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trifluorometdeyburéd bsifle thé@ﬁ@rc@ kreBlRI#(Qoldehirh ]La%arﬁieﬁgﬁl@éeﬂaﬁd))’\lslng bovine
-pyrldlne 2- carb?nltrlle [ 3- (5- Cycl opropyl am nonet hyl -[ 1, 2, 3]

triazol -1 -yPfgFumE H“ﬁWEWQPd- 7-di met hyl ami no- 8- trlfluoronethyl

1, 3- dlhydro 1,4] diazepin-2-one 4-

[ 4- Oxo- 85 2[%25&514%4‘{@?4}@ hoxy) - 7-trifl uoromet hyl -4, 5- 0.004

fll7 hxl\//g [ﬁ f""éhﬂ:@i?lﬁl{lv:ﬁl Ehehnlé&xbmnezﬁ@ﬂe@es&s Yerkded w&dIQBOﬁN?Tﬁ@é-mgHuT%t le ﬁ) 0
vl - ne - -am -4- 0X enzo

1,4] di azeppwtzlquw%\é%%% erec{] im zo@RHZl W@gngbu%vgz%ﬁf@ hyl -

1,2, 3] tri azebndentthtion 8f BE membranes in the assays was 25 pg protein/ml. Inhibition
experiments were performed with membranes incubated with 10 nM [°H]-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.



phenyl] -7- (isobutyl-nmethyl-amno) -1,3-dihydro benzo [b] [1,4]
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menbr anes. ans ection an
of HOACc and dried in vacuum at 60 °C.

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.



CcDNA encoding the rat md u2 receptor protein in pBluescript Il was obtained
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was 25 0ispr ebtimddl at 25 PO A5 01, TRX Bftire TRiREuS e WaE @vaB@Fafé&rtB'Qﬂ is§ fhqrenbr anes
i ncubated with 10 nM [ 3H -LY354740 15 at roomtenperature, for 1 hour, in

presence of dvisdpolY tederveadrtktrans splid.{Ihis matsrpottdliselvedin BEMELI0R| | owi ng

the i ncubat ibgNScodIRIRY md’@z@(géﬂ thi 1196 n2nbn Wa%@&é@ﬁﬁﬂpﬂ: £ G As@uki ber
filters and washed 5 tines with cold binding b Non
was stirred at 0 °C for 2 h, poured into icecold sat. NaHC03—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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th hot

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,
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&7 From 28 n PP cfezl)“omré RTINS s T T (100
nol ) and Diiiol) 12 Bee,0 (mB)g 26% rhirol)( ANIGwl by aleatZ@erCwihSNHIOHR3®, added
25 wi thin 1%7”31| mLa’50$7 rlurlf'lto )OanccordlntOt%ZﬂQe éenera procedure% {m‘D t{lz)d d? O-I_btaméd1 a?soa )

and stirrin
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)].



was continued at 23 Cuntil tlc indicated conpleted conversion. The entire
m xture was evaporated to dryness and dried at H/ to | eave a yellow to
dar k br owoglos®s2 This material was di ssolved in THE (20@CFEPOZM4L5 %
NHACH (77 L, 500 mmol) was added dropw se The m xture was stirred at 23
Cuntil tlc indicated conplete 30 conver Si 8n poured into 1IN HO -sol .,
extracted with Et OAc, washed the orggnl C l&éer with sat. NaHCG3-sol. and
brine, dried over MySO4. Renoval of nt in vacuumleft an yellow
to brown sol | 1 her transformation
or - if necesss me! Sist by silica gel colum
chromat ogr a th hexa e/ Et QAc v 2- rbam c acid
tert.- 35 b |tm€§f”é’|l’°5§ y&w%ﬁfﬁg’&ﬂ%ﬁl@\%&% P@%ﬁ?@%eM -24
Exarrpl $hB 1 av4ilxbldB- dﬂmo444n@ed1@y122-ﬂitidagﬂmlaewd)g %Ibmlparﬁt?@czt)e(% Sgput yl
ester e ti epar e anate .fro

5- chl or 0-4- |1bé 8;{3{%# d\p,)\@'e‘ﬁ%t’&ﬁ?%@ﬂ(‘ éf&ri)l{l ?ac(sm@im& n%‘?) BARFEH) wi t h
di motsge?e ocjeauflﬂéB (rhth6d 9). romalhid B( %giﬁ% cgaa&nabgrg php tbm@aﬁ/eﬂwucae@lt ment
Wi er according to the genera

pr ocedur e B%?O_{R%cfd}' "‘)Sébc?(aﬁ‘kqné{%%é@a yellow solid (7.1 g, 76 %9. M5 (El)
398 (M) and . 4 82-84 C. Exanple B2 10

(4, 5-Dichl 0%5%%#>&%% ﬂ%r{'yq”f carbam c acid tert.-butyl ester The title
conpound was prepared via the di-Boc- oMo Lr&i fromcomercially available
4, 5-di chloro-2-nitroaniline (15 g, 72Xampled ) and Boc20 (32.4 g, 148.5
mmol ), foll 2 according to the
gener al 10 68 owrn—5ol i d (21.63 g, 97 %
15 M5 (I SN 05

(5-Fl uor o- 2- tﬁl%(camg)w%‘ii WE? B@fﬁ?%ﬁgﬁyg’ﬁc ST p— IO est er
The title conpeitiline@s. o emmm@bl)/icahﬁlhﬁ etlal: BMedC@HﬂﬁU]THQ4f3I7§)m7 475] and

5-fluoro-2- trijfluor Iam |
avai | abl o 4 e B35 PSP BUBNONHS PY FERFAGEmEY 2 Rec gt I CORCRPCRALD | n
toluene at 23tkeg eﬁhﬁifﬂakedhr%t(mem c)°/®Bta'ﬁr[ddQ>yEtﬁlu@1ﬁ tleomk@ogtaphy and
deacetyl at | ?Hexane ethy acetato_fx, 1) as !a_lF ght yeﬁow S(lhcf (514 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,



g, 23.2 mol) and Boc20 (10.63 g, 48.7 mol ), followed by treatment with 2
eq. TFA in CH2Cl2 according to the general procedure B (nethod c).

ot ai ned WO o/o83eght yellow solid (6.33 g, 84 9% . 25 M5 ( PEREPB2®6H{ M H) -] ;
np 104 C. Exanple B4 f 4-l1o0do-2-nitro-5-(2,2,2-trifluoro-ethoxy

-phenyl | -carbam c acid tert.-butyl ester'zq‘he title conpound was prepared

via the di-Bqc-conpound from 4-i gdo-2-nitrg-5- .

(22t ot 1 Barb B BN R s o6 aepreipe o fhegepgrel procedure C.

5- chl or 0- 4- OYEsIned & 4 yellowQohd €Nyl @M ne (Exanple Al) (8.95 g, 30 mmol),
2,2,2-trifluoroethanol (30 nL) and KOH (4.36 g, 66 mvol) in DVSO (60 nlL)

at 23 C for MeS(I6RY3L4 [(MEH A1 agd 329 (MvehH) "Rach Boe28 4C12. 87 g, 59 mmol ),
followed by treatnent with 2 eq. TFA in CH2C12 WD 02/ 083652 PCT/ EP02/ 03644
-25 according to the general proceduEgaBpie®t hod c). obtained as a yel |l ow
solid (13.34 g, 100%. Ms (ISN) 461 [(MH)-]. Exanple B5 5

(5- Chl or &~ 2{ pDtimettAtdiinb! 4 ydorBhitd-pidigtlydaybainic haiditert ieutdl dsE t . - butyl ester
The title conpound was prepared via the di-Boc-conmpound from conmercially

L1430, b o bt s emantiibtbens,

S ramt mont waeh 15t ot e (Bl B0t S8 B o) Gnl Hism e BHETSRY iR e 6 B
( "ﬁ,f hod c;.n g@ifimb.eemg? rAmgh) ihmlFl(gfhﬁ)S)iﬂas °C¥ér B2h th A SQledtubdBcdddsly) 339. 1
E (5 C|h_|l) o]r o- 419 %fﬁgérymﬂ%lrﬁﬁgﬁwa}neé&f Bé(glil‘lfw %@%&mg? butyl ester The

tvai 1 abl B S SR TR Re 082 07 Foncerant | g [ CAS No. 81069, 88 5] (39

g, 254 mmol), and Boc20 (58.13 g, 266 1), followed by treatnment with
NHAOH (25% 77.5 nlL, 507 mmol) accogé?ig}ngaé t he general procedure B
(method d). . (htained as a el |.ow sol i 3 g, 99 . I\/IS.éISﬁI)t g89

! ! i (o2 -methoXy-etl & wLi-carbamic acid tert.-

butyl ester

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).



12-Nitro-5-(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl-phenyll-carbamc acid
tert.- butyl ester The title conpound was prepared via the di-Boc-conpound
from 4-i od0-02/08d652 0- 5- (2, 2, 2-trifl uoro-ethoxy)-phenyl am reT[EPoE@ERHELd by
stirring 5-chloro-4-iodo-2-nitro- 25 phe 2" am ne (Exanple Al),
2,2,2-trifluoroethanol and KOH in DMBO at283 C for 32.5 days.] and Boc20
fol |l owed by, tr eq. TEA in CH2Cl2 according to the general
procedur e %ﬁgﬁgggg)[mtg‘)ﬁl’ﬁ% Ph&a yeI l ow solid (18.955 g). M5 (ISN) 403
[(MH"]. WO 02/083652 PCT/ EP02/ 03644 6 _Exanpl e B8

(5- Chl oro-4-net hyl - 2-ni tro- phenyl ) - Oacid tert- butyl ester The title
conpound wa avallable
5- chl or 0- 4-¥EEry Ak h : Bl-carbami Sriab :

109 mmol ), vved treat msnt TFA | n Cl ac or dl ng to the
gener al pr@& YRS repare ?‘El ﬁ’édﬁﬂ%}or@o? WO~ @%‘F CHGrEmAAd

(tol ueneketiyl-da @dtéi‘ (Ei&npl@)azaga YeIi ﬁm&piddcmxﬁ&h l-Srop ﬁ%lmel\(@sf;ESN)

285.1 [(M 9 no | uoy o- 2- ni carpam c
acid tert- E%ﬁ%ﬂn nplgwg) ﬁ)tm %ﬁ%ﬂ@l% ?%eﬁ&faéer%egumé C%htale
conmpound fr@r@lﬂaﬂm@wg-séhatyggg)-z nitroaniline (24.9 g, 137 mol) [ Ohnori
et al. J. Med. Chem 1994,37, 467 - 475] and Boc20 (61.5 g, 282 mml),
fol | owed byMsr(EsH)Fens (/Mqh{)a atp 681N in CH2Cl2 according to the general
procedure B (et hod c) ot ai ned by col unmm chromat ography 15
(hexane/ethyl acetate 4: 1) as a |iglExaupld@w solid (14.5 g, 39%. M5 (1SN
280.1 [(MH)'"]. General procedure C Preparation of

5- N- subsgbi t Ut €Hlof @5 Hbietio RREAY)-) -1hRs DaBHE] - 8binicRlld teBity] g6t er s:
(5-Chloro or -fluoro-2-nitro-phenyl)-carbamc acid tert.-butyl ester was
stirred w thhe @ik diimalms Pregar e ORl( 4@%&141&0\1\&-&15&%& 1 Wrbatidacid\MP or

I ndi cat ed cr?'rfEFA%esmrEE S S A R DT BA LS on

was cool ed Itnm&ﬁm(t)me@r(esl mli)r eoqa&cmmﬁ@gm thégerief £ Hi gell @leeC. \Bstathed hef ed

of f, washedye Owsol\(ﬁ L a)nd dried i n vacuum

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.



In cases were the product did not precipitate, the m xture was extracted
with Et OAc, 25 washed with water and brine, dried over Na2SO4. Filtration
and renmowab 0ef0836he sol vent in vacuum |l eft a crude producPCT@EPOLBowas - if
necessary - purified by silica gel colum __chromatography w th hexane/ Et OAc
to give the pure title conmpound. Exanple CI~

(4- Chl or o- 5-di net hyl am no- 2-ni tro- phenyl ).- bamc acid tert.-bu ,1 ester
30 The title conpound was prepared fs%%lﬁlm

(4, 5-di chl org-2. . i : . £5 | e B2)
(309, ‘\,70 PYLroy DX es%gp

PCT/ EP02/ 03 4

The conor o e slecbib &H%&%ﬁpﬁe&@%@ rﬁﬁ%—é@r.@@%& sshcl RESTIER) Y21
[(MF) +] anctaib‘h&n{: b2ty esor ESErEAED (6 SBANPhendLad pyrroidine (s 27

(5- Dlrrethla 4|o |t )o=Car bam i ester The
title con% ﬂr’)‘éﬁg@q @rﬁf(:%aqé% Graﬁcolfg}n@c%%ﬁf 5‘??1?53[)9 ‘ﬁ = car bani ¢
acid tert. - t(Dllﬁtyineéat evellolsalipl(238¢). (399 ng, 1 mol) and d| met hyI anmne (5.6
Nin EOH 0.36 nL, 2 mol) in THE (3 nL) at 65 Cfor 18 h in a sealed

t ube accor diM§ (ISN) 37h¢(Made); atp B8taid@.e C. Obtained as a yellow solid (386
ng). 1o MS (ElI) 407 (M+); np 120-122 C. Exanple C3 {4-Chl oro-5-

j (2-met hoxy-ethyl)-met hyl -am ne -2- nEkdmplplidayl | - carbam c acid tert.- butyl
ester The title conmpound was prepared from

(4, 5- di chl or(6-Dimmthylamploesrflidpres 2mi@edipheny ) -darbdmid id tertbbugl estat er (Exanpl e
B2) (3.07 g, 10 mol), N-(2-nethoxyethyl)nethylamne (2.43 nL, 23 mol)
and Et 3Niq 4. Thertitle Bthpommd vas preépifsd ft0 mcmom 42tBlo€o-2ami&©rphamgl)tdarlialmﬁc

oonet L, P OGS Eyp PRl B0 ds oy O b R0 i) .0

55 P rrEt Py: azﬁl\rtdp}@ mr?; B?rn;ﬂncﬂ]f IHDMO0ABE tnfly)lat pinec yctc%j)rc}iﬁg tathegenarhld
ert.-butyl ester e conpoun fepared from

(5-f1 uor o- ZPﬁP?er%Breg 6??1“68?%%? “TSQS“H\Q%??% carbanmic acid tert.-butyl
ester (Exa . nd di methylamne (5.6 Nin EtCH,
4.47 ni, %gﬁﬁé}?6$H% (s3] 1%4%823 C according to the

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



general procedure C. Obtained as a yellow solid (1.48 g). 25 M5 (I SN) 348
[(MH-]; nmp 110 C. Exanple C5 f 4-Chl oro-5-(ethyl-nethyl-am no)

-2-ni tro-wbhenysiesrarbam c acid tert-butyl ester The titl| @Cr@mPppodsad was
prepared from (4, 5-dichloro-2-nitro- phenyli)&l:carbamc acid tert.-butyl
ester (Exanple B2) (3.0 g, 9.77 mmol) and et hyl -met hyl am ne (2.89 g, 30

48.8 mmol ) 3 C the ener rocedure C.

bt ai ned agpﬁg%%f“bé}%o‘i‘m@)dfhfg&ég @@“gd)) Wyt ossond ‘%&”ﬁ?‘&"ﬁ 0/ 03644 - 28-
MS (1 SP) 33frodedr0blainethasHh drandexalip =8:08)

14- Chl or o- 5- (et hyl - propyl - am no) Z2-nitro- phenyl | -carbam c acid tert-butyl
ester The M$(E) samponddses[repdi.ed from
(4,5-dichloro-2-nitro-phenyl)-carbamc acid 5 tert.-butyl ester (Exanple
B2) (3.0 g, 9.77 nmmol ) and N-nethyl -Bxaapldcgrine (2.50 g, 34.2 nmmol) in
DMSO (30 nlL) at RT according to the general procedure C. Obtained as a

pal e broen EbAreidiB.158-20nitroMb tififl b nizdd/]-phbl Wikt micipido@rtChutykasi@l € C7 10
r 4- Chl or o- 5- (di et hyl -am no) -2-nitro-phenyl]-carbamc acid tert-butyl ester
The title cﬁh@uﬂmbmpmwmqrrqﬁhréd frond - &ﬂaiioc;hhﬁmunﬂﬁérromelﬂﬁbémﬂehymar bam c

acid tert. t est er 77 -am ne
(3.57 g, 488 g ‘ﬁ%ﬁﬁ’l ‘f'iﬁ %%%HF%EE%‘H_’%P%@S%G%@@%%%% %BW %&r/(lm
procedur e Caccohting ttethegSneaal prédddaye Cabbtdined 263 ydow sbiid ¥&923 @3‘) 344.3
[(MtH)+]; nmp 95 C. Exanple C8

(4- Chl or o- 2M$i (1$26) 360y M-HI)7)di n- 1-yl - phenyl )-carbam c acid tert.-butyl ester
The title conpound was prepared from (4, 5-dichloro-2-nitro-phenyl)-carbamc
acid tapot.-butyl ester (Exanple B2)Exam@led®1d ol i di ne i nDMSO at 23 C
according to the 20 general procedure C. Obtained as a yellow solid (6.65
g). M5 (I SP}5-G221dprdiineihyhngttBA4ndin &M 2-nlitro-U: trifin oddret RS Henyl | s dplie CO f
4- Chl or o- 5- Sctig&lrto%r% Stemet hyl - am no) - 2-ni tro- phenyl | -carbam c acid
tert.-butyl

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)"].



ester 25 The title conpound was prepared from
(4,5-dichloro-2-nitro-phenyl)-carbamc acid tert.-butyl ester (Exanple B2)
(3.07 g, WO oamosdey2 and cycl opropyl - met hyl -ami ne hydr ochl oPCa&EP(B0382g, 30
mmol ) and Et3N (6.97 nL, 50 mmol) in DVBO,(30 nL) at 23 C according to the
general procedure C. Obtained as a yell ow 5ol i d (3.25 g). M5 (I1SP) 342.2

[(MrH) +] and 344 [(Mr2+H) +]; np 104-106 C. 02/ 083652 PCT/ EP02/ 03644 -29
Exanple C10 (2-Nitro-5- pyrrol i di n- MI uor onet hyl - ph‘enyl ) - carbam c
acid tert. - . .

(5-chl oro- 2= ty

t Ex B5),£85814 I 0 I
?le(I?/rBO( ( 78 3“ Z%ép@l%c%%sr X qgr&%})%a@ é@%rg;%lﬂug)lrr g%elélﬁrro E}?enq’kﬁ_ ai ne(TTgs) a
yel | ow sol i carbamimcg) tertivBufyl &%br (Bitaiplé M3HY9.568 gpralBBmihl) &ud MENEHN66 Cl 1

(18' ?hget P.;ty: @"fg%@dﬁg}’%@@pggg@a BPﬁ;érﬁ 1 SRIRAE G e dal hleaulEY! ester
(5- chl or o- 4Obkainedrs2-yreildweelpheiBd g)- carbami ¢  acid tert.-butyl ester
(Exanmpl e B6) (4.94 g, 17 mml) and Me2NH (40%in H2O, 7.9M 10.9 niL, 86
mol ) i nDVEMIS @SP)yda7p.3a(M23)Cl.according to the general procedure C.
btained as a yellow solid (4.93 g). M5 (I1SP) 303 [(MrH)+]; np 144-148 C
15 Exanple Cl2 (4-Chloro-2-nitro-5-Bxampid dld- 1-yl - phenyl ) - carbam ¢ acid
tert.-butyl ester The title conpound was prepared from

(4, 5- di chl ofD2maihylaeripbenmkthybantitaoipbemd ) -darbbmid acidtertybutgbdster  ( Exanpl e B2)
and piperidine i nDMSO at 23 C according to the general procedure C

Obt ai nedioas The yide tmmpsmhd way fdrepatad Gpm (FochHUs of 4-8RthB 5B nit{ovpidny])-archnd6 8

M2+ o
(4 F o o) 220 EFE SRR B RS (53 Rl el BB sbramis 1L Tt st er
The title Cmmm,cﬁlv(bmnmi)apﬂbhﬂ()‘ (BélmL) at 50 °C according to the general procedure

5-chl oro- 4: ni.t e acid tert.-butyl ester
EExarrpIe B6f* {9§9 dsas ﬁ?ﬁ%ﬁ&%rﬁé’%?’r"gndu ne (8.27 ni 100 25 mml) in
DVSO (40 nLMsa(tIS}Q)SwgsaﬁR/P ﬁj’f'j"g to the general procedure C. Obtained as

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)"].



a yellowsolid (6.42 g). M5 (ISP) 326 [(MrH)+]; np 188-193 C. Exanple Cl4
(5-Azetidin-1-yl-4-chloro-2-nitro-phenyl)-carbamc acid tert.-butyl ester
30 The tiwbe2ogsspound was prepared from PCT/EP02/03644
(4,5-dichloro-2-nitro-phenyl)-carbamc acjd tert.-butyl ester (Exanple B2)
(6.14 g, 20 mmol), azetidine (2.33 nL, 3%4°7mol) and WO 02/ 083652

PCT/ EPO2/ 03644 -30 Et3N (8.4 i, 6%, mmi) 'Ezn DMSO (40 nL) at 23 C
according to the general procedure ed as an orange solid (5.85
g). I\/S(EI)53 nd32 2) 3] .. I 055 b N

(5- Azeti di n* 2 3 X

tert.-butyl Th tl d

(5- chi o o- 273§ vﬁ%com?qnﬂiwfpac°”$§#5‘w§a@%§ o5t liormhend wathas
ester (Exanpli¢teBShutybssetk i(BiargplaBd) B3 1212 rEDMBD aald M&t}@lmaﬂ@ﬁmdnags 50 the
??nMe{_Dal : ' OC?%gé)rfB}né)l)éE%ﬂ\dggd(Sg %113 a¥§!§ L8 \é\é:c%%lhg to(‘r%e general procedure éN) 360

15- (q/cl opr Opiniedtas v lyeliaet Solid (3H8EOYP5%B).ni tro-4-trifl uoronmet hyl - phenyl |
-carbamic acid tert.-butyl ester The title conmpound was prepared from
(5- chl or o- 2Msi (ISR)-340 B {(NkEDIf Pret hyl - phenyl ) - carbamic acid tert.-butyl
ester (Exanple B5) (5.11 g 15 mmol), cycl opropyl net hyl 15 nethyl -am ne
hydrochl oride (5.47 g, 45 mol) and Exb@Me(@3.5 nl, 75 mmol) in DMSO (50
m.) at 23 C according to the general procedure C. Oobtained as a yellow

sol i d (5. 73[49Chlolds 5¢(lisSopyBdndiifyitaliind )-2mitr&-bhehyl Exarbiiné: £cid te?tGbutyl
15- (Cycl opr E%I -nmethyl -am no)-2-nitro-4-trifluoronethyl -phenyl]-carbamc
acid téft.& tyl ester The title conpound was prepared from

Coter ( ExanpReiEsotbdin R P A SR S RgP PhREN P TR e
ester a
hydr ochl or i @et. -bﬁty]Zé’@er (BRarapielBR) &510 gE1633\kn(n€ol§33ndTN isdtopyinhgthylamite GMB0 (50

m) at 23 Cg,%(i %Onraglloﬁg{ntlﬁflggeﬁg E)\ ?95 gccc%r 1rr1ge toc%he Cgle)rgeralri)%gcead%re Cyel ow
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).



solid (3.74 g). M5 (ISP) 374.2 [(M+H) +]. WD 02/ 083652 PCT/ EP02/ 03644 -31
Exanpl e C18 (2-Di nethylam no-2'-fluoro-5-nitro-biphenyl-44-yl)-carbamc
acid tertwoawgiesester The title conpound was prepared fPOREP02/03644
(2-chloro-2"-fluoro-5-nitro-bi phenyl -4-yl)- carbam c acid tert.-butyl ester
(Exanpl e D3) (9.568 g, ca. 26 mmol) and MPSNH (60% 5 in H20, 12 nl) i nDVBO

(87 nmL) at 23 C according to the gengral 1 edure C. (ntained as a yell ow
solid (4.54 g). NS (ISP) 376.3 [(I\/H-%%mp—%gggrple C19
I

(e e A TR B R om - SRE TG, mc AR
(5-chl or o- 4- et nitr hen car i d rt bu est Exanpl e
B8) (3.5 g, q’gtg‘yﬁ%}%"“&ﬂa"a gﬁ’?@ q(ai’f' a0 mtf“PfP 'EXL? ¢ alﬁ‘gﬁmm)
in DVBO (35 anid)teaatbuifl esten (BxataplaBP)t(0.96 laes. g:eﬁﬁn@lb am Seedthye la@Iﬂhal ned as

(ol S-S0 oty Fanfimo HpMED Phanl) 4 sohids tod %agmfglxm Whrerer The

title conpo@hiamadamyaem@ﬁ«&dhﬂl(pm§%%0ano 5-fl uoro-2-nitro- phenyl) car bam c
acid tert-butyl ester (Exanple B9) (2.0 g, 7.11 mmol) and di net hyl am ne
(6.3 m, 33M6{ISPEBDB [@F-H)Jomol ) in DVBO (30 nL) at RT according to the
general 20 procedure C. (btained as a yellow solid (1.87 g, 86%. M5 (ISP)
307. 3 [(l\/HrH) +] . Exanple C21 Example C27

] 4- Met hyl - 5- (et hyl - pr opyl - am no) - 2- ni tro- phenyl | -carbam c acid tert-butyl
ester The t(#idyancdnrgiethythmins-2pmieioapledyl)f@rbamic acid tert-butyl ester

(5-chl oro-4-nethyl - 2-ni tro-phenyl )-carbanmic 25 acid tert-butyl ester

( Exanpl e1B8)THe3litle cgmpbaind wasptepatd drdia (@tmom-ﬁﬁyioamnﬁlﬁo-ﬁyﬁeﬁyl) Bdrbafic O

mrol ) in DVBQ t he .ge edure

Obt ai ned as aﬁldﬁ}g%bg'{x} lﬁaﬁer ?”g‘ag’é’?;%égo%e % %Vgs ? %‘gﬁ Cﬁ?tﬁk'if‘-ﬁ“#rje (3%

02/ 083652 PGl &R0 2483644 DMSO (20 mL) at RT accordlng to the general procedure C.
Obtained as a yellow solid (1.78 g, 77%).

Egl ester to

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)'].



-32 Example C2 [5-(Ethyl-nethyl-am no)-4-nethyl-2-nitro-phenyll-carbamc
acid tert-butyl ester The title conpound was prepared from

(5-chl or owo-oo®$3syt - 2- ni t r o- phenyl )-carbam ¢ aci d tert - butPgil/EPer/exs4{ Exanpl e
B8) (3.5 g, 12.2 mml) and N-ethylnethylamne (5.5 5 m, 61.0 mvol) in DVSO
(35 nmL) at 55 C according to the gener al'?ﬂrbcedure C. ntained as a yellow
solid (3.58 g, 95% . Ms (I SP) 310.3LL( M+H) +] . Exanpl e C23

[ 4- Chl or o- 5- (i sopropyl met hyl - am no)——%mﬁa—';—%l] 2heny || -carbam c acid
tert-butyl h t .

(4, 5-di chl of5=8 FEH I z eStler (Exanpl e B2)
(5.0 g, 16. and |so ylam 5 i n DVSO
(50 mL) at ?ENEB%‘)C%P% e rFIP%%@ Fcyﬁ?%" “e%’l?rr lt’%oP ﬁ&ng%%ﬂg Cyel | ow
solid (4. o7a@dte¥8%ty1 estéd (MurhploBp) 826 ¢ 3. {1(Mirtdl )Hnd piyandihe (XBAml, 356

(s arore s Qoo ool S e e T G han caetd

(4, 5-dichl op@}oarsaha(pglpﬁl_ engb) - carbamc acid tert. -butyI ester (Exanple B2)
(5.0 g, 16.3 mmol ) and i sobutyl-nethylamne (7.09 20 g, 81.4 mol) in
DVSO (50 MMsa(usHB4a3qodeqrg to the general procedure C. Obtained as a
brown oil (5.79 g, 99%. M (I1SP) 358.2 [(M+H) +]. Exanple C25

(4-Cyano- 2-nitro-5-pyrrolidin-1-yl - @emylecxarbam c acid tert-butyl ester
25 The title conmpound was prepared from

(4- cyano- 5- {4-Ghlode-3-isoHutda pivenyinitroahieayl -carbamichcidtett-butyldsteest er ( Exanpl e
B9) (2.0 g, 7.11 mmol) and pyrrolidine (2.94 m, 35.6 nmmol) in DVSO (30

m.) at RO aThetité agnp@rtchea Bf rad frpﬁﬂ@fsddﬁtmofb 2®btratp1&d dSapbamyeddidw sol i d
(E)%argrr)l g’ CZGtht -butyl gsltesrp XSI%I]SIC ((%4 O 9]77 mmol? c? 1s§b1?t§rlar|:r)1c1:r-1ré &P%Z é, 2?.@44 -33
mmol) in DMSO (20 mL) at 55°C according to the general procedure C. Obtained as a

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)].



[ 4- Cyano- 5- (et hyl - propyl -am no) - 2-nitro-phenyl | -carbam c 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
(4- Cyano-5-di et hyl am no-2-nitro- phenv]%a—jicar%‘a mc acid tert-butyl ester 10

The title c Yy - -ﬁﬁ’fH 4- tr1ﬂuorometh 1-

el hen l -carbamic acid tert-

(4-cyano-5-TTuoro-Z=nitro-pheny uty anpl e
B9) (1.95 gbutlesgermpl) and N, N-di et hyl ami ne (3 60 m, 34.7 mmol) in DVSO

(20 nmL) at RT according to the general procedure C Cbt ai ned as a yel | ow
solid (1.78The titegpmpnend wemrepasd frop (3 ¢hlodo-2-nfreEtemiflneragaghyl-phenyl)-

14- Cyano-5- I r

Cor tQ’ but 3] é%l:?glll?ﬁcp%d feFEBl;LPZI estd m}n&ﬂng')' % 09 églf'??%r{lol?ﬁaﬁ Re8P:6pRGhanyl-

(4- cyano- 5- pinieg @- @ml,ﬁiénphelhynﬁimih}damm (5&8irdl, # b1 mrbol) yih DAEI@(3Q Exanpl e

B9) (1.95 g nmol )
i n DMSO (30mr%?)a%§(t) %’E‘?@g %%%?@Jr&%h@%g%f%@l&%ﬁleg%é2Jur ema'}d (%%? éf ned as
a yell ow soVd¢®)(1.84 g, 79%. Ms (I1SP) 333.3 [(MH"]. Exanple C29

14- Cyano-5- (i sobutyl -nmet hyl -am no -2-nitro-phenyll-carbamc acid tert-bu vyl
ester The M$ (I8PrHteoliMdNAs prepared from
(4-cyano-5-fluoro-2-nitro-phenyl)-carbamc 25 acid tert-butyl ester
(Exanpl €l0B9) (1.95 g, 6.93 nmol) andExamipde®3d yl - N net hyl anine (3.02 g, 34.7
nmol) in DMSO (20 nl) at RT according to the general procedure C Cbt ai ned
as a yel | owlz4lspe tylt methyhamta4-mel : id Vg AT

PCT/ EPO2/ 03644 -34 Exanple C30

(4- Cyano- 2- e tige Sompgard wisprepared fenip-ghlerer drardtheyl e nidro- phenybueeybamist er

(8 cyanos 5. T b St ERANGH RS) R0 ¢, 105 mmol) pnd Noiscbumethylaming. 1 o
B9) (2.0 g, (4548 S¥foimnobrid W{S@r(ﬁ@lﬁd@ at 85 Kia«mordlegtcsthe general procedure C.
15 Obtained as a yellow oil (1.84 g, 52%).

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)"].



5 mol) in DVMSO (20 nL) at RT according to the general procedure C
btained as a yellowsolid (1.94 g, 7999. MsS (ISP) 345.3 [(MH)-]. Exanple
C31 (4- GhNDoros®s1 sobut yl am no- 2-ni tro- phenyl ) - car bam ¢ a®Cu/Eper/o3ohu , 1
ester 10 The title conpound was prepared from

(4, 5-di chl oro-2-nitro-phenyl)-carbamc acty tert.-butyl ester (Exanple B2)

(3.0 g, 9.77 mmol) and |sobutylamn$ é3 g? gf 48.8 mol) in DMSO (20 m)
at 55C according to the general pro obtained as a brown solid

0, : -
|(-2ar2n6ngj S?;Q; lg/_gu ﬁlSF? 344r?-Er@Qfotzr +1°'! ﬂSheEXiEg lE C32 5 (Meth |r2rg§E N

The titl . .
( 5ec h: or g gﬁ?r?tt‘tr%coin??qrﬁ‘ﬁ%ﬁ%g%af g%‘k‘é“rﬁw(}ro'%QFHJdﬁitEﬂ‘é?ﬁOB‘elt@?l’tphﬁﬁYlgfl est er
(Exanpl e BSdart#nidQcid, teﬂ:Jbu?ylr&EE\t@f (ExamNphes3))(6:0pe0Py Y mmdél), 61£Bb|il@yl(a111138(71$6 17.6

mml ) and trie Iam nmol at RT

accor di ng t’G‘i %142/ 53’!%@@%@ %W&r%&%toa‘g@%%%m; Yr$ G (4. 04 g,
91% . M (IGEbalr&a&sayanhbhd](s Bgpophp C33 25 f

5- (I sobutyl -net hs-am no)-2-nitro-4-trifluoromnethyl-phenyl] -carbam c acid
tert- bu 1 NSt(ESP)B76.3t[(XM-H)¢onpound was prepared from
(5-chloro-2-nitro-4-trifluoronethyl-phenyl)- carbamc acid tert-butyl ester
(Exanmple B5) (4.00 g, 11.7 mmol), N-isobutyl-nmethyl- amne (1.54 g, 17.6
mmol ) and triethylamne (5.73 m Gehtral protedureilx DMSO (30 ni) 30 at RT
according to the general procedure C. Obtained as a yellow solid (4.18 g,
91% . M5 (PBRArafion oB(4-4iMi- El)mﬂro phEh 2B 3mdea drCr B0 664 by dirdst Exanpl e

o ot SR e A S L T el
(5-chl oro- &r@jbbf&néachd § f1 uor onet hyI phenyl )
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)].



5 carbam c acid tert-butyl ester (Exanple B5) (4.00 g, 11.7 mmol),

N-i sopropyl -nethyl- amne (3.67 m, 35.2 mmol) and triethylamne (5.73 nml,

41. 1 mmolwoim/o®B0 (30 nml) at 50 C according to the generall/EPopaisdur e C.

bt ai ned as a yellow solid (3.27 g, 74% M5 (ISP) 376.3 [(MH)-]. 10

Exampl e C35 [5-(Isobut)rl-nethyl -am no) =47 et hyl - 2-ni tro- phenyl ] - car bam c

acid tert-butyl ester The title co oun s prepared from

(5-chl oro-4-net hyl - 2-ni tro- phenyl ) - acid tert-butyl ester (Exanple
: ) 3 ) :

ayellowml__gé;l 84g 52% I\/IS(ISP) 3363[(|\/H—|) ] Exarrple C36
(4-Methyl -2-nitro-5-p3rrolidin-1-yl-phenyl)-carbamc acid tert-butyl ester
The title Cd\hip@.tl&dorh@&urm wpapregaded Gidm [4-iodo-2-nitro-5-(2,2,2-trifluoro-ethoxy)-

(5-chl orao-4- nitr car ter ste
(Exanpl e 588)pﬂe Oiar m’fﬁ‘C% ‘%ﬂo%@ﬁf&%? Cngégén‘fz%é‘Qr‘?H enggg@ Crﬁ’ftf{) in
DVSO (30 nL)ac@&dlﬁgtd:t}ﬁ a¢rdl Rocédnré DeObenedals a W%li&(l@ tained as a
yel low solid (3.27 g, 7% M5 (I SP) 320.3 [(MH) ], mp 14 C. Exanpl e C37
25 (4- Chl or MASUEBOIRYHEN hanR2 73476 PQ- phenyl ) - car bam c acid tert-butyl
ester The title conpound was prepared from
(4,5-dichloro-2-nitro-phenyl)-carbanigamsie®3 tert.-butyl ester (Exanple B2)
(5.0 g, 16.3 mmol ) and isopropylamne (7.0 M, 81.4 mol) in DVSO (35 nl)
at 55 C acc@z-dhiwroi2d fluben-gatieddiplunebedilr@rfamichtiditatdb@s] eser br own sol i d
(3.95 g, 73%9. 30 M5 (I1SP) 330.2 [(M+H) +]. WD 02/ 083652 PCT/ EP02/ 03644 -36
Exanpl e @38 The &tle smbpbwchwhsmlﬁanaﬂtfﬂom @tm@ﬁ&mmnhuupmhﬁwhbamw bam c
acid tert-but. ter |t e

(5. Chi or o 5 Sridssrt SiLest (BeaRt RO Ol Renyt Pl B EoRAEVEPONAT est or
(Exanpl e B5)13& Q@S.@,mﬂn@l)ﬁcﬁ&’tﬁldg,toltb@gankw Fﬁmedl&e(ﬂ (Hfiaibedrhs a yeBodw gl ) i n
DMVBO (35 nL)(I%g)RT according to the general procedure C.

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.



ot ai ned as a yellow solid (5.39 g, 97%. M5 (I1SP) 376.3 [(MH)-]. Ceneral
procedure D. Preparation of (4-aryl-2-nitro-phenyl)-carbamc acid
tert.-butwyboessmss by direct 10 Suzuki-coupling of PCT/EP02/03644
(4-io0do-2-nitro-phenyl)-carbamc acid tert.-butyl esters with aryl boronic
acids A mxture of the (4-iodo-2-ni tro-p‘t‘?égn'yl )-carbamc acid tert.-butyl

ester (3.0 nmol ), the aryl boroni¢ acid (4(.15 mol ) and PdC12(PPh3)2 (2
mol % was refluxed in 1,4- di oxa@%@g@ﬁ%ﬁ%FELZM Na2COB8-sol. (7.5 nmL) [or
] , ), Li.C1(6.0 r‘m)lt) ang (Ph3P) 4Pd
(3 rml % | A O 5 LG 3 A4 EOLe] -Yl-] FAABNNG L! SE‘. S ,10 C)2 (3
nol %9, PPhZhl ormh%odnn- léﬂéﬂidﬁamev&thAQQ'@thugﬁf Eﬂraﬂiﬁﬁoﬁlﬂﬁlﬂscat ed conplete
conversion of .the iodide. T ] Xt ur.e transferred into a separating
funnel , HZCBC%'i‘gg?ﬁ’y%gﬁ%d&gs%léj@élﬁﬁi@ct was extracted with ether or
Et OAc (3 x 30.nm). e_c I ned. organi,c |l.ayers were washed 2 i th brine
(50 ni) and BHFEke ohr ?Ngtg%@grmﬁeng@aheﬁfle §eanaigr (et g’|2éfrf1m§8b%&f?-
resi due, whigktha§tepdhjdrof@abi26si 32 LANGE) indIOUEN1 DD RELEHAERY 6Wi 100
cycl ohexang/ et h _?r cyc %ﬂgéane/ Et CAc t |\ﬁg the title conpound. Exanple

D1 (2- Dm*rgtWﬁ:E]ﬁl ngjcaged FieIcapYBYign A 1 Py srsdiamine Al cpaliigtoaci d

tert. -butyl2s g3 tiesthidiurtR@s bbhiled iQMRRENF00ES.) PAEBafLEdWiBHEOAC (3 x 200
mc acid tert.-butyl ester

5- di et hyl -4-i odo-2-ni tro-ph ) - [ . [
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tert.-butyl ester The title conpound was prepared from
[4-10d0-2-nitro-5-(2,2,2-trifluorpo-ethoxy). 5 phenyl]-carbamc acid
tert.-butyl ester (Exanple B4) a@#&%ﬁ@#ﬁ&qm G iyl boroni ¢ acid according to

. i ned | | lid .39 . M5 (ISP) 491
Lhe genor aly pracedur ) D v G0 LAY Aor it of i 32, Db ()

[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



Exanple D3 (2-Chloro-2'-fluoro-5-nitro-biphenyl-4-yl)-carbamc acid
tert.-butyl ester 10 The title conpound was prepared from

(5- chl or owo-o28s52- ni t r o- phenyl )-carbami ¢ acid tert. - but PCTEPVRO3FEXANp] e
Bl1) (30 g, 75.3 mml) and 2-fl uorophenyl bgronic acid (13.82 g, 98.8 mmuol)
according to the general procedure D. Obtalned as a yell ow gum (1.39 9).

M5 (I SN) 36 15 Ge era edur t
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bi s( pi nacol at 0) di boron _and subsequent reaction with aryl” hali des A m xture

of the (4-ivadedwiihseb NErs-solc@p mlniaadbeing (E(émL)rfbllwqurdlasdrmng(ozexo mmol ) ,
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conpl et e5co @mgucbrpraatogtaméy“mmar{e&toﬁm@pd/ornemratedgém he3@je 8841- 3844] .

Af ter addit} QJEK%T‘N anad nmmol ), PdC12(PPh3)2 (3 nol % and 2M
Na2CQ3- sol . ° tﬁgwrsn xt ut%ecejC%\?\{/ap%ug%ll rred at 100 C until tic indicated
conpl ete conver sion of the inter nedlﬁgé%ggm c ester. 25 The m xture was
transferred into a separatl ng funnel 0 nL) was added and the

product was(seg ; 5 g organic

| ayers were dried over moval of

the sol ventﬂh@{lﬂe@om A n[siahl B¢ grﬂlﬁ‘@ﬁp@fﬁbﬁ)' % &gh{dﬁﬁ' col um

chromat o %a W th c cl ohe er or hexane t he
title cd oﬁlﬁ mw@#ﬁsh%hesmﬂi@m¢ @25(43456 mg®. 9@11‘@@%hnqbrocedure F:

Preparatio | tyr r ation
of B ol or gYREETLAE o ‘ﬂ% e ety IRORBY AP RRrd . ERRARRE™, | ans
[cf. J. Het@ra@cqremgesehéﬁ 01198% 25, 1003-1005]: 5 A nixture of the
5-chloro-2-nitro-1, 4- phenyl enedi am ne (4.69 g, 25 mmol ), the 2, 5-

di met hoxyt eMSa(ﬁil)cﬁséf(hf'bhﬂ(PZBﬂ =1482C5 nmol ) in HOAc (150 nl) was stirred at
60-120 Cuntil tlc indicated conplete conversion of the phenyl enedi am ne.
After cooling to 23 C, the mxture was poured into brine (500 nL) and
extracted with EtOAc (3 x 200 mi§enertreeednraled organic | ayers were washed

with brine (300 niL) and dried over
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.



10 MgSHA. Renoval of the solvent left a brown residue, which was purified
by silica gel colum chromatography with cycl ohexane/ Et OAc to give the
title conwownds3cstzeneral procedure G Preparation of PCT/EP02/03644

2, 5- di met hoxydi hydr of urans by brom nation of furans in MeOH [cf.

Tet rahedron 1971, 27, 1973-1996]: 15 To a s¥lution of the furan (177.5 nmmol)
ina mxturg of anﬂgro,us e r and abs. MeCH (79 nL) kept at -35
C bronine ( DEQUESORYAIL AR AUG RS 105 mL) was added gradual |y with

stirri ngNl_BTllﬁarnﬁﬁ@lH téé @ﬂthérhxlwécﬁnp@md t dS(UiOFIﬁﬁ‘Q)I)fi?IEt%gI/'I&H[F/Saﬁ ngl@steﬂ(m:ll,h
gaseous 0 \ .allo 0 r pto . Poured into

i ce-wat er, %iwg@?%%flﬁﬁ%ﬁme‘%‘}f\é\%'? ?rﬂgﬁﬂgﬁ #19)‘?%%??@83%? at0°k&indgr i ed over
Na2SO4. ZOAEg@&%a@éj_h@fe 1iHtil o e Eedt¥@timpletetcotvey@bh. OV ueb@iHvarkuph ch was
purified by vacuumdisti]lation to give the title conpound. General
procedur & HesPREHP SR BF (4- al kynyl - 2- ni tro- phenyl ) - car bami ¢ aci d
tert.-buttyl esters by Sonogashira-coupling of

(4-i odo-2-nitro-phenyl)-carbam c aci Example [1 butyl esters with 25

acetyl eni ¢ conpounds; . al so. Sonogashira-coupli.ng of .
(4- et hynyl -&=% sdzchlozorsedimethylamino pheayl) carbamic,acis =Sk th aryl
hal i des: A m xture of the halide .0-4.5 mml )., acety]enjc, conpound
(3.0-4.5 mbh9t fm‘wowgw Pﬁ??&r%g@a&-ngm@%w@& PR PPRILR. 5
ol % i n THarbaddic AN téreitidtyl e3r VEEnplOSO) Uhieey, BBk hindl) bPYedddiBntvathl2 )

coul d be added] s stirred for 20 mn at 23 C whjle bheing purged with
Argon. CGfI fi&zz AGPTAIRG oy ganegﬁlcprgqqapyq H@"e\%%d b} Gbtainedes aROTBREEC under
Argon at nosgymdresugntil tlc indicated conplete conversion of the mnor
conponent [cf. J. Org. Chem 1998, 63, 8551]. The m xture was WD 02/ 083652
PCT/ EPO2/ 036#415P) 36 | (M) Brah@ 288 N+ 2+ BFDAhabene1 Pannel , S%citric acid
(50 nm.) was added and the product was extracted with EtOAc (2 x 100 nL).
The combi ned organic layers were wagheshimah sat. NaHCOB8-sol. (50 ni) and
brine (50 nmL), followed by drying over MSO4. Renoval of the solvent left
a yel | ow r eQi-dieno-Bhii@brhiRsnipol4l phefcBivngli-phegl ) datbandic aal 4EM. -InliviarRE 0gr aphy
wi th hexane/ Et OAc and/or triturated with hexane or aqueous EtOH to give the
title caspoUhglitle dox@rgund wis repared from (5-dimethylamino-2-nitro-4-phenylethynyl-

phenyl)-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).
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



(5- Hydr oxynet hyl - 2-ni tr o- 4- phenyl et h) nyl - phenyl )-carbam c 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 7@-c8ﬂ)a6110£c1&te&eﬂjlml leytell (\Ethplkylbl)cbyf}@dféfgelﬂhﬂorﬁWﬂhW (12
m.) 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 Thettlbosmpourdd 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).



Exanple Ti  (2- Am no- 4-chl or o- 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'Hd 1;1tlenq3)1ﬁ.ﬁcﬁlrﬁ.wasﬁxmécbfrdﬁ (&-chloro-2- n1tro 5-pyrrolidin-1-yl-phenyl)-

,I[' ef\{n ?O 2" - I:alrtlamlc acid eft gb\%:yf es er E}?al;l%)plg EE)O'%(Y 1)educ on W‘YtL SnC}/I éH azll’ctc)& 1r?g acid
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.



butyl ester The title conmpound was prepared from
[2'-fluoro-5-nitro-2-(2,2,2-trifluoro-ethoxy)- biphenyl-4-yl] -carbamc
aci d tertwolawgiesest er (Exanpl e D2) by hydrogenati on w t hPCO/EPY/EAL
according to the general procedure J (net hgd a). Cbtained as a grey solid
10 (1.17g9). Ms (ISP) 401 [(M+H) +]. Exarrpl

(2- Ami no-5-di net hyl am no-4-trifl uorogft éﬂ ;Eyenyl )-carbamc acid

pared from

tert.-butyl ester The title conpoun
(5-di net hyl ) 2 [ | - ic acid
tert.-butyl . : - LE8--BRLYRERIE accor di ng

Subst ance. ( 1254 5’8%%%&@4 &%%%%%ﬁms‘? d FEpHS %%?35prﬁ?r‘ésphe¥el5' .

[ 2- Ami n_(l)_ 4- (:ha}brame Seid &trif'l—)bhtyireit&y(lE-xaﬂipl”mrlp lie8y g,] 16qaﬁi@@rnyq1;a1ebgina@csrt butyl
ester e ti. pare

[ 4- chl or O 5"‘@@'{ ﬁﬁ%@ﬁﬁorgﬁgﬁ‘g hﬁgeﬂFrLa{'Bmc{ar'ﬂéﬁ{/ {rpethed ap QRtaingd pge g188% - but v

ester (Exanpbkd @j5¢)3.0 g, 9.09 mmol) by reduction with SnCl22H20
according to the general procedure J (nmethod b). Oobtained as a pale brown
solid (2.64N3 (ISPH2NE (M+ID) ;300 1D-ieMe) +]; np 81 C. Exanple 18

(2- Ami no- 4-chl or o- 5- (et hyl - propyl - am no) - phenyl | -carbam c acid tert-butyl
ester The title conpound was prepar ggarhplenid

[ 4- chl or o- 5- (net hyl - propyl -am no)-2-nitro- phenyl]-carbamc acid tert-butyl
est er (Exani2-é\rfiGp-4-3hlddn-rpiiferitin gl phebil) katumid 2id 6. -buth S C122H20
according to the general procedure j (nethod b). Obtained as a pale brown
solid (21068 The t1ﬂ\é\@ofh}3bﬂ&8ﬁ5s2pﬂ€§3‘1/e&ﬁw 0B Eldro-24dtro-pipéridih- B§dpleny ) MrH) +] ;

92 C. Ex hl - (di et h | - b
261 d tor t - bOFUTSH b it (BB AR s BB 0 DA €
[ 4- chl or o- 5-a¢diréingyd itergenait ronédure hethyd b). Gbtaiaed adlight Bedwn sedidt (7hut yl
ester (Exarrpnllg%. C7) (2.25 g, 6.54 nmol) by reduction with

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
henyl

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



SnC12' 2H20 according to the general procedure j (nethod b). Obtained as an
orange solid (1.55 g). Ms (ISP) 314.3 [(MtH)+]; np 110 C. Exanple 110 10
(2- Am no-weoahlgass2 5- pyrrol i di n-1-yl - phenyl ) -carbam ¢ aci d PCEmPo2/msty| ester
The title conpound was prepared from
(4-chloro-2-nitro-5-pyrrolidin-1-yl- phen?"l‘l’- carbamc acid tert.-butyl
ester (Exarrpl e C8) by reduction vm't% Snéﬁli!;HZO according to the general
procedure J (method b). ot a| ned as lid (4.80 g). M5 (ISP) 312

le T11

[ (M) +] ang ;

tert. butyl er The itle co und ' [ dfro i
[ 4- chl or o- h(e(,t I%B?Q%’?fi Vf‘?épﬁq}?la@% Qzetlﬁll c %‘n {ntrd%‘f-%ameﬁwém d
tSerCEI.Z- ggtz)gp}ﬁﬁylgﬁgaﬁb&ﬁﬁﬂ&h@te@%u(ﬁ e%eﬂﬁx&nﬁﬁ QI by hb&rﬁ%@naftﬁﬂuﬁth Do W '([jh

n ordi neral, procedur net ai ned as
brown sof i (})a @aﬁefﬁag t‘?\fé‘e %‘T%;@i‘?dtlgwme%} ‘gﬂdo\%’ fAneq an2: e45]° Exanpl e
T12 (2- Am(pa7Sgpyrrolidin-1-yl-4-trifluoromethyl-phenyl)-carbamc acid

tert. -butyI ester 25 The title conmpound was prepared from

(2-ni tro- 5-Ng(ISP) B8k (M-AHY Y| mp-1664167 e@r onet hyl - phenyl ) - carbani ¢ acid
tert.-butyl ester (Exanmple GO (7.35 g, 19.75 nmmol) by hydrogenation with
10 % Pd/ C according to the general pgaegldgi®e J (nethod a). Obtained as a

| ight orange solid (6.75 g). M5 (ISP) 346 [(M+H)+]; np 101-103 C. WO

02/ 083652 RCIAMmR25-Q3ktsbropdethxbhipti®l-dthdno)-4-trifluoromethyl-phenyl] -carbamic
( 2- Ami no- 5- dj yret hyl am no- 4-fl uor o- phenyl ) -carbanmic acid tert -butyl ester
The tith® @é%gptﬁﬁﬁg-u—wg}?t—%repared from
(5-di net hyl.am np- 4-fl uor,o- n|tr é, carb ert. ester
(Exanpl e CI ett&‘@?@“%"%@? @6 SIOREPR, Sﬁ’\x,ffnr‘? t a%“l‘-‘&f accor di ng
to the generi@b- @frﬁh@@lomedn}l-ﬁh@tynqﬂﬂﬂ)mc 6hidl aéraclshitalsester (FR@dple SOY)i (8.664. 55 ¢) .
VG (1ISP) 210, (EE sk, T 20 13,6
1 mmol-s y re uct1on with $nCly*2H,0 according to the general procedure J
(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)"].



Exanmpl e 114 (2- Am no- 4-chl oro- 5- pi peridin-1-yl-phenyl)-carbam c acid
tert.-bull ester 10 The title conpound was prepared from

(4- chl or owD-0ni083662 5- pi peri di n-1-yl -phenyl)- carbam c aci d PCEmPo2/msty| ester
(Exanpl e C12) by reduction with SnCl2. 2H20 according to the general
procedure J (nethod b). Obtained as light-$town solid (747 ng). M5 (ISP)
326 [(MrH) +] and 328 [(M+2+H) +]; np 149-151 C 15 Exanple 115

(2- Am no- 4-fl uor o- 5- pyrrol i d| n-1-yl - pﬁ@@i%l—)l-carbam' c acid tert.-butyl
ester The tit]e d

(4-f1 uor o- 2- H£HBS el ARV ey : HACEY He gcid o

ester (Exanpbetyles&y (6 37 g, 20 mml) by hydrogenatlon vmth 10 %Pd/C
according to the general procedure J (nethod a). Obtained as a grey 20
solid (5.92 Ghe t1ﬂ@cdrh§ﬁ)nd2v9& prepaetll frbin []Izpnﬂr% =500, 52 -tERaoR-&hdHH-4-

(2- Am no- 5 aze |d|nﬂ%»y ﬁhloro phe, car anlg aci tert -butyl ester
The title’co ¥ eélb’ F Gagbamig 3¢ tert -butyl ester (Example B7) by

(5-azetidin-& ch ﬁ&h With-5206 P T BcBRENY L0 the 2nfa /pbaéxa'dﬁr@panqletﬁ@dé) but yl
ester (Exanpl according to the

y at i on vvlth 5 %
general pr OCQEEW ﬁ’éﬁ%’b&‘ﬁéfp 1736 8l-ned as a white solid (3.664 g). M

| SP) 298 M2 176-179 C. D 02/ 083652
I(DCT/ )EP02/ ogggﬂ;ﬂsﬂdﬁﬁi%?&%? e

(2- Ami no-5-azetidin-1-yl-4-trifluorongethyl-phenyl)-carbanm c acid
tert.-butyl ester The title corrpoundrg%%&@ll%ﬁ%pared from
(5-azeti djn- I O 41tr|fl

rbam c aC| d

‘ phnyl ) c

tert. - but])9I z FehP +3ci tertoputylisste accordi ng
to the gener ocedure J (met hod a,s a white salid 173
g). M5 (1SP) ‘?’g@gﬁ Hdwwri%ageq_g«?mé?)ch nfnflgmethy -2-nitro- pheny

12- Am no- 5- (eaybdrﬁiaraaa»tkﬂaiuhyllesﬂaﬁcmhqum X3 éztgrldsbﬂﬁﬁ&yrsynydmgéiﬁﬂwn

t The t d f

] - carbam ¢ g Jo /8 %gy tes eef\lrralpl%ceéure r%(e)trlrw.% ugl Obtalne gsefgarrae rom

[ 5- (cycl opr O}W REEGIngd S 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)™].



nitro-4-trifluoromethyl-phenyl]-carbamc acid tert.-butyl ester (Exanple
Cl6) (5.66 g, 14.5 mmol) by reduction with SnCl2. 2H20 according to the
general pwooewdssss2 J (nmethod b). Obtained as yel | ow sol i dPCA/EPOY)36445 MS
(1SP) 360 [(MrH)+]; np 56 C. Exanple 119 46 -

j 2- Ami no- 5- (cycl opropyl - met hyl - am no) -4-t71 1l uoronet hyl - phenyl] -carbanic

id tert.-butyl t The title c s prepared from[ 5 -
?glycl op(ra(r)pyl lrjre%/hyfs :;n' no) -2-nit r%—-%%uﬁ?i fPuoPomat hyl - ph[enyl ]
-carbam ¢ agid fert. (' e&lL\IILX‘lethV? L&l nc()Eﬁ(-M\ﬁ D%%IZ’)’IL(CgrbZ 1cgac1c? te?p butq R % by

reduction wtrn Snct 20 accoradrng to the generar proc met ho d b) .

%’Ba'zEe?5a2%9%59é%?ﬁ%%%f%?’?&%%%“%p"%“ﬁ’f%@i“&‘? e S

tert. - butyl plesiylrcarbemeic acid tert-botybesterd Exerspler@3af £28 §,r1010 mmol) by

(2-di met yI I1@o tr |

tert.-butyl ? Gt %é%llgﬁ%cgt gorgg‘lg%%ﬁ%éef%ﬁnﬁcfg%;@% %Flgogleﬂatl on with
10 % Pd/ C a@btanrchdragatpmlrplheolgidﬁ@égl,95?%?Dcedure J (nethod a). nbtained as a

| ight brown solid (3.324 g). 30 M5 (ISP) 346.4 [(MH)+]. WD 02/ 083652

PCT/ EP02/ 03884 ISR)£808{ &R 1121 [ 2- Ami no- 5-
(2,2,2-trifluoro-ethoxy)-4-trifluoronethyl-phenyll -carbamc acid tert.- bu
| ester The title conpound was prep
[2-nitro-5-(2,2,2-trifluoro- ethoxy) 4- 5 trlfluororrethyl phenyl] -carbam c
acid tert. -zt prétan B - Q) -PQ ey -ca ;

accor di rlig J.he general procedure J (rret hod a) Cbt ai ned as a yeI | ow
solid ( 3#5— MB (I1SP) 375 [ (M+H) +]. Exanple 122 10

(2- Am no- 5- I r i r | ester
The title C'ghﬁ%ﬁ;% né@n\?ﬁ&tﬂﬁ Vé‘asg?%ﬂrd' f?&'ﬁr[x chidi! gjaggp(foﬁﬁ nqetidﬁ &mil?l%-\fz

(5- di met hyImmcxﬁplﬁ.ew}}mathpkmamdtqrbbptybcﬂyd:r)(EXaIap]bzﬁ%o\,(‘hQﬂ gl tlrmaiwltyt est er

(Exanpl e Cl(%)iuét’rz'onz%ltg ’Snég 2%26@4&&1?1% tg ﬁ%rg%ggﬁ%xlo%ﬁure J (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)"].



with 10% Pd/ C according to the general procedure J (nmethod a). Obtained as
a gray solid (2.05 g, 58%. 15 M5 (ISP) 266.3 [(MtH)+]; np 78 C. Exanple
J23 (2- ARDIRAE366Y ano- 5- di net hyl am no- phe yl) - carbam ¢ aciPdTiEPo2/635wt vy
ester The title conpound was prepared from,_

(4- cyano- 5-di met hyl am no- 2-ni tro- phenyl )- "Carbam c acid tert-butyl ester
(Exanple C20) (3.9 g, 12.7 mmol) by £ 2N with 20 SnCl2 2H20 accordi ng
to the general procedure j (rmethod b%s‘—%%rned as a pale brown solid
(2.05 g, 58%.

( 2° Ami no- 4- E&l E—fax@?i%@&?d ge?t‘-‘bu];gl estetg_ but yl

t 25 T
FZ ﬁ; Chyl - "Ifa Tu'tl% ?m §g9<?’r€ﬂ %]}/é!ﬁ&r)eﬁgr%ﬁ?{f aBB%T{]mft]hyl propyl-amino)-2-nitro-
tert-butyl gbemi] (?Ehanpi aeubznt)bt(tsl e519r (Exafiplel CAm|1)64lzy4.80 drogiebpt i on with

10% Pd/ C ac ained as a
purpl e so5i3| ; h@‘gwtlt% %@éﬁﬁgﬁ%@g @ﬁy%&[eh\/&%&fﬁ}%%@g%z

PCT/ EP02/ OSQMamedilﬁdiim kpédeoil (152412 83¢b).no- 5- (et hyl - met hyl - anmi no

)-4-net hyl - phenyl } -carbamic acid tert-butyl ester The title conpound was
pr epar ed f r &8 (ISP) 25K/ [(MreIhY - ani no) - 4- met hyl - 2-nitro- phenyl ] - car banic
acid tert-butyl ester (Exanple C22) (3.28 g, 10.6 nmol) by 5 hydrogenation
with 10% Pd/ C according to the generEtampled¥rdure f (nethod a). Obtained as
a purple solid (2.94 g, 99% I\/S (ISP) 280 3 [(I\/H—I)+] Exarrple 126 f

2- Am no- 4- c2-dmning-4- anylhoirbpihn 2 biyhe
tert-butyl 10 ester The t|tIe corrpound was prepared from

[ 4- chl or B 5The @dp coppbunewhy preparied dprp(4-eiianp &-gledryjdriinosd-bire- phenyl)d

tert-butyl %%ﬁﬂgp th SnCl12
2H20 accor d?a:\%)g gdeﬁet??&ergg%agg&?gz?ﬂ&l 6{@?3)5[;?%0%3?% BH véﬂ a pale
brown sol i dSggl; 9812@ ac83djng to the general procedure J (method b). Obtained 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

isobutyl-methyl-amino)-phenyl]-carbamic acid tert-butyl ester

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.



15 M5 (I1SP) 314.3 [(M:H)+]; np 116 C. Exanple 127

| 2- Am no- 4- chl or o- 5- (i sobut yl - net hyl - am no) - phenyl | -carbam c acid
tert-but twoesngdssThe titl e conpound was prepared from PCT/EP02/03644

[ 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 titl e cErpeiHE4whkhreseRahdlailifiphenyl)-carbamic acid tert-butyl ester
(4-cyano-5-di et hyl am no-2-nitro-phenyl)- carbamc acid tert-butyl ester

( Exanpl &o CZ]The title cﬁﬁ'l];g)unﬂ Va6 éd fymi( e&uRﬁoQMs&%dtblanﬁﬁ&Ianau%meﬁﬂWr di ng
to the gener oc. dure6 rret f" d_,:'d,)a1 ‘fa whlte §d(1)I|d
(1.38 g, 919" . afl &) ‘35% %‘e"[ iﬁ]@’m 488 ST manh,

SnClL2H,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)™].



[ 2- Am no- 4- cyano- 5- (i sopropyl - net hyl -am no) -phenyl|l -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 d frm L

[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- Ani no-2- EERyometY; é’g?’éiﬁh yearbgmicacidhiertybutgl asteni( Exaspplg Cod) (2988 vi%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 SnCl2 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 [(M+H)+]. 15 Exanple 135 [ 2- Ani no-

5- (et hyl - prigpYitle @6i0BOhnd wh hfpbhddrozh W\ isstigAyikthyE bl £ nReiil ot ert -

but yl t
utyl ester 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)"].



The title conmpound was prepared from [ 5-(nethyl-propyl-amno)-2-nitro-4-
trifluoronethyl-phenyl] -carbamc acid tert-butyl ester (Exanple C32) (3.78
g, 10.0 wO oaoed6y2 by hydrogenati on with 10% Pd/ C accor di n@Cr@&ErPohesegener al
procedure j (method a). Obtained as a red oil (3.40 g, 98%. Ms (ISP)
248.4 [(MtH) +] . Exanple 136 [ 2-Am no-5-7 Osobutyl met hyl - am no)

-4-trifluoronethyl-phenyll -carbam c, aci rt- 25 bu 1 ester The title
conpound was prepared from[5-(i sob:‘p(lélﬂpg%ltéiyl am no)-2-nitro-4-
trifluorome hI. h I ) I er (Exrrpl C33) (3.88

g, 9.91 [sobutyl-aming)-4_frifluoramethyl-phe 2l 2 2 rerer al
procedure je st;(;met hod a) . Cbt ai ned as a orange 0|I (2 70 g, 75%. 30 M5
(1SP) 362.3 [(M+H) +]. WD 02/ 083652 PCT/ EPO2/ 03644 -49 Exanple J37

[ 2- Ami no- 5- Thsmﬂn’@myfbouﬁwmslprqmrﬂbﬁronﬂlst ﬁsthtb}Dﬁmﬁmi)lfWhnah@nyl | -carbamc
acid tert- ster The tit

[5- (i sopf op ‘HVP%M% cgrl?ﬁniu%a t%PEPW PRI ggirf‘ﬁ@lrcez‘&%%w $ 13%r bani ¢
acid tert- bmmdl) l&;Sh}ehogeExaﬁﬁ)k«&hCI@% P{/Z REordingho e geMeR] brévédimegr ogenat i on

th 10% Pd th | f hod ot d
\glorange oi e(tgc‘ig)r g)b?%%%oas ﬁ@%’f@%"asgh‘g.%g%i%ﬁb)ﬂ (garrgl ea?138 1oa:c nee =

2- Am no- 5- y - 4- et hyl - phenyl ] -carbam c acid tert-butyl
ester The qugééé’ gﬁh@ %@ 5 i)‘%ﬁggefrom

ort - butyl TR{BS %‘ge%%%r”lﬁ &g%ate%ol%sgr@a%&f ity CohgBiGE AL Fon Wit h
10% Pd/ @Oacwphopg)rfaﬂzs '(g‘ffhe@ ferbriidla Prowlidh Sere z(s"ﬂi:ﬁlﬁﬁfé Bldcks 1D tHyAthagd as a
white solid /%Jq: gstﬁISPg 308 [(MtH) +] 5 np 71 C. Exanple 139
( 2- Ami no- 4- ﬁWg C?)?}PP dsdrathetic ShRmSHT) - carbamic acid tert-butyl ester

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).



The title conpound was prepared from

(4-methyl -2-nitro-5-pyrrolidin-1-yl-phenyl)- 20 carbamc acid tert-butyl
ester (BMoOPRO8BSL) (3.27 g, 10.2 nmol) by hydrogenati on PeirtEP0d@kLd/ C
according to the general procedure f (et hgd a). Cbtained as a pale brown
solid (2.48 g, 83%. MS (1SP) 2923[(!\/& 115 C. Exanple T40 25

(2- Ami no- 4-chl or o-5-i sopropyl am no- phenyl.) arbamc acid tert-butyl ester
The title conpound was prepared fron&i{LK—(i

(4-chl oro- 5 '6 ‘ i.c acid tert-butyl ester
(Exanpl e C3 S lgnica T—2SAC12 2H20 according

L3 "B me T gl BS80S Jﬁﬁﬁ?’%ﬁ%‘r%gﬁéro%fﬁé%%tsxzzq&%ﬂlés@%f‘?%“@sﬁiﬁr'eb%réﬁéxanm .

T41 12- Am mﬂlﬁrr(gldfntdﬂlhﬂ B-aziddbenzohtd fGAI-Nor 80661984 4] i eminkthyBaylbani ¢ aci d

L5 (1 sobityP Mo Bw br S RaHP? piBaethg AR ing ORI bYac ¢

t 8 (ry t Pg ;Jtc yl ecsttveflol( wichrriye clﬂBﬁ)fofrﬁatB&tQ\T aﬂ&regc?lonfmﬂﬂ% %th?b’mbhbﬂﬁt@gﬁfk%hgﬁn with
0 acc ner ure net ho ai as a
pal e yell ov\/S ﬂagﬁya@ét}ﬁggg ngstgge%e(rfd( r{ﬁ’ei}lf@n The

fol |l ow ng emmﬂlalsasraéightyaellbwstoha pae@)ar ation of the et hyI or tert. -butyl
3-aryl -3 10 oxo-propionates (general formula IVa), which serve as buil ding
bl ocks in tMS @&yredsed’y; mpf72ted.ar get conpounds (Synthetic Scherme H):
General procedure K Method a) Preparation of ethyl or tert.-butyl
3-aaryl -B- oxo- propi onates The et hyl BgarhgleK2- butyl 3-aryl -3-o0xo-propionates
were prepared fromthe aryl acid 15 chlorides and ethyl or tert.-butyl
mal onat e poBd3Kivanv-phkhyl)-GASonmropisidBadiditert.-Bn6] est&486- 33-8] with Et 3N and
MyC1l2 in CH3CN at 0 Cto 23 C according to Synthesis 1993, 290. If the
free aryl c@hbtidytimpanidwangseparpd ﬁy)ﬁdm'bmyl Hcpanbbadoate [ CAStNvaI35at v at ed
Pg ';rezg‘t Fgg&b&v%%hattwgg%tﬁﬂggégj;tg{t lgt?fl aaéetateEa;[c:é(I)\ll”dlrpg t-lo-|_g"g{1ge_\? ;%'(\)lcgéurg KC prior
(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.



20 Method b) Preparation of tert.-butyl 3-aryl-3-o0xo-propionates The
tert.-butyl 3-aryl-3-o0xo0-propionates were alternatively prepared fromthe
met hyl owoeRlsgdesnryl esters by treatment with |ithium tePCT/HPOY/YI640acCcet at e
[ prepared by treatnment of tert.-butyl acetate with lithium

dii sopropylamde in THE at -78 C] in t hésﬁresence of lithium
tert.-butoxide according to Synt hesiE 19§5i 45. |If the product 25 contained

residual starting material after wor : s coul d be renoved by selective
saponi fi cat .0 it h Li in THE/ MeOH/ at 2 . ..Mej.hod Dr epar ati on of
3-aryl - 3- ox PRG0S o= (tetrahydra-pyran- Zavloxymethyl: (123 triazol-1 - yll-phenyll -

prepar ed frpropidwic agid teradidylekeor i des and  bis(trinethylsilyl)mlonate with
Et3N and LiBr in CH3CN at 0 C according to Synth. 30 Comrun. 1985,15, 1039
(et hod cl) The tivie tbmpoltt-ivas pregirbfront (RSHB- G- {tershydrappan di-figxiraethyt hesi s
1979, 787 (“ﬁli.éi g]Od Ccﬁ-)l'- X\g 02/ OBgﬁgz PFT/ EP02/ 03 %4 Pb Exanpl e KI . _

3- Oxo- 3- £3- [ 1> 2l B9t gl Penzoiq achmpthy! estr dBrepated by chefollpwing ediedcetre titl e
co ][r})ound V\/aﬁaeﬂfyg? ﬁ&llzﬁlé;béxﬁ@gtﬁdﬁrﬁ?&hf)gﬁgz% {1159.%50%1683 rﬂ%ﬁzl]q aﬁai(HS)_-&&tf‘—Ealr edl bly
refluxing o -azj dohenzoat e - No. -93- in i me Si
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Et IOH] ?y as548y§5§.wg,\4/is1tz hurﬁ?lawge@ﬁhﬁﬂ% 80 ga%g&{ 16t B; ANATHe@BRAih @Nmidtekal et hy:
mal onat e potassium_salt wi . in acco ng fo genera
pr ocedur epKE%@’ﬁéosga‘}‘.mODCﬁsépﬁé‘gl ?ﬂg} (FGhLyEYR a@rép‘%ézjfozg ys gI\/IS (El)
259 (M+)1o Mpnd Abééquentl}t Peffaxadiidl 18N KT (SH0(BL kRN BNETNE dbtdmed rasr@ipi ONi €
acid tert.-hutyl ester The title conBound was pr.epared from rrelér%%/l .

3- cyanobenzbét’e § ARGl wessirreddg MO (400 mid andepme. {25041(3¢ m 23°C

tert.-butyl fRqetayenareat thﬁGoB@irﬁﬁﬁﬁitélialM.@gg,gw(. MIP)?ﬁlolIWEiﬁélQéiecﬁ%vithmt ai ned
e

as a light brow ly_semsolid.. 15 M5 I . Exa <
3 (5 oyamo- SirdBrdro 2 byten. 066 il g8 IRTEDaticr . mouhb O LR QAR BRM: | | ¢
conmpound WagghEPa B foP0 B ¢4.20'8-193RNEA] biiréatAehtwRh iHiuLtt@bhiAS- No.

58481-14-4] by treatpent with_|I |t%i umtert.-butyl acec{ate accordi ng to
gener al 15 ~ acetate according to general procedure K (method b). Obtained as a yellow oil (8.4

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



20 procedure K (nethod b). Cbtained as a light brown solid (7.70 g). M
(I'SN) 245 [(MH)-1 Exanple K4 3- f 3-(3-Methyl-isoxazol -5-yl)-phenyl ]

- 3- ox0- prwpioensssaci d tert.-butyl ester The title conpounaCraEPIpoBRar ed
fromethyl 3-(3-methyl-isoxazol-5-yl)-benzpoate 25 [prepared by reaction of
et hyl 3-ethynyl benzoate [ CAS-No. 178742- 9%35] with a mxture of NCS,
acet al dOXI and cat .. .anount. of ri.di.ne.jn CHCLl3 at 50 C_. according
0 Tot r anedRH b OT0E 38E SRS e LR REHSOWERhIE) LSBT OERS - buit y1

acet at e accelesi 8gmetoOwlikneBeali ip TOIFeA U8 dKfdr e, Heltbvidd b thigglwath aa yel | ow

E,Cc)l-l-ll (ép(()g / gg@&%}ﬂ @O%%quég% eg'l}'dltal_tbloﬂ \KritmeSOOf:ISagd cbné/\?l g(% 08%6’ or

- 3- Oxo- 3- 134&51byexteaﬁﬂeiﬂm&ﬂythman&ryib@xwa&&hyhécoldmg,tcsgéﬂdrawceauﬁélﬁ phenyl

pr opi oni ¢ aldt Sj but yl. est 1’ The title corrpound was prepared from

(RS) - 3- [ - ( HBethy ;’r QﬁSQY wﬁ@r )y- 5[ 1,2,3] triazol- I-yl]

- benzoic acg&t % ter [ prepared by the foll ow ng sequence: i.) nethyl

3-azi dobenz @B[ $Mid: 93066- 93- 4] (15.55 g, 88 mmol) and (RS)-tert. -

butyl- dinmethyl- [ 3- (tetrahydro pyﬁan % | oxy) -prop- 1 -ynyl] -silane

[CAS—No 135294- 85-8] (33.50 g, 132Mre heated to 60 C for 10 days;
.) The obt3 . ) I) SoStI rred. m.él'BAF (300

m_ 1M in THF 3 e A sl TR R B RIGREY

HC1(400 ni) tefrorbugdbsteﬂ ii.) The obt ai ned rrat erl aI (16.15 g, 74 mml) was

stirred in MeOH (400 nL) and conc. H2SO4 (30 nL) at 23 C for 11 days. iv.)

gaa t doL I(;)heTﬁf_Jfﬂéﬂﬁﬂ po@iEwhSprepate® o 3- @9dﬁné’fﬁﬁb¥mﬁ@ﬁetﬁﬁl§im2§¥tﬂgfhéb oM
I nydro ran an ca noun S in

(38 nL) at z@ behyoic aczénwﬁl}ﬂ gen r@am@‘?@%%ﬁﬂ 35@%1@9 BEoRs LGRS e ¢ hi um
tert.-butyl syhtheticetept €) ar@Oradidegribed ﬁlﬁtﬁ@ aé aFHti06 & Bk 8m (f_g!e(midﬂlq@acbﬁl

[2- (3 Mot hyfecbimmebpodugwis) Soghin 115 e L AR 8.2,

ester 20 Taﬁl&hﬂéﬁlr@qmnﬁ e <Rl e@amedt b3 &0 °C forl h.] (2.14 g, 8.22 mmol)

2-(3- neth | - i soxazol i soni poic aci d
( Y by treatment mth)fltl)uum tert.- uty acetate according to general procedure K

(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



met hyl ester [prepared by i.) reaction of 2-iodo-isonicotinic acid nethyl
ester [CAS- No. 134579-47-8] with trinethylsilylacetylene according to
general pwowedsasez H, ii.) desilylation by reaction with ear/EPK20E8in MeOH
at 0 Cfor 4 h; iii.) cycloadditon wth a m xture of NCS, acet al doxi ne,

Et 3N and cat. armunt of pyr| dine in CHC13®%t 25 50 C accor di ng to

Rcet ate. aoCBLANASREAELEHD GIToD s ok s P AR V) Cools e 5 e e
solid (5. 16 aptirreiSolutloh oBSblliMmhéthoRide §5.6¢) & métkana) |(ﬁ)d§¥1L§3($t1rrmg was
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| Soners; ||| reat nen n- BuLi THE at -78 C
for 1 h, etewaé ﬁ%lmhﬁ&rwe GRS {25 B o llé@mgﬁar%qf]ﬁeeaa?émal
esterlflcata )wuﬁls}d}\%%nawwmcand Wexﬁ&ul%%xc@cfdl[ ydrdt8 (119 gPin dikygat ment
W th I|th|umteré> Lﬁ[ acetate acco eneral proce ure K5(method
b). Obt ai neafelide @Oyal) ¥ah st e?%éiéy ecréw)wewesé sHle K8

3- 13- (510 nRlehyd, arsmarmihsgs soﬁﬂan?b@érbbﬁét@%&hnoxll axd avnﬁibeﬁul dried over

- 3- 0x0- prop| oni c aC| d ierﬁg- bu ,1 ester 10 The title caonp ound was prepared

from 3- ( 5- diOREHR yHgHe yatqdyinyacyyrp, Fhegesigual 9ﬂw§>ew’zﬁ% %cid net hyl
est er [ prepadr6fhafdePapHiRinitica &1%:%@1%%}%%@1&%%&% msfehﬁmt /athatg)c steps

L) to Hle%’ as described in"the preparation of and reactjng

the obt ai nett [flstrabYdraiRYFRrsOioxymethpliEthiazob2 78 @@Z@ﬁeﬂ rneth}'l eSIST (BN8H by
addi tion of 5 4 gdall@&é]]!bk«%ﬂ ekt dg 19 oMb bﬁ‘%@tﬁaﬂ w?n‘h' HthiuRtedt b%%ylfaeeta?tg C forl

h.] (2.14 g, 22" mol treat t with lithiumtert. g acetate
accor di A t#c f@lgef;?rébeamdelrk k9t Pptaimshasiapele Y&Bmeioyé B&W oi |
(2.90 g). M5 (ISP S_ L—})+] Exarrple K9

MS(ISP) 4182 [((M+H)™.

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’-



3- 13- ( 3- Met hoxynet hyl -i soxazol - 5-yl ) -phenyl 1 -3-o0xo-propionic acid
tert.-butyl ester 20 The title conpound was prepared from nethyl

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 C1 t 50.,C ordi ng to,Tetrah on \1984,. 40, 2985-29088] by
DY bt nont | wERTPRERARE A gn P bR 6P B e iste Y ST Sodur e K
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conti nued 1 BL) 018 SHHred ot B WA ol ianotes ke 6 EDPLAcoRIeHErReg00. L)
and the 10pr atHGh, YREu@Yitakbd ek Wit nalndwtitlebhd Utied H0@ sodigadulfateandr Was
washed with brine, 5 dried gver ,goqlelﬂm sul f%téghgagpevapor ted in vacuum

The resi dueewaeraé?%/w&wwe € PR QLS BV B! FESOEAP Yc?“gﬁ’hfé g¢
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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 acet at@& vvashetg%\{\%t h 5% sodi um_bi carbgnat e sol uti on and with
brine, dfi eBraseeie Ksaag U Qbizigedass rAlapdPRidld3i88lvacuum The resi dual
oil was purified by chro graphy on silica gel using ethyl
acet ate/ hex%@e@@ %622&%+%Lﬁent to give (RS)- 3-

[ 4- (t etrahydro-pyran-2-yl oxynet hyl ) -t hi a17_ol -2-yl] -benzoic acid nethyl
ester (9.6 g) as a pale-yellow oi | SEamp : 11 mmol ) by treatnment with
lithiumtert, I J}?accordingtogn (et hod b).
bt ai ned as*& , sltstrahydso-pyean-2-vigxymetys)-isg FLYL-

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)™].



Exanpl e K11 (RS)-3-0xo0-3-{3-[4-(tetrahydro-pyran-2-yl oxynethyl)
-oxazol -2-yll -phenyl}- propionic acid tert-butyl ester 20 The title
conmpound wa2/83par ed from (RS)- 3-[ 4-(tetrahydro-pyran-2- pCosporoisyd ) -
oxazol -2-yl] -benzoic acid nmethyl ester [ éepar ed by the follow ng

b

sequence: i.) A mxture of 3-carbanoyl - zoic acid nethyl ester [CAS-No.
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(RS) - 3- [4 (tﬁgrEa}? 1d6rOIvP%-I)? 2-

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



yl oxynet hyl ) - oxazol -2-yl] -benzoic acid nethyl ester (3.5 g) as a

pale-yellowoil.] (3.5 g, I | nmmol) by treatnment with lithiumtert.-butyl
acet ate awoordsws2t o general 15 procedure K (et hod b). Opcairreziozmss a pal e
yellow oil (3.8 g). WM (ISP) 402.5 [(M+ Exanpl e K12 (RS)-3- Oxo- 3-{3-

[ 3- (tetrahydro p) ran- 2-yl oxynet hyl ) -i sox 7sz-5 yl | -phenyII- pr opi oni c

[5- (t ot r aiytiPe. by T rensipra sygergis SabtelE (Pl Fadsont Hasch ta hy!

gster [Er epllaimdtﬂy‘(’j@ﬁﬁsf}pkd pl?\heﬂgat&ﬁg&l&l'@sfh dfot HyB2-methyl-2H- azol 3-

r ono- pheny i Q id e er

e Dbl el e ey
refluxed i npyhfXil. 75ﬁrL 3027 rirhol aﬁ&@atoéiﬁ@dlﬂt%ﬁT@H‘szﬁlIS@MJ(ZS%QLTTHQB) was
reduced V\ntfﬂlﬁH é?Gerg 205 %égh -10 Cfor 1h; iii.) The
obt ai nedal ColB118(04l Gef3g 118 ?’W&Sé"m@é i Kt butylAeRa? o- 2H pyr an
and cat. anmuBtdiRg i Epa@ tReddeMKAmetifodD). Ub"taﬁ&ia{la}ieﬂo‘)roﬂm@99?§ ai ned
THP- et her (5.24 g, 15 mol) was treated with n-BuLi ‘at - or 45 mn,

fol |l oned bynvs EsPeam i+ . V.) The obtained crude acid was stirred in
MeOH (90 nlL) and conc. H2SO4 (6.5 nL) at 50 C for 12 h. vi.) The obtained

30 material (2.01 g, 8.62 mmol) vvasgsc%%kqdmmth 3, 4-di hydro-2H pyran (1.17
m., 12.9 mol) and cat. anpunt p-TsOHH20 in DCM (17 nlL) at 23 C for 5 h.]

(2.44 g, 7.RS)Ixb-DY3-13-Ctriiedio-pytan-2-yloRimethiyB Likoxabiit 1] athehdte accordi ng
to general procedure K (nmethod b). Oobtained as a yellow oil (3.06 g). M
(1SP) 4d% &W@Mﬁz PCT/ EP02/ 03644 -56 Exarrpl e K13 (RS)-3-{3-
[ 3- Met hyl tetrah dro ran 2- Xy SO en - 3-

0XO0- pr opi onré 4E¢ eorhReynd %ftWFPaéé‘{éPm'l(nﬁé%l &5rd!: {ﬂJPi aﬂﬁé‘ﬁﬁﬁﬁti‘ from
(RS)-3- [3- mmﬂ 3%1 lﬁér@bfcabi&ldﬁahﬂ)é&t@fl[ﬁ‘e a'ied/ﬁ@ifwmiﬂwiy)irdu@ﬁxﬁ%ol - 5 yl']

-b d t b |
(3 br oro- prERY -8R SEIBHR ek o4 R Mt S Sl 7,

pyrrolidi nea@bgnth Wﬁe inTCHERZS B adaﬁfohwf@m)t@ﬁa r8-2-@-g. Synth. 53,
59); ii.) The ohtain y yrrolll?{21 -acrylic acid

3-(3-hr enyl
et hyl e§t5er PIRRYY P@Qc% d’mr‘taﬁ‘dﬁ o\ efgf tﬁﬂm@ﬁw é?sﬂ Y tyegtipent; )
The obt ai negith1#Bubf @A butyl acetate according to general procedure K (method b).

- Obtained 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-



1o phenyl)-3-net hyl -i soxazol e-4-carboxylic acid ethyl ester was reduced
with LIAIH4A in THE at -10 Cfor 1 h iv.) The obtained

[ 5- ( 3- br owo-oplogasyl ) - 3- met hyl -i soxazol -4- yl] -nmethanol wa®CraERor/em4ni th
3, 4-di hydro-2H pyran and cat. amount p-TsOHH20 in DCM at 23 C for 20 h.
iv.) The obtained THP-et her was treated th n-BuLi at -78 C for 45 mn,

foll db Th d C|dwa53|rred|n15
12 aee ot BRSSPt T B R B i8S
3- (4- hydr oxyitteisdpentd nithes {wolmLszzxaﬂmbk56rﬂ1))ubE‘BIZO(200ﬁmMommyﬁ)'@h& er was

reacted with 3, 4- dr.o- 2H- a in DCMat 23 C
R IR R e e AR R VY e G I o S
gener al prc(@&elsxﬁessrfnﬁiaﬂa)tth ydyogehltedinhe e&en@dflP@l’\@ H08h PaNC, @b nfg)72 no) .

NG e

2- Met hyl 2 5"(‘?2"{)

?Rgosp{ gpl(sfihét{l@@lcﬁkbb?ﬂt- hetwt)yiH@?méleEa@rbmtyhe 26 dTPRYOE, SHQﬁnﬁfo‘B)pﬁdsed from
n"e -

V1 oxymet hy sk g S y&]g“ééﬂ]; 722D i T (36460 2 5RBHIGHES ¢ he

fol I ow ng }ﬁeqqaeﬁstamed)seeth hﬁﬂé[iol'ﬂ b&hﬂ%@acmlhﬁéﬂi eséqi d et hyl

ester [ CAS-No 151646- 1 0] NH2 (1. 296 , 25
mol ) and 14¢9-6¢ &0 Smme bW%aCth}%h%ﬁ 31%5 Hyﬁa 6@4?‘& H;SLI}

refl uxedo f Qfdtadakouhd p-)rsdimaHQ@tlﬁl!D@ﬂ 91 mL) at 23 °C for 22 h.] (14. 18 ,44.8
5-(3-brono-p he{ng ). - 1- met hyl -] pyrazole 3-carboxyljic acid e yI ester (7.02

g, 22.7 30 mmgl mtm@&a@&mh 41 tert. Auiyl acedats aﬁ@rd@z tq g?ﬁ%ﬁ‘ )Prw dyngK (60 nL)

at -10 C fqrneahodfw Obta1ﬂede§% veléwbners.g7 go?
[ 5- (3- brono- phenyl’) - 1- net hyl -'| H pyrazol -3-yl]-nmethanol (6.34 g, 24 mol)

was react edySISN) 394 @iriypy.o- 2H pyran (3.25 ni, 36 mmol) and cat. anount
p- TsOHH20 in DCM (50 nL) at 23 C for 23 h. iv. ) The obtai ned (RS)-][ 5-

(3- br ono- phenyl ) - 1- et hyl - 3- (tetrah_]g_jgy@wmgn 2-yl oxynet hyl ) -1 H pyrazol e
(8.64 35 g, 25 mol) was treated with n-BuLi at -78 C for 45 mn, followed

by a strneanRref-3\8xd)2/{0425%etraRGd{ERIeN-038dd metli)-{d0Razol-3)y1[LBRenL ai ned crude
aC|d was stirr.ed |ndIVEO-I (90 nm.) and conc. H2SO4 (6.5 rrL) at 50 C for 5 h.

.) The ot%%@—ﬁ@é—@%‘—e%ﬂh%%ﬁﬁet hyl - 2- met hyl - 2H pyrazol - 3- yl)-benzoic
aC|d met hyl__est er 41 g, 13.85 was react ed Wlth34dlh rQ-2H
pyran (1. 75h50eser Pouid o Paeaareég{m om ot FierabyHOw - POMY BN at 23
SCf or 18 idoxhzdl-3- }Qﬁb@nzolclac@d eyl eddft [prepatcdmyithavidlidwingd Rhuenct:en(zy-but yl
acetate

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)].



according to general procedure K (nethod b). Obtained as a yellow oil (4.90
g. M (ISP) 415 [(MH) +]. Exanpl e K15

(RS) - 3- OWORPB6FH- (t et rahydr o- pyr an- 2- yl ox) met hyl ) - i soxazerAPKIBGephenyl | -
10 propionic acid tert.-butyl ester The title conpound was prepared from
(RS)-3-[5-(tetrahydro-pyran-2-yl oxyrret hy1 %9-' | soxazol - 3-yl] -benzoic acid

net hyl ester [prepared from (2)-3- y{dro I no- net hyl)-benzoic acid
%—F%Mn

t wwth NCS, cat. anount

met hyl ester [ CAS-No. 91186 80-0] b
pyridine i ) ddi

2 4 SLIDVATC d IAG, ;L;' AR .
t r eat ment wokb-%oﬁlhmumnﬂeéﬂ:rbﬁ?ﬂ@teracet ate accordl ng to general procedure
K (et hod b) tained as a yellow oil (3.00 g). M5 (ISN) 400.5 [(MH)"].
Ex?rrpl '?’h Kl??ftl@e @fﬁ)po’imﬁ@vdakpﬁ'@fk@é& ﬂ:Oféﬂ fsmqylﬁlethylepi(temahymipj/rimm - but yl
ester etitle are 8 - d
mat hyl | o5t cHON eSS KO HERET He DAy e Bt HERY IR T Y O LRYEnS buty1
aclet ?I’; eogccszaqdéﬁtg i1)®- b@ﬁl‘tﬂfeﬁkoyﬂ)ﬂ;ﬂgﬁggﬁﬁi Kidopedpytuninp- acﬁ)tbitcameﬂethsl eateyel | ow
oi g a
(RS) - 3- Oxo- @.‘Lg%{% 589«5 4%68 fiY*’rSg FpFisd l%t ?er?&%%;‘ﬁrl‘i aqsordingfo Prdfterss 198%any 1 | -
?ngI)OI gnl[z ?%l%jut)?ﬂg obfiikted 2- @ﬁbﬁj’ma_-fben%dﬁrl):-3)3156pmp9ldﬁﬂnéld\@8ryht egddhethylr Omd

et rahydr o- pyr.an Xy e ol -

met hyl  est efst{rpras pecked Vi mﬁévﬁwﬁra&wm@%%w%cgz CFOI)iHﬁ ‘]Qogﬁfr)&% (RLTS AN
3- hydr azlbn03f89ﬂ¥ He @ﬁhlﬂd‘?-t(mﬂroﬁﬁtl%enbwﬂﬂﬁﬁﬂi nH Eﬂesﬂzl-\khbok?l?@&@i 26- 8]
(15.14 g, 75 , 2-cyano- 3-et hoxy-acrylic acug nrzm% gAS
32016- 27- 6] n{ewl@eergvasmiq%m dadl in{jF¥Fi3s ~40 g forzgh T; ﬁta}l’se dropanol
(115 m) \(Ngﬁbfo%é B}i&g'l)tp-&nejeh H-pytazdl-498-108h 186 reacted with 3,4-

A L %33&;58%5533/ 2% 15 v, ves
f g: ! X eg :A@Isﬂaiﬂea Qngﬁ;fé x% g?éﬁalﬁhﬂenﬁm -MbthyR 2.5 teARY dro L rif-R-}16xyhdehy 200 nL)
1-(3- rretlﬁox%lémw wasiesRiad)with-p FinLa o178 4-ferd hmiy folovid By wdisam ofest er
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



(18.98 g, 56 mmmol ) was hydrogenated in the presence of Pd/C (10% Pd/ C, 600
mg, 1 5 nmol% in EtOAc (350 nm.) and THE (250 nL) at 23 Cfor 16 h. iv.) The
obt ai ned WO 0883881 hoxycar bonyl - phenyl ) - 1H pyr azol e- 4- car bexyiEpPo2/essisd (13. 70
g, 55.6 mml) was reduced with BH3SMe2 ( 46 m., 278.2 mol) in THE (364
m.) at 5 to 23 C for 16 h v) The obt ai

ol ) was T SUBERH S o d AEaD A FTORT @wa%‘ ?s@ﬁ?@ B i, ana
cat . | aBDu tn£ (42&%%3“@ °Etﬁc|>113{51\1hl ; (rQﬂo]]my)edby a2@edinfo6 COB2V. );E]éeo ?11:?1;1&8 t(@S)-ﬂﬁ'e?m
rocedure. K PRl Prias s st ab vl sl 7 eBfgoagy MredefE Soo
[ fq g/; Hé- B(OEG%B@ Q4K18mb5) was reacted with KHCO; (2.89 g, 28.8 mmol) ar;c; (I;/llel (0.99 mL, e |-
E)r opi oni ¢ é&r"’t"}é@ @M@@é @eﬁ)é%‘aé f‘t)ﬁ_%/ 4“ Z%%gﬁ&r%% Oy rtéﬁ%?lgé% %}t
(RS)-3-[4- (lﬁthttma.Iﬂ@tdrmxtﬁwcaﬁte%fqdrdbngnegmelral prb&dneezlé (m3thpld]b) - Obtaredasaci d
nmet hyl est er rencgfl{'?ﬁ%’5 tay the foll owi ng sequence: i.) (2)-

3- (hydr oxyi ' &benzoic acid methyl ester [CAS—No 91186- 80- 0] was
20 treated nount pyridine in CHC13 foll owed by addition of
(E) - 3- pyrr%qsi Eﬁﬂ\%”;}ﬁaﬂ@n c acid tert.-butyl ester [CAS-No. 340257-76- 3]
and slow addition of Et3N in CHClSﬁt 2% I§¥ ii.) The obtained

3- (3- et hoxycar bonyl - phenyl) -i soxaz o boxyl ic acid tert.-butyl ester
was sti n f : at 0 .

3-(3- met! . 1) S A=C e i -

with BHSSNE&dmvl)TﬂﬂﬁpainuSacﬁd)te&?rbﬁlvi astter16 h. iv. ) The obt ai ned

3- (4- hydroxynet hyl - i soxazol -3-yl)-benzoic acid nethyl ester was reacted

with 3, 4- di Tiyehtithe edtpywrahwastteparad fromn@®S)H3- {5~ [Ps @ tritydraypPEt aylo2B-C for 1
n) oy el gl WAL DRSO 4 BPERA g gener ol
400 [ (M H) - dequitfaedity 1&8&@52 > a0 b0kt é (IB&MO 95@66ESG i parel (IKBQ—tert -butyl-
n-2- y1 dhy naP S At P P Amartyts vt slems P V- 458200
tert. - butyl westheatedhe 60 PC fer 10aiapD iir)dl‘haamainabmmdlaf wasstirred in TBAF (1M
(RS)-3-[2- rrgltﬁ)ﬂ:) a?’c 7(0t %tfgra Ig %Q}Es%n SIrﬂE)asre]:quently refluxed in 1IN HCl 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



S yloxynet hyl) - 2H pyrazol 3-yl] -benzoic acid nmethyl ester [prepared by the
following sequence: i.) 3-bronpbenzoyl chloride and

3- |sopropxyba)mk)83652acryl ic acid nmethyl ester [CAS-No. 8989FCA(:P8}/03ms e
reacted in toluene and Et 3N according to %/nt hesis 1982, 318. ii.) The

obt ai ned 2-(3-brono-benzoyl)-3-isopropyl a Ino- acrylic acid net hyI ester

RSP Ly et st e RIS AL e S et pA TR RS
5- ( 3- br ono- pdaafmlylxpherma)tmlpﬂrhowmmbﬁylf&aeﬂrmmiuc@daﬁt}pBngsMbylh TS er was

e o it 255G K R ) iR aiats] -5y drofab AT Rl TOREreE wi ¢

3, )4 Tﬁl hydlr3 ?cﬂi”ceﬁ%lﬁﬁe@@ﬂ(Sl%S g, AN mph) Tatk#i2éd inTofeld ald 23 nid )fae50 20 h.
V. e O

(RS) - 5- (32 orBh ﬁlo‘ﬁé rhpeyebiaingd ¢rprle acid wat stirRfdR MERHARC mlp1aad RIS 15
1H pyrazol e mszﬂzsqah@m) 2B thfoleB'h wt. ) TH@o‘tQaih@d 34(5 Hvdaoxymlﬂh;@ z8y 12

t f Ve d
SHergzlma»? SOCygzbqﬂzomfguﬂn tgly]t gs}e@%&,@crgg]t% aci (f) was reacte w1 3I4nd1hy ro- ?I—rll- cone.

3- (4- met hoxyweihml e ster was
regict ed wt hﬁ?M %Bé;%n Ifm’hm&kb i %q%%%bégﬁgg?wlﬁc%g?ﬁhm& 28st

he
obt ai ned cr U883 BINTH %@bF?’éaD%\A &P v E%(tmdrmpw -Zat omnefhvlarpwomn

|2>§ )C ngre 1§8 %ptra]aizeﬁc&cﬁm%ypé‘seérawz@@% IFREIB v shPorl¥aEMrith @ NAOHNBEOH at

3- (4- hydr oxyrfﬂzi MIHEKWM/N@I—T%@QMI (180} 6.3 pepsb by agévationsfifyFICQsEt er was
reacted wit Wo?asélnplsfwﬂhw)?hid)mmmw 7co%mo®rmqrm: o e SAH2EN (v ng\ét |t 23 C

for 1 h.] by treatnent wt hiumtert.-butyl acetate accordin

general pro&eau? & fellpyed hﬁaeasslon eEhanenadethyl malpaate patasenmepalt {21 %Hg@

M5 (I'SN) 413pH{M & TBl&€mKRD) and Et;N (2.9 mL, 20.8 mmol) at 0-23 °C for 2 d

(RS) - 3- Oxo- 3- ( 3- 12g122('lt:—9(€rahy dr o- pa;lran% SyI glx)-etkrlmlnlo)a pyrazOr a}g - phe
n 1 - prapi oascerdingte geeeral pr@eeduxe&(mﬂioﬂwé Pbtained @émb‘ébﬁtf R il ﬂ»é%g d from
(RS)-3-{2-[2-(tetrah ran- 2 yI oxy)- 30 ethyl]-2H pyrazol -3-yl}-benzoic
aci d met hyl MS{&P) Z)%/ (’Méé reaction of 1-(3-

br ono- phenyl ) - 3- di net hyI am no propenone [CAS—No 163852-04-8] with 2-

hydr oxy- et hyl hydrazine in Et OH at 23Exemple K335 days. ii.) The obtai ned

m xt ure of .. 35.19 mmol) was reacted W th

3, 4-di hydr o- g12r ) 3 (fryazgl-1- =~_y eqvhinpsenionis acid tert.-butl g8 €p- TsOHH20 i n DCM

(70 mL) at 23 C.for 20 hiii romao aratlo f the
obt ai ned i sowr%t[e qomouglﬁé«éawé?ﬂar%ﬁf PRS- @b zvef é‘ﬁ nzpioaREnTEPed 03644
-60 20 by refluxing of methyl 3-azidobenzoate [CAS-No. 93066-93-4] in trimethylsilyl-

acetylene, followed by saponification with aqueous NaOH in refluxing EtOH] (10.0 g,

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



isoner (7.35 g, 73.7 mmol) was treated with n-BuLi (13.08 nL, 20.9 mol) in
THE (42 nmL) at -78 C for 45 mn, followed by a streamof CO2. v.) The

obt ai ned WBSpAS3652 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 LR dmitlagolhl iyl betzentenas stirred

ZDM(: 3d|t 'et ol U iprBMr¥d 1865 A i daObIVEYBbAlzoRAtd (10 1ed THIm. 1687, b0, 3go,0b &l ned
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.



but oxycar bonyl - phenyl ) - 2H pyr azol e- 3-carboxylic acid ethyl ester was

saponi fied WD 02/ 083652 PCT/ EP02/ 03644 -61 with 3N NaOH in THE at 0-23 C
for 16 h.wow2)ps83kse obt ai ned 2-(3-tert.-butoxy- PCT/EP02/03644

car bonyl - phenyl ) - 2H pyr azol e- 3-carboxylic acid was reduced with BH3' SMe2 in
THE at 5 to 23 Cfor 18 h. v.) The obtaiféd

3- (5- hydr ox t hyl - pyrazol -1.-yl)-b j acid tert;butyl ester (3.188 g,
11 62 ot ) MR s Ttk e SRR Cbfesiath e U B BOPGReBIHbL) The
obt ai ned cr adg)-BenAbiovasd giethiyl estleri (.53 &Highhbrown caRehlsSRBIAS(M75¢. nl, 21.25
mml) at 23 Cfor 6.5 h. vii.) The obtained 3-(5-hydroxynethyl -pyrazol -1 -
yl') - benzoi c bagi[d-(TetrilydroSivedn-0 21 Bdm@thyl)2th?az617R4y] ] -Wé@sSoiceaidieahylickier
3, 4-di hydro-2H pyran (1.66 nm, 18.3 mml) and cat. amount p-TsOHH2O i n DCM
E ZRg) mé) [ gt ( %&nﬁc’cvﬁfe@f tBe ﬁiﬁt@ialz yﬂejzired inTi'DﬁU@tgt)ﬁciihﬁdi'oFyrlani (()4.1 IrnL) andp- »
-3-[5-(tetrahydra- pyr,an-2-yl oxynet -pyrazol -1 10.yl] -benzqi c aci
othyl oo oroatesion REadamd o IS Aok et e TR AT RS 1ot i n
;l'gEGg 221_ M) Thk sdldtion fwais dButedlwith!A A8Etgwadhed Wil o) NaH GO4soliaion@Rd wHthh CLCO2Et

6.6, mpl ) and_ Et 3N m., 7.0 mmol) in THE (9.nL)/Ck 7 mL) at

0 Cfor 2 P?flnﬁoﬁPrF%\w&r ﬁ%éggiie?ﬂad’%t[e mrﬁ@reag-éhffﬁﬂﬁmlaﬂa\f% p%?%é um s?atlt

(2.15 g, 12cﬁrodﬁf@£r)aphg/6ﬁ31i2ic£ del Bsiflg ALOES/Hawme) (1) ds Bl téfiv@.%rﬂélr 20.8 mmol )
ac

at 0-23 Cfor 2 days 1 ordi ng .t Q.gener roceduye net h ).
Obt ai ned as (§tRf P'R/%P‘P'&Vﬁ%ﬂm%ﬂlkgua@?i%‘Y Imogma%?s&x TS&%/%? sf?s Exanpl e

K23 3- Oxp- Pale3yelldwail3] t ri azol - 1-yl - phenyl ) - propi onic acid tert.-butyl
ester The title conpound was prepared from3-[1,2,3]triazol-1-yl-benzoic
acid [ preparcgg-O=f30y- [uefdtibhyid-Sframet idtynsetiad ) -digiban204al- ehédsfiSof¥pionic
93066-93-4] 1n trinethylsilyl- acetylene, followed by saponification with
aqueous Na & EtOH (10.0 g, 52.86 mmol) by activation with
et hyl chl or of ormat e/ Et 3N and react,i.o ifh. nono terf.-RQutyl | onat e

pot assi um séxtsta“\{/ﬁ?#%ﬁ@ﬁ?t%r PW@&@IPE)%W%%W@?%}IP m%‘éﬁ'g'?lé?trﬁgr ocedur e
K (et hod a)acetﬂé"a@id?&&(g&@ thidgcReRNER c@lure Kl(IndRodib) todhvedSoxd-$P3-[288 |

(M-H) +] . E?arrpﬁbe K24 R(%Z(-S-O(o- 21]3 E onic acid

5- (t et r aky dXBHEPYRe-BITgR-axY AotonsHf - thiazpl-3- Al phenyllypropiqniqaqid tepiipy] | -
propi oni ¢ ackwr {73 g)A4 pale-RHALRI OIS (ISF)Im..o_ng[mlmg].was prepared from (RS)

-3- [ 5- (tetrahydro-pyran-2-yl oxynethyl) 4]triazol -1-yl]-benzoic
acid nmethyl ester [prepared by the fptidn@vie Rg§Sequence: i.)

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.



met hyl 3-(1H 1, 2,4-triazol-1-yl)-benzoate, [CAS-No. 167626-27-9] (39.4 g,
194 mmol) was heated in 36% forml dehyde-water (250 m) in an autoclave for
41 h at wbO@o0sIwes: stal lisation fromwater and et hyl acet atPerEPRams4{ 1: 1)
yielded a light browmn solid (24.3 g, 54%, np 164C, ii.) The obtai ned
material (24.3 g, 104 mmol) was WD 02/ 083 2 PCT/ EPO2/ 03644 -62 reacted

with 3, 4-di hydro-2H pyran (29.3 niL, and cat. ampunt p- TsOHH2O in
di chl oronet hane (360 nL)/ THE (300 = 2/ C for 20 h. Purification by

col um chr ogs , ] . 18 ;1) gave a

l'i ght br own=o+¥= SR ZA e R A AR iR b Frum tert. - butyl
acetate 5 ac)cgr' Jo rocedu e K (rret hod b) ot ai ned as a |ight
yel | ow oi | 9t B SElcadd . 4 [(MH"]. Exanple K25

The G t1 é%%maﬁéto&%if%maa a%ebo%z%f@?ﬂ??ﬁ o Pits b A oat o

[ CAS- No.s 1bddbetbwitll st9ringyto t1B@&C im0 mint Thé nﬁ;hutmdsejbbledhnﬂﬂhlumdemdi e

according t ral rocedure K_.(method b range |liquid
(2 a1 gy EDER el anB s e s Fermpesrapsoleeta iaoR fo % 15

1-yl - pheyl ) mtlgkoxpodpiydnbenzid atid @r31-d)us ptovasdolid. The title conmpound was
prepared from net hyl 3-(1H i m dazol -1-yl)benzoate [prepared from

3- (1H i m daBpb{2-MéthHesxaadles-ghidnidic adiBthetiGihester 1987, 30, 1342; CAS-No. |

108035-47-8] by refluxing in conc. H2SO4/ MeCH] by treatnent with [|ithium
tert. - butyl Aackitiah@f aq2anehpigotaolgéybrimnzgc adédudz g}ﬁn(mmﬁzttuﬂa df)Me(ﬂit ai ned

as n } P) 287 [ . I oxo- 3- [ 3-
f 4- (tet&ah@ %E)p ﬁ%@/ﬁ&@%hiﬁsgﬁ%@f@%g&}}’ﬂ *p rgﬁisﬁtmﬁ’r%%l onic acid
tert-butyl e@atpefaté%ﬁnar)aaanﬁl&n&lybkﬁmx&nﬂtdﬂybastsﬁiraiwﬁthﬂzﬂ §3mﬁhxmhecp}d©f d net hyl
ester Am'x re of thlocar enzoic a
1, 3-di chl or 838’1‘?5%“(’ b}éﬁ’ﬂ ﬁ&ﬂ@?ﬁ%fag Iﬁ'ﬁg?&ﬁ&?l ane (180
m) was heap%dlpﬁtﬁteﬁﬁhs isolated by ﬁltratlon to give 3-(2-methyl-oxazol-4-yl)-benzoic acid

methyl ester (1.18 g) as light-brown solid, MS (ISP) 218.2 [(M+H)™].

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,)"].



Cior 24 h. The reaction m xture was cooled to 20 C and added to a stirred
solution of NaOwe (5.4 g) in MeOH (200 nL). Stirring was continued for 0.5
h. The mwOwe®s¥d62 was poured into ice-cold 2N HO (200 nipcarmpor/ssspr oduct
was extracted with AcOEt. The organic |ayer was washed with brine, dried
and evaporated in vacuum WO 02/ 083652 P EP02/ 03644 -63 The residue was
crystalllzeg) ; o) -th| azol - 2-yl)
-benzoi c acid e np 115-117 C.

b) 3-14-(T hi b t hyl
hter A m e ﬁ#ﬁégé?f %(Na?er?b** Yc”% aﬁraﬁﬁas%rfzo%hévé;be%ﬁéﬁ' A A
m.) and p 5€Stt¢II(Q@ﬁ\g$1nTE)h(Q:mé.d/iamsthdlZamIé v(dasﬁﬁe@)tO?CMGHi mléeolmn)ts was

o6 Narocs. sar o e S s KR er Skt et S ea i n

vacuo. The methyllestdr trflhorvacetyie0.98 etlastycrystdilizingbihgr aphy on si I i ca gel using
AcCOEt /hexane (1:2) as eluent to give 3- [4-

(t etrahydr oe) thiddizab?-yD-heneibedidanethdaistr net hyl ester

(9.6 g) as a 1lo pale-yellowoil. c)
3- OX0- 3- [ 3- Amiktuee pEhppdazippthaocagborybbymatidacdd methyhesodr-tAflybloaghanyd.g9 pr opi o

v 11 oat ec W The Deerif SR S BT a7 TR L et * @

procedur e Khdateskth@@ °6)fot 15 bi Ve ﬂmcmrb@as c{ﬂ&ted[ﬁlt}il_ﬁcOEt and washed with 1IN

tertpuryl Ao PR gnbsRER R AR s ot pPotited B R S Ty

Exanpl e K28g) \&s@melSeq B N2OBF GrmL), Me(alN 0. 00y )ywastadykd amdhehesblutiph 6ak oni €

et hy| et bt SR CIOn PR 1o TESS R o AUe PR A rl hehel PRGN

62423- 73- 8] HC?alikagh brlﬂe Thel argardslalyérondselrizdiatld byspoadted 4k 8 regidiswas

trimethyl o o om) in. 0 L a flux for
20 h. The c%rﬁq@% %ﬁ%@’ixﬁeﬁﬁt@b’vg@ tlF?gd &hﬁiéﬁ% ﬂ%&é’iﬂe@ with 5%
NaHCO3 g6l tjbanmmcaad méthyl ebter (15 gy dsedvidtedobd, a9 (18PEd51.0 [(MAENUm to give

3-(2-brono-1, 1-di net hoxy-et hyl )-benzoic acid nethyl ester (3.0 g) as 25 a

pal e-yel | ovd)d-[3-(Betraby@doopdan{23yl6Ryrhethyip 1.3 1} Hiadet b3 wilchdivbic apideny| |
- propioni c aethd tert-butyl ester

1 ester

A mixture of 3-(5-hydroxymethyl-[1,3,4]thiadiazol-2-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.



3-(2-Brono- 1, 1-di met hoxy-ethyl)-benzoic acid nethyl ester (3.9 g) 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%enélf I -ﬁropl onic acid tert-butyl ester
xture of

a) 3-(2-Methyl -oxazol -4-yl)- ben20| c
3-(2- brono- d
heated wit

diluted wi tﬂsronfd&@j dﬁbuﬁh&itetrhe preC| p| tate forrred 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(;lHCMiEﬁuzé)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

o P BTN A VR Bag Ty 35pic e s iS4 Sha ipd e e 97~ O

g (02<0 Ng L3| ﬂe&dﬁﬁtdivxhas&&?drgéto phy on siHenyd Lisipg @Q(Iﬂlllﬁ}iﬁgel 2(@ :1) @& Elndndtey | 93 ter
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
mi xture of feFeonte é%%r@ BHprOry F@z&ﬁ%@ée}rﬁgﬁmm BREILENET et hyl
heat od (0. %“433 9% %‘f‘mfms fhe ﬁ’”?‘*"ﬁ’ ""R‘eﬁ%“ﬁ%%ﬁ??‘é%%ﬁ(%%%’“’rﬁ? and t hen
subj ect ed t‘g (gll':fr Wﬁﬁ&ﬁﬁ@ ‘0?:5' éfup 5‘\,\%@?5 odhwith Ae %‘i. 2) as
eluent to gslva/sﬁe@w(l’dﬂ 59 Bl AL sX¥on and with brine, dned 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



car bonyl - hydr azi nocar bot hi oyl ) - benzoic acid nmethyl ester (1.31 g) as a
yellow solid, M (ISP) 328.3 [(M+NH4) +] WD 02/ 083652 PCT/ EP02/ 03644 -65
b) 3- Hydrapionosdssncar bonyl - benzoi ¢ aci d net hyl ester trifPoOrEravetoat e A
solution of 3-(N -tert-butoxy-carbonyl-hydrazi nocarbot hi oyl ) -benzoi c acid
methyl ester (0.93 g) in TFA (9 nL)/anistle (2 nL) was stirred at 0 C for

3-hydr asi nothiebedy BhRgTrGEnTel St e SEORNTAd Haded Sl WHC sadiithe e (0. 08
gj]_ ) SaZ . ?hlcg)é’lsg?l :I‘Fg 'E)fgn'fd lh);]er @\;)as alggc?awnéei{aﬁmtﬁtdmﬂlthé rersn'}dual oil (lc.)lf g) was

3- hydr azi nofhﬁﬁogvc?g I“E)ﬁﬂ\é}: ?Zggﬁgbtﬁeo%%(?d&tl%?%ﬁg@é% é[ arq‘ﬁ:t@fog it e (0. 49
% ?”r_l ;j \?\/a cs: hindxtareaeststiffied iat 1CIGToed. it Afeatoeolitpydr20Cid, MdQid (I(Dmnzfl??] :A\(r:l OEE: OH

h ed to.80 C for, 2.5.h. The m xtur di |
and washéd W@E’{el (ﬂrlf@) MELe %fiﬁ%d\ﬁflflﬁt"ﬁﬂgﬁ'@s C%@WE&W@%&E%E dried and
((a\éaggr a'; ed. mﬁhgrdermidﬁlgeddhﬁiﬂh AF@Eﬁanch)/asWadSwﬁﬁhang@ﬁkéd m’c:fth/bﬁde.(ﬁerr?rgaﬁr_ﬁ&/ema
: added an e solution was. heated ta. or : e
i xtur o waa TS SR CRECR G SR b o AR ROBRY e, The
or gani ¢ | aygive 3Wi5-hitatoxstmaildl-§ V3 adsatRgoland) bezdiesdid utethid estec(0y2tgdbd 4 zed

from AcCEt / hexane, t - (5; toxymethyl - [ 1,3,4] thiadiazol-2-yl)-
15 benzoic ¥ }tﬂs%ﬁ&ﬁ%&%@t R gﬁ as a white solid, M5 (ISP) 251.2
[(MH)t]. d Y ) - o

13, 41t hi Qdi b 7 acid
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20 propionic 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



30 yloxynethyl)-[1, 3, 4]thiadi azol -2-yl]-phenyl }-propionic acid tert-butyl
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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.
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20 propi onik) ROKkE-3 F-thidel - Uyl &HE@A)-propionic acid tert-butyl ester
3-[5-(tetrahydro-pyran-2-yloxynethyl)-[1, 3,4] thiadiazol-2-yl]-benzoic acid

et hyld eStﬁTh{ai&l-—xﬁyHberY%ﬁc %[&@Et%@ﬂ kel Ioo b1 hww&éa@éd witlh lithitmaeet bitel
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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
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oxadi azol -2-yl|l -benzoic acid nethyl ester 30 A m xture of crude

3- hydr aziwomatwksssy/| - benzoi c acid nethyl (2.90 g) and 3- hyeCoaPe2/03644
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b) to give BHlLfeeReysyogethsr fo B f_@fé_ rgig\%/‘ﬁ‘%-waéﬁ??l% SEERyI] - |
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a pale-yellow oil. E%ag'pl e K34 20, 3-(3-0xazol - -gl - phenyl ) - 3-0xo0- pr Bionic
aci d tert - bffRrpmategraphe g)‘lsg{.ce)gglzﬁ}ngﬁ@ﬂ Fartsi (L:4a a8 glu : tagIvedsar A i xture
of 3- ( 2- br ofRtiBL-6kyo)-48B&IzZ61 el DmbthyPdted [ 2.608) dsariRote. (1. 08 g) was
heated with stirring to 130 Cfor 3 h. The m xture was partitioned between

AcOEt and by3-[®(5-Meh@rEani]o-ViRphenwRs-itbigepidnit RideRALRiteik@nd t he
residual oil was dissolved in 25 a mxture of MeOH (30 nlL) and 4NHC1/ Et 20

(8 nL). Aftsr(5hedthd-dsapdl-ayl)MRnsdiolcid &ethyl ester (0.87 g) was treated with lithium
tert.-butyl acetate according 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



h, the solution was concentrated in vacuum diluted with AcOEt, washed with
sat. NaHCO3 solution and brine, dried and evaporated. The residue was
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sol uti on of d)33-{B(2-Mutho/srbblossidzelc £yl phxapll B-oxaeitapionit hyl tesbatyl (11. 1 g)
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
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(3.6 m) were heated together to 130 C for 5 h. The m xture was

partiti oned) bgBweenDirAetBirl-thiavd]-byl )pgheni 1 €3-ox@t@rodohia e tovabudd esek and
evaporated and the residual oil was chromatographed on silica gel using

Ac CEt / hexandesafribleldf 3$2,81dimpthyl-thighol¢-yB~énzoivakidyhethylbester (@Y &) wisenzoi ¢ aci d
met hyl ester .9 .as white solid. 15.e

To1 5 (5° wedigtea st iR s accta Rl oo phesmperekprosediur K GRRRAC est er

3- ( 5- et hyb) exgizeB-[3-(2|5 dinestlrdithiagsliddylpphbiyfl] -6 sdxerproPiodic 4)d wasbityleat ed
with [ithium e{?'lteg.-bu'é%l aﬁet at.e according to the general procedure K

(et hodb) 6t i i) @S adalesrellpW ofls_ et hyl - oxazol - 4- yI') - phenyl |

- 3-0xo-propionic acid tert-butyl esﬁer ﬁlléé g) as a pale-yellowoil. 20
Exanpl e K37 3-[3-(2-Met hyl =5- propy X =4-yl)-phenyl | - 3- oxo- propi oni c
acid tert-lg%%_f t

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



a) 3-Pent-4-enoyl -benzoic acid nmethyl ester To a stirred sol ution of

3-tert-butoxycarbonyl acetyl -benzoic acid nethyl ester (11.1 g) and allyl
brom de (WO®2/083651 n DMF (40 nmL) was added portionw se at @CUHRathIcHbH% 25
di spersion in mneral oil, 1.44 g). Stlrrlgg was continued at 0 C for 20
min and at 20 Cfor 30 nin. The mxture waé partitioned between AcCEt and
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extract was SPHSCE g e (40
m.) and 3N pi'd@mlilZadftﬂ)tert-fbuﬂ:ﬂ@st@ for 1 h. The cool ed m xture was dil uted
with AcOEt, washed WO 02/ 083652 PCT/ EP02/ 03644 -71 with sat. NaHCO3 and
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the m xtur eyellesy dikat ed at reflux for 1 h. Unsoluble material was filtered
of f fromthe cooled m xture and the clear solution was washed with I N HC
and brine, dried and evaporated to gixdgpld Kae

rac- 3- (2- brono- pent anoyl ) - benzoic acid nethyl ester (3.6 g) as pale-yellow

oil. 10 c) 3-(sb-BHBIBprbpiirHpytraidedphraf-2kbxeetel) chaeblid2-Mighehylgst er A

sanpl e of rac-3-(.2-hr,ono- pent anoyl ) - benzoi c acid nethyl ester (1.50 g) and

acet am de (Wm oget her to 130 C for 15 h. The m xture was
b

partitioned bge : é yer was dried and
evapor at ed arrd o Limeiiic fca gel u5| ng

AcCEt / he t 15 to
3-(2- rret %gswg%ﬁa% a@ogroin?/ antﬁlgqyi)o??‘zﬁ’cﬁ aﬁldn%‘?w es&t«%ﬁo PR as a
l'i ght -yel I O+ (eart. 1b1ﬂ3)lcarbonyloxy)th10acetam1de (0.36 g) in EtOH (4 mL) was heated at reflux
3-[3-(2- Met | - oxazol - ic acid
tert-butyl P’:}é lbrl%ﬁ “E)% U Py Patsit lﬁg‘ig)plﬂﬁ%”?ﬁ%é@]? éf‘“)éo%}) é@%@‘)g’&o&’ thst hy |
ester (0.47ofhnitdsyek vaaiwashedivith 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 1IN HCIl 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.



20 lithiumtert.-butyl acetate according to the general procedure K (nethod
b) to give crude 3- [3- (2-nethyl-5-propyl-oxazol -4-yl)-phenyl]

- 3- 0X0- prwpitessissaci d tert-butyl ester (0.58 g) as a |igrcTiponmsees | .

Exanpl e K38 3-(3-(5-Methyl-thiazol-4- yI) phenyl | - 3- oxo- propionic acid
tert-butyl ester 25 a) 3-(5-Methyl-thi azé‘l 4-yl)-benzoic aC|d met hyl ester
A sol ution gg : N\ : | ester
(2.71 g) arf i iiciims S, P 4 =T ef | ux
for 1 h. Thﬁo;ﬁibnidﬂ’cﬁimasbutplad‘stettl oned bet ween AcOEt and bri ne the organic
| ayer was dried and evaporated and the residual oil was chromatographed on
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ester trea ithiumter ate according to
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crude 3- [ 3eli&vadt hyl -thiazol -4-yl)-phenyl] -3-oxo-propionic acid
tert-butyl ester (1.9 g) as a pale-yellow oil. Exanple K39

3-[3-(2,5-D net hyl -t hiazol -4-yl)- phgm%zle&-@xo- propionic acid tert-butyl
ester 5 a) 3-(2,5-Dinethyl-thiazol-4-yl)-benzoic acid nmethyl ester A

m xture of 3ago3[R{bhool P Qekdiviid-pBen2oylexatétdylIBhiiydl-£91] phedd]-78 g) and
t hi oacet am de £5 63. Et) &s 1heated to 130 Ctor 20 mn. The m xture was
partitié‘?’n LH20O, the organic |ayer was dried and .

AcCE | ﬁéiié&i@%ﬁ%&ﬂg&#@ﬁﬁ%ﬁm Bengalt 5 e efer ' ° 9 15119
(25d|rrethl thla met hyl, .est yel | ow
oil. b) 3- ﬁoan{ez(% Iz‘?tﬁ?’e]a 201429’ )%e&ﬁ%‘ﬁﬁ: né‘,etEchFgW zsp?%%? @Sam d
tert-butyl tﬁéﬂm%ﬁuceﬁnﬁﬁ@@% fan%&g,-érsgi]dﬁﬁmﬁhaﬁﬂ g@@ig Yindl; '?&%Q ¢ acid

met hyl ester 3—;2 99 q) reate |um buty aceta
accor di ng twas etegeheqﬂak f@r-’&mduﬂ"be godlerbmirgure wis filtoregi and tBe solvent was

cster (112G aRtbBR i Ioh oﬁ%g&éﬁfpﬁm}zﬁéﬂ@% R e

(tet rahydr GnﬁlelanatEZ(@ngwmmyl )-thiazol -4-yl|l -phenyll -
b) 3-(5-Hydroxymethyl-2-methyl-thiazol-4-yl)-benzoic acid methyl 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.



propionic acid tert-butyl ester a) 3-(2-Hydroxynethyl-5-nethyl-thiazol-4- |
-benzoic acid nethyl ester 20 A sol ution of

rac- 3- ( 2-wWoows3ssnpi onyl ) - benzoi ¢ acid nmethyl ester (2.71PgY/ERnzio3s44
(tert.-butyl carbonyl oxy)thi oacet am de (2 g) in EEOH (20 nL) was heated at
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t he organic 5 , : 5 P oi |
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sol uti on wagrafiidnit cid\fmtt#b@%g 25 vvashed vvlth I N HC and bri ne dri ed and
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AcCEt, washed with 5% NaHCGO3 sol utlgn anidgggth brine, dri ed and
evaporated. The residual WO 02/ 0836523 2/ 03644 -73 oil was purified
by chronmato h Al i : S eI uent t gi ve
3 [5. mathylg X (98 B lh G I8 adlS! : acPaCId
nmet hyl est eter{-butbeqdr as a pal e- yeI low oil. c¢)

3-Ox0-3-13-[5-nethyl -4-(tetrah

dr o- pyr ar 2ay3-d5x\Bretiophethylthmzdl4-dh)ehzgdhany kethy egeopi oni ¢ acid tert-butyl
ester 3- [5-Methyl-4-(tetrahydro-pyran-2-yl oxynethyl)-thiazol-4-yl]

- benzoi ¢ aciAdnixtgteydf 3- (Esmethyl-thiasl- g)yl)m‘mlzb'rceaidadeuhiyldstdri 2I4€) g)rN ert.-butyl
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as a pale- 1o yellow ail. nple K41 3- 3-

[ 5- propy| - 4eYaperatahicgive ﬁfwiaﬁ CE ‘:grpmmﬁwwllu)aqutﬁ[ alixhemzmmld meHuhgstpr -

propi oni ¢ a%%% £stanbdﬁy| ester a)
3- (2- Hydr oxynet -nmet hyl -t hi azol -4-yl)-benzoic acid nethyl ester 15 A

sanpl e of rggs.(8- }ﬁ@%ﬁﬂ&hﬁﬂﬁﬁﬂpl&)) hensielGidantifyin®eipy! ester (0.60 g) and

and

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.



2-(tert.-butyl carbonyl oxy)thi oacetam de (0.36 g) in EtOH (4 nL) was heated
at reflux for 5 h. The m xture was partitioned between AcOEt and 5% NaHCO3
sol ut i on,wOhe/smsyani c | ayer was washed with brine, driedpPankreveises ated. A
solution of the residual oil and of NaO\/tZ (0.13 g) in MeOH (10 nL) was
stirred at 60 C for 30 mn. The 20 sol ut ﬁ was dlluted wi th AcCEt, washed
with 1IN HC d . —
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15 Dol et ny b HE afe s oREBEE s h5s VioGed ihiyine. driscandt evapgried BRI - 10
propi oni ¢ adihgidioayicebilbyghzads bed ndexhyl ester (1.06 g) as a white solid.

3- (5- Brononet hyl - 2-net hyl -t hi azol - 4- A) - benzoi c acid nethyl ester A m xture

of 3-(2,5- dbn{idoptdpvdAdl-ididabdl-behdehmiasdid nredifiyiteest er (3.96 g), N
bronmosuccinimd (3.13 g) and a, a'-bis(isobutyronitrile) (0.02 g) in CCl4

(60 L) 15wad shhaibac(bfa{dihpirbgyacém-bé}ﬁoitianid ohébyloster €036 xdnd Bowds/lf i | t er ed
and the sol vent to giv ryd o
3 (5 br omonBU RSt 1 2L 207 A0y BT L Lgpeated to 100 °C for 1h.

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.



met hyl ester (6.2 g) as an oil. b)
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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.).



evaporated to give crude 3-(5-brononethyl -thiazol-4-yl)-benzoic acid nethyl
ester 15 (3.36 g) as an oil. b) 3-(5-H):droxynethyl-thiazol -4-yl)-benzoic
aci d net b oessams2  3- (5- Brononet hyl -t hi azol - 4-yl) - benzoi c patiEPorretshy| ester
was stirred in DMF (10 nlL) together with KOAc (1.52 g) at 20 C for 30 min.
MeOH (20 nlL) and NaOwe (0.84 g) were add@d and stirri ng was continued at.
50 Cfor 30 min. The m xture was 20 al’tltt ned between AcOEt and brine and
the organic |ayer was dried and evap%égi-[%%w The residual oil was

chr omat ogr aphed o 1 2) as eluent to give
3- (5- hydr oxyethy ¥ ester (1. 43 g) as a

1 o Bl bt %l-i-gf‘%wﬁxiﬁvé Fhyimd lh‘f’é i%ﬁfpﬁ%éﬁ“' A o iyl

ester (1. 25ng}azothlbyiitreapyyi alliiendc{ W@&Mﬂd@@eﬁré&bp&é&ﬁﬂhﬂdﬂﬂ@%l d hydr ate

((ZIIO| ﬁ'? eg) %\c(nﬁfpi\ a%ﬁi&héﬁbsﬁ*%’h M&@I 6?%?7239§1(}féz 3(;7& Nobﬁ0§@5 %} 8Ed and

evapor at ed. W1E1’ﬂ60@§Iadd@is(@irhethﬂﬁlybﬁfalcfﬂa@wﬁﬂ E%leaﬂrn&phmmatosccl ica gel
V1 oxyrmet hyl ST E<Rg] PSR GRGrsEi Shu T Cradt BRteiel e tyolgsad
pal e-yel | ovn€d the tﬁ@c@ﬁipﬁﬁﬁ@@? tﬂgﬁ@lﬂ?@aﬁ HﬂacetZﬁaﬁHc3n@&QS@4 dccbrding
5-(tetrahydro f‘ 3/ math )S(Shlaz -4-yl | -phenyl }-propionic acid
tert-butyl It oegggér,a procedure meth a btame as an orange semlsohd (%17m?

3-[5-(Tetr 2-yl oxynet hyl ) -t hi azol -4-yl ] -benzoic acid net hyl
ester wad %ggﬁeﬁ%ma lithiumtert.-butyl acetate according to the
general procedure K (nethod 5 b) t Y ude

3- oxo- 3-{[ 5- (t et rahydr o- pyran- 2-yl o%ﬁ&lﬁ%«ﬁ%-thi azol - 4-yl ]

phenyl } - pro L Qnic 2 i6d t;ri-lbutéi 1efEt Er E!Z[Ssg? ar? a Eal e-yellow oil.

Exanpl e K44£L—'£¥I§—@'-¥@e FHHF 3 nyl | - 3- 0xo- pr opi oni ¢
acid tert- est er cet i.C ester 10 A
mxture of B BIERReUEbY P B e (S e B ohEE Ta ) and 4%
EBr (3. 4A szpmdﬂﬁgtoe@ﬁ-bgl lﬁﬁex@Eﬁcﬁﬁ lstklzm) By stltingth Kﬁlﬁg@eﬁbﬁﬁwﬁhmflﬁm gnedoI
et ween AcCEt n and t ani.c y e t rie
and evaﬁa;]eﬁcé‘ar I Eﬁg?Ber?PPrd’ic ‘Fgg @gﬁﬂﬁ%@réi’pﬁrﬁﬁ‘{dﬁyi B@ét er (1.06
g) as a EM% iﬂ iﬂ (Mx)) p(124-12§)‘péf)c83c. ) 3H i mi dazol - 4-yl)-benzoic acid

met hyl est

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.



15 A solution of 3-di hydroxyacetyl -benzoic acid nmethyl ester (0.36 g) and
2- et hyl - propi onal dehyde (0.24 nlL) in 5% aqueous NH3 (6 nmL) was heated to
100 C f orwOh2/083682 m xt ure was evaporated in vacuum and t reTEPO20I60n Of t he
residue in a mxture of MeOH (10 i) an% ANHC1/ Et 20 (2 nmL) was heated to
40 Cfor 18 h. The solution was concentated in vacuum diluted with
AcCOEt, washed with sat. Na2CC3 solu nd brine, dried and evaporat ed.
The resi due was chromat ographed on ;:’L@Bé—%égl using AcCOEt as eluent to
give 3-(2-i ' (0.37 9)
as a pal e- ‘ S
- 3- 0X0- pr Ommt]l@-cﬁﬂﬂadllt edid té@utmmestmer
3-(2-1sopropyl -3Hi m dazol - 4- yI) benzoic acid nmethyl ester was treated with
l'ithi um 23Thettle cobifionindaes rabfemhamagnﬁ@&dmorgawdrméthﬁmm&dur e K

(e 5 B e et N G060 D v

02/ 083652 P[ﬁﬁ%ﬂ?ﬁz&ﬂﬁﬁﬂfblmrgz gcﬁ laghyt ﬁtdlrcpmsfgsgﬁﬁgmﬁ £%-51 plepired from he I
reparation of .the 6-aryl,-2, 2-di net 1, LOXi n- 4= enger a
Do pal ot | VrerRighenror shlphds acring i grhprab et e e tagA ANEE S4800 ! e ¢ ar g

conpounds (SyaidiettoGhSgdirA® priced RV @btajied @l white bolid(180epgr at i on of
6-aryl-2,2-dimethyl- [ 1,31 dioxin-4-ones Method a) The

6-aryl -2, 2-MiSESPhub7 ([M4=H3‘] ]; sipopsbriedcanes were prepared from 3-aryl - 3- oxo-
propi oni ¢ aci ds and cat al yti c anount of conc. H2SO4 or trifluoroacetic acid
(TFA) ino isopropenyl acetate at 23 Bamglavi@li ng to Chem Pharm Bull. 1983,
31, 1896. The final 10 products were purified by silica gel colum

chr omat ogr ajah@hletd-5-digwthybintin 04 [3-oddeB1i8d1.0 8 tFlaeol6l-gi-pherd])2- di met hyl - [

1, 3] dioxin-4-pnes wer ]gr eﬁarﬁ fr omit hf ]t &r}t .-~butyl 3-aryl -
3- oxo- proplm A Earss ic anhydride (TFAA) in a
m xt ure TFA, and acet.one at 23 ordin n.lett. 1998,
S0, 5oea. TR RIS R st pe 7 USRSt PR RHERIE | ca el
col urm chr opmdn@grcaﬂﬁymmhﬂ terf ebapledkstet @@mpE‘X]aDTp]IAB Ihg, 085 mmol) and 3-oxo-
(2,2-D r’{lsat hg.l(é.?i,g,éﬂ}ig%l l—yl:l'pl'%e]ﬁy Ipor)cginr(])mc a¥1d)ethy? eser dEtxlél}nlp e 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)"].



The 3-(3-cyano-phenyl)-3-o0xo-propionic acid was prepared from
3-cyanobenzoyl 20 chloride (828 ng, 5 mmol) and bis(trinethylsilyl)nal onate
(2.56 nmiL,wo®2/08a85) with n-BuLi (1.6Min hexane, 6.25 nlL) Pca/EPplieds4at -60 C
to O C according to general procedure M (nmethod c2). The crude materi al
(1.04 g) was transfornmed into the title 8 onpound by stirring in
i sopropenyl acetate and TFA aCCOI’dIE toI eral procedure L (nethod a).

= VS (El) 229(|v++); mp 138 C

1

bt ai ned as a |ight yeIIowsolld (
(dec.). Ex
di oxi n-4-y

3-(2- cyano-pmgﬂmmtatrbdm)gg}:_ni&eﬂxbugt@;ernl c acid tert.-butyl ester (Exanple
MLO) by stirring in TFA/acetone with TFAA according 30 to general

procedur e [Themitekoshpbyind Wh 1re a@dﬁ&na(jaamm 5&hlodo-(53d1ﬁfktlgblamMS (EI') 230

( M 13 de 02/ / EPO
SR RS ﬁrgﬁﬁm;\%wﬁ A S Erample I Fpddh (- ArmeBRED PR L
3- (3-i m dazpB}dioyth- @ﬁ%yﬂz)onﬁnw(ﬁxﬂh@m Igr)laecoa@mg toVee gehepbpdedurem.3- ( 1H-

i m dazol Jbenz chl or rochl oride [prepared by treatnent of

3-(1H 5 m%&%‘BF‘? %ﬂ‘}ra‘ﬂy@ﬁ?hgz @y Med. Chem 1987, 30, 1342; CAS- No.
[ 108035-4 and bi s(trl rret hyl silyl)nmal onate with Et 3N and
LiBr in CI-@g\l(Iéw %{}'ﬁlgé%g%}‘di ng to general procedure K (nethod cl). The

crude material was transforned intg th i1l e conmpound by stirring in
i sopropenyl acet ate and conc. H2SO4 g to general pr ocedure L
(et hod a) i

Exanpl e 4 : et 2 e

di oxi n- 4- o@eﬁﬂahymsﬂipae@@hmbmlmﬁ thebafvﬁaéstérr om
3-0x0-3-(3-[1,2,3]triazol -1-yl -phenyl)- propionic acid tert.-butyl ester
(Exanpl e KZ&ktiﬂycsmipbﬁndl@aspteﬁ&éd&mﬁ Memind-i-clifofd\5-dimetigdanitiong t o gener al

d b I I 271
() o 1 BB ook e R s Reinfle 4 Dhgmndr &ﬁa?éﬁ Aot 1
{ 2- [ 3- ar y| yBpbetod ppropicmivydcidiethell esteh €Rydniple Bl pasgbeligciotht géderalbut vyl
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-



ester by reaction of (2-am no-phenyl)-carbamc acid tert.-butyl esters with
ethyl or 20 tert.-butyl 3-aryl-3-o0xo0-propionates or

6- aryl - 2, @odemnetehy| - [ 1, 3] di oxi n-4-ones: A m xture of the PCI/EP02/03644

(2-am no- phenyl )-carbam c acid tert.-butyl ester or (1.0-1.2 nmmol) and
(1.0-1.5 mml) of the ethyl or tert. -butﬁ 3-aryl - 3- oxo- propi onate or
6-aryl -2, 2- di.net hyl - 1 di oxi n- 4- one s he ted,in, tolyene -8 nm) to
80 Cto 120P4LsiEr i’éxafl{‘lée ngﬁ*‘é% OshpEEe @6?F§ oo ﬁéabfé
conponent . splie (338 mEg).on was 25 allowed to cool to 23 C, whereupon the
product generally crystallized (in cases where «crystallization failed to
appear it veS (iS}jwoedi(NayHtdi ti on of hexane or ether, alternatively the
reaction mxture was directly subjected to silica geI col um

chromat ography). The solid was filt @xeaphf¥ig washed with ether or m xtures
of ether/hexane and dried in vacuumto give the

{2-[3-aryl @mxﬁethﬂm@mmmlﬂwro%@ [3pbrenyd(3-[carNatizel- bol-phdmeht . - but yl
esters, WhICh was used ectly he f ol ovvltpD te or - if necessary -
was purifi umm  chr omat ogr aphy.
WO 02/ 0836 EP02/ 644 -79 4- Chl or 0- 2-

r3-(3- cyano- W?ﬁrp(’jfﬁaﬂi %Hh' %—@ang- gt -HiERtR c ar bani ¢

?S idtert. ) lﬁeﬁ I—QSyleE:ar'Bﬁmlddcid tertcbmyﬁésf& (B ple ¢Pandd- Md;m(s- |
am no- m no car am t est er
(Exampl e J1 E% Rl PR SRRy ol SEnbsr st RI) SesoBiRe iy et hy)

ester [GAS-dva era@gﬂﬁscld;%l\@ Olptaiied bedlydlloarsoBd (23smghenzoyl chloride according
to general procedure K, nethod a] (0 55 nmmol ) according to the general
procedure MNUSOBMisned(MsHy white solid (160 ng). Ms (1SP) 457 [(MtH) +]; np
159-163 C. 10 Exanmple M {4-Ch| or o- 5-di net hyl am no- 2- [ 3-0x0-3-(3- [
1,2,31triazol -1-yl - phenyl ) - propi onBxaiiplkd19- phenyl | - carbam ¢ acid
tert.-butyl ester The title conpound was prepared from

(2-am no- 4- {Ghﬂ3o<r3965arrh ﬁiaédeamcmro@dwmmﬂtamm&mmind 2 ordiflubid-yl ester
(Exanmpl e J1). { ) 0X0-

3-(3-[1, 2, caC|d ethyl ester (Exanple Ki)

éi?ge”‘é’af». s %@P“}%@%n ﬁaar%%fgorp?%”a%m SRt A PR, 156 107

biphenyl-4-yl)-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.



Example M3 (RS)- f 4-Chl oro-5-dinet hyl am no-2-(3-o0xo0-3-{ 3- f
5-(tetrahydro-pyran-2 20 yl oxynet hyl -f

12, 3] tri awolo2io83651 - phenyl | - pr opi onyl am no) - phenyl | - car bamPCTaPN2{03644
tert.-butyl ester The title conpound was pyepared 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-

[ 5- (t et rahydro- pyran- 2-yl oxymnet 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 tifle comatosimgd|veas pyepaired fyprar{Yamioerdpetdore- ad (dmetraxy-etul)y | est er
The titl I 5

e Litls CAmmOAiNASHREAPLAS n{lé 2 k. ?@?ngstér &%13?153% 73 e YA no

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-Glapirai>{| (% meflroxy-etivid)-frieds i hplnisdxs

(4-Chl or o- syl . 245 Bg

- 3- oxo- |ony no -
Tolhtelme/l )co(r:rgr amc aC| FQR@QPE{?H%&%OI?QQ Oglh h%r?)ﬁ-{%lﬂgm%g% mml) and

3-[3-(3-  methyl-amino]-phenyl}- carbam1c acid tert.- utyl 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)"].



met hyl -i soxazol - 5-yl ) - phenyl ] - 3-oxo-propionic acid tert.-butyl ester
(Exanple K4) (450 ng, 0.75 mmol) according to the general procedure M

bt ai ned WO 0/osdsbr e solid (136 ng). 25 MS (I SP) 513 [ ( M+IFCFIEPANaB6$45
[(Mt2+H) +]; np 109-114 C. Exanple W/ g

(RS)-12- D|rrethylamn02 3' -difluoro-5-(3- 3x03{3 [ 5- (t et rahydro- pyran- 2-

yl oxynet hyl )-f 1,2, 31tr|azol 1-yll-
henyl | - propi onyl am no) - bi phenyl 4- yI@—gﬁ%l%%‘}‘rc acid tert.-butyl ester 30
The title copnaynd vas pr ngflligl”{hvl- i i

(5-am no- 2- ar et fytarri o=2
tert.-butyl Mm@@mﬁx@mmmm& amcbteﬁ--bﬁ’evll Bster
(tetrahydro-pyran-2-yloxynethyl)- [ 1,2,3] triazol- |-yl]

- phenyl } - pr dpieditieconpbund gt pﬁA@aﬁZ/fﬂﬂﬂﬁBﬁmBﬁFAEHMb%ﬁ%e&Bﬁy-bﬂhﬂyl ester

(Exampl e K5) ordin 0 e eneral ot.ai.ne s a yellow
solid (254*3< nmg%ﬁﬁﬁfﬁ(‘f’%@er@’y%c"[rﬁiﬂ%aﬂ Tj%‘? xample J4) GEE

12- Di et hy| anmoeb-ad ,335X0€B—f($-t[lh2;3]15rai&-b}(lepl&n673 ;frbpl,oﬁlc&hd éthﬁZe&ie

estor The t KEFBERBKITE TED e SRS pi0 he B Prcalindhe Sbbincdsh
(5-am no- 2- dnmmdnyhcamyaldmﬁsuﬁtaﬂde’(ldmng)) bi phenyl - 4- yI) carbamc acid
tert.-butyl ester (Exarrple J3) and 3-0x0-3-(3 [ 1,2,3 ] triazol- 1

-yl - phenyl ) M$(ISP) 48 [(Madi )] etch§45 Edfex+H)Ekanpl e KI) according to the 10
general procedure M btained as a yellow solid (253 ng). Ms (ISP) 577

[ (MtH) +] 10 Exanple M J 5- [3- (3- Cy dhxanplelitb ) - 3- oxo- pr opi onyl am nol

- 2-di net hyl am no-2', 3' d|f| uor o- b| phenyl 4-vyl I -carbamc acid tert - but yl
ester 15 ThediGHidre-2:¢ P s 1 din -epy ' i

(5-am no- 2- m'102 " EEI gor o- bi phenyl -4-yl)-carbam c acid
tert.-butyl %Ihnﬁhbxa’ﬂ S aﬂdt@% -b ! -d| nmet hyl - 6- oxo-

6H[ 1, 3]dio I e. L1 cor the general
pr ocedur e @llhg&%& )é&)llgg&&g%né éa'b ow s ar(]f%’s ﬁsﬁ Iééa’f’%gﬁ? [[(M-H) +] .
20 Exanpl e Ipheényl)-carbamic acid tert -butyl ester (Example J1) (143 mg, 0.5 mmol) and 3-(2-

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



(4-Chl oro-5-di net hyl am no-2-{ 3-12-(3-nethyl-isoxazol-5-yl)-pyridin-4-yll

- 3-0x0- propionyl am nol -phenyl)-carbam c acid tert.-butyl ester The title
conpound we2/83par ed from (2-am no- 4-chl or o- 5- di net hyl amPRBAEP02/03644

phenyl )-carbamc acid tert.-butyl ester (Exanple JI) (143 ng, 0.5 mol) and
3-[2-(3- 25 nethyl-isoxazol -5-yl)-pyri di‘r13-44'-yl ] - 3- oxo-propionic acid

br ocedur & NP A EH A0 i e BaPT o (B8 A I Sa TS ?;Eﬁ%i eH?f]” ;;‘EE
(5 111 GCLI( g/'r*g""'ﬂ]"’]?herim tlﬁ)#o’kﬁBEﬁ teViCh ey &&?;@%ﬁ% KEPOZUI Qﬁé% mnd) Exanpl e
3- (3-net hyl acf:%rgg&%z ggv{ej Pb‘*&%ﬂf”ﬁ\& Sglbtﬁﬁleﬂraﬁ)%‘il B’iﬁ‘ﬁ?}'lﬁ}ﬂuﬁ ﬁ?ll%ﬁil?ﬁ'ia?c% arbani c

acid tert.-urplg)ester The title conpound was prepared from
{2-am no-4-chloro-5- [ (2-nethoxy-ethyl)- 5 nethyl-am no]-phenyl}-carbamc

acid ters. -Mot{IdpP) @3y emMV{Exgnpl e J4) (165 ny, 0.5 mmol) and 3-

[ 3-(3-net hyl -i soxazol -5-yl)-phenyl] -3-o0xo-propionic acid tert.-butyl
ester (Exanple K4) (165 ng, 0.55 mmBtampledprsdi ng to the general procedure
M  Obtai ned as an anor phous yel |l ow substance (207 ng). M5 (ISP) 557

[ (MHH) 4] ang- Bﬁ@etﬁﬂMh?dd&d% 31&n@t§ﬁﬁk&ah@2§ (¥-rBeh@i-8=8xol ( 2- met hoxy- et hyl)
- et hyl -ami no ] | - 5 1) -

pyri di n- 4- HHPPIIE ~‘w $ Nl A8t - butyl ester
Thetitle rrpo nd was reparedfr mn ro (2- met hoxy- et hyl)
- methyl - JTHesRmRARD WS B&’rﬁai‘fd&g‘?fa{(% émlno*gufllmeﬁy %xarrpl e J4) (165

my, 0.510 1&rllﬂﬁ6io)mﬁh§il ;&xen 13-ca£b3rrméid‘ld/ terl. XA 28kr Exiinptedp)y (1B0MA0) ]

acoor di g BSPhEaCtor b st e - eﬁwﬁ”@b%ﬁépééﬁés%a bl 100 ).

M5 (1 SP) 558tel (Phaipit K@Ndlfﬁ@ﬁ’g b(’iM’t&bﬂ)aﬂ;ordEﬁg t448e @neraﬁﬁﬁﬁﬁﬂ@rem?’ 20
(RS)-(4- ChI ro 5-] %@Emethx -e&}P methd?amno] -(3-0x0-3-d3-[5-(tetrahy
dro. pyr an-OPRingdphas RReTRacs ¥ %%ﬂbﬁa oy |
- phenyl } - pr enyl] - carbamic acid tert.-butyl ester The
title com&ﬁﬁé%égﬁ@g)ﬁﬁgﬁ from {2- am no-4-chl oro-5-[ (2- net hoxy-et hyl ) -

15 Example M19

4-Chloro-5-dimethylaming-2-{3-[3-(5-dimethylaminomethvl-

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)™].



met hyl - am no] - phenyl }-carbam c acid tert.-butyl ester (Exanple J4) (165 ny,
0.5 25 mmol) and

(RS) - 3- 0XWORPB6FH- (t et rahydr o- pyran- 2-yl oxynet hyl ) -[ 1, 2, BLUmPazeic4d
yl']-phenyl }-propionic acid tert-butyl ester (Exanple K5) (200 ng, 0.5 mmuol)
according to the general procedure M bt& ned as an anor phous yel | ow
substance (160 ng). Ms (I SP) 657 [%I\/Hr + nd 659 [ (M2+H)+]. WD 02/ 083652
PCT/ EPO2/ 03644 -83 Exanpl e M4 14 f (2 met hoxy- et hyl

) - met h-ami ng| - - 2 3It ) )
phenyl ) +pr opieRyar el Y PR : igafer The title
conpound waﬁlfmroe&aétﬁdl ﬁm&rﬁ}{c&r@dﬂu@@c1a~c@rhlwtﬂ e5te£(2 et hoxy ethyl)- 5

net hyl - ami no] -phenyl} -carbamc acid tert.-butyl ester (Exanple J4) (165

ng, 0.5 mMDhg tig€bndp &i&ﬁl‘\?vas(ﬁ S&aleczfraxlnt (Riagiab-5ldimetBylemido-4pr opi oni ¢ aci d

ot oCedur & NI STAUE- By DB s B e BT it FOPEIE ) 169 TG0 NG (1 5P)

543 [ (M+H) +]nn§’d]}ja1§l4§-(ﬁ-@%%‘tﬁ9ri‘d1n ﬂﬁ?%@ pldhi acid tert butyl ester (Example

{4- Chl or o- 2- %1]3 éZ cyano- pyi) n-4-yl)-3-oxo- g 5(5%?*

- 5-di met hy | &fd (786 mjgh éfymirio aacs%#frtgtaéhﬂgepsﬁa% sé %é wpfas 31 ¢ | e
conmpound wagmpF QggyéﬂofNrﬁggtggcea(@ﬁgrgy chl or o- 5- di et hyl am no-

phenyl ) - carbamc acid tert.-butyl ester (Exanple J1) (143 ng, 0.5 mml) and

3-(2 15 cyaNg-(psp)u;erp?Msrﬂ))}B OX0-propionic acid tert.-butyl ester (Exanple
K3) (123 ny, O. mol ) according to the general procedure M Obtained as a

yellow sglid (155 ng). MS (ISP) 45&&&%@@2 and 460 [ (M2+H) +]; np 110 C
Exanpl e ML6 (4-Chl oro-5-di nethyl am no-2-1 3- f
i

3- (2- et hyl [2tHhpy6-32
propi onyl am 07
was prepare

yl "ester The title conpound
m no- phenyl)-carbamc acid

tert.-butyl t Ex J1 14 , .5 d 3-]3-(2-
ot hyl - 2K pyﬁef&@f{ o R T BB sraper ohes 1 e A G est er
(Exanpl e K7}thokyd 8phahyl-A-19] -6arBhrhi e iioedi-batyl &tdr Exgeple 15| (200 ageoisre M

ot d
aine lsasm%'rx]ol) 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



25 anor phous yel | ow substance (160 ng). M5 (I1SP) 512 [(M+H) +] and 514

[ (Mt2+H) +]. Exanple ML7 (RS)- f 5-Di nethyl am no-2-(3-o0x0-3-{3- 15-
(tetrahydwo-opgpsamm 2-yl ox_ymet hyl )- 11,2, 31tri azol -1-y | - pRem/HP02/03644

- propi onyl am no)-4-trifluoronmethyl-phen I|-carbamic 30 acid tert.-butyl
ester The title corrpound was prepared f rotf (2-am no- 5-di net hyl am no- 4-

o 015 b DSORGB Sl oS SeA Lt TR © 990 (160
(RS) - 3- oxo0- @x{uapteaer()t e50 mEVMSDmMﬁﬁbcarddhg)Wﬁﬁ@E;Ekyéril-p&éceauﬁe]Mf ObZfHhed -

yl]-phenyl }- pr 0 tert-butyl ester (Exanple K5) (201 ng, 0.5 mmol)
according £33 &l E@fﬁe’rsé’ld H9%B&ure M otai ned as an anor phous yel | ow

subst ance L1SP). 647 [ (M+H) +]. Exanple ML8

(5- Di et hyllgﬁﬂs@n%)lf‘éaf@wﬁ 3 RBPANC soxazol -5-yl ) - phen |1 - 3- oxo-

propi onyl am no}-4-trifluoronethyl - pEenél ) - iar bam c acid tert.-butyl ester
The title conpound was prepar ed fr -5-di net hyl am no-4 10
trifluorone I ) d : este le J (160
n’g, 0 5 i et ug et S B~ NS v, ﬁll? 51}71()\15)-1222 tril:laly 3+ I’ll C

acid tert. -uplényl sltoeron(v A9)- eitﬁé)z ﬁmbrwm_mﬂ:ﬁmto t he
general procedure.M . Obtained as an anor phous yel [ ow substance (94 ng). M
(1 SP) 547 [%ﬁbéfi%—w#t uli—Sigxarrpl e ML9  (4-Chl oro 5- di net hyl ani no- 2- 13-

3- (5-di met.hyl am nonet hyl - ri zoI
Lheﬁyn'.s 0 tbtﬁn oy Brera ééfl}iﬁ?nz -ueioa? {222 rHlieI- ester The

title coopahckyhMsphdn p@-’yﬁd:afb’a&ﬁt é&daé‘ft Elﬁxtﬂ-e@m- @:@n@réﬂ)smzdwﬂlg,m $o-
ghf}gyl()S Cg&glanml) and R%) t3e<§);[o 3 ??l»J t[%/ (tetra Jro(pyranng y?o th(y})4ﬁ1 gg]tnazo? lmmI ) and
di met hyl amﬂppﬁéﬂﬂ}l x[olalcﬁuéicﬁd teatZ@lh esk@r)(E:EHﬁ@rb’lyKB 5220>fﬁ)g RIszRhABlC aci d

tert.-butyl ester npl e . K8) ordin to the general

procedur e MCCOTEHEt ﬂg%{’seraéﬁr% {Eb%reaawgﬂ %i ¢Q0 mere M5 (1 SP)
Example M26

556 [ (M+H) +] and 558 [ ( M+2+H) +].

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-

20 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 (500 mg).

MS (ISP) 627.1 [((M+H)].

Example M27

25

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

30 (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)"].



Exampl e M20 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 mﬂ) according to the general
procedure M btained as an anorph substance (167 ng). Ms (1 SP)
492 [ (M+H) +

[2' - Fl uor o- 5% : =oxo=propi onyl anm no) - 2
- (2,2, 2- trlvfdx&lﬁzl’eﬂw@t i@@%aﬁ)} biv hﬁf&ﬁi’ﬂ%&bl&nvlﬁmﬁlhﬁnﬂ)}&namcdrﬁaﬁﬁt aciltdryl ester

The title c und was prepared from[5-am no-2'-fluoro-2-(2,2,2-trifluoro-
et hoxy) -bi ter -yl] -carbamc acid tert.-butyl ester (Exarrple J5) (200
mg, 0.5

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)™].



mol ) and 3-[3-(3-nethyl -i soxazol -5-yl)-phenyl]-3-o0xo0-propionic acid
tert.-butyl 25 ester (Exanple K4) (160 ng, 0.53 mmol) according to the
general pwooewdssssz2 M (Cbtained as a white solid (40 ng). WET(HPEM)366L6
[(MH-]; np 121-123 C. Exanple M24 [2'-FJuoro-5- [ 3-0x0-3-(3- [ 1
2,3]triazol - |-yl-phenyl)-propionyl am no) 8—'2-(2, 2,2- 30
trifluoro-ethoxy)-biphenyl-4-yll -carbam cid tert.-butyl ester The title
conmpound was prepared from[ 5 -amE%a—nlg—Mﬁuoro 2-(2,2,2-trifluoro-

et hoxy) - bi pheqyl - 4-y] | i ._ . te{ EgExarrpIe J5) (200
my, 0.5 WD grIaath yIraze A=)

3- oxo- 3- (3-MMna}z-éhnﬂuwonﬁﬂlWﬂﬁmﬂm@b@md:aoai:teﬁt pubwbstest er (Exanpl e
KI') (150 ng, 0.57 mmol) according to the general procedure M btained as
a light yel Tewitkodontp dubHOvastprepaal frorHRY-abdido {5¢ dnkdtilaminp-54- 56 C. 5 Exanpl e

M25 (RS 2 Fl u | et
(1. 2 30 {1 E8gprotpeRy PRy e ot s R R g mple 18] (FE0tmg B8T™" Y1)
(2,2,2-tri fﬂlnmﬂ)()arﬁltﬁ@%@ﬂﬁhmﬁ@}ybyﬂZMU Ylf)qﬂlfébﬁﬁ“%oxoapﬂo@ldxﬁdf icid .yl ester

The title ound S Rr fr 5- ani no or o- 222 rifluoro-
10°et hoxy) BngEngrem RIF0EP s bE el e ederl bicaddiple. 15)
(200 ng, O.Obtaindlap a geltbw foam (90 mg).

(RS) - 3- ox0- 3-{ 3-[ 5- (tetrahydro pyran-2-yl oxymethyl)-[1,2,3]triazol-I-

yl ] - phenyl }MpI(ISP)6a6.C [Gdi+@)tEert - butyl ester (Exanple K5) (220 ng, 0.55
mol ) according to the general procedure M (Obtained as a yellow oil (100
nmg) . Exaople M26 15 (RS)- [4-Chl or offenfsitM32- met hyl - am no) - 2- ( 3- oxo- 3- 13- f
5- (t et rahydro- pyran- 2-

yl oxymnet hyl ()RSlMTIBdItor b-alimbthiylawliho gﬂer{\alna - etbipi- 4 tduahwtm)mhreﬂv || -carbam c
acid tert-but .

[ 2- ami no- 4-¢Ho iyt et Ry Fat it BT Hehte
ester (Exarmtebdﬂzleiéioo ng, 1 0 rrm)l) and (RS) 3- 20

0x0- 3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-[1,2,3]triazol-I-yl]-phenyl}-p
ropi oni ¢ difiettittestoimpniing wagirearddikamnl-antkho- 4€ékﬁarongdirﬁetﬁylﬁnma- accordi ng

to the 9§nes %|11le rcggb%(rjrﬁg gaM ter%u%ylne(satgr (’aﬁsxamp\{eﬁjlg o4 El?éa)r—g-g;’-?bo—m@yl-tl-

(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.



M5B (I1SP) 627.1 [(M+H)+]. Exanple M7 25

(RS) -f 4-Chl or o-5- (et hyl - propyl -am no) -2-(3-o0x0-3-{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 ny, 1.0 Mok

oty 3 e G pnk Sl 3L 0Pl A Aol SRl Y o b1 s B B T RER L5 V1 ) -
accordi ng taxd—bﬁ)mmtmﬂmb} prteifladioreetMl- mhal)ne;@aﬁﬁc acm]{edrt cbutsﬂeam (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 Cbtained as a yellow foam (530 ng). 20 M5 (I SP) 613.1 [(MtH) +]
and 615 [ ( MFRetifle-dompound 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)™].



Exanpl e M30 (RS)- 14- Chl or 0- 2- ( 3- 0x0- 3-13-15- (tetrahydro-pyran-2
_yloxynmethyl)- [ 1,2,3]triazol-1-

yl | - phenyWbD-optoggssonyl am no) - 5- pyrrol i di n-1-yl - phenyl ] - car IpemEPOZAGI6AH
tert.-butyl ester 25 The title conpound was prepared from

(2-am no-4-chl oro-5-pyrrolidin-1-yl- phen J-carbam c acid tert.-butyl
ester (Exanple JlO) and (RS) - 3-oxo- i£3 ‘:‘M 7

(tetrahydro-pyran-2-yl oxynet hyI ) - —i——@z%—?rl azoI | -yl]
- phenyl } - pr gp = ) ‘ )
gener al A--- Ot s o=t o5 8 o~ | SP) 639
[ ( MtH) +] anﬂl@l}_ﬁ@h&ﬂwﬂhﬁho) 51\@vﬁ311@&3ﬁ5241?ﬁ2[{1&8%1ﬁ$%ém]}Bﬁbﬁm&m&icf M31

(5- Di net hyl Ee bu% éS f 3-(2-nethyl -2H pyrazol -3-yl)- phenyII-S 0XO0-

propi onyl a | uor onet hyl - phenyl )-carbamc acid tert.-butyl ester
The titl nd was ared f am no- 5-d thyl.am no-4 5

trifl Iuor gm?ﬂgfﬁﬁﬁ%‘m}?'ﬂ%«;‘ﬁ%@éﬁﬁaﬁeéﬁp éearl?lnob%?ylr(l’lg’f"ggyl(g(anpl e J6) (160
ng, do 5 mm{)ﬂutomdeﬂryl ﬁhé%xi)natm&hmatidﬂw 1e3teytExaﬂ{pe@Mb} (ﬁsgﬂgﬂp{ Oplt ﬁnl c
acid tert u r in o the
general pr omygﬁﬁﬁ&%’é‘?"gg' s(t"é 3&351} ngﬁegrﬁl?@@neﬁ%%l) ?N%% tFIS@) 546. 2

[ g M+H% ;]r] | leﬁ -?haﬂyl @rcbﬁame&satezd %@Iﬁpeﬁmﬁiﬁl@mw.ampe 82 n{rdol) 3-

13- soxazol X6oHRE B e e B DRiatas aiay optinfam Gibnsh c aci d
tert.-but rl e r Le conpound was prepared from

(2-am nlcj}- 4&%@#@ @gzﬁ}%ﬁ% I am g 25 phenylo) (F:)ar bam c acid tert.-butyl
ester (Exanple J1) and (RS) 3-{3-[ 3-net @I -4-

(tet rahydr 0- pyr an- 2- yI oxynet hyl)-is 38| ] - phenyl } - 3- oxo- propi oni ¢

acid tert. I I 3 di o,_o the general procedure M
bt ai ned as~8 ; § D EERNUEPEIA4a H) -] and 628
[(M2-H) -]. MZNB@M(ZBS)-VH -[D‘lfreﬁi’ﬂ@&@p@m(_@mmo) Dhenvl] carbamic acid

propyl - met h,}/ t-%merOQtCZ (3- ox0- 3-{3-15- (tetrahydro- pyran-

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)].



2-yl oxymet hyl )-11, 2, 31tri azol -1 -yl | - Rhenyl | - pr opi onyl am no) - phenyl ] - car bam
c acid tert-butyl ester The title conpound was prepared from

[ 2- am no-woohlogass2 5- (cycl opropyl - net hyl - 25 ami no) - phenyl pCTaPozodess aci d
tert.-butyl ester (Exanple J11) (156 ng,_4 .5 mol) and

(RS) - 3- 0x0- 3-{3-[ 5- (t et rahydr o- pyran-2-yl’oxymet hyl )-[1, 2, 3] triazol -1 -yl]-
phenyl }-propionic acid tert.-butyl Esteq ﬁé@anple K5) (250 ng, 0.62 nmol)
according to the general procedur ned as a yellow solid (215 np).
M5 (ISN) 6 3 2 0. 4749, C 2/ 083652

PCT/ EPO2/ 0364489 EXanpt e—Nd2 =171E ’ g""""'"‘

(5- di et hylyoxyme isbxazpl-5-yP|- R bnlagline) pitemyl] JcartBmic acid tert.-

0XxO0- propi onyl. anmi.nol -4-trifluoromethl-phenyl)-carbamc acid tert.-butyl
ester The%ﬁgﬁﬁgs%onpound was prepared from (2-am no-5-di net hyl am no-4 5

trifl hyl.+ ph | ) - bam id t. - AVl e le J6 160
o, 0.5 5 kA pouhd S PRt e Rt eSS ha HRIE, . T

1- yl ) - phenydhenylBcarbamipadp taanibutdester Eramplejll 262 atge i .O(tkabphnd (K8)- (172

, 0.5 [ th | d i_med

anor phous. P SBLvdesaag one PRARFOSE S E i B e PR ¢ ves
( :?S) _14- ﬁh : amfckzlteﬁ:—‘dhwbés:ngtgﬁn?nl‘ip}e 2<-hl(2)3€4i{0|3 fr:lsg, 2 :Onatrio}) afcﬁerdliﬂgat_torth?gaﬂﬁml plylr an- 2-

oxynet - -.3- - phenyl | -.3- 0xo- pr opi a{r no) - phen
}/car %arri cy 358??“?%&?6%11?%asésxeﬁPW?ﬁ’é’rE}ms é&%s%fﬁfg 6%@% pr epgr edyf rom

2- ami nQ- 4-¢chl -5z dj, et hyl ani 15 phenyl) - bam idtert.-butyl
Cotor (Bkadir ST IBIHEY 67 mol) and’ (RS)-a- (3 o o Lertreuy

2- net hyl - 5- (t et r ahydr o- -2-yl thyl ) - 2H | - 3-yl

Bhenyl 1= 3 oxo- proptoni o actd 1 ort SRS MAL T PY Rl o ki) (290 my, 0.7
nmol ) accorei O L!evhoenf‘a 2dyre. o

yel | ow sub
Exanpl e M3Gsdxazol{53vl 12

-5-pyrro|id(ier%-_!1ll-%l -e tifluor met hyl - p enyll-car am acid tert.-butyl

ester The t und was prepared from (2-am no-5-pyrrolidin- 1 -yl-4-

15 The title compound was prepared from (2-amino-5-dimethylamino-4-
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)™].



trifluoronethyl-phenyl)-carbamc acid tert.-butyl ester (Exanple J12) (173
nmg, 0.5 25 nmol) and 3-(2-cyano-pyridi n-4-yl)-3-0xo0-propionic acid
tert.-butwb oessmss2 (Exanpl e K3) (150 ng, 0.61 nmol) accor dipeg/HPo2/03ses gener al
procedure M Cbtained as a yellow solid (140 ng). M5 (ISP) 518 [(M+H) +].
WO 02/ 083652 PCT/ EP02/ 03644 -90 Exanple 87 (RS)- [2-(3-Oxo-3-{ 3

_[5-(tetrahydro-pyran-2-yl oxymet hyl l1 43] triazol- |-ml -

phenyl | - propi onyI am no)-5-, pyrroli d%@ trifluoromnethyl-phenyll-carbam
ic acid te I Jas prepar eq from

(2- ami no- 5-PYT cqya B e
tert.-butylylesher hv(lEisamszS‘bl the(nilﬂamﬁgonﬁlaﬁnnd’?mﬁﬁe)nvﬁF’tﬂrbamm acid tert.-

(RS) - 3- 0x0+3-{,3- [ 5- (tetrahydro pyran-2-yl oxymethyl)-[1,2,3]triazol -1 -

yl ]-phenyl }‘b 1 nic acid tert.-butyl ester (Exarrple K5) (250 ny, 0.62

| di to th | M f
o) oSSR LR SRRl precetne M el ned 85, gl gnae foam
[ 5- Di met hy|ghehAP-cdrbhini®icd ferf. 3)11091Qst3r {(Eampfe-J( ) ﬁid oy B-ox@pprians2-

| oxymet hyl tri zI-I- hen Iamno 1-carbam c
dcid tert. )t%{?gﬁﬁmeéxr@? L R R B S R e
(2-am no- 5- ddteﬁemﬂmipaéﬂ(my}afkcé t@-th@g@ﬂyall rd‘cacﬂlh%MOOEﬁhﬂedtae alyelldwfoyin est er

( Exanpl e J#g 9 mg, 1.0 mmol) and (RS) 3- ox0- 3-{3-

[5-(tetrah ran- 2-yl oxynet hyl ) - 1,2,31 triazol- |-yl] -phenyl}-

pr opi on| c S K5) (401 mg, 1.0 mml ) according
to the eﬁ\%g}sﬁ 6@&&3@%@5 ‘éﬁf%é ﬁ@@igé yel | ow anor phous substance (417
ng) . ZOI\/B(ISN) 505 [(MH"]. Exa

(5- Di et hyl ani no- 2 {3- [3 (5-di nethSﬁ’%Wngg@t‘ihyl [1,2, 31triazol -1 -

) - phenyl ] - 35, I fI h C 13% tc}ltelr .- butyl

ester The tH

(2- am no- 5-yd- ﬁbéMmezhﬁlhubsmlaé@_ﬂﬂevahemr b&mﬂamuaﬁmditdrte-rbhtvl butéry |
ester (Exanple J13) (269 ng, 1.0 mol) and 3-[ 3-

( 5- di et hy|'Bs titreetdpolunt Ivag padpakédazerh - R-aytide-ghehiyro} 5-Bipexidirp L 9pipheiyt)-aci d
tert. - 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)-

henyl]-carbamic acid

henvl}-propionylamino)-4-trifluoromethyl-

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)").



butyl ester (Exanple K8) (344 ng, 1.0 nmmol) according to the general
procedure M (Obtained as a yell ow anorphous substance (211 ng). MS (I SN)
538 [ (M HyOJo2/o88sD2/ 083652 PCT/ EP02/ 03644 -91 Exanpl e MA®CTRB)2/03644

[ 5- Di et hyl am no- 4-f | uor o- 2- ( 3- oxo- 3- 13- 1% (tetrahydro- pyran-2-

yl oxynet hyl ) -i soxazol -5-yl | -phenyl} -propfonyl ani no)-phenyll -carbanic

acid tert.- bul ester 5 The title '}9[4 s prepared from
(2- am no- 5- di met hyl am no- 4-f | uor o- %ﬁ’%’%—carbamc acid tert. -butyI ester

(Exanpl e J13). GAG3 i cttila iR (3000030 ity

[ 3- (tetrahydro-pyran- 2=y OXyiret nyl -1 soxazol - acid
tert.-butyl poetej pivpicel tédi2buiyiésternry, 1.0 mmol) according to the general
procedure M Cbt ai ned as a yell ow anor phous substance (360 ng). io M5 (ISN)

595 [ (M H) - JThe Eﬁlanprhgoumdeéﬂﬁ)epax[ermrmé’l hlyxirmﬁi—nbloie 5¢@rettod8nihd-
3-(t -2
onenyl } o) SpeaR AR Bl bl PR e ot iarmghtat

'E Sr t.-but %I pb&ﬂ}?{}prl"@lﬁleadld tdre-mmﬂpm(’ixwﬁwlqiﬁkﬁpafc)ﬁlﬂdﬁlgcbumhe gener_aii

- ami no- 5- ome ~phe -car bami ¢ aci

Egrtt-?utw?’ (@x nedfé)"h%f% ﬂﬁsoﬁé’tf?[g:%ﬁ%) anﬂ (R|S% 3- ox0- 3- { 3- ;
et rahy zQl - 5¢ eny r opi oni ¢ aci

tert.-butyl (Mé) Iwi%gwi—@h%%fy& P?“,P 1%%%459 Cg.CCOI’dI ng tg t he

gener al procedure M Obtained as a WY STRT phous substance 20 (721 ny).
M5 (I'SN) 645 [(MH)" ] Exarrple VA2 (%%D‘%——-

[ 5- D met | aum g1 2-%f 4 {obiod n(& : b3 ] #rgildu% 1| Pél .

onxynet yl c acid

tert.- 25 bmemmﬁﬁeﬁle;ﬂ_—b_lﬂmund was prepar ed from

(2-anino 5-di et hyl am no- 4-fl uoro- phenyl)-carbamc acid tert.-butyl ester

(Exanpl e J13he (id6Somgourd Fanpmpired fidnB(-gnino-4-fluoro-5-pyrrolidin-1-yl-phenyl)-

(2, oty SR k) R L e YR P A B4 ot e
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



(301 ng, 1.0 mmol ) according to the general procedure M Obtained as a
yel | ow 30 anor phous substance (273 ng). Ms (I1SP) 497 [(M:H) +]. WD

02/ 083652wB@TH&I882/ 03644 -92 Exanple M43 (RS)- PCT/EP02/03644
[ 4- Chl or o- 5- di net hyl am no- 2- ( 3- oxo- 3- { 3- 5- (t et rahydro- pyran- 2-
yl oxynmet hyl ) -i soxazol -3-yl | -pheny_|}-proffionXl am no) - phenyl | -carbamc

acid tert. -, but ter 5. The title conpound repared from,

(5 i no- - APl K g B e eerersl B g e A RINPIECR el & PEPES VOB 1 est er
(Exanpl e J19il @8d nf}S) - 3- oxo- 3-{3-[ 5-

(tetrahydro-pyran-2-yl oxynet hyl)-i soxazol - 3-yl ] - phenyl }-propionic acid
tert.-butyl MSSIS®) 6eEx@IpHETIK15) according to the general procedure M
bt ai ned as a yellow foam (232 ng). 1o M5 (ISN) 611.1 [(MH -] and 613
[(M2-H)-]. Exanple M4 (RS)- [4-Chkangle B4903- 0x0- 3- 13-

[ 5- (tetrahydro-p)ran-2-yl oxynmethyl)- 11 ,2,31 triazol-1-

yl | - phenyl } S5phamidin yivaat dhd)roS2-pi-Bciahiorpyidin -4 piieByixb-grapidamlamims i d
tert.-butyl .est I The1 tii | e conmpound was prepared from

( 2- ani no- 4- : HRASSShenyl ) 15 carbanmic acid tert.-butyl

ester (Exanple.J14) and .(RS)-3-oxp:3-{3-[5-(tetrahydso-

pyr an- (2 yl gﬁk}%}’é‘iﬁﬁ’@ﬁ“ﬂé@ﬁﬁ@ﬁ%ﬁ‘ﬁ@ﬁ@ﬁ -lﬂé\'érﬁﬁ'}ld%‘r' %ﬁﬂ%‘ﬁ?‘k’r a@PepyD-

togr t.- bgt yl caelsatneilt laciﬁE%&a.ﬁblﬁjﬂ éé’%%)f (Mldjlmg?%%iquggmfmmhﬁfwwfog El;/l
tained as_a yell ow foa : 653. +

COM ek 4 PropiPes e i priey BaarR bt i st eepgabpmposiiye 5

[ 5- (t et nahydbinedraas yeiow solidnetbitg) - i soxazol - 3-yl |

- phenyl | - propi onyl am no) - 4-tri fl uoronet hyl - phenyl] -carbamc acid

tert.-butyl MSSIS) 4TOGMH)E adngo(M-+3ei) Py mpassec {dam

(2-am no-5-di met hyl am no-4-trifluoro 25 nethyl -phenyl)-carbam c acid

tert.-butyl ester (Exanple J6) and ER@pldMmoO- 3-{3-[5-

(t et rahydro- pyran-2-yl oxynet hyl ) -i soxazol - 3-yl ] - phenyl }-propionic acid

tert.-butyl (RSeqp&B-Gocaripl([6-(Kthyaeciah-Doylégmidieyl eoedzal-3 pllogiaaylle M

bt ai ned as r% {oin fe]l}niXo I_g_ow ro{igi%ql- Egériﬂggr'ometh 1-phenyl
15 butyl ester

~carbamic acid tert.-

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.



M5 (ISP) 647.2 [(MrH)+]. WD 02/ 083652 PCT/ EPO2/ 03644 -93 Exanple M6 {

- Chl or o- 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 1 VE C : !
[(M2+H) +] ;> i :
{2- F3-(2- Cyatn PINg phg : E1t s -4-fluoro-5-pyrrolidin-1-
yl - phenyl | -car bam c acid 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 31triazokl.. B | e

yl | -phen I ?}C%telrt b ICSter -5-pyrrolidin-1-yl-phenyl]-carbam c acid
tert.-butyl . g;eﬂfg DAEEGn! 1-9MM-trifl thyl-
(2-am no- 4 eﬁ%@%&@%&nﬁ»{és&ﬁﬁ &(A( %T 5%30 cag1 a%mé gcllmrotmeer tY-butyI

est er (Exanph@yli)m)baanqa@d@rt slmml@s@r {@ca L&} FrehyRdy G-ox0-3-{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



pyran-2-yl oxynmethyl)-[1,2,3]triazol -1-yl]-phenyl}-propionic acid

tert.-butyl ester WO 02/083652 PCT/ EP02/ 03644 -94 (Exanple K5) according
to the gewercalspsncedure M Cbtai ned as an orange vi scous PCOIHP0Y/@B8 ng) . M5
(1SP) 623 [(M+H)+]. Exanple MbO 5 {5-Aze_'§;if6di n- 1-yl - 4- chl or o- 2-

[ 3- (2- ccvano- pyri di n-4-yl ) - 3- oxo- propi onylam nol - phenyl | -carbam ¢ acid

(5" i no- - IR PR Bxb b G P IRE AR PR B AR Hienst S st 605y st er
(Exanpl e J189. R®AASBIT-3 €368nm0g, Ay indialy abcytdingtooke genutra pirasedareddi d

tert.-butyl ter: (Ex | e,. ccording to the general procedure M 10
bt ai ned asogai/r%éfﬁag\%ﬁ’glg‘?“f%Phﬁ%%@%; VB (1SP) 470 [(MrH) +] and 472

[ (M+2+H) 4] ; (agl +. Ex‘f]gn?% Mb1l (RS)- [2-(3-0Oxo-3-13-
[5-(tet rqhyl\c/1I I%@l%g%’i Iggédgﬁlé’t y ﬁ'soxazol -3-yll -phenyll -
propi opyl am no)-5-Molidin- 1-yl -4-%ri f ligﬁimt hyl - pheU | -carbam c acid

. . prepared from .
(2 am ho o BYb Bk ftel iof LA 52" @

0x0- 3- { 3- [ Grifiuetqraéthvlr phapyll aarbdmit aciy et Hydtylesteoxazol - 3- yl ] - phenyl } - propi on
ic acid tert.-butyl ester (Exanple K15) according to the general procedure
M bt ai nedllestitie coafpopeidvespteparad(f6@8 (2gmindS-dins)yladino24{ (M H)"]. Exanpl e

M62 15- Azetjgin- |-yl-2- (3-(2- A PLI ipdi - 4- V) - 3- i.onyl ani
e Tr 11 oor oo e pRiERae R el e e RR) BROBU T Tl (e
conpoundo weisiigazepar@gehtnd)y2 22diawityb{ 53 ddietindi-ond (BrhmpletIr3) fakcondimaed thd -
phenyl ) - car ham

acid tert..-butyl ester le J17) and
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Example M58

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)].



-95 Exanpl e Mb3 (5-Azetidin- |-yl-2-{3- [3-(3-nethyl-isoxazol-5-yl)-phenyll
- 3-oxo- propi onyl am nol  4-trifluoronethyl-phenyl)-carbamc acid tert.-butyl
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5-azetidin-1-yl-4-trifluoronethyl- 5 phenyl)-carbamc acid tert.-butyl
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-3-0xo0-propionic acid tert.-butyl ester l(e | e K4) according to the
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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
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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)™].



WO 02/ 083652 PCT/ EPO2/ 03644 -96 mol ) and

3-0x0-3-(3-[1,2,4]triazol -4-yl -phenyl)-propionic acid ethyl ester [CAS- No.
335255- 9wWbJ02268%2 ng, 1.0 mml ) according to the general pCoEPdLUIIBIM

bt ained as a yellow solid (290 ng). MS QSSP) 533.3 [(MrH)+]; np 58-62 C. 5
Exanpl e Mb7 J 5- Di net hyl am no-2- [3-
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tchaelcbener al SE%%nggeéXhléﬁﬁﬁ lg“gﬁ?gpdnés a i/el(l ow ggrmr phous subst ance (7%0
M5 (| and 612 Vk-2- Exanpl e M9 (RS') -
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acid tert.-butyl ester The title c S prepared from
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substangg ( ﬁl%%ylm)alrbamic 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)
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15 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).



-98 Example M3 (RS)- (5-D nmethyl am no-2- (3-13- [2-nethyl-
(tetrahydro-pyran-2-yl oxynet hyl ) - 2H
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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-
trifluor orre{tzhlvimahmlﬁo- 'aﬂlhﬁmsc[sasxcﬂst(eru 2; ﬁuﬁa@l est-pherdd)-The title
conmpound was red fom | I mtl'IO-4
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ETQE;( a#b? e Enfhg tlt?enc%mpo(und wa(glpgc%tapég fromczgoangyc-) [Zldlgle%uy?a{(rluﬂxo 2! yfi\)o benzonitrile
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)"].
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tert.-butyl ester (Exanple J18) (180 20 ng, 0.5 mmol) and

3-(2-cyano- P¥i di n-4-yl )-3-oxo-propionic acid tert.-butyl ester (Exanple
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yel | ow am)r%ggngngé @%(ﬁ@g?rézoa ng). M5 (ISP) 532 [ (M+H) +] . Exanpl e M9 25
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2,2-dimethyl-6- (3-[1,2,3]tr1azol—1-yl—phenyl)-[1,3]d1oxm—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.).



general procedure M Obtained as a pink anorphous substance (272 ng). WO
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tert-butyl ester

The 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)"].
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| -yl -phenyl)-propionylamno | -4- trifluoronethyl-phenyl T-carbam c acid

tert.-butyl Tastide ca'zlﬁpotuhd Was prepgred hidm\@sapirepénesdhfl 5 (Methyl-propyl-

(2- amn05d|rret no-,4-t.rif. nmet carb

Lorc - butyl Saliarehersiemeges ESbOugTeery BiarmRs T o5, A i . 5.

1, 2I 5%] tri azgl(sicyyﬂloﬂﬂam 3oxblplolﬁbnmaem:mrt4:\$est(eamﬁip& Kﬁ))(zé&ﬁ% éﬂ?g 2. 0
mmol ) according.to the eral procedure ajn are | 15
T, NE (1 SPRes s finmi peEnsiel rracetieM O Ra e Bl ghple e

yano- pyri di B7%)yl ) - 3- oxo- propi onyl am no] -5-(2,2,2-trifluoro-et hoxy)-4-
trifluoronethyl-phenyll -carbamc acid tert. -butyI ester The title conpound
was prepar ed (I6p) 43-2fvidh3- (2, 2, 2-tri fl uor o- et hoxy) - 4-
trifluoronethyl-phenyl] -carbamic acid tert.-butyl ester (Exanple J21) and
3-(2 25 wyano-pyridin-4-yl)-3-o0xo- prExpmphd 8acid tert.-butyl ester (Exanple
K3) according to the general procedure M btained as a |ight brown solid
(262 ny). Nﬂi&%»%f[ﬁ%ﬂ:ﬁ&hﬁlk@@ﬂ dipind ba8- (G—d)«d»e3}{3 [5 V\&r@W&Baﬁﬁﬁl 2-

PCT/ EPO2/ 03644 - {

( 3- ( 3- Cyano+ie v si et ot =
phenyl | - car batrbatvdiestei tert butyI est er

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)™].



The title conmpound was prepared from (2-am no-5-di net hyl am no-4-nethyl 5
phenyl)-carbam c acid tert-butyl ester (Exanple J22) (300 ng, 1.0 mmol) and
3-(3- cyawo-oplogdsyl ) - 3- oxo-propionic acid tert-butyl ester PCEFERIPII®BIK2) (245
ng, 1.0 nmmol) according to the general procedure M Obtained as a |light
brown foam (250 ng, 57%. MBS (ISP) 43Tﬁ)4[’(M+H)+]. 10 Exanple M7 (RS)- |
5- Di et hyl am no- 4- net hyl - 2- (3-ox0- 3; { 35 -(tetrahydro- pyran-2-

yl oxymet hyl ) - 11, 2, 31tri azol -1 -yl | M opi onyl am no) - phenyl | - car banm ¢
acid tert-putyl ester The.titl.e ¢o ‘ fro

(2- ami no- 5 M RGP RN RAIINO SRS “t ert - but yl ester
amic acid

[ 5- (t etrahydro- pyran-2-yl oxynmethyl)- [ 1,2,3] triazol- |-yl
-phe”)é! }'p%{@g@gﬁiﬁacifi tert-butyl ester (ELarrpI eZ&S) (4%2] my, 1.0 nmol)
accordin the genera rocedyr.e bt ai ned as_.a;.vell ow.fo IH)ZO ny,
71% . N (I %9)“ §gf.n5’°[1{1ﬂ/|¥‘1%§) R]e.Parfé ﬁé%wt?ﬁﬁ%‘“i\ﬂré"? a‘&'aﬁé’%‘sﬁ’ifﬁﬂ%‘ﬁ@e Y
(3- dQ' ?nO- pfé%&(%xﬁc i ¥at-BuBDesty Erithplo]23) 4278 migs g krandl) and tRS)yd-bxo-6ar bani ¢
(2- ar no- 415y Aa i oEPHg ARG 2 LB B BePEL BRI §iest er
LTt el s o oot n
- ; . .0 Mo accor

gigegal[ pr%@-éébﬁa@eﬁl/l”@gggﬁf%’néga ( %Eg%?m(mo my, 65%. I% (?SP)e

: M+-H) +] . 02/ 52 PCT/ EP02/ 03644 - 103 Exanple M9 [ 2-
13- (3- n&%h@ﬁ%z-é.{@zggpfopi onyl am no] -5-nethyl - 4- rrI()met hyl - Lr opyl -
am no) - phen 1] -carbamc acid tert-butyl .e r The title conmpound was

prepared from [2-an no-4-nethyl - 5-( =ptopyl 5 am no) - phenyl ]-carbam c
acid tert-b 1. ,

3- ( 3- cyano-pheHy S RELEYISGHILIO0,) 25Q

ng, 1.0

brown oil

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-Methvl-2-{3-[3-(3-methyl-isoxazol-5-y])-phenyl]-3-oxo-propionyl amino}-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)].



37% . M5 (I1SP) 463.3 [(MH)-]. 10 Exanple MBO (RS) -
[ 4- Met hyl - 5- (et hyl - propyl -am no) -2-(3-o0x0-3-13- f 5-(tetrahydro-pyran-2-
yl oxymet hyi)o2fod3622 31t ri azol -1 -yl | - phenyl | - propi onyl am no) Ppiaryt/d3eear bam c
acid tert-butyl ester The title conpound s prepared from
[ 2- am no- 4- net hyl - 5- (et hyl - propyl 15 anlhé? phenyl ] -carbam c acid
tert-butyl ester(Exanple J24) (293 1 ) and (RS)-3-o0xo0-3-{3-
[ 5- (tetrahydro-pyran-2- onxynethyI) trlazol | -yl] -phenyl}-

0 ‘ .0 --I% accordi ng

514, 56% . M

to the generz
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accordlng tQSMhﬁggene)al procedure M btained as a yellow foam (400 nyg,

66%9. Ms (ISP) 607.1 [(M+H)+]. WO 02/083652 PCT/EP02/03644 -104 Exanpl e

MB2 (RS)- f MS O sRN60H3 diMeHN{l ami no- 2- (3- oxo-3-{3- [5-(tetrahydro-pyran-2-

yl oxynmet hyl )-11, 2,31 triazol-|-yll-phenyll-propionyl am no)-phenyl|-carbamc

acid tent-butyl ester 5 The title coepoplaMdsas prepared from

(2- am no- 4- cyano- 5- di et hyl am no- phenyl )- carbam c acid tert-butyl ester

( Exanpl e JZM@@mhvliarﬁlnMLﬂlethﬂdZ { 3?83—( Bnetloyl dsoxazol-5-yl)-phenyl]-3-oxo-

{3-[5- (tetrahgdro- . ok

triazol - 1- yIS=pfetry -7 F T—est er (Exanple K5) (402

10 Do DB d%g;s' HR AR a%%%% Pechfm BRI RLARE) 35l 9N
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)].



10 Ms (ISP) 602.1 [(MH)-]. Exanple M3

(RS) - 14- Chl or o- 5- (i sopropyl - net hyl - am no) - 2- (3- oxo- 3-13- 15-

(t et rahydwo-opysamnz 2- yl oxymet hyl)-11, 2, 31 PCT/EP02/03644
triazol-1-yll-phenyl!-propionyl am no) - ph?ngl | -carbam c acid tert-butyl
ester 15 The title conpound was prepar ed 1P

[ 2- am no- 4- chl or o- 5- (i sopropyl - net h%I - a1 -phenyl] -carbamc acid
tert-butyl ester (Exanple J26) (300 mmol) and
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ng, 869% . 2t0 ISP) 639.2 [(MH)-]. Exanple MB4 J4- Met hyI 2-13- f
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procedur e Mpropiinid fgditeasbutfl dsteg (Exanplt 1) (hmamg( 343Qnﬁ%l) £0649dingho the SP) 519. 3
[(MH-]. V\o 02/ 083652 EP02/ 0364

( 4- Cyano- 5- SFAFEAL RIACETHIR A ‘?E%mef‘a%aﬁ%%‘f’%%a &5 g%g%’-)yl) phenyl |

- 3- 0X0- pro | )-carbam c acid tert-butyl ester The title
conpounciema@lsd?@ﬂg"g]érd?%lwfﬁw% am no- 4- cyano- 5- di net hyl am no- phenyl )- 5
carbam c acid tert-butyl ester (Exaggle!\]ﬁg (276 ng, 1.0 mol) and
3-[3-(3-nethyl - isoxazol - 5- yI) phen I £ propl onic acid tert-butyl

ester (Exa ( 0115 ng, th«i
M  Qobt ai neg&&g@#—m 0 VS

10 Exanpl e §6propforykintiubl-| BB&dW)l—caamrﬂﬁ)acﬂ-téﬂbibhwﬂ es?:er13 [ 3-
(3- et hyl -i soxazol -5-yl) - phenyl ] - 3-oxo-

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

br.ocedur e

ge eral
3

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)™].



propi onyl am no}- phenyl)-carbam c acid tert-butyl ester The title conpoi und
was prepared from|[ 2-am no-5-(ethyl-nethyl-am no)-4-nethyl- phenyl]

- car bam cwewpmsiser t - butyl ester (Exanple J25) (279 ng, 1. @cwmpb)/ozsmd 3-[3
15 (3-nethyl -i soxazol -5-yl)-phenyl] - 3-oxo- propl onic acid tert-butyl ester
(Exanmple K4) (301 ng, 1.0 nmol) accordi’ nlé) to the general procedure M

bt ai ned as a brown foam (390 ny, 70/31 fISP) 505.3 [(MH-]. Exanple
MB7 20 (5-Di methyl am no- 4- net hyI %——F@-ﬁ%m&t hyl -i soxazol - 5-yl) - phenyl ]
- 3- 0x0- pr C h esteSThetltIe
conpound was—H-E i - RO

phenyl) - carbx&m»lidlacll d-ﬁl&h&l—)hﬂ@‘ﬂhn@@di@ter(‘&uﬂmlt@ J22) (265 nmg, 1.0 nmmmol) and
3-[3- (3-nethyl -isoxazol - 5-yl)-phenyl]-3-oxo- propionic acid tert-butyl

est er ( ExanPhetildfordpoddDiasfiyepateDfronin(2)arfa0of-dyang-3- dsl&hgﬂnﬂr}ﬁienp]l)oc edure

02/ 083653 PEIMER br%&ffab%@fe*?%%%@%wmg,10m?noA> - [ Rhetihn. VO

ERS) 1ﬁ ghl ﬁb}@rz5l-(54y$)0phﬁnyl -8t PropiohitQ)id tert(RrteteB(Eximple KH-(301 mg,

t et rahydr o:

V1 oxymmes hy | §OFARSD Seeqrringp the sspeeehprasire b Shteingt A VY BN car bani ¢
acid tert-@Q0mgsves). 5 The title conpound was prepared from

[ 2- am no- 4- chl or o-5- (i sobutyl -met hyl - am no) - phenyl ] - carbami ¢ acid
tert-butyl Bst@P)(BoajiMeH2Y) (328 ng, 1.0 mml) and (RS)-3-oxo0-3-{3-

[ 5- (tetrahydro-pyran-2-yl oxynmethyl)-[1,2,3] triazol- | -yl] -phenyl}-
propioniwe acid tert-butyl ester (Ex@mmhpleldd2 (401 ng, 1.0 mmmol) according
to the general procedure M Cbt ai ned as a | i ght brown foam(330 ng, 50% .
10 M5 (| SP) (I8E - e

(4-Chl oro-5-(isok - 2- . )
11- 3- 0xo0- pF8pron miici e siniciy At e QBTN TAG R aetltle
conpound Wa&r@b@hés&d from [2 am no- 4- chI or o- 5- (i sobutyl - et hyI 15

am no) - phenyl ] -carbam c acid tert-butyl ester (Exanple J27) (328 ng, 1.0
mol ) and The title compound was prepared from [2-amino-4-cyano-5-(methyl-propyl-amino)-

15 phenyl]-carbamic acid tert-butyl ester (Example J29) (304 mg, 1.0 mmol) and (RS)-3-

], C amtert butI
L9 B2 l' 1O

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)™].



3- [3-(3-nethyl-isoxazol -5-yl)-phenyl] -3-o0oxo- propionic acid tert-butyl
ester (Exanple K4) (301 ng, 1.0 mmol) according to the general procedure
M Cbt ai w0 oams3es2 | i ght yel | ow foam (360 ng, 659 . MS (| SPCTEPB2/A36[1{ MHH) +] .
20 Exanple MO (RS)- [4-Cyano-2-(3-0x0- 3- fD

[ 5- (tetrahydro-pyran-2-yl oxynmethyl) - f% 3ltriazol -1- yll

- phenyl | - propi onyl am no) -5-pyrrolid Lol l¥| 8 enyl|l -carbamc acid
tert-butyl ester The title conpoung—wag—-%égared from

(2-am no-4-g¢

(Exanpl e f 2€ X as

{3-[5-(tetr na Be mlh tl -t r1- stet azol - | -yI ] - phenyl } - propi on
ic acid tert- butyI ester (Exanple K5) (401 ng, 1.0 nmol) according to the
gener al pr ofedudecopothl waspeepaasl faomi (Grimiavan nb@adieﬂs'ﬁﬁhmg-pheﬂﬂ@ VS

| SP) 630.1 /1083652 P /036
(4-Fanos2- f&[f‘%%m@f:#etﬁ\ﬁ R e P Bl o0 Ras T mineb Mg Eory et ol - 5-
pyrrolidin- ﬂe?alzelpmnylbbenyﬁirsb@m (pr@lon‘hchadttefm{btuy;ﬂ esist @xaﬂilpﬁ K4)t(Be1 ﬁiggpound
was prepare rom ro carbam c
aci dpt erpt bﬂ?ﬂm@g 8?“‘?%)%2?1%? eg% %Prf)g‘t}g{f 71%1 %lbqﬁnﬁ%ﬁﬁefl gg"r% %W"[ g’a{% net hyl -
i soxazol - 5- 36D mph68%l)] - 3- oxo- propionic acid tert-butyl ester (Exanple K4)
(301 ng, 1.0 nmmol) according to the general procedure M Obtained as a
| i ght br ownMSd#SR) 56820 (Mg H)7R% . Ms (I SP) 530.2 [(M+H) +]. 10 Exanple M2
(RS)- [4-Cyano-5-(nethyl-propyl-amno) -2-(3-o0x0-3-13 - |
5-(tetrabydro-p)ran-2- yloxynet hyl ) Efample M95

d,tert-butyl ester
-0XO-~

1,2,31tri azoI -I -yI | - phenyl I - propi onyl am no) - phenyl | - carbam ¢ acid
tert-butyl isbpito bamiho {33f3efmnmﬂwﬂnmzol 5-yl)-phenyl]-3-
[ 2- amno4coq05 - . -carbamc acid

tert-butyl ¥hd (RS)-3- oxo-3-{3-

[ 5- (tetrahydr ran2 on methc{;i)r riaz
onenyl - pr s O e PR 0%4% é@lﬁ%ﬁaﬁw@%sw(%wﬁ B 0 ol )
accordi ng tﬂnmimenpgemﬁi-ahrbpnmmmﬂﬂreﬂ-mﬂtyl(astea(Ebam;ﬂsliﬂ) (30ghhg,rnemhod)ar{dd40 ny,
0,
0% . 15  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 brown foam (380 mg, 71%).
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)].



M5 (I1SP) 630.1 [(M+H)+]. 20 Exanple MB3 f 4-Cyano- 2-{3-

[ 3- (3-net hyl -i soxazol -5-yl ) -phenyl ] - 3- oxo- propi onyl am nol - 5-

(et hyl - pwopgioszmai no) - phenyl | -carbam c acid tert-butyl ePCEEPINES6it| e
conpound was prepared from [ 2-am no- 4- cyano 5- (net hyl - propyl - am no) -
phenyl] -carbam c acid tert-butyl ester (ﬁ-?(arrple J29) (304 ng, 1.0 mmol)

and 3- [3- 25 (3-nethyl-isoxazol-5-yl)-ph ] - 3- oxo- propi onic acid

tert-butyl ester (Exarrpl e K4) (301 e | ) according to the general
0,

P e e R R b e s S phent 1 2 2922

(4- Cyano- 5- dxcebmicmvlalﬁﬁnal- ﬂ!Ben]vSréaib zld-tkﬁ@a&ii@&teﬁ yl) phenyII - 3- 0x0-

propi onyl ani nol - phenyl ) - car bam c acid tert-butyl ester The title conpound

was pr epar €Thhd titbenaofrzbomintid veas aelbfr&n@%hhﬁd)@ndyaﬂo-ﬁh(emﬂu}yl%&ﬁﬂbam c acid

| Coxazol 55 SRICBROMAT L0 J"’Oa?cbcf%%‘%ﬁ?«es@&?%mfn@h% O L P

(301 ny, 1341)3 l(rsmie)h;&emazhmgylp hedng g&ﬁt@r reeaddtet-MityDatal ned as a

SR N M N T

-3- o0xo- promhgin}skcamfwht@bemg y3@yr bamic acid tert-butyl ester The title
conmpound was prepared from [2-am no-4-cyano-5-(isopropyl-nethyl -

am no) - phenyIS|(ISP sehaifiM-Hx].d tert-butyl ester (Exanple J31) (304 ng, 1.0
mmol ) and 15 3-[3-(3-nethyl-isoxazol -5-yl)-phenyl]-3-o0xo0- propionic acid
tert-butiyl ester (Exanple K4) (301 Beamgle 8198n0l ) according to the general
procedure M btained as a light browm foam (380 ng, 71%. Ms (I1SP) 530.2
[(MH-). e 5 éthfyamino)-2-(3-0x0-3-{3-{5-(tetrahydro-pyran-2-

no- 5- (i sopr gpy - | 1 h

yl oxymet hy|F2542amas
acid 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)"].



tert-butyl ester The title conmpound was prepared from

[ 2- am no- 4- cyano- 5- (i sopropyl - net hyl - am no) - phenyl] -carbam c acid

t ert - but YWoOen&3ss51 Exanpl e J31) (304 rrg, 1.0 mmol ) and 25PCT/EP02/03644

(RS) - 3- 0x0-3-{3- [ 5- (t et rahydro- pyran-2 ELoxymsthyl) [1,2,3]triazol-I-yl]-ph
enyl} propionic acid tert-butyl ester ( rrple K5) (401 ng, 1.0 mmol)

according to the general procedurg Eﬁgéggoned as a yellow foam (460 ng,
73% . Ms (1SP) 630.1 [(MH) ]. WO CT/ EP02/ 03644 -109 Exanple

M7 (4 ( I-a no | -i soxazol -5
_yl)- pheﬁaf&]omxgulsg amlf;ﬂ’éﬁ{]%.mﬁry ~ butyl ester
The title mmw_gm@sﬂamﬁaﬁﬁﬁﬁd&tamtnm&rcyano 5- (i sobutyl -nmethyl 5
am no) - phenyl] -carbamc acid tert-butyl ester (Exanple J32) (318 ng, 1.0
nmol ) and TBe fifle (Gmpbiuy vad mrepazd frobr (A-3mplvedyhlord5dassbutimfioophényhei d

pr ocedurs R SEBSAH-CROLe o GFRAPEIO I F kP pagbi) 750 PG etas) “5as. 3

% S, Mql/—l) ]. Sﬂsﬂxﬁog-ﬁp}l)a- h@&rl] 6RSx0- prop10n1c acid tert—butyl ester (Example K4) (301 mg, )
ano- i sobut t am no an- 2-
ool DRy ot i SELARA pEack e Ghaiicd 22 ia SELARI ORI 2

acid tertniybyd)ester The title conpound was prepared from
[ 2- am no- 4- cyano- 5- (i sobutyl - net hyl 15 am no) - phenyl] -carbam c acid
tert-butyl MS$(6EP) §2apeHPB2) (318 ng, 1.0 mml) and (RS)-3-o0xo0-3-{3-
[ 5- (tetrahydro-pyran-2-yloxymethyl) - [ 1,2,3] triazol- |-yl] -phenyl}-
propionioc acid tert-butyl ester (EEedmple M (401 ng, 1.0 nmol) according
to the general procedure M (btained as a yellow foam (470 ng, 73%. M5
(1SP) 644. R$)EM-Ehloko- Sa@oHEXﬁmh& M9 ofcd- ﬁ&&afmét&rﬂﬁfdi@vwan 2-
(3 rrethyl-llsoxazl- ) L.
pi peri di n- EX¥5Re Tam 6 H Bt St pnpound
was prepar egit- bng_llgi& am no- 4- cyano 5- pi peri d| n-1-yl - phenyl) carbam c acid
tert-butyl ester (Exanple J33) (316 ng, 1.0 mml) and 3-[ 3-(3-nethyl -

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)].



25 isoxazol -5-yl)-phenyl] -3-0xo- propionic acid tert-butyl ester (Exanple
K4) (301 ng, 1.0 mmol) according to the general procedure M CObtained as a
|'i ght br owo okosass2 (420 nmg, 779 . M5 (ISP) 544.2 [(M+H) +] . PODEPAZ/GB3652
PCT/ EPO2/ 03644 - 110 Exanple M 100 (4-Chloro-5-isobutylam no-2-13-13-
(3-net hyl -i soxazol -5-yl)-phenyl ] -3- ox0: 1 opi onyl am nol - phenyl ) - carbam c
acid tert-butyl ester The title compoun prepared from

(2-am no- 4-chl or o-5-i'sobut yl am no-ﬁ%&#ﬁﬁi&rcarbamc acid tert-butyl ester
(ExarrpIeJﬁ) (’33 . [3 3rrethI¥I- . )

i soxazol - 55 ' h . : anpl e K4)
(301 ng, brmvhmmobaaﬂﬂdomml@vlmﬂnenﬂblﬁba;lnmroixt&dwbﬁvl\éste(fbt ai ned as an
off-white foam (340 ny, 63%. M5 (ISP) 542.2 [(MtH)+]. 10 Exanple MLO1
(RS) - [ 4- Ciihertitle soinpohnd waa prapared-f{oda W@m&mﬁ-(n{&hyl{ﬁréﬁl&lﬁ)&db)%-pyr an- 2-

Lo "oty ot R erbtm BRSO R ) (R o2 P €

(2- ami no- 4-rmhbb rafd 3~ [i3s @oniiesHyhisorazop bty phenyll 53 -oa6-Oprabionacicill ferbutiut vl

ester (Exa 34 4 and

(3 [5 (1et i &%ﬂ{s’%ﬁg‘b %’@P&&ﬂéfrﬁw@ af%r@ggf% el Pror§dast¥hy 1 } - pr opi on
ic acid t@Btamedyéabghteédfoﬁmmbmg@,‘*)%ﬁ401 mg, 1.0 nmol) according to the
general procedure M btained as a red oil (180 ng, 28%. M (ISP) 640.2
[(MH-]. 20sBasappix2 MM2IRS)- [ 5- (Met hyl - propyl - am no) - 2- ( 3- oxo- 3- 13- [ 5-
(tetrahydro-pyran-2- yloxynmethyl)- [ 1,2,31 triazol- |-yll

- phenyl }e propi onyl am no) - 4-tri f | uoEgampleWii04henyl ] -carbam c acid
tert-butyl ester The title conpound was prepared from

[ 2- ami no- 5-(Rﬁbf3Wl]sehﬁIWE§‘ie’el’ﬁrIFaﬂmio)Q PHokd- Bf{BHGF(QéMva};M] -carbanic

acid tert-but s&e a and
lﬂo zol -1 -

(RS) - 3- 0x0+3* 2B ’
yI] pheny! Jphen ﬂglcmbamuamditehebmfgbasteyl ester (Exarrpl e K5) (439 ng, 1.09
mol )

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

-,‘--r D 13

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)].



according to the general procedure M (Obtained as a red foam (150 ng, 20%.
M5 (ISP) 675.4 [(MH)-]. WO 02/083652 PCT/ EPO2/ 03644 - 111 Exanple MLO3
12- 13- (3wo(03088sshyl - i soxazol - 5-yl ) - phenyl ] PCT/EP02/03644

- 3- ox0- proplonylanlno} 5- (et hyl -

propyl -am no)-4-trifluoronmethyl -phenyl]- -Hrbanic acid tert- butyl ester The
title conpound was prepared from [Z2-amn -P (met hyl - propyl -am no)-4 5
trifluoronethyl-phenyl]-carbamc a tyI ester (Exanple J35) (360
ng, 1.04 ) A I

pr opi oni ¢ +=fmol ) accordi ng
to the generoackrmptmﬂ:)eIdwaauMzol mabmﬂ_iaﬁoalohvmnd)edtxﬁmrbﬁ%ﬂﬁl g, 459 . M5

(1SP) 573.2 L l 'ﬁ 04 (RS)-
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I th 2, 31t I
Y eyl 1 oS5O oRpR 6aS priepitet Goami ryinc-SrisngropYimetiamingl 4
Egrt butygtﬁﬁﬁ&gm’éﬁg& ﬁ;»héﬂ eﬂhﬂﬁwuhdma% tpftg]?:laﬂee(ﬁxfaﬁ@ﬂa J37) (340 mg, 0.98 o

am no- u triflu rbam c

acid tert- 15‘5H’9ﬁ agé&?)n? é’r?ﬁ%q%&é?dityéﬁpﬁrﬁn 21%6 FF%]I)) R%Ym of 1

(:?]S) ﬁ OXFIYE -fl@nf- }{rbﬁbﬁﬁbﬁﬂﬁ&:{tﬂ%ﬁﬁ&s@r Mitxempmﬁ)xwa nk, ;Q.Ss}rlrﬁdﬂazm -1 -

en I oni.c aci er u este

ol ) aﬁcaf&r%%gﬁ%th%snaglrwaﬁduﬁ?M@dﬁige% Loy Bems Y g 72bun 1 oam
520 687. M Ex | e MLO5
§5-(IggﬁhtéigﬁgFﬁgFﬁghﬁL§$)2 13- [3((3F%E%hyl-?ggx:zol 5-yl)-phenyl]
- 3-0xo0- propion | am nol - trlfluorgnet&yl%ﬁgenyl) carbam c acid tert-butyl
ester The title conpound was prepa

2 am o5 L RoBi Y TR b9 2o L s s gheny] - oorvam

3-[3-(3- ”Eblﬂwlohﬁﬁlﬁﬁml‘l‘ _r_ﬂllloiorﬁlilﬁm)‘bﬁen‘vﬁ @iﬂa‘rm@ﬁﬁélt@ﬂbﬁtv&%td‘ tert-butyl
ester (Exanple K4) (302 ng, 1.0 nmol) according to the general procedure M

Oot ai ned aha title gbinpbtigdwad pepared FOniiR-amidtd) 5- (MpropFRnetif-athidd)M-H) "] .
15 trifluoromethyl-phenyl]-carbamic acid tert-butyl ester (Example J37) (350 mg, 1.01

s

mmol) and 3-[3-(3-methyl-isoxazol-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)"].



WD 02/ 083652 PCT/ EP02/ 03644 - 112 Exanple MLO6

(RS) - 15- (1 sopropyl - net hyl - am no) -2-(3-o0x0-3-13- [5-(tetrahydro-pyran-2-
yl oxynet hyb)2d3622 31 triazol - 1-yl | PCT/EP02/03644
-phenyl | - propi onyl am no)-4-trifl uoronet hyI phenyl | -carbam c acid
tert-butyl ester 5 The title conpound wadl ﬁrepared from

[ 2- am no-5- (i sopropyl - net hyl -am no) 8oromet hyl - phenyl ] - car bam ¢
l@gﬂg%‘o 98 rrm)l) and

acid tert-butyl ester (Exanple J37)
(RS) - 3- oxo- 3 h

accordi ng t@xd—@MrﬂﬂnoEp %@Edfa@b&ﬂnc%id&ieﬂéﬂlﬁ%sﬁﬂ [ ght yeI | ow foam (510
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3-(3-net hy

pr opi ony%arﬁmﬁjgwfl -‘frfyhlffadﬁ?%’rf‘éfﬁ&%/ ;h‘r’%ﬂﬁtfr- Errmels 12816304 e el ands t er
The title cm@q&ﬁﬂethﬁsls@ra@&aa-ﬂqtphé@m B Lx@nipPepibnit h&dmért}wtyl eeérhy| - am‘ no) 4-
15 trifluor t hyl - h@ﬁﬁ“‘l& §arb ﬁ]dt rt- but Pé[/ mr)lg

(350 g, 1. GRATHRRS ing sp Biessno propedent IS0 aPe o8

pr opi oni c a@h%httye]l@wﬂu{hy 33oe§g Gz%oExarrpI e K4) (304 ny, 1.01 nmmol) according
to the general procedure M (btained as a |ight brown foam (380 ng, 669%.
M5 (I SP) 5781SAI$K)N3bM-[[M+20D* Fxanpl e MLO8 (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 | - pixemple M19pi onyl am no) phenyl | -carbam c
acid tert-butyl ester The title conmpound was prepared from

[ 2- ambno 5- (RSSdlaMt}wnet(bsdxoaaﬁaq@etétrﬂ@@xdwdn-wvmmnbﬂwb)nllaam maml d-
tert-butyl I .

[5-(tetrahy&+s SPAR  ALLSmENS , ' ¥:
pr opi oni c ert - but ester I accordln
to the ﬁib%?l%f%@%ﬂrﬁewwr@ff A ‘é %%1 ot @?}n@z 30 o, 5209 .
M5 (1 SP) 63§hé‘1y[)(cfdlfkﬂnﬂcacﬂd@z@%@$3ﬁ&2acmﬁﬁ&ﬂ 386 4Bxampld B9) (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)'].



Exanpl e MLO9 (5-(Isobutyl-nethyl-am no)-4-nethyl-2-13-f

3-(3-net hyl -i soxazol -5-yl)-phenyl | - 3- oxo- propi onyl am nol - pheny_|)-carbam c

aci d tertwbuweyseester The title corrpound was prepared fro®CT/EP02/03644

[ 2- am no- 5- (i sobutyl - et hyl - am no) - 4 nﬁﬁ y phenyl] -carbam c acid

tert-butyl ester (Exanple J38) (307 ny, mol ) and

3-[3-(3-net hyl -i soxazol -5-yl)-phenyl ] - 3- propionic acid tert-butyl

ester (Exanple K4) (301 ng, 1.0 n#@%‘%@g%i ng to the general procedure
0,
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oi d tor b oRT sapalc i nuyiber Sagng 16 T Be frymahgaas s V! oSt e!
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yl ]-phenyl} i |d t b ester 1.0 nmmmol)
accor di ng tG’B H'% g@ Jf’g}t“%\/ﬁen@ﬁ[@i(’ﬁ rﬁgéﬁ?t?%fi(“ h}g&’ﬁ‘?‘%‘ém (410
my, 66%) . fvem( u&%hgﬁmmﬁ [(M+H) +]. Exanple M 111 20 (4-Methyl-2-{3- f

3- (3-net hyl -i soxazol - 5-yl ) - phenyl1- 3- oxo- propi 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 K40R32544c3miron5}1soﬂ>rdbvmmhb 223 onod B8t | sat&ﬁwr ocedure M
. . NS

ot ai ned as ;a | i ght [( H)] WO
02/ 083652 PEFHEISEY] -carbamcac1

ol A 1 X 30
(4- Chl or o- Seitsapylepyt am no- 2 13 [3 (3 rret hyl -i soxazol -5 _yl)-phenyl | -3-o0xo-
propi onyl am nol - phen )-carbamc acid tert-butyl ester The title conpound
was pr epar €bhdtiteroofipomiidveas prefakal Porn-(2-aafineaydhisions 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)™.



5 phenyl)-carbamc acid tert-butyl ester (Exanple J40) (300 ng, 1.0 mol)
and 3-[3- (3-nethyl-isoxazol-5-yl)-phenyl]-3-o0xo0- propionic acid tert-butyl
ester (Baopkesicdd (301 ng, 1.0 mol) according to the gecerERo2/msecedur e
M Obtained as a light brown foam (169 329 . M5 (ISP) 525.2 [(MH)-].
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}\/g Elth)g?gz ﬁitlr[l{) ﬁr\fxﬁ}? dliurd%pgp L& Ce)l%.l ia&r%(llﬁg?gﬂoyoeg I(1s -Qeﬁ%ﬁ Mg, 60%.
[ 4- Chl or o- Sarhimel){phenydi-opphmitcibiert-Ra Iéite@XExa:inﬁlS}MD b6 igs 8103 hiygoD- pyr an- 2-
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r opi on ter (Exanple K24 1.28 g, 3.19 mmol ) accordin
ltoo ltmhe Ige%gﬂgrﬁ 55333@%&*@1 - ot gii ne(rzlrpas a yZaI I(ow fogm (1.48 g).)I\/B (1 SP) °

641.3 [ (M-H)}]. WO 02/083652 PCT/ ERQ2/ 03644 - 115 Exanpl e ML15
(RS) - 14- Chl or o- 5- (|sobutyl meth ~ =XmpeMliD
| - am no) - 2-

triazol - | ¥ A5 aet
tert-butyl \éSMnetﬁvlT-l’ﬂE,ZIéﬂﬁrlbﬁ)ICIOVﬂﬂHMhﬂﬁlvl‘W@SoﬂibﬁsﬂﬁhB@)iﬁh@mﬂ carbam1c ac1d

[ 2- am no- 4tc | .,or.o- 5- (i sobutyl -met hyl - am no) - phenyl] -carbam c acid
tert-butyl @&—%‘&%&é’ mple J24) (1.0 ngy, 3.05 mmmol)

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)™].



and

(RS) - 3- ox0- 3-{3-[ 5-(tetrahydro- pyran-2-yl oxynethyl)-[1,2,4]triazol-I-yl]-
phenyl } - pwopRosies2 aci d tert-butyl ester (Exanple K24) (1. P2TEPo303854 nmol )
according to the general procedure M Cbtained as a |ight brown foam (620
ng, 31%. 1o M5 (ISP) 655.1 [(MtH)+]. EXampl'e M 116 (RS)-
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yl oxymet hyl) - 11, 2, 41tri azol -1 ol | - ph%@?—ﬂl—e-gfggi onyl am no) - phenyl | - car bam ¢
acid tert-hQutyl pared from [ 2-an no- 5-
(i sobutyl - 7 P-4 TIN5 (P 0% %G Bef i eert - butyl ester
(Exanpl e J%bvfohvfﬁlgnoB42:51ﬂﬁﬁﬁirﬁetl@&daheﬁﬂ$)caﬁmﬁﬁ@ac3d {edt-butyl ester

[ 5- (tetrahydro-pyran-2-yl oxynet hyl) - [1,2,4] triazol- |-yl] -phenyl}-

propi oni ¢ a’EhajtltﬂeadfdrnlbkblirLd W@%irﬂfarécfﬁtaﬂﬂbeadﬁﬁé)s (rihetliﬂzl- opdl-ahin@idl ) accordi ng

20 8 (1 &) CuarheERkbhv ! s i bhos i %“Ya%ﬁ@ Menby 3.

[ 3- oxo- 3- (ﬁmcﬂ)lar?d 3bxbr3-@z [l 2,3 triddot-pRempknyl)- groplomc aad tert-butyl ester

pr opi onyl am_nol heny | - car cid terg- ster
L PG s SEV S v ol é&ym?g gk tederal mprebroty CHaRshy - 4 25
trifl uoromeishilishpbeiwi bil (Ptohagietlci d tert-butyl ester (Exanple J35) (347
ng, 1.0 mmol) and 3-o0x0-3-(3-[1,2,4]triazol-1-yl-phenyl)-propionic acid

tert-butyl NSt(EP) 56E3(pHEIKRS) (287 ng, 1.0 mmol) according to the genera
procedure M Cbtained as a light yellow foam (320 ng, 57%9. MS (I1SP) 561.4
[ (MrH) +J10 WO 02/ 083652 PCT/ EP02/ 036Rhmpld M3 1Exanpl e ML18 {5- ( Met hyl -

ropyl -ami no) - 2-[ 3-oxo-3-(3-[1 2, 31triazol - 1-yl - phenyl ) -

pr opi ony| anfsa@obAitglrméthulbsratred 2y3- e By Bipveaobal-phail dpiopidnybitinb]-est er
The title co ound_ P d fron1k2 am.ng- 5- (nethyl-propyl-amno) -4
5tr|fluor : &yl ester (Exanple J35) (347

mg, 1.0 nd 3- 0X0r ri azol ropignic acid
tert-but ylrm@%%té PRRQIHS vEes &E%ar‘?é%(?‘]“n[ﬁ'anim@'% %Q %th "ﬁ'ﬁ’“f)b)af he gener al
procedur e Mrifldbtahedhsl-plshyl -datlgiic beidwart-diutyl €340 EREmpRI4). (361 mg, 1.0
15 mmol) and 3-0x0-3-(3-pyrazol-1-yl-phenyl)-propionic acid tert-butyl ester (Example

c
Sisasa

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)



M5 (ISP) 561.3 [(M+H)+]. 10 Exanple ML19 {5- (I sobutyl -nethyl -am no)

-2- 13- 0xo0- 3- (3-pyrazol -1-yl - phenyl ) - pr opi onyl am no] -4-

trifl uor owetobpssephenyl } - carbam ¢ acid tert butyl ester ThecrEPBOIBONPOUN
was prepared from [2-am no-5-(isobutyl - h7yl-am'no)-4-

trifluoronet hyI phenyl ] - car bam ¢ aC| d tert butyl ester (Exanple J40) (361

, 1.0 15 zoI hen r Qpi oni ¢ aci
'?grt but yI roxe%ﬂﬁ.&fgﬁ tR‘iéﬂ?I )PIX ﬁﬁﬁFgét)ﬁré iSHGT LERE gener al
Fzﬁ/ﬁﬁbdure MKzG»)(zasrmegj 183 ramloa)gam:ordh{ng’ohefgeaeaa( pffeedre M@btanma(mﬁ)t 574.2
+
{2-13-(2- Q/é’ﬁ%})-gﬁ%ﬁnﬂf%%n%lgf@ oxo- propi onyl ani no] - 5- (i sopropyl - met hyl - ani n

0) - 4-trifl yll-carbamic acid tert-butyl ester The title
conpound vvag\%g Iggﬁ %ﬂ (R}gﬁﬁ o am no- 5- (i soproyl - met hyl - am no) - 4-
trifluoromnethyl-phenyl]-car bam C ac: d telr;'ttityl ester (Exanple J37) (500
ny, 1.44° nmmol ) and 3-(2-cyano- pyri e 3- 0X0- propionic acid
tert-butyl

AN ml 3 44 )lacorlngtothe
general proced an (3-[1,2.4lfraz0l 7, 90%). MB

(I'SP) 518.1 M@M@r&ﬂ;&hﬂ-phem’ﬂ—carbamic acid tert-butyl ester
14- Chl or 0- 5- (i sobut yl - met hyl - am no) - 2-[ 3- oxo- 3- (3- 11, 2, 41

t ritazolThl %/|T;-}1|a|ﬁ1ellybmp8@nd)m@pﬁpyﬂedlﬁd3@][2 phaity3- (sabmlzhﬁt}@@adn%@m- but yl
ester e | e CO epar e r C r.O-
(i sobutyl - m§’f1 Yo nﬁ%"ﬁ@’?’ %ﬁﬁﬁ%}?’ lccaé}dotﬁmq@tgfftﬁnl%af“-%ﬁﬁ?ﬁ (7% L0exanpl e
é 27) (gO%b3 m[jnmal) 21d BYExo) 3-YE[ D214q)t8ﬁ6<5.|21) N FHeRF) 2 r@ﬁ@ﬂ&dacid téﬁﬂbutytﬂrédter

0XO0- [ opl gni ¢ ac e es
(Exanpl e Kéé’fa"(‘é%g%r)gé% %Xrﬁfg > E%HHigﬁa%ieogePﬁ@ SENGE %aetf@ %@é’a‘ﬁé
bt ai ned as a@all%lﬂhédf&hﬂ(@@lﬁg%m%{)?oo mg, 85%. M5 (I1SP) 539.2 [(MH)" ] 5

Exanpl e ML22 15-(Isobutyl -nethyl -am no)-2- [3-o0x0-3-(3-11,2,4ltriazol-1

yl - phenyl ) - Nos QePs7s.AMYEL) ™ 4-tri f | uor onet hyl - phenyl | - car bani ¢ aci d
tert-butyl ester

Example M123

15

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)].



The title conmpound was prepared from [ 2-am no-5-(isobutyl-nethyl-am no)-4-

trifluoronethyl-phenyl] -carbamc acid tert-butyl ester (Exanple J36) (361
ng, 1.0 WO oxosdey2 and 3- oxo-3-(3-[1,2,4]triazol -1-yl - phenpCrAapondéani c aci d
tert-butyl ester (Exanple K25) (287 ny, 1;15 mol ) according to the general

procedure M Cbtained as a light red f o& (490 ng, 85% . Ms (ISP) 575.2

[ (MtH) +] . Exanpl e ML23 15

{ 4- Chl or o- 5- (|sobutyl met hyl - ani no)——%%%—:% (3-[1, 2, 3]triazo|-1-y|-pheny
h

| )- propio ]-carmc amdtnrt title
conmpound waté P HGARORIGEN 13“‘3"%—#%’315’5?9’. a“.’u: A -

ani no) - phefmﬂhorcﬁﬂéthﬂnﬁliénal@cﬁlrbhﬁﬁ&adilrﬂlteyf-b&ﬁd;éi;ter( Exanpl e J27) (328 ngy, 1.0
mmol ) and 3-o0x0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert-butyl

ester (Exa rffl‘leetlﬂ@?@))nlﬂcﬁmﬁai&z préparell ﬂbmahllﬁ@@qﬁsﬂibﬁgfl-hmlﬁ@%-g ener al

d o
Cvrp-15 Exidigranniapafiensl cRoBRG: yd et howt st ymabte PSS 8071 °1 2, 31
triazol - 1- ythrrliemd 3- (Qﬁnﬂﬁﬂﬂlloﬂyﬂlﬁﬁylwoﬁr pfdpﬁdxﬁ@wdr&trdwhtyp&wyl | - car bami c

acid tert-but e tit oun ared from

[ 2- ami no- 5-C ?F&B@tﬁéﬂér‘ﬁ] Mﬁcof‘ﬂw TOJB ?fg‘fﬂ)PFOCGHBW] Obtitsdi ¢ aci d
tert-butyl st t dhoanpha 43b1ﬂ1g,(71;©9) ng, 1.27 mol) and

3-o0x0-3-(3-[1, trlazoI-I-yI phenyl )-propionic acid tert-butyl ester
(Exanpl e K23}% (Ismtssgrg (M-R2y¥].nmol ) according to the general procedure M
otained 30 as a Ilght brown oil (480 nmg, 69%. M5 (ISP) 573.1 [(MH)-].
WD 02/ 088652 PCT/ EP02/ 03644 -118 BExampleMMI@5 {2- 13-

(3-1m dazol -1-yl - phenyl ) -3-o0xo0-propionylamno | -5-isobutylam no-4-

trifl uor omelthGhlophergl Blintddzbiadyt pheryl)-8-@kb-phupivhylemirey] - SHebiitiylaneingonmpound
was prepared from[2 -.am.no- Fobutyl amno) -4 5

trlfl uor onet I A I S &€id tert-butyl ester (Exanple J41) (347

ng, 1.0 3- (3-,i m dazol hen ropi pni.c a
tert-but y%ﬁ%‘% 0 |VE#s R?@ffe@]z‘ééﬂﬁ@ X‘b"ln‘i%% OSa@%‘%éi Rilomdcy %FWQ) gener al
procedur e Maraehiakciddert-butyl ester (Example J34) (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)].



as a light yellow foam (430 ng, 77%. M5 (I1SP) 558.2 [(MH)-]. 10 Exanpl e
ML26 {4-Chl oro-2- r3-(3-imdazol-1-yl-phenyl)-3-o0xo-propi onyl am nol

- 5- 1 sobutwbaniossss2 phenyl | -carbami c acid tert-butyl ester Pag/mEPO2/HIB4£0oNpPound
was prepared from (2-am no-4-chl oro-5-isofutyl am no- phenyl )- carbam c acid
tert-butyl ester (Exanple J34) (313 ng, 1.0 mmol) and 3-(3-im dazol- 15
1-yl - phenyl)-3-oxo-propionic acid tert-hu I8ester (Exanpl e K26) (286 ny,
1.0 mol) accordl ng to the general %‘%%Pa&h@—wl bt ai ned as a |ight yell ow
foam (330 ngy : . .
44- Chl or 0- 57 P REOR fhenyl ) -
20 propi ony raﬂuommheglﬂhghgmj! ,L;caibhﬁmacldaentdmmreitebut yl ester The t| tle
conmpound was prepared from [ 2-am no-4-chl oro-5-(isobutyl-anm no) - phenyl]
-carbani ¢ atheltitlecempontiryd wesspxepar(eEﬁam) 2€andib) 5- (1Bdﬁhtyr]gamfno®-4nﬂﬂilﬂhbroand 3- 0X0-

3-(3-11, 2, 3]t d.t Exanpl
0% (287 s BRendtebBRtcHad W SR gBhmnls ) R e d Rt fen as
a p;a:E gotzjlr ggmmaams PE2, 6Bﬁazdig-ylg;§%1)él)4}il&ﬁ1gﬁfhlaﬂz&_t]auh(IIZ&%tH) ?'l)ﬂxamli‘@?f()z%g 083652
593] triaz %%P%,ﬁl%m@f?cc& B)nti)F é‘%ﬂ }S:ngyo%dﬁrae%.n 8%)’Ea1ried[as i%gl?t_yeﬁgw_

trifluoronefda (3gbemy6pIear bam c acid tert-butyl ester The title conpound
was prepared from|[2-am no-5-(isobutyl-amno)-4-trifluoro 5

met hyl - phenplS dsRrasare [(MaEI)]. tert-butyl ester (Exanple J41) (347 ng, 1.0
mmol ) and 3-o0x0-3-(3-[1,2,3]triazol-1-yl-phenyl)-propionic acid tert-butyl
ester (Bwanple K23) (287 ng, 1.0 nEeimpladtiaeding to the general procedure
M Cbtained as a light yellow foam (340 ng, 60%9. M5 (ISP) 559.2 [(MH)-].
10 Exanple mzalorm-mdbum-aaﬂﬁbSM&{ome- 10,4 Rribdl-Ax@-phefd)] 1, 2

ggt (ralraZOI 1- % lé)nh?arrlxm% B _Cal%lar%lrgagﬁltelq%en II-Par bam ¢ acid tert-butvl

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)"].



The title conpound was prepared from [ 2-am no-4-chl oro-5-(isobutyl-am no) -
phenyl]-carbam c acid tert-butyl ester (Exanple J34) (313 ng, 1.0 mmol) and
3- 0x0- 15wWB-00883632 2, 4] tri azol - 1-yl - phenyl ) - propi oni ¢ aci d PCemPobodeyd ester
(Exanmpl e K25) (287 ng, 1.0 mmol) accordi n% to the general procedure M
ot ai ned as a light yellow foam (390 ng, 40/c). M5 (ISP) 525.1 [(MH"].
Exanmpl e ML30 20 .

{5-(Isobutyl-am no) 2- [3 0x0- 3- (3= ,r ] | - 1-yl - phenyl ) - propi onyl am n
ol -4- trifly h I i i ester The title

SINAREN i 1 €
o, 10 ¥1ua§§%§¥%ﬁkscar b%f‘%{%‘féw %;%abﬁt ﬁany%hing;f PR Beaci o
tert-butyl edd eerrt-BﬁtyI Esxeriop { B[ KA -3¢ a;&;zpm@;on:tzla&nﬁapbhermpedzﬁamg dcil tefre

(1 SP) 558, 2OFPRREF ) TR0gD G HGE4S mhoTRESp0 S imeiESsbaEAE: G by ocedur e
N:  Prepar ahnmi) odn Be-adidyd ﬁhe&sMWﬁﬁr@%thﬂ PFA[0.5,50nd))az€PC Bnd- Ones: A
sol ution or susgen& 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 23C 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 QAc/ Et OH. 15 Workup
pr ocedure b; . The reac xt ure was dil ut W .t h C, hed
with sat!? r\&ﬁé@eﬁmﬂw heueasion Bature i el i 055@%%@3%3
Na2SO4. with sat. NaHCOs3- sol or 1M Na,COs-sol., brine and dried over MgSO4 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.



Renmoval of the solvent in vacuumleft a material, which could be triturated
wth ether or mxtures of ether/ THF/ MeOH to give the title conpound, or
which i f woeoessmsy can be purified by crystallization fr ®@cTEPd2/ehicekane or
by silica gel columm 20 chromat ography Wlfq cycl ohexane/ Et OAc or

Et OAc/ EtOH. Exanple 1 )

3-(7-Chl oro-8-di net hyl am no- 4- oxo- 4, i—di hi\LdEO-3H- benzol bl

[ 1, 41di azepi n-2-XlI)- benzonitrile Th conmpound was prepared from
{4-chl oro-25] y. hen | ) .
pr opi onyl anf rn(i]]é’f? Zr.dfm Y 33‘.].‘?(.{ - ' —=butyl ester
(Exanpl e Mbdndoyblii1.erdisge pin -Mohd TFA in CH2Cl2 according to the general
procedure N. Obtained as a yellow solid (85 ng). Ms (ISP) 339 [(MH)+] and
341 [ ( Mr2+HIh¢ tlﬂérﬁom%fﬂn&vaé/ﬁe@a&é@&BﬁE& Bﬂﬂ'io@-ﬂﬂhétﬂﬁéénno-z-l[aéoxo&aﬁpl e 2

benzof b] °f  H S HATY Ho A PIRIOE PP a I G P et

E 4- gh|3 i)r o- 5(EistaﬁqﬂhM2Q TBymﬂza'&ne[Iﬁ WOthOF I3k {n3CH§(]312 acﬁ:ordl?ﬁ to the general proceélure
1, tria (0] noj - pneny carpam Cc acl
tert. - but yl i]ggbé?lxe‘%%)@;%%ﬁ 35%}%3% t®%ment with TFA in CH2C12 according

to the gene 0 Iolowsolld (87 ng). M5
(1SP) 381 [@&@oﬁ’ﬁﬁ%@@%&%ﬁuﬁz i?{)a]z??gg%?% “Exanpl e 3 10

8- Chl or o- 7- di net hyl am no- 4-[ 3- ( 5- hydrgxgﬁ? -[1, 2,31triazol -1-yl)-phenyl |
-1, 3- di hydro-benzofbl f 1,41diazepi The t|tIe conpound was prepared
from (RS)-[4 :

5-(tetralty ' PR ‘ '

- phenyl } - pr_mwbenm]mp);@yeﬂyﬂj-oﬁar bamc acid tert -butyI ester (Exanple
MB) by treatnment with TFA 15 in CH2Cl12 according to the general procedure

[\I( mogt ﬁll) niadTﬁs tidle b@mgeuﬁ@mapx(eﬁﬁedr&bm (RE- (¢} BRYro 4L dinjef Bifkhilo- 2408k 0433 -
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Ve Doet hi acf AT e prrans Ry By 1123 ool i PR S RoBIW | 1. 41

di azepi n- 2aplino)Ppheagl)idafantic acid tert.-butyl ester (Example M3) by treatment with TFA
15 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.



20 The title conmpound 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).
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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)di2ndindethyldigingen gt-aifluproegaur e N.
SIS a3xé-3- {Béeﬂg &Wcr oyldlrcg:I -p %g-ﬂgl)oxymethgrl) %E))Z 3A}tr1az[)l( M;mgllehyl%anpl e s

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).



8-(2,3-Di fluoro-phenyl)-7-di met hyl am no-4-(3-112,31 triazol-I|-yl-phenyl)-1
3- 20 di hydro-benzo [b ] [ 1,41 diazepin-2-one The title conpound was

pr epar ed Wooi0§3s52li met hyl am no-2', 3' - di f | uor o- 5- [ 3- 0Xx0- 3- PCT/EP02/03644
(3-11,2,3]triazol -1-yl -phenyl) - propi onyl gnré:(%?p] - bi phenyl -4-yl }-carbam c acid
tert.- butyl ester (Exanple MB) by treat with TFA in CH2Cl12 according
to the gener . Oht3h Begdoas a yellow solid (47 ng). 25 MS
(ISP) 459 [(%EQS?? g’fﬁﬁi"lﬁfﬁ ﬂg’ggé?wgaénm e 9 3 f

7- (2, 3-Di fluoro-phenyl)-8-dinet hyl amgQ- 4, 0x0-4 5-di hydro-3H benzo f bl f
1,41 diazepin-2-yll -benzonitrile Theg—}%zé}‘eeﬁc)orrpound was prepared from

({a“r:;].' Lg]- E :23’: g?/%r_] g_wél),@ 2X i rop. -X{et -isoxazol-5-yl)-pyridin-4-yli-1,3-dihydro-
tert.-butyl bentabl[1(Hdmredin-2MMe by treatnment with TFA in CH2Cl12 accordi ng

to the general procedure N Obtained as a light yellow solid (75 ng). WO
02/ 0836525 PCheERR088BMd wak PBephied(ftBP) 4-4hI6r§-CMikhetlylamino 22 8- P2 B-C.

Exanpl e 10 8§ oro- 7-di npt hyl am,ne-4- . o i o
2 (3 et hy RS s TR SRR e prromonamipslihemglseatbapt s, a1
di azepi n- 2- gerg.-Butfhesteri( Example vl byl treaten gt eqpidr BA for G Cl; according to the

4-chl -5-di hyl am 3- 12-(3n .
Eret (k:lyl O:’ gox g}é‘frngfjpléfgmﬁgﬁ g);b%allﬂg%l S]agy§l-1%v>\<7891bdr {}6}5‘?&)[ am no} - phenyl ) - carbam c
id tert.- | t oMith TFA in CH2A 2
sccordi ng i O ) 33 Bt S ARBAGA BN G ITRRERR0 "G Vel fow sol i d (111 o).

MS (I SP) . 96 [ (MtH) +] and 398 [ ( M+H+ +Jﬂ- 1R >250 C. 10 Exanple 11
8-Chloro-7- [ (2-nmethoxy-ethyl) -met - ] -4-

[ 3-(3-net hyls-_b Xaz0 - i
di azepi n- 2- i =
(2- met hoxy- egheyyl)-1fetiytro-benzoi][ 1. £ld{a3epih32-63e net hyl - i soxazol - 5-yl ) - phenyl ]
- 3- 0X0- propi onyl am no}- phenyl)- 15 carbam c acid tert.-butyl ester (Exanple
M 1) by tr éerithtcompdundFasipreparéd@idin §¢-chlodo 3¢ (2-ondthexygethg)-abethylocedur e N.

Gbtai ned as a%liXSJ-h-C{‘é’- [%Q(ISi-rglet{h])'fl]-'go@z)l'-5-yN—BpI£e%|y?]-ﬁgﬁo-gwﬁon%@aqnﬁllgpphgw)z—) KI5

182 C
15 carbamic acid tert.-butyl ester (Example M11) by treatment with TFA in CH,Cl,

1 Liramdl Y

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-yi]-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



Exanpl e 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 thergenéralnproastiurol. Opfagiedlal 2 yellovwbsolido(6aeig). tert . -butyl
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 ¢nv{@hloid-8+dim2thylaif@-4eyr@rdsfalitiidao 311 byrzb{ I3 biletiazepin-2-yl)-
propi onyl am no(l 9-di met hyl.am no- phenyl }-carbanic acid tert.-butyl ester
( Exanpl e N@%——By—ztﬁ-gg?%é# with TFA in CH2C12 according to the general
pr ocedur

f5 NThf: 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.



ot ai ned as a yellow solid (50 ng). M5 (ISP) 340 [ (M+H) +] and 342
[(Mt2+H) +]; np 216 C. 20 Exanple 16 8-Chl oro-7-di net hyl am no-4- [ 3-

(2- met hylwokp83ssnzol - 3-yl ) - phenyl ] -1, 3-di hydro- benzo [ BLT[EPD/d3b44

di azepi n-2-one The title conpound was pr_e;i)%_ed from

(4-chl or o-5-di net hyl am no-2-{3-[ 3-( 2-

nmet hyl - 2H pyrazol - 3-yl ) - phenyl ] - 3- oxq=pr opi@nyl am no} - phenyl )-carbam c acid
25 tert.-butyl ester (Exanple ML6) b%‘z.a-rmggghﬁnent with TFA in CH2C12
according tog_ 1he nr. AF d : ite solid (67
ng). M5 (I A Rwias) A 396 L R 2FE T 2 WG 02/ 083652
PCT/ EP02/ 0364 fuorofizth dilofbeh 1. hdieanpinel-éne [ 3- ( 5- hydr oxynet hyl -
11,2,3] triazol-l-yl)-phenyl]-8- trifluoronethyl-1,3-dihydro-benzo Ib
111, 4] di azdhenitl2-compoting wak preparedrfon RIS ks dipnethdamith ok 2-¢Broxo-3-{3-[5-

(RS)-{5-di hyl am no- 2- (,;35,0x0- 3: {3+ 551.5 . .
ret r syt o s aRms B e SRRt b 23] PeralAon!)-PRgmyll BRBGIBPGY 2ony | ani n
0) - 4- trifl uoflosretdeyhyl pheayl] cabambedtidteacbdtyl estér. (Hrumnple M1 )iy tidaxaeql e ML7)
by treatnent . w.th. TEA j.n CH2Cl 2 according to the r.al . procedu N.
Cht o ned as " b4 il sgine e ergperathbtodf NSRRI S AR R Who 0 ¢
10 Exanpl e 8lid ®2Bhget hyl am no- 4- 13- ( 3- et hyl -i soxazol - 5-yl
-phenyl | -8-trifluoromethyl-I,3- dihydro-benzo [bl [ 1,41 diazepin-2-one The
title compovisl(ieB¥44n Epariad fmpi@ %C.di net hyl ami no- 2- { 3-[ 3- ( 3- net hyl -
| soxazol - 5-yl ) -phenyl ]
- 3- ox0- pt®pi onyl am no}-4-trifl uor ometBympldidnyl ) - carbamic 15 acid
tert.-butyl ester (Exanple ML8) by treatnment with TFA in CH2O 2 accordi ng
(5P 429 QM e 10 Bl or 0~ 7- I meU Myl am oL 4

+],; 3. ¢, Exa - or o- 7- di net hyl am no- 4-
[ 3- (4- hydr oXrRet Ryt Rraz ] ‘?Z % "'"— ] -1,3- 20 dihydro-benzo [b 1 [

1, 4] di azepip-2-0ne The itle co und ) ar.ed .f
3 (7- chi or o-BE GRRGERYLRR e PRz (S imEhTRRLES 2" (343 3-methyl-
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



di hydr o- 3H benzo[ b] [1, 4] di azepi n-2-yl)-thi obenzam de {prepared from
3-(7-chl oro- 8-dinethyl am no-4-oxo-4, 5-di hydr o- 3H benzo[ b]

[ 1, 4] di azwpiog36yl ) - benzonitrile (Exanple 1) as fol |l ows: PCo/EROBGd6wt i on oOf
hexanet hyl di silthiane (0.55 nmL, 2.6 mml),_ in 25

1, 3-di et hyl - 2-i mi dazol i di none (2.6 mnL)" was added at 20 C sodi um net hoxi de

0.13 g, The f i n,. and |
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[1, 4] di azedidin atchloiombﬂhaheﬂi? (ﬂﬁtﬂ@ca&pl&ma&) §%8f) RWakofdldw soid.234 C

dec. M5 (I SP) 373.2 [ (M+H) +] 0.71 g, 1.9 nmol), 1, 3-dichloro-2-propanone
(0.36 WO 0M9BIBH2RLTWERD2];036434 °Cde2b g, 2.85 nmol ) and sodi um

bi carbonate (0.24 g, 2.85 mml) in 1, 4-dioxane (15 nL) was heated to 60 C
for 48 h. The clear solution was evagamplead i n vacuum The a solution of
the residue in 1, 4-dioxane (5 nL) was added 2N KOH (3.8 nL) and the

m xt ure wag-Shlofd-gdigethainGnbor-[3L (Ndindhliwiminbotethdl)| 1\ia triddetlyBnd t he

m xture_was .5 iH or 05 pr.e itate fornmed was col |l ected by
filtrati®n 18Y4ros a‘%iéggﬁﬁhaneto give the title
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conmpound 6 as pale-yel |l ow P) .4 X 134 C
o Bl a3 eaRgaRat Fd BiroRim -yt S BED Ay a A Koot hy |
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ML9) by treatnment with TFA in CH2Cl 2 according to the general procedure N
Cbt ai neds avis (138} 438 [KM+14)"( 34d nm) [(MBVD ' [; nP) 45 360 fC.M-H) +] and 440

[ (Mt2+H) +] ; np 145-160 C. Exarrple 21 8- Chl or o- 7-di net hyl am no- 4- [ 3-

(3-met hoxynet hyl -i soxazol - 5-yl') - pherghinpleR13- di hydro-benzo[b

1[ 1, 41di azepi n-2-one The title conpound was prepared from

(4- chl or o- B-Ghives-Aydi i

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
4-(8-Dimethylamino-4-oxo-7-trifluoromethyl-4,5-dihydro-3H-

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

25

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.



20

nmet hoxynet hyl -i soxazol - 5-yl ) - phenyl ] - 3- oxo- pr opi onyl am no} - phenyl ) - carbam c
aci d tertwobobgdesest er (Exanple M20) by treatnment w th TFARCTEPCHARIGIL
according to the general procedure N. b %ned as a light yellow solid
(157 mg). MS (I1SP) 425 [ (MtH) +] and 427 [E 2+H)+]; np 191 C. Exanple 22
25 4-(8-Di nmet | hyl am no- 4- oxo- 7- trlfl%,arglgezl},yl-4 5-di hydro-3H benzo [Db]
[1,41 di azepin-2-yl)-pyridine-2-carbonrtrrie The title conpound was

prepared fregnm{@ubry: él&’e%& ;
- 5-di net hyl am no-4- uoromet I ' et but yl ester
dihydggrbenzedb iibAtdisgepin Aei n CI—|2C12 accordl ng to the general 30

procedure N._ (bt ai ned as yellow solid (158 ng). M5 (ISP) 374 [ (M+H) +];
np 248 C. \A@he@ﬂessmpgumﬂan@mz@@w [z fli@7o-5 HRe(Ayihd23]-1-yl-phenyl)-3-

S | 2-triflu roetho
15" o hyar S DR TR (S ettty afbSHR ot & Eoipbims S opar
from[2 -fl bewbeser( x{lgphe M%?ébmtpdatryentph&nym i1BE€H5C, according to the general

0XO0- pr opi on laeunel y) - bi phenyl - 4-yl]-carbam c acid
tert. buty ester I\Eg t;mFd gﬁ\%e%own%% 184?@ t with TFA in CH2Cl12 according

tothe gene ( ned as a brown solid (50 ng). M5 (ElI) 494
(M); np 20?3@2({30%%@% I%P%g% ?at'

8- (2- Fl uor o- phenyl ) - 4- 13 (3-nethyl -i goxaz@l,,5-y"-phenyl ]-7-(2,2, 2-trifluoro
et hoxy -1, 3-di hydro-benzo[b]Il 41 diaz n—§ one The t|tIe corrpound was
reparedgfr I I_-_[ i 51 POXRZ0 henI]
PS-gxo-grQopTQ%F%n‘ﬁtl%t hip 7 e 1-5 RS 1 — -ttt -carbamic
acid tert. - 8hoky)-batdahydfé=bangsl o] | M2 Rliatepit-2-@ak ment W|th TFA in CHZClZ
according to 15 the general procedure N. Obtained as a light yellow solid
(21 ng). nelhetigle %QPQLMd)WaSrHIeIZaIQi fom [C-flEcmmrpH 2 [ 263-methyl-isoxazol-5-yl)-

S (2- P uor opRUBIV bsd ok 2ol 1 28b ol OB i 2.7 i or o

et hoxy) 1,3 di'hy dro draze
acid 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).



20 The title conmpound 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 -(5-hydroxynethyl -[1 2

3ltriazol - %&§P) %{gr{ﬁigﬁ; rz%f | uoro-etho -1 3-dih dro-benzo b 14
di azepi n-2-one The title corrpound §¥_pr ed from

(RS)-[2'-fl uoro-5- (3-0xo0-3-{3-[5- %ﬂgz?o pyran- 2-yl oxynet hyl )- [
1,2,3] triazol~ |- D I 0 )
(2,2, 2-tri fEareostsy ; R 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 mmoDphenyl]- IBeﬂjzdmbemOﬂlbl IIEMM&D@-!ZGJ;Q accor d| ng to the general
procedure N.

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.).



ot ai ned as an off-white solid (60 nmg). 20 M5 (I SP) 425.4 [(M+H) +]; np 206
C (dec.). Exanple 29 8-Chloro-7-(nethyl-propyl-amno)-4

[ 3- (5- hyowoxgmnsdehy | -[ 1, 2, 3] triazol -1-yl)- phenyl] -1, 3-di irgarepobexszo [b | |
1,41 di azepin-2-one The title conpound wag, pr epar ed from (RS) -

[ 4- chl or 0- 5- (et hyl - propyl - am no) - 2- 25 )
(3-0x0-3-{3-[5-(tetrahydro-pyran-2-yl thyl)-[1,2,3]triazol-1-yl]-phenyl
}- propionylam no) - phenyl]-carbam c %M- butyl ester (Exanple M7)
(0.41 g, O. 4”mm_l)_ v, 4 et W . '

96nera| DFO%OO.CP 1i i ad pPdlr € yE OV SU - AN NN
439. 3 [ ( MtHdilhydrotbehZd bT 1 (dddigzepin-Won@2/ 083652 PCT/ EP02/ 03644
30 8-Chl oro-7-(diethyl-amno)-4-f 3-(5-hydroxynmethyl-f 1,2

31ltriazol - | -Brejtitisivemyiound was priphyedrfmrh €RE) [4othibrol 5 4diethiybania)-2{Bogo-The

E'sf | gxg?ngo%DF_’»—Yga—l&eggﬁmg—%gfragﬁyn'fo&)an%%th&l)[ﬁ:fﬁkr?arzgl_-l-?fl]:p e(iillyﬁI hyl - amno) -2-
3-{3-[5- I( t etplralbiybdﬁlarrmycr' | YapheRylydcavby st boid xerf-buBdl &}térr(EﬁeZﬁple IMMD](?.BB gnyi);;}'f(

propi onyl am _no) ; n - car. 1 C.agcl ert - but ester (Exanple 8 0. 53
g, 0.827 %‘F‘%}%Q’%%&%f%&ﬁ@ﬁp %Egcfzﬁ“@&%ﬁ%o thegsneP OF%P“F?I “gener al
procedur e NObtéhednadoffisvivme solid 2Wirhg). sol id (210 ng). M5 (I1SP) 439.3
[(MtH) +]; nmp 208 C (dec.). 10 Exanple 31 8-Chloro-7-dinethylam no-4- f 3-
( 3- hydr oxy meM$1{ISP) 4dXaZM+H) ) mpl2esyCkdecl), 3- di hydro-benzo f bl [1,41

di azepi n-2-one The title conpound was prepared from (RS) -

[ 4- chl or oo 5- di met hyl ami no- 2- ( 3- oxo- 3-Exfihple 31

[ 3- (t etrahydro-pyran-2-yl oxymet hyl ) -i soxazol -5-yl] -phenyl }-propi onyl am no)
15 phenyl ] - aChland-0-diniethylantito-4o (8- {A-hdbeyméthylaisptaeolNR 9) - i hyiid,3-0. 13 nmol )

by treat ment ith TF 'r114 H2C12 according to the general procedure N
Obt ai ned as %%&h%%ﬁ%—ﬁ%&%%—e RABINECNENS (1SP) 411 [(MrH)+] and 413
[ (Mr2+H) +] ; 2 C anple 32 .20 8-Chl pr q-4-f 3-.(5- hydr oxy et hyl -
12 31111 e G ep nuTd PR Bepg e o T Cy ldrosd dhmen a2 (o dho-d-
{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

t
3 bl B.1 ,".. -
-129 Exanpl e

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.



di hydro-benzo [b] f 1,41 diazepin-2-one The title conpound was prepared
from (RS)-[4-chloro-2-(3-0x0-3-{3-[5-(tetrahydro- pyran-2-yloxymethyl)- [
1,2,3 ] twoDazwo83651-yl] -phenyl}-propionyl am no)-5-pyrrol i ¢CAAEP2/03644

yl - phenyl] carbam c acid tert.-butyl estersfgExanple M30) by treatment with
TFA in 25 CH2C12 according to the general procedure N. Cbtained as a yell ow
solid (58 mg). Ms (ISP) 437 [('V“’|‘|)+]Ex§E él@ﬁ [ (Mr2+H) +]; nmp 193-197 C. WO

02/ 083652 PCT/ EP02/ 03644 -130 Exanple 3 met hyl ami no- 4-

[3- (2. et hyl Bk ot aabo 3 L CRREmA-br-Srdio B i donflifiydre- benzo
Fblf 1, 41 s b Te o potonili A2

(5-di et hyl oshepzo[bil1¢4d

pyrazol - 3-yl ) - phenyl ] - 3- oxo- propi o %OI am no}-4-trifluoronethyl - Hél ) - car ba
mc acid terhe tittRAoptpassdeatas preparagl qvéijdmv@whgun@zi{@ [@n@rmeﬁylﬂ at nent

of Foii 1 sow%ﬁéﬂ ggﬁ%%%% 2P AERRR 4 MRRESHEG pndh bR 20 .
[ 7- Chl or o- 8-ackteftoprbp giterrfBxdnyple M3 1n dY8 m&?@mr&o&&;@a@&%ﬁ%@m b] [
o spred TR AR O e 8

-carbamc a f Yy: B" anple J1 1) (150rrg 05mm|) and
3- (2-cyano- gg% ds?")ﬁS Wﬁg{) grzgg?om c acid tert.-butyl ester (Exanple

K3) 15 (150 ng, 0.61 mmol) accordl ngn%@%%ﬂﬁ_igeneral procedure M The
obtained material was deprotected a Cltzed by treatnment with TFA in

CH2C12 aggordi-ng €.vcld 21 B c T [of Yo lVI NS K a yellow solid
(69 ny). ?@SLP LS n ‘ laﬁqedv 366 )[4( %—%%Iil) T &rép?t}% 201 C. Exanple
35 20 8- Chl crenza o tiagd pame2 righ]-pyrii din ¢-2- daybipnitrile

, met hyl - 3- nethyl-lsoxazol 5- yI) phenyII- 1, 3-di hydr o- benzof b} 1,41
di azepi n- 2- JFhe titkeecompauad s prapated/feem H2-eprined-chlere5- (CYCIOPropyl'methYl'

120 L A ST 9 g
pr opi onyl ariand)3-(h e)rayxb}pmldnbéﬁ)c&@@owr@wpmc tyit btsﬂy tef EﬁmleN%Z) by
treatment, 2574 éﬂ;r ) %’f‘rﬁxﬁolg:ggcg}@lng@&&fe%leﬂ&af Srotdfar 8RN Tha bbRIAGGHMERIN

btained as a'y
was deprotected and cyclized by treatment with TFA in CH,Cl; according 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.



(60 ng). Ms (ISP) 425 [(MrH) +] and 427 [(M2+H)+]; np 232-233 C. WO
02/ 083652 PCT/ EP02/ 03644 -131 Exanple 36

8- Chl or o-wo(oexgdespr opyl - met hyl - am no) - 4- PCT/EP02/03644

[ 3- (3-net hyl -i soxazol - 5-yl')-phenyl ] -1, 3- _djhydro-benzo [b] 11,41

di azepi n-2-one The title corrpound was pré Lred from

[ 2- am no- 4-chl or o- 5- (cycl opr opyl - | - 5 _am no)-phenyl]-carbamc acid
tert.-butyl ester (Exanmpl e J11) (15 1 ~> mmol) and 3- [3-

(Exanpl & KifOhRRoTg b

A LI q40 Ly =
obt ai ned rr&hlerrciralben@@[bqiqm lataggtied- @m:d cycl i zed by treat rrent with TFA in
CH2Cl12 according to the general procedure N. Cbtained as a yeI I ow soI id

(49 mg). 10TH¥SitlelcOR) oﬁ&HV\?aS[p(r@ﬁhwd"ﬂorﬁmﬂ-aﬁﬁﬁo-@(dbﬂ'&bkﬁf clopio

[Eximgl §] t)’ Z.aggag Pﬁmllc éﬁiﬁo idte é' hrt»rfﬁres E’éﬁ’i&ﬁf%}ﬁ[qgiﬁ&d@ aﬁ%&ﬁyge EEZ'
Lr_;e title coaBoBak-wREDIRRARG-1)-phedylS)-oxb4repibaicacht teaybh@bésery! - met hyl -

anmi no) - 2- ( 3Exerks KA (1 4) mgel-pamypeelbacsyrding . the ssyaramrgseduraMeoThe ¢ ri azol -1 -y
|']- phenyl }obpdined @RrRMWEO] be&yti Ln@@yrcb@aalm/ta&hﬁeﬁtamth Thutiy CIBeler

(Exanmpl e M33) (200 , 0. by treatnmen TFA in CH2C12
accor di ng tat’ic‘trljr@ggt@ﬁgg%qner Pé%ng&eé\l I@gt‘éﬁﬁ AT YhB8Yel | ow solid (54
d 4 arrpl e 38
D| met Hé/ Mﬁé?’ié % @@ *t?‘y@ém%%ﬁgrmp[w? 1§93 “triazol -
I-yI) phenyl | -8- tr|quoronethyI 3-di hydro-benzo [bl [ 1,41
di azepi n-2-one The title conpound V\é:s’@%@i@p#ed from
(5-di net hyl a 1 i

| -yl) - phenyH S 8xe-prepisd tHA eSO L 22y Vear bami ¢
acid tert. -dhghilh- 1@,33&@{&15@;;@ M@azeﬂaﬁ@ﬁﬂe 0.214 rrm)l) by treat nent with
TFA in CH2Cl 2 according to the general procedure N. Obtained as a |ight
yel | ow sol iThe(t# denpouldB vids PPipadstitidrh VRS- Fd-chibFo-BA0yLoprd)I0RLBHS652

PCT/ EPO2/ 03644
15 anﬁno) 2-(3-0x0-~3-{3-[5-(tetrahydro-pyran-2-yloxymethyl)-{1,2,3]triazol-1-y1]-

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
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])-
trifluoromethyl-1,3-dihydro-benzo[b][1,4]diazepin-2-one

7-Dimethylamino-4-

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.



-132 Exanple 39 8-Chl oro-7-di net 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

et hyl - 5- (t et r ahydr o- pyr an- 2- onxynethyIﬂ3%H-pyrazoI 3-yl] -phenyl}-3-o0xo-
pr opi onyl am no) - phenyl ] - carbam ¢ aci g 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 égMLL?1ﬁmwﬁbwﬁﬁﬂﬂBIQMMhﬁmﬁnﬂzhu@ro 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 MS [SB), QAQIWH)apm&zﬂzﬁwkmzpmnyhﬂpmom onyl ami no) - 5-pyrrolidin-
| -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 Exarrgl(ac% 8Bv£zonatdnyivam FifuSrobd ettt @;AdTh3d{B3Hy dr oxynt hyl -f 1
2,31triazol - y 3 di dro bgnzofblfl 41di azepi n- 2-one 30 The
t|tIe conpo e DyLdmey2 e =hyl ami no- 4- quoro 2 ( 3- oxo- 3-

{3- [ 5-(tetra dro a th - Irla %/
L henyl}. pr SBeB Womﬁﬁwrrfﬂ spwvf Eom - Gerer bt L3 Pt ot (Exanpl e
MB8) (375 npropibrytanii®]-5-pyrrolidin-1-yl-4-trifluoromethyl- phenyl} carbamlc 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)



WO 02/ 083652 PCT/ EPO2/ 03644 -133 by treatnment with TFA in CH2A 2 accordi ng
to the general procedure N. Cbtained as a yellow solid (115 ng). M5 (I SP)
395 [ ( M+Hy®]02/0895575 C. Exanple 43 5 PCT/EP02/03644

7-Di met hyl ami no- 4-[ 3- (5-di met hyl-am nomet hyh- F1, 2, 3l tri azol -1-yl)-phenyl | - 8-
fluoro-1, 3-di hydro-benzo[b] f 1,41diazepin-2-one The title conpound was
prepared fr t 2,3
Jtriazol - B{;ﬁh{e? ogl mé/tpwgqh%&é%%ﬁ%%aﬁ% gﬁl]héfgin*é%ﬁp fUGF o- gﬁed?lytkl)ne&g%? bani ¢
acid tert. di( 51(1Eb<arrple MB9) (170 mg, 0.32 mmol) by treatnment with
10 TFA in CHZCI 2 according . to the general procedure N. Obtained as a yell ow
solid (34 MpUISRES%Il @ﬁ)ﬂ-lgﬂzn{p(MﬂqH np 181 C. Exanple 44

7- Di met hyl am no- 8-fl uoro-4-[ 3- ( 3- hydroxyneth -i soxazol -5-yl)-phenyl | -1, 3-
15 di hydro- benzo[ bl 11, 41 di azepi n- 2Exampl¥¥d titl e conmpound was prepared
from (RS)-[5-di rrethyl am no- 4- quoro 2- (3 0X0- 3- {3-

[ 3- (t et r &hy drldinyejl : psthylainimomaethyl=[4.2,3 1triazol-1-y1)-phenyl]-8-

- phenyl r % Cld tert.-butyl ester (Exanple
I\/EO) 213}14IO (ﬁ?bl%n acml b m??yyaq 'g{f?ﬁg\}tn TFA | n cHd 2yaccor di néj tonPhe
eneral pro e | SP) 395
DCNerd 4] " S HE eOlnpl Bl o Rerpfh D%t Uy i L PR (ST ciclBny SF)

[3-(5-pyrr ohmqm@h)ﬂr riéﬁimaZO]H-ﬂ)ZPlB‘-‘]ﬂV}r t3a@%s- PtOPWI)}’lanplheh#I-ﬂuOIO'PhenYl)-

-1, 3-di hydr Loel Ia)%ﬁH]; %,}gﬁ

pr epar ed frg%ggﬁﬁﬁalcor ort?b‘Jdt}’flélslc‘:}(iui [‘am 1@1\%3 ?@g’%r%%d 1% H%REB f 3]
triazol -101- ﬁFﬁ-lpﬁ?éhﬂz]acmr@n@tM&cergﬁnb@hme urf N. ﬁﬂb@alaqdmamzeﬂowneh (3F_1xarrp| e
3) (123 ny, )3 mol ) by treatment with SOC12 (0.044 nl, 0.6 mmol) in
CH2A 2 (2 nf%Trom 23 Cto reflux for 15 mn, followed by evaporation to

dryness 19| sol ved in DMF (2 nL) and stirred with
cat. amuntmﬁﬁgfjﬁég i&!)glynﬁ?ﬁ dlb'rS]e (0.248 n., 3.0 mmol) at 23 C until

tlc indicated conplete conversion of.fhe.qhl oride. The reaction mxture
was taken up in Et OAc, washed wi th warel

7-Dimethylamino-8-fluoro-4-[3-(3-hydroxymethyl-isoxazol-5-yl)-
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,



brine, dried over Na2SO4. Renoval of the solvent in vacuumleft a yellow
sem solid, WO 02/083652 PCT/EP02/03644 - 134 which was purified by silica
gel col unwookgasat ogr aphy. Obtai ned as a yellow solid (1@CTmpp2/0368: (| SP)
464 [ (M+H) +] and 466 [(M+2+H)+]; np 180- 182 C. Exanple 46 5

7- D met hyl am no- 4-

3- (3- hydr ox i S z0l..- 5- yl tri rQ

g dl( hyd)r/o béV)r?lan}f {3}% ?lin yasilbc&g%l c)?h]g‘ﬁ% H@#?&r?@ycég’ﬁéﬂ?qgas\ﬁiéﬂw edlidk ed from
(RS) - [ 5- di n&fGlyghi no- 2- ( 3- oxo- 3-{3-[ 3- _
(tetrahydro-pyran-2-yl oxynet hyl ) -i soxazol -5-yl] -phenyl}-propi onyl am no) - 4-
trifl uor onet\§ (EISPhédy [(M-eH) Hand eca M- 2461 ) ),y 30-185¢@r (Exanpl e M4l) (680
ng, 1.05 1o mmol) by treatnent with TFA in 2CI 2 according to the general

pr ocedure N. Obtained as a yellow S@xia.ﬂhF!eW mg). MS (ISP) 455 [(M+H) +];
219 C. Example 47 7- D|rrethyl am no- 8-fl uor o- 4-

[3 ( 3- methylz Dﬁnetth atnifo-vt d i lidowahD-5- 8 {thfludrofnefilyl-
di azepi n- 2- gng ;.The t'tIeb pound .was eparedfrom
(5-di et hyl Lo PH Lo 2 sizepip-y-ol et hyl -i soxazol - 5- yI ) - phenyl ]

: i | t .- but i |
w2y 25 g RS TR RO phep SRR, fr B L iy oY (- S8eard g { o ¢ he
general pr océtedttahjadxﬂ-p)&hﬁak)ﬂ@d/mh)ﬂt) 156kdzels ]Op\lﬁbn?m xdp{o‘é?laﬂﬁﬂo)tzﬁol M5 (|1§Pél
379 [(MeH) + et hy

tri a[zg)l T)y}t’?ﬂ“ HP’e@H&HhenQTEWE’W& aflddﬁ[eﬁel’ ot a%ﬁ?fr@m@zﬂs Wﬁiﬁwseh‘%% [ bill

, 41 di azepi mmaob rw tidaeménttvrich tmnp@mbl\gva&omlﬁg% 8@ gbh @8 procedure N.
ﬁ_yﬁi'ti_;?refhg#b fipe !‘%ﬁ’ ngBIgl(i%?Ir?gphenyl] 1, 3-di hydro-benzo [b] [ 1,4]
giqa)zeghg'tzrm%gfx%mlﬁi &é le&%) as d(ransrglrl)bgé It:}eg;genglt eW|4t5h ?bot(:;lzn((ag
géT?E%:/’ng} 8\:/%\/622' |Ej (lég ng). M5 (I SP) %50 |I( 47I—|) +]; nmp 153 C. WD 02/ 083652

7-Dimethvlamino-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.



Exanpl e 49 8- Chl oro- 7-di net hyl am no- 4-[ 3- (5- hy

roxymet hyl -i soxazol - 3-yl )-phenyl]-1 3- di hydro-benzo[bl [1, 41di azepi n-2-one
The titl ewoonjpsasszl was prepared from (RS)- PCT/EP02/03644

[ 4- cbl or o- 5- di et hyl am no- 2- (3- 0x0-3- 5 {%-

[ 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

[ (Mr2+H) +] ;> 213 =Sl S

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 AutylresreeBramph MDYt @i ﬂiiéa(ﬂmaﬁt with rwhtmyel | ow

?gglc.d) ( ggagﬁiﬁ?léacggl(d? Sg} r‘é‘? ﬁg}}eé%(prmg%iule n8bt§15n?éd[ag aye o +c]h: ??3 24

3- (5-hyd I 20

r1 S(di hzd;%égm H#’f(&%ﬁ?ﬂa dggééﬁﬂ@”){fﬁ[})}é'aﬁﬁglht{ﬂge rTErr;[)oﬁnd was prepar ed
from (RS)-[5-di net hyl am no- 2- ( 3- oxo-ﬁ-iBlig _ _
(tetrahydro-pyran-2-yl ]oxyrret hyl)-is < -%I ] l—phePyI } - propi Ionyl am no) - 4-

trifl uor{;)rreg :%L)-rg_

treatneﬁ = CHZET?Z RO gee :

bt ai ned asdﬁydei_&hzngl[llM @n‘&al—(brd (103 ng) . I\/S (1 SP) 445. 3 [(I\/H—l) +]; np
211 C (dec.). WD 02/083652 PCT/ EP02/ 03644 - 136 Exanple 52

8- Chl or o- 7-Thentitteleghapoiund whs pfeiﬁaamdrf&iml(RS) w&ﬂ@mm(ﬁ;ox& B{3l[hy@trehydenzo [ bl

{4 ehi or o RFRRO G- B3 T ET At 5PhgH ) -FopleyBnino ) piperidin-1-

pyr azol - 1- y{l-pieeyitarbaminichhiet tabund kst Erythple 0844) dyitecatibst Wik TEA but y|
ester

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

henyl]-8-trifluoromethyl-

7-Dimethvlamino-4-

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.).



(Exanmpl e M46) by treatnment with TFA in CH2Cl12 according to the general
procedure N. Cbtained as a yellow solid (75 nmg). Ms (I1SP) 380 [(MtH)+] and
382 [ ( M+2wbiozps36ap 231-234 C.  Exanple 53 10 PCT/EP02/03644

7- D met hyl am no-4-[3-(3-pyrrolidin-| -yI ?yl -i soxazol - 5-yl ) - phenyl ] - 8-
trifluoronethyl-1,3-di hydro-benzo [b 11T, di azepi n-2-one The title

conpound was prepared from 7-di net hyl am N0%4 4- [3- (3-hydroxynethyl -
i soxazol -5-yl) - phenyl] 8-trifl uororrej?f-?%g—i—s di hydr o- benzo[ b]

[1, 4]d|azepér¢ . Xtreatrrent W th
SOC12 (3 eqy~and—f : Yed >t n Exanpl e 45.
Obt ai ned as eng@llﬂdmépld-z- ng) I\/IS (I SP) 498 [(I\/H—|) +]; nmp 160 C.

Exanpl e 54
7- Di net hyl a’ﬂhm@ﬂécc[rﬁpdtﬂrdrmmvh@are’& Boml {redhitytb-3- &mahmmﬁroyt)aphew (3- -8-

conpound vad A e S e ) A p et Ry slemy -

Id soxazol - g (Exhmpheaiviyt | byﬁeattmbrﬁﬂumﬁngﬂxlljg-lz%,alﬁc&ghbg?f)@he?@ﬁé?l f)h:][cre]ﬂusr%c if]Z 2
e::]é)zeglng- pﬁBfaer%aS@ gu% %11%42552%“ bedmrnr)1 )Exa)r/rpl ;eZSnE&)t\g: ned as a (

Y20 ot hyl Aot TR 3B bR SO e B 531 ) - phenyl |- 8-

trifluoromethyl-1, 3-di hydro-benzo [;b,# ! ;:] éi di azepi n-2-one The title
conmpound was pr epar ed from 7-dimeth [ 3- (3- hydr oxynet hyl -
b

i soxazol. - Sy . . ) I [ b] [1,4]

di azepi f° 2-GrrameRy g LS el eat-AENnt with SOC12
(3 eq.) andmwﬁ_@ﬂ@t%ﬁﬁiofbﬂl@ @gzﬁmﬁs oﬁh@scrr bed in Exanpl e 45.
otained as a light yellow solid (21 ng). WO 02/ 083652 PCT/ EP02/ 03644
-137- MBS ( I'EEE)tlﬂl@&)rﬁlécDﬁHd)Wa]s préparélcﬁﬁoﬁ 7- eyl embiy-4-[3-(3-hydroxymethyl-

Taian noon Hsgpbs oot s o dme il 3 e rg-b%rﬁotfﬁﬂﬁm%zz:ﬂ-one

(Example 46) (111 mg, 0.25 mmol) by treatment with SOCI; (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).



5 The title conpound was prepared from{2-[3-(2-cyano-pyridin-4-yl)-3-o0xo0-
pr opi onyl am no] - 4-fl uor o-5- pyrrolidin-1-yl-phenyl }-carbamc acid
tert.-butwboesssms2 (Exanple MA7) by treatnent with TFA i n PCHAERLZ0ImeLOr di ng
to the general procedure N. btained as gg orange solid (54 ng). Ms (ISP)
350 [(MH) +]; np 278-279 C. 10 Exarrpl e 57°8-Fl uor o- 4-

[ 3- (3-net hy ¥} -7-pyrrolidin-1l-yl-1,3-di hydro- benzo f
bl 11,41 dlg&;g%@%ﬁ%ﬁ% I’gh e corrpound was prepared from
(4-fluoro-2-{3-[3-(3-nmethyl -isoxazol 4 5a I
phenyl ] - 3- oxo- pr opi onyl am no} - 5- pyrr =1-yl - phenyl)-carbam c acid
tert.-butyl, (%@hﬁﬁ-&e{o{ E_é J eat nent FA

according t

M5 (I SP) 40gyridinarBhcetbonimil@®36 C. Exarrp
8- Fl uor o- 4- [ 3- (5- hydr oxynet hyl -

31tri SZOIS 1Tk tﬁﬂwmnpdqnd?urmepﬁrécﬂfrmnl {2y(B-(2- c&an&-@yﬂﬂﬂmydwb -Pexzo[ b]
(RS- L4 11 ubioprosd P g e ddoss s R B P i R by e 1,2, 5

] tri azol - 1(BxhinplepVid Ay} trpatmphowith &“E’Amﬁ))ﬁ{-ﬁ@h}att@ﬁlr@ltﬁ-tﬂegeneral procedure
- phenyl ] - %a‘?g?arﬂe% ahor%ngc;re:ts%lécpg% ester (Exanple Mi9) by treatment wth

TFA in accord i'ng )al procedure N. (btai ned as an orange

solid (72 421 np 184-185 C. Exanple 59

4- (8- Azetidin %@@Y%%J baTeoRe hydr o- 3H benzofb] f 1

41di azepj,n- 2- yI) pyri di ne-2-carbonitril ye title conpound was prepared
M%‘%‘O- 30

from {5-azetidin-I-yl-4-chloro-2-[3-

Dicf a1 N ) . -butyl ester
(Exanpl e VB e o PR EST ; di%ener al

procedure I¢nz Qﬂﬁ!@,ﬁddizggnahom ange soI i d (66 ng) V\D 02/ 083652
PCT/ EPO2/ 03644 -138 M5 (ISP) 352 [(M+H)+] and 354 [(M:2+H)+]; np 276 C.

Exanpl e 60 The t@@-((ﬁnpdyd!domﬁrmepuyd:d fremX aAlmor@-2y{3} Bptsemythlyl-isoxazol -5-y1)-
-7-pyrroli d]!)lﬂ:h}l] W of5-bHd plony?a(nq{lrl%s ry}')y_rrolidin-l-yl-phvenyl)—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).



1, 3-di hydro-benzo | b 1[1, 41 di azepin-2-one 5 The title conmpound was
prepared from (RS)-[ 2-(3-0xo0-3-{3-[5-(tetrahydro-pyran-2-

yl oxymet hyb)o2io8mxazol - 3-yl ] -phenyl } - propi onyl am no) - 5- py PCOIEPA2/08644 - y| - 4-
trifluoronethyl-phenyl] -carbamic acid tert,-butyl ester (Exanple Mb 1) by
treatment wth TFA in CH2Cl2 accordi ng t'& %F\e general procedure N

bt ai ned as L+ ) oAT1. 2 MeH) +] ;. np
206. 208 C ’%%%’P §*%W4zﬁz Jﬁéﬁ?ﬁ%ﬁﬁﬁé% St AL ]hyl -4
5-di hydr o- 3H benzoFbi 11, 41 di azepi n-x21) +-zpyri di ne-2-carbonitrile The
titl eyc_orrpound was prepared from p- _My
{o-azet | di gLyl s 2l A AR BN s o flepti) 7.

3- 0XO0- pr opi onytam noj - 4-tr it oor orretnyF=prieny ;
ester ( Exanni-dilvBR)-benyzofbléht hdiaepin-2dondFA i n CH2C12 according to the
general procedure N. Obtained as an orange solid (51 ng). M5 (ISN) 384.2
[ (M H)-]; 5 nplle4itleContposng vas §pepated from (RS)-{2-(3-0x0-3-{3-[5-(tetrahydro-pyran-2-

7- Azeti di n-| 4.3 (3 1 s0xazol - 5-vl ) -phepnyl]-8-trjf] yoroneth,
I1-1,3- dih éér/’%)" Aéé@)dg?‘é%tfg )ﬁlrziiiﬁ‘?i‘@i%rﬁ %?P}éllf%ﬂ‘g&i‘ﬁ"i”’%ﬁoﬁﬁlé“ %’é’l’?%’ound was
prepar ed fr dmflasromratiylcihenyl] ychrbam{iGadi® terB-buetl laytkr (Exanakalis 1 Ghyyirdatmbeny| |

- 3- 0x0- propi I trifluor t hyl - phen -carpam c,acid,tert. - butyl
est er (Exanp‘ﬁgy k@gﬁ“p?f@é‘%"ﬁ%ﬁ R er%%ﬁrﬂpﬁ’rﬁ C%&E 0233%18? 5y HgW splid
general 25 (@24ouegdure N. Obtained as a yellow solid (94 ng). M5 (I1SP) 441.3
[(MtH) +]; nmp 239 C (dec.). Exanple 63 7-Azetidin- | -yl-4-13- (5-hydro
meth 1- @@, 2MS{SP) #aLd [ MFH) It Inp0eraasi°C- 8- tri fl uor omet hyl -

| , 3-di hydro-benzo [bl If 1,41 diazepin-2-one 30 The title conpound was
prepared from (RS)-{5-azetidin-1-yl - Exaswpbxét 3- { 3- [ 5-
(tetrahydro-pyran-2-yloxynethyl)- [ 1,2,3] triazol-1-yl]

- phenyl } - pr dhai{&Aydtaim-i e -ddoxd-Fitfiflucroomathiil 5- dihedyd- b H-leamrz 0] 1c4 | diaizebin-

tert.-butyl %‘E@EEE 5!@?-?2— )| €, rqul 4). by treatment WD 02/083652 PCT/ EP02/ 03644 -
139 with TF tnig to the general procedure N. Cbtained as a
yel l ow soli dThe(tf]t%%oHE))ound was prepared from {5-azetidin-1-yl-2-[3-(2-cyano-pyridin-4-yl)-

15  3-oxo-propionylamino]-4-trifluoromethyl-phenyl}-carbamic acid tert.-butyl ester

ut yl

(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



M5 (ISP) 457.4 [(M+H)+]; 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 ) - propi onyl am no]
-4-trifluoronethyl-phenyl }-carbanic acid ert -butyl ester (Exanple M5)

(438 ng, O. t he
general pr og%;‘%llr}jrc@e}jl h%@lé?%tggﬁﬂ%tm% %fﬁye??eg\?v% ?glz(l)ga @eglga?%g’eﬁlgv k?%d(l SP)
414 [(M+H) +](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 W|th TFA in CH2C12 according to the
gener al pr oZeldimethy Lk - fragel-} ¢ ;1 rethyle])3-dibiéroc| SP) 415. 3

M I 66 Di ‘ thI 4-
Eg ||r;1'):1|rlalzolnB &%B ALEES > %ﬁ flﬁoromsthylrTe % Slmhggro- benzo [bl [ 1,41
di 2-
(52 et hy1 AR haeSopbby AT Aa e, B gﬁ%@ﬁs ROk e Gapraralil)

-4-trifl uor ghehényl)- mhetwllyka:ma«p]bérﬁtlﬂu@r@nttth)éfphen)bhtwbammce@teetr-b(lsbk anpl e

Mb7) by tre | ~pr ocedure N.
ot ai ned asggtgie@%‘fi»@e gﬁg‘l 8}@‘@%%&%8??@% ﬁ)fﬁ{ﬂ%?ﬁ% 203- 205 C
WO 02/ 0833652643@‘111590@/6@3&211 progeﬁimrEN 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‘iﬁés prepared from

(RS) - [ 4-chl or o- 5- di net hyl am no- 2- ( 3- oxo-3- 5 {3-

[ 4- (t et rahydro- pyran- 2-yl oxynet hyl ) - Eyamplelé5| - y| | - phenyl } - pr opi onyl ani no) -
phenyl]-carbam c acid tert.-butyl ester (Exanple Ms8) (642 ng, 1.05 mmol)
by 7-Dimethylamino-4-(3-]1,2,4 |triazol-4-yl-phenyl)-8-trifluoromethyl-1,3-dihydro-

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.



treatment with TFA in CH2A 2 according to the general procedure N Obtai ned
as a yellowsolid (365 ng). M5 (ISP) 410 [(MtH)+]; np 211 C. 10 Exanple 68
7- Di met hywearongsed2 [ 3- (4- hydroxynet hyl - pyrazol - | -yl) - ph@ayiEPo2/03644
-8-trifluoronethyl- 1,3-dihydro-benzo [bl L) 1,41 di azepin-2-one The title
conpound was prepared from (RS)-[5-di rrethijﬂ am no- 2- (3- oxo- 3-{3-[ 4-
(tetrahydro-pyran-2-yl oxynet hyl) - pyrﬁzol | -yl] -phenyl}-propionylam no)-4
15 trifluoronethyl -phenyl] -carbam c—?é%lal—iﬁgrt butyl ester (Exanple Mb8)
(590 ngy, 0.9% : Wit TFAlnICHZCI di rgkgo t he
general protedure—i DA R o oAy M5 (I SP)
444 [(Wm+ﬁhmﬁ;ﬁﬁwaw&@ 7- Di et hyl am no- 4-

[ 3- (4- hydr oxynet hyl - 3- net hyl -i soxazol -5-yl)-phenyl]-8- trifluoronethyl-

1, 3-di hydr OThetlﬂe)ccEIhpo@ndlwékaréﬂaﬁd%ﬁbﬂr(Z%S()ﬁ&c]iltﬁoiﬁ-&lhﬁetmmﬁwﬁﬂ(%io-ﬁﬂ epar ed

]E':ce)'[nr gﬁ? E/"rge %rg%ﬂﬂam i %&%&%@Qﬂra )}r)jl Pbﬁg’}l}yP§0plonylam1no)

- 3- oxobpr olpplmaﬁyi atuirbeahic-adid tert i 1(Hs&ﬂ¢E>Ehy1hpl@M2558yK642hrﬁ%r:1§)ﬂﬂlﬁma)cb
tert.-buty ter e t r eat ment Wi t i
accordi ng tg bg’ﬁg %%r%ﬂ%oﬁqm NEF gensral procedprg- @Eap’ﬁ 280l id (64

ng). MS (I Sﬂlo@hﬂ(wﬂ'ﬁmﬁ.; nmp 207-208 C. WO 02/083652 PCT/ EP02/ 03644 -
141 Exanple 70 7-Di net hyl am no-4- f

3- (4- hydr ostemmmmqax»qamr]u,arpﬁm <ghenyl] -8-trifluoronethyl-
1, 3-di hydro-benzo[ bl f 1,41di azepi n-2-one The title conpound was prepared

from ( RSp- [ 5- di net hyl ani no- 2- ( 3- oxo- Bxg'@%lg@s 5
(tetrahydro-pyran-2-yl oxynet hyl ) -i soxazol - 3-yl'] -phenyl}-propionyl ami no) - 4-

trifluorone _@Lﬁm_@ -4 83-DahvdrogphethepirazdUt-ylh - pheh@]-8{tkEifasiingetMil) by
t r eat ment , accor ding to the general procedure N

bt ai ned as .' ‘ WAL BPI%N) . MBS (I SP) 445 [ (MeH) +] WD
217-219 C. ’}ge Fée Q(Pmpound was prepared from (RS)-[5-dimethylamino-2-(3-0x0-3-{3-{4-
(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)-

triftuoromethyl-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.



7- D met hyl am no-4- f

3-(2-net hyl sul fanyl -i m dazol - 1-yl ) -phenyl|-8-trifl uoronethyl -

1, 3-di hydwo-obessss2 [ bl f 1,41 di azepin-2-one The title conmpowrmpomess4prepared

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 = éﬁ]enyl) 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 -

(tetr ahydr O-ThetRfk c%n%ﬂo‘&ﬁﬂ%ts? eﬁare%l'ﬁ‘cﬂﬁr(ﬁg)Q[S-élrﬁ{étﬂlylaﬂﬁﬁﬁYJ 35 “0x0 3% B AL Op' onyl -

am no)-4-trifluorone -carbam ¢ acid est er Exampl e

M63) by @re(éﬁtwbmrwmrhn ?Fﬂomﬁn@ml&:mxe@é—érﬂ nlgel%} pml@g}?émao -fr ocedure N.

E:bt ai ne(rjrpﬁz @Baéro}ﬁ?ét*ﬁ‘r%lﬁﬁ&lé I‘iﬁléb%ﬁrgf ‘g%la tneémuﬂl §$¥r @Qm&)(e'\l@lkﬁ)"ﬂ}ﬁ trdiPméd3- 244

1, 2, 41t ri azo¥ith TGA 1rpﬁéia<}lz)acqorémg|thyhﬁgsnelﬁbwpéecpm N- Obtajnedyasedight vellewone 30
The title cq ggngqmm\f@@s prepared from

{4- Chl or o- 5- t hyPam no- 2- [ 3- oxo- 3- ( 3-

[1.2,4]triazgkkp piieybani no] - phenyl } - carbam ¢ acid

bap
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).
7.Di mot hyl sk ;
dro- benzo[ bll3-dihydio-hengoebi| h4pdiegepiny] n|tIe conpound was prepared from
E?. glng ) le/?n}%ﬁghipyﬂﬂ%go|V%ﬁ§P§ﬁ2[¢ﬁdf}0mﬁ51dﬁmﬁthbfféﬁ@12h{ﬁr BpRemgtiylselianylmi ¢
acid tert.-buhyl, est %ﬁgéfﬂ@loﬁo %@%omaﬁlfn‘%@l@ﬁfﬂuo\%rﬁch;rl'—:ﬁhénzl)Qﬁ@ﬁ

according to 10t talned as a w solid (269
) . 15 acid tert.-buty! ester (Example Mé62) (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



M5B (I1SP) 415 [ (M+H)+]; np 228-230 C. Exanple 75 3-

(8- Di net hyl am no- 4- oxo-7-trifluoronethyl-4,5-di hydro-3H benzo [b] [ 1,41
di azepi n-woyk)pssenzonitrile 15 The title conpound was preparaPol/ oo

{2-[ 3-(3-cyano- phenyl ) - 3- oxo- pr opi onyl -
anino]-5-dinethylanino-4-trif|uoronethyriﬁﬂényl}-carbanic acid tert.-butyl
ester (Examle (,180 , A | reatnment. with TEA in 2C12
accor di ng t@awméﬁewa?eaﬁ%@ﬁﬁb m& é%/zgiﬁzﬁ‘éﬁf’rgglgéo%‘f $RAFALBIIENEL ) .
M5 (I SN) 37M. ObMirdd-as 2 yelfow2didA376 fag) 20 Exanpl e 76 7-Di met hyl ami no-4- (3-{
5- [ (2,2,2-trifluoro-ethylamno)-nethyl] - [ 1,2,31 triazol- |-X}-
phenyl ) - 8- t MSfISR)BEUENYH) T, a3ddishy (Ve 2 bENZ pinpl23D-211 4€. di azepi n- 2- one The
title conpound was prepared from 7-di net hyl am no-4- [3- (5-hydroxynethyl -
[1,2,3]triazol- 1-yl)-phenyl]-8-trifExeislegshyl -1, 3-di hydro-benzo[ b]

[1, 4] di azepi n-2- 25 one (Exanmple 17) (133 ng, 0.3 mmol ) by treatnent with
SOC12 ( 35eqz-DiawthyRinding-4t (3- F1l. 21006 et0h L asheeyl(-80ridodoraehper sLdilbeidod n
Exanpl e 45., bt ai.ne 4as. a light yellow solid (19 ng). M5 (I1SP) 526

[(MH) +]; e ZE 83652 PCT/ EP02/ 03644 - 143 Exanple 77

7- (Oycl | net hyl - methyl - ami no) . - 4- [ 3:.( 5= hydr, thyl - f
1, (2q,3ft ?P;?@ﬁq{}‘_&w -P%nﬁérﬁ}s|P?énRa§gci#fP’F’i{Eb4‘ er‘ﬁlgé%gﬁd?gﬂiaf(éi benzo (b] |

g., é;l. Eili a%ep[lll;B,ZE]-tﬁmll-ThlBﬁhéﬁ)ﬂprdplmqth}din\b@i&-tgiﬂﬁaﬁﬁﬁdhﬂﬁﬂ[Bnyl}-carbamic

RS) - [ 5- (cycl.opro et - met - no) . - . . .

2- ( 3- 0x0- 3- ?%‘? F%E'?’¥‘EV% F%ﬂ%?‘%‘%@%ﬁ@%ﬁ%&%%&% TEM in $BoClaaccprdingitoy| | - phen
yl }- prapi othylganariiproéedisrd | Obtagiudtl ¥ lyelpdve solid] (26®mgmi ¢ acid tert. - butyl
ester (Exanple WM57) (939 ng, 1.37 mmol) by treatnent with TFA in CH2Cl 2
accor di ng t®ISt(isP)gen¢Ma+H) Tl apextsrmoNC. bt ai ned as a light yellow solid
(544 ng). M5 (ISN) 483 [(MH)']; np 212 C. 10 Exanple 78

4- (8- (Cycl opropyl net hyl - met hyl - am nojxatnpglx®5 7-tri f | uor onet hyl - 4

5-di hydro-3H benzo [b] 11,41 di azepin-2-yll -pyridine-2-carbonitrile The
title conpoauigDiasthytefiasedots-phifldodomnd vl oyR iy 3HL n- 4-yl ) - 3- 0x0-

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.



propi onylam no ] -5- (cycl opropyl nmet hyl - net hyl - am no)
-4-trifluoronethyl-phenyl] 1s carbamc acid tert.-butyl ester (Exanple
M68) (173wow2/088638 nmol) by treatnent with TFA in CH2CL2 patmPnziiisgs t o t he
general procedure N. Obtained as a yeI I ovhgol id (81 ng). M5 (ISN 412
[(MH-]; nmp 155 C. Exanple 79 20 4-

3-(4- Cycl opr opyl am nonet hyl - pyr azol % él %1 Qzenyl | - 7-di net hyl am no- 8-
trifluoromethyl- 1,3-dihydro-benzo | di azepi n-2-one The title

conmpound W - - 1y
pyrazol -1 -y 2l AR AR
[1, 4] di azepﬂi‘e@} e&m@&m&&hﬂ@lhﬁdﬁ%@g M[ % ﬁtmd:p;n@ioﬂer eat ment with

SOC12 (3 eq.) and cyclopropyl 25 amne (10 eq.) as described in Exanpl e 45.
(bt ai ned asThe i tmpsmid Way prepared fromMRS)H[ SRYyclddopylidettly-hiethph-aiB6o .

'I[E)r( Iag};l):a 80y%-) 3- 13 ( 3- - @B@ﬁ)g%%) %gmnﬁge Mmeé)]?l) [‘1,32:}3 triazol-1-yl]-phenyl}-
met h- 1 - am np;)op&;ﬂyldrﬁlnu@modﬂﬁhbbﬂmelhﬁ pHehylfcarbaetiz acid badrt. foutyl 4dterd(Examplen- 2- one

30 The titl und repared from.7- cl yl met.hyl - net hyl - am no)

0155 (5 nyr o SRt S e et TR O ERegPraint 1o T dbberaf

- 8-trifl uor proeedure N, Gbtainbd a¢ Hligho @elksv {ddld (F44mg). di azepi n-2-one (Exanpl e

78) (145 ng, 0.3 nmmol) by treatnent with WO 02/083652 PCT/ EP02/ 03644 -144

SCC12 (3 eqMs (asnd) 483l (M EDHymmp@12P€. (10 eq.) as described in Exanple 45.

otained as a yellow solid (97 ng). M5 (I1SP) 524 [(MtH)+]; np 35-46 C

Exanpl e 181 5 7-D et hyl am no-4- 13- [ Bxdmdplaydr oxy- et hyl ) - 2H- pyrazol - 3-yl |

- phenyl }-8- trifluoronethyl- 1,3-dihydro-benzo [b] [ 1,41 diazepin-2-one

The title cg’[ﬂwlahﬂtméthﬁlr £fino)-4-ox0-7-trifluoromethyl-4,5-dihydro-3H-

(RS) - {5-di 2 -.2- 3- 0X -3-.%3 t. trahydro pyr an- 2-yl oxy)

-ethyl] -2 €ho] - 4-

trifluorone - phen ar bam c i d but ter |l e M69) (237
mg, 0.36 10 ﬂéﬂﬂ%’ g?%‘%chﬁseWFPW‘iﬁ ?tf& {3 (@?ﬁﬂ&?&’o?dﬁ 5% ¢ he gener al

procedur e Npropidtybdrikd] @s(cyﬂoproiaylvﬁutﬁy%ﬁ&hylehxﬁ%)m);ﬂubﬁ)mdtﬁsﬁ)phéﬁﬂ]-

[(MeH) +] car g icCa'cid tert.-butyl ester (Example M68) (173 mg, 0.33 mmol) by treatment with

TFA in CH,Cl; according to the general procedure N. Obtained 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



Exampl e 82 4- [3-(5-Cycl opropyl am nonmethyl- [ 1,2,3] triazol- |-yl)-phenyl]
-7-di met hyl am no-8- 15 trifluoronethyl -1, 3-di hydro-benzo[b] [ 1,41

di azepi n-womnms3kRe titl e conpound was prepared from PCT/EP02/03644

7-di met hyl am no- 4- [ 3- ( 5- hydr oxynet hyl -

[1,2,3]triazol-1-yl)-phenyl]-8-trifl uoronlélt‘lhyl 1, 3-di hydr o- benzo[b]

e 20 AR ot U P e e P SR L

Obt ai ned as agelj@y sodid (SPmigd. 20 (248 ngy). Mp 145-148 C Exanple 83 4- |

8- (Cycl opr opyl - et hyl - am no) 4- oxo-7-trifluoronethyl-4,5-di hydro-3H benzo
[b1[ 1,41 diMFEPPI5A-| yM+H)ﬁ}§rmp|55Lq62ccar bonitrile 25 The title conpound was
prepared from [2-[3-(2-cyano-pyridin-4-yl)-3-oxo- propionylam no]

-5-(cycl opropyl - met hyl - ami no) - 4-tri f Eyanhpe®ihyl - phenyl] -carbamic acid
tert.-butyl ester (Exanple M/O) (215 ng, 0.42 mml) by treatnment with TFA

in CH2CIR gchiidhyigmim-1 43 Q&Bﬁv&fo:@reﬂﬁ@ﬁmepv&hzomtm -phéhylisga yel |l ow solid
(87 my). l\/B(i SP) 40 4 1 ..M ,200-205 . C VO 02/ 083652 PCT/ EP02/ 03644
- 145 Exarrpl SLEEIRIORE F "'~ 2O | Lo HEL PRI A ) - 4- (3- [1 2,31

triazol -

compound vad hﬁ@ﬁg‘%’%@‘°m%'f‘?é%%‘?é% Qﬁ#ﬂé émefhni[fa?' aéef%om Ysple U1t
[1, 2, 3] tri aZzetralydtb- yjyl D-@ﬂiyﬂnz&l{wd’z@]]_g,b”pﬂ%ﬁyl) Iﬂ'opioh}’l@.ﬁﬁlhﬂm c acid

tert.-butyl ster 810 nent h TFA
o ooty sleamstt ooend- gaég%m a%%ge%%%ﬁm@%&ﬁééﬁﬁﬁ%? 814w sol i d
(7 6%] mg% hldl\/lS m’lﬁl&ﬁ’b ﬁg@nﬂel{twh P4 in @H%(%Zﬁgcaﬁ{[iﬁ%o tg%géﬁ@%hlqal@léedﬁ%N henyl }- 8
nmet hyl a y et hy riazol -1 -yl -pheny -
trifluoronet ‘Fmedl %ﬁnoqfﬁ%?’éftﬁsgéﬁ@é[%g [ 1, 41di azepi n-2-one The title
conmpound wa a S5- di met hyl am no- 2-[ 3- oxo-3-(3-{5-[ 2-
(tetrahydroiﬁﬂlgﬁ)%g&(%&wg I1§ éi[ 1,2,3 ] triazol- |
-yl }-phenyl) - propi onyl am no] -4- tri EI uorgﬁt hyl - phenyl } - carbam ¢ acid
tert.-butyl ester (Exanple M/2) by t

15  trifluoromethyl-1,3-dihvdro-benzo[bl[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.



15 with TFA in CH2Cl2 according to the general procedure N. Obtained as a
light yellow solid (179 nmg). MS (ISP) 459 [(MtH)+]; np 172-175 C. Exanple
86 7- Di mewbyhkasdienn- 4- [ 3- (5- hydr oxymet hyl - pyrazol -1 -yl) - plremEPb2/03644
-8-trifluoronethyl- 20 1, 3-di hydro- benzo[b% [ 1, 41di azepi n-2-one The title
conpound was prepared from(RS) [ 5-di rne*tﬁir1 anm no- 2- (3- oxo- 3-{3-[ 5-
(tetrahydro-pyran-2-yl oxynet hyl) - pyrgzol N E yl' ] -phenyl }-propionyl am no) - 4-
trifluoromethyl-phenyl]-carbamc aci butyI ester ( Exanpl e I\/I73) by

t r eat ment .h F [ . .

228-229 C. b&&armim&?azzmﬁlzn@iéwyl am no- 4 (3 [
1,2,3]triazol-1-yl-phenyl)-8-trifluoromethyl-1,3-di hydro- benzo [b ] [ 1,41

di azepi n- 2-Dheti®dcobigo dﬂdtWa@p@?'m@wfléh Viasdipiegylndto2-@adro-5-[3-0xo-3-(3-

{5-di et hyl 3]t en |on | am no]
Catrifl aor@?e{‘]lﬁvmﬁéﬁm%fnv&hm&mlw%@n@%@e% B hibsede e%@ B 46 ac d
tert. -butylesee&t(gxarﬁ}lﬁxmmmvl&ﬂ 1(493315:1{&1) b;ltraatﬂsaﬁd»)nﬂbTFAﬁﬁame;m with TFA in
CH2C12 accordin enera (ttﬂal neg ? ellow solid
(566 ng). WM& @\bot 5o pmcsﬁlm]e Aﬂbtmdgw oW ﬁ@ 55 4. [4-Oxo-8-
(2,2,2-trif ho prifl onet hyl -4, 5-di hydro-3H benzo [b] f 1,41
di azepi n- 2- Mél('ié)ljﬁfbpé)i& %Dc ﬁr&;e The title conpound was prepared
from[2- [3-(2-cyano-pyridin-4- yI) - 0X0-, pr opi onyl am no]
-5-(2,2,2-trifluoro-ethoxy)- 4-trifIM—§%I-phenyl] carbam c acid

I b C

tert.-butyl
to the 10 o

M5 (El) 428@1@%&&1@1 g%va@bﬁlzo'ﬁiﬁmﬁ“cﬁaz%gm 2 -one
3- (8- Di et hyl am no- 7- et hyl - 4- oxo- 4, 5- di hydr o- 3H benzo [b] 11,41

di azepi n- 2-'YHg titlbesEpsridrwds @repared frorn (RS)-{5-dimethylamino-2-[3-0x0-3-(3-{5-[2-
(tetrahydro-pyran-2-yloxy)-ethyl]-[1,2,3]triazol-1-yl}-phenyl)-propionylamino]-4-

$1%d (100 ng).

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



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 (3-8RDiswthylhchiobkihnethyl-amxd965-AihydxaoH-ber8[b][1,4]diazepin-2-y1)-

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.



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

[1,41 di aze 5 Th o oun pr.e

(RS) 1 4- cniBPBesTRP T P B EaRPR ey o R BBl feparificid e

[ 5- (t et r ahylslregd-epter éEx-aﬂl-pﬂlé BIYNELINE, )O-37[mﬁ),02) bB¥trdatmadtobitd T¥Alin Ophehy| } -
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.



propi onyl am no) - phenyl ] -carbam c acid tert-butyl ester (Exanple M83) (0.53
g, 0.83 mmol) by treatnent with TFA in CH2Cl12 according to the general

pr ocedur ewl.o2/o€¥s5ni ned as a off-white solid (120 ny, 33% PCIEPVBOIGHEP)
439.5 [(MrH) +]; np 207 C. Exanple 97 8-Mthyl - 4-

[ 3-(3-net hyl -i soxazol -5-yl)-phenyl] -7- (rre yl - propyl - am no) - 1, 3-

di hydr o- benf]@?tgg,]egé %gﬁjvgg{eas%ﬁmﬁ%ngrbqo he title conpound was prepared

from/[4-net yl'-1"soXazol’-5-yl)- 25

phenyl ] - 3- O)j\qsm‘s@ é%@?%)éﬁﬁgbbyl propyl - am no) - phenyl ] -carbam ¢ aci d

text-butyl ester 39, 0.63 mol) by treatnment with TFA in

CH2Cl 2 according to the general pro . btained as a light yellow
solid (163 ng, 64% . M5 (I SP) 403. 4 ; rrp 194 C. WD 02/ 083652
PCT/ EPO2/ 03648 imah ¢ A ( i

[ 3-(3-met hyl-
1, 41di azepi reaRyArey 17010 23 €
(4-cyano-5-di et hyl am no- 2- {3 [3-(3 5
met hyl - i soxazwitits- cyrrypopnéws preparsddrqim 6R¥)oHy tyane-hedimstieyianinoe 2 bamo-6- aci d
Fort L DuY! (SR ESBIL S bl OBy Brchieat ment i th TER
? o|E ;ﬁ I(171 mcpmm)@mmq\)@l(enﬁ%ca@@ancaacp@ MetHpufy] estep (mlﬂe M@Béggﬁ&g X

di hyd)r/o benzanfngQ&)iltrﬁafg a{z}%ﬁﬁllyﬁl1 r&éH%él’zgﬁéo?%ihg éﬁl}é%‘p&ﬂﬁ%" 2dul%]ir%g)pl)ar ed from
(5- (et hyro mébtgined ad apgllow-sobid Iﬁyl9-12g,[63% [ 3-

(3- net hyl -i soxazol - 5- yI ) phenyl ] - 3- oxo- pr opi onyl am no} - phenyl ) - car bam ¢

acid tert-Bd$ {iSP24@%7 [((Medd) mpNB6YC(0.38 g, 0.75 mml) by treatment with
TFA in CH2C12 15 according to the general procedure N. Cbtained as a |ight

yellow solid (160 ng, 55% . M5 (| SPExa®9le®d (MrH) +]; np 198 C. Exanple 100
7- Di met hyl am no- 8- net hyl -4- [3- (3-nmethyl-isoxazol -5-yl)-phenyl|
- 1, 3- di hydr @=Chlero-df[Bt (5thydrasydiethrdt]il 3.3trianel- 1-y1)-phenyl]-7-(isopropyl-methyl-

amino)-1,3-dihydro-benzo[b][1,4]diazepin-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.



20 The title conmpound 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 nmmpl) by treatnment with TFA
in CH2Cl2 according to the general pr oce]d*ﬁre N. Cbtained as a |light yellow

solid (140 ng, 57%. NS (ISP) 375 4 H+]: np 204 C. 25 Exanple 101
8-Ch|oro-4-f3 (5-hydro , net hyl - Z—M
3ltriazol - . h | f

1,41 di azep e s 9l e
(RS) [ 4- chlbemo&ﬂlshm,w‘emhene&alﬂydmam n0) 2 (3 0XO0- 3 {3-
[ 5- (tetrahydro-pyran-2- yl oxymethyl)- [ 1,2,3] triazol- |-yl] -phenyl} 30
E)(r) ogl2 onyl 8rr'i£l;®b1tle phapyldd wa‘sq:“rbpdifk&fraﬁihd_rdgiﬁé Skxliut_xgthywﬁlﬁb -%- S%{iﬁlﬁ -e 'VﬁB)

g, W t I n r .ng.to the
general pr OE’(SHT.Y?WDOF&;ZO?&LPE@%&%O%’PS‘PWOMFP@%(ﬂ eayl? acgé%rt—
02/ 083652 PeiiyRRe2/(B344dle M855Qe 31\/{35 ((dsﬁB}ncf}Wyﬂee{tﬁiwwrrtm:rpﬁnnma; Exarml e

102 8- Chl tyl
3- (3- et h?fgﬁcg&é' i us%/rif)fa @Pfq%nﬁg@lned.aﬁﬁaz@ W5ae solidh (171 mg 73%)-

e L iy e o 1

[ 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 814 £t 2 LS. 2~ 10 Exanpl e
103 2-f 3- ( Sditydhioo wﬁetﬁm 41[ch_afketﬁn3’,10ﬁé’l azol

1-yl) - phenyl | - 4-oxo-8-pyrrolidin-1-yl-4,5- dihydro-3H benzo[ bl f

1, 41di azepi The € esrhpmidd waserdpieed frbirﬁ(SC(@ﬂ@Du[tdh}Xl@%nﬂdi)ew&Hyle-m 3-

RS 4- 2- yd 2- 1,2, 3
ot Y20 %’iéﬁﬁ’;’f?ﬁﬁﬁrﬁ)pbgﬁ& P Ll S S0 (PP
-carbanic awdbm@r dstdd UExdms1s MESG) ((Ez&gmd B WR)) K}Qr@a?m@mt w@itl’é?FHnﬁ)szbﬂ'z

treatment with TFA in CH2Cl2 ac to the gener dure t ai ned
as a yédPl owcga%tqt%&@%? P5 er%& @P@ﬁedézaﬂsht[yeﬁﬂwqh ﬁﬁﬁmm °é9°
MS (ISP) 389.5 [(M+H)™]; mp 198 °C.
Example 100

7-Dimethylamino-8-methyl-4-[3-(3-methyl-isoxazol-5-yl)-

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

20  The title compound was prepared from (5-dimethylamino-4-methyl-2-{3-[3-(3-

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%).



Exanpl e 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 - {33 [B- (tetraliydro-
it ﬁr tC'__E g&gl eSt er )ﬂéx%émyl? Wﬁ tn(azolSl-yﬁJ phen)sif5 pI‘OplOl)AYlaI}ianr)%@pYIIOQIIdlr\IM 1E h TFA
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



the general procedure N. Obtained as a yellow solid (209 ng, 77% . MS (1 SP)
414. 4 [(MrH) +]; np 191 C. 20 Exanple 108 8- (Isopropyl-nethyl-amno)-2- |
3- (3-netwglo2ioswznzol - 5-y1l) -phenyl| -4-o0xo-4,5- dihydro- 2ErPozesed 11, 41
di azepi ne-7-carbonitrile The title corrpo&lgld was prepared from

(4- cyano- 5- (i sopropyl - net hyl - am no) - 2- { 3=

[ 3-(3- rrethyl-l 0X0 aqn M na eyl ) -carbam c
acid 25 téft® ﬁﬂ%yﬁfea@?%%%ﬁé%gf d’%ﬁcg{h (§¥ I}Han%ookscp yﬂ%lreat ment

wi th TFA i rOigki2ed 2s agdlowdlid) (100 thpe349€ner al procedure N. Obtained as a
yellow solid (219 ng, 76%9. MS (ISP) 414.4 [(MtH)+]; np 197 C WD

02/ 083652 RII(IEPY23M03 6A4+H) |1mp 22ER@npl e 109 2-f 3-(5- Hydrox methyl -f 12
3ltriazol -1-yl)-phenyl]-8-(isopropyl-nmethyl-am no)-4-

0X0- 4, 5-di hydro-3H-benzo f bl [ 1 4Exahhpiedpéne-7-carbonitrile The tit I e
conpound was prepared from (RS)-[4-cyano-5-(isopropyl-nethyl-am no) -

2- (3- ox05 3-2:B-[H Me_ﬂg,ﬂ-ﬁea)hm&—ﬁ sﬂypth«meﬁmmgﬂ_f@Qdemmu phen
yl }- propi ) lbam bg\ . .aC|d tert-butyl ester (Exanple MG6)
(0.45 g, O. ot PERETFA in CH2CI 2 according to the
general pr

| 779 | SP
430.5 [ (M _E]dcl'{ferf;ﬁmfegn waiBreE%rg%F é%{%ﬁ;‘%’é’r"ms? é?S g tﬂg 1soxaz/81 5- W ( )
8- (1 sobut yIpherfifgl oxaaproplonfiabiing Ssmdﬂwﬂ*plrsmamﬂmﬁplydnyl phaebyrhik adidoxo- 4 5-

di hydr o- 3H -carhonitr Th ound
was prepar éﬁr?%%eftﬁr @3‘??8116 %S@Eg&t%p 6 ﬁ%&tﬁ A §1 ﬂf‘éln CHCE

(3- et hyd - iazeordnmto the/deherahpiryedure N. @Malﬁéd):}m mﬂbmsmh@}%g,r@@%}. carbanm c
acid 15 tert-butyl ester (Exanmple MB7) (0.39 g, 0.71 mmol) by treatnent
with TFA i NMEXIBE) 214.4¢00+H) gmipd 38RE. general procedure N. Obtained as a
yellow solid (230 ng, 75% . MS (I1SP) 428.5 [(MtH)+]; nmp 170 C. Exanple 111
2- f 3-(5-H-Ldroxynmethyl- f 1 2 3| Egampgkell07|-yl)-phenyll

- 8- (i sobut 3LI - net hyl - am no) -4- 20 oxo-4, 5-di hvdr o- 3H benzo[ bl 11,41

di azpi ne- 7-&Bidibylarhinio-® [ %hﬁmethilesmmmaﬂ_OLMIb&mr@ﬂ-dﬁ_@m -3H-

(RS)-[4- Cyab%%zolbi]l,ﬁl 1g%gyglne- -Cg%lo;ll Tl eno) 2-

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.



(3-0x0-3- {3- [5- (tetrahydro-pyran-2-yloxynethyl)- [ 1,2,3 ] triazol-

| -yl] -phenyl}- propionylam no)-phenyl]-carbamc acid tert-butyl ester
(Exanpl e WBQp/0§15216 g, 0.71 nmol) by treatnment with TFA POTEHIIZIB44
according to the general procedure N. 25 (btained as a yellow solid (180
ng, 57%. M5 (ISP) 444.4 [(MH)+]: np 19%C Exanpl e 112

2-f3-(3-Met hyl -i soxazol -5-yl) - phenylt 4-§xg-§-pi peridin-1-y1-4

5-di hvdro- 3H benzo[ bl111l 41d| azepl ne itrile 30 The title conpound
was prepareg 30 S 56 )

phenyl ] - 3- oXo=propr onytam no=5=pt pet o t=yr—phehy s

tert-butyl EQSHGH&EB’ ﬂﬁée 1né—53caﬁﬁirﬁt&1e(Eanp| e l\/99) (0.41 g,

0.75 nmol ) by treat ment with TFA | n CH2Cl2 according to the general
procedur e NThﬂblﬂaICDBIj)oaﬂd avay ptdpansd $i@inh dRS)ZRchE@o 5798@pro@\§$xﬁétl%ﬁ’)axﬂ1%6) A

[ 513, meithy - SO S Dot b2 st oy Pl

di azepi n- 2- pnepidhdamirid)epleapipe uﬂbdmw&upfeemwﬂestdr%xample M96) (0.45 g, 0.71

(4-chloro-5-is ng- 2-,{ 3- met h xazol - phenyl ]

- 3- 0X0- pr opi orﬁoﬁﬁp#lf% eI fp‘%g’r%gﬁgéa%%’if ns&r@e gS%??/IIPrégetdé‘Fe NExanpl e
MLOO) (O. 34thalﬁed385myﬁb]lo)vdayd(n@ahgrem%)wth TFA in CH2Cl 2 10 according to
the general procedure N. htained as a yellow solid (216 ng, 81%. M5
(1SP) 423. 3MS (WBP) 430.5 ((PIPAY |GapB&P@| e 114 8- Chl oro-4- [ 3-
(5-hydroxynmethyl- [ 1,2,3] triazol-1-yl)-phenyll -7-isobutylanino-1, 3-

di hydro-t®enzo [b] [ 1,41 di azepi n- Z-Exm;ﬂélil'me title conpound was prepared
from (RS)-[4-chl oro-5-isobutyl am no 2- (3-o0xo0-3- {3-

[ 5- (tetrahy@ L -m th - Bozol 5 iyBZshen$t] Y- bxo-4,5-

- phenyl } - pr8| am nQ).-p henyl -r mc cid tert-butyl ester (Exanple

MLO1) (0 17 PR AL Fre v arbgnitellercp . CH2C12 accor di ng to the
0

gggezal[ ( M+ ogfﬁu@ kvng(egrﬁg?rgg frp e 4- cyangog 1sobg.1 ]I nqgthyl—aSm/?no) 2- {3NF3-( ' SP)

(3- methyl—lsoxazol- -y1)-phenyl]-3-oxo-propionylamino}-phenyl)-carbamic acid
15  tert-butyl ester (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



4- [ 3-(5-Hydroxymethl -
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

e e 10 o (T
- 3- Ox0- plrSOp'll“ﬁQ %{tlléa g)]ng]ﬁ)c}ﬁnacfl-wge[sl pfrlega(%erzg H‘g;[nhdllSS -?E—%ﬂl%lrg-S—isobutylamino-z—(3-0X0-3—

{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.



carbamc acid tert-butyl ester (Exanple MLO5) (0.42 g, 0.71 nmol) by

treatment with 25 TFA in CH2Cl2 according to the general procedure N.

Obt ai ned we 02/0§3b2 ow solid (161 ng, 48%. MS (1SP) 471. 2rCiMped/edess np 195

C. Exanple 119

4-[ 3- (5- Hydroxynet hyl 41, 2, 31tri azol - | -yl)lfp‘lhenyll 7-(isopro)l-methyl-an no)

-8- 30 trifluoronethyl - 1 3 di hydro-b nzolf ] [ 1,41 diazepin-2-one The
Sﬁ%@—%@i—%propyl - et hyl - am' no)

\ I :

title conpound was prepared from (R
- 2- ( 3- oxo-
| -yl'] -pheny ‘ T 3644 S

ami no) - 4- t r i f3-diby. }béil‘lebﬂ)heﬂ‘diabe]ﬁﬂIjDaﬁﬂC aci d tert-butyl ester (Exarrpl e M
106) (0.50 g, 0.74 mmol) by treatnment with TFA in CH2Cl2 according to the
gener al pr athe ditie oiNpo@d *hysxdp md&pn@tj-{atvta (B nfethyil dsokdLsd-5rf)-phadd]-3-M5

| SP) 47
" (I )sopr by P%ﬁf@ﬁ%@% 354(mft§1§1( nfwrnq%-s%%é]zl&rorge% PR Hyarbamgic
trifl uor omeabidltert-busyl d$t5ly(@mnpﬁﬂx2[m3)|(0[2$ 43.45 amm By ﬁ-e&ﬂfénﬂ"aﬂht'ﬂm if
conpound mmp%&%n{é{g% gen(eraf OPoceRe{re ﬁTE(% tame(i1 as anloght yel ow goghd ?27

met hyl - i sox
- 3- 0X0- propng B @i no}-4-trifl uoromnet hyl - phenyl) 10 carbamc acid
tert-butyl ester (Exanple MLO7) (0.37 g, 0.64 mmol) by treatnment with TFA

in CH2C12 ape®(IgP Ao (M g&napad3 procedure N. Cobtained as a yellow solid
(74 nmg, 25%. M5 (I1SP) 457.4 [(M+H)+]; nmp 199 C. Exanple 121 15

8- Chl or or07- (et hyl - propyl - am no) Example 117

-4-[3-(5-pyrrolidin-1-yl methyl-11, 2, 31triazol-1- yl)-phen ||

-1, 3-di hydr Q-[lgg(ﬁzlﬁyﬂﬂ@b%@éthﬂl[lgg,ﬂlﬁ@oﬁllzvmﬁﬁerﬁmw KisbbhevCRRalagiNgss-pr epar ed
from 8- chloroﬂ7 | - [.3- (5
hydr oxynet hF=12 i ‘34 H12Z4DIn Rydr 0- benzol[ b]
[ 1, 4] di azepi one 220 yre ctign with
t hi onyl chl o:IIrl]’ﬂ Gite ﬁo?@gﬂ?‘i‘%%ﬁrﬁl’@%ﬁg‘ éu@%ogt}&g?i‘?gﬂﬂﬁéé‘ﬂlﬁﬁ 18- (§7OXPps
gor r esgogdl 0% [ M{eﬂrahﬁﬁo!@yh{h 2@Yd:dérﬁieﬂ@ﬂ)1?1 2, ﬂ’f%]}*icﬁpf’ﬁéﬂw} b lichﬁ;'l met hod

escribeg | lei:-gl( %r-T-tnﬂuorom gnyl acszar am1ceac1d0t\£:vrt-b?1 rPester (Example @104)

(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-



M5 (I SP) 492.3 [(M+H) +]. Exanple 122 25 4-13- (5-Azetidin-I-,

| ~yl -11, 2, 31tri azol -1-yl)-phenyl | -8-chl oro-7-(nethyl - propyl -

am no) - 1, 8odeigadsn- benzo [b] [ 1,41 di azepi n-2-one The ti PCe/FPompswhd was
prepared from 8-chl oro-7- (et hyl - propyl - aln]J_no) 4-1 3- (5-

hydr oxynet hyl - [1 2,3]triazol-1-yl)- phenyl]S 1, 3-di hydro- benzo[ b]
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[1 41 di gzepl n-2-one 5 The t|tIe corﬁoung 13s prepared from

8- chl oro=7- (net hyl - propyl - am no) 4 .

hydr oxynet h}/l I’S ) I% | i s dr o- henzol b]

[ 1, 4] di azept=2F'oh 1 : =D bi-Peaction with

t hi onyl chl ouriflﬂ@rmmemmbaimvdraﬂiehaﬂb @,mldls@ QusR t treatnent of the
corresponding chloride with diethylamne in DM according to the nethod
descri bed | Thé&degumpdind it emeHQSmE(Sl(u@bfopyﬁlrrle‘bhyl atinspbi{8-[6423 nm,

509 \%S3 IS 94. 3

5o Chi or o- 4. patbyE T S%W%{?Wo OB SO BN 1} - phe
nyl - 7- 10metdalydmipracidytertebityl@ited (Easipheydn 07)06137¢, .64 nimbl) B} thetzepit with- one 15

ghghf IO'; |0e7c,€ﬁg ?F{ gf &ﬁ& ggxﬁ]rtﬁ g}efgr&gfnr]gl Rrgcedure N. Obtained as a yellow solid (74

hydr oxymet hik; 4506 R, 3] tri azol - 1-yl ) - phenyl | - 1, 3- di hydr o- benzo[ b]
[1, 4] di azepi n-2-one (Exanple 29) (219 ny, 0. 50 mmol ) by reaction with
t hi onyl chl oMSAESE)57di [¢hi+aOlethseveCand subsequent treatnent of the
corresponding chloride with N- isopropyl-nmethylamne in DM according to
t he met hod described in Exanpl e 45. E&Qm@mlned as a light yellow solid
(129 mg, 52%. M5 (ISP) 4943[(MH—|)+] rrp148C

15 1 Imethyl-[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%).
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| -ylmethyl- [ 1,2,31 triazol- 1-yl)-phenyl -1,3-dihydro-benzo [b] 11,41

di azepi n-woone8352 The titl e conpound was prepar ed from 8- eoirmroz/d3c4q 3-
(5-hydroxymethyl - [1,2,3]triazol-1-yl)- phﬁ% -7-(isopropyl - met hyl - am no)
-1,3-di hydro benzo [b] [ 1,4] diazepin- € (Exanple 96) (219 ng, 0.50
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was prep%f’reﬁlf Q} & o- 4- [ 3- (5- hydroxyrret hyl - 15 [

1,2,3]triaz topyl - met hyl - am no) - 1, 3-di hydro benzol b]
[1, 4] di azepi SéS%L%g‘Lpﬁ&pﬂleQé?slgg @ , 0.50 mmvl) by reaction with

t hi onyl chl ori de in dichloronethane aEEd sabﬁﬂuent treatnment of the
corresponding chloride with dinethy DMF according to the nethod
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( I-nethyl-prop_yl-amlno )-1,3-dihydro-benzo{b][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.
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descri bed ig ht by. .oun ;S0 i .
VS (I SP) 488--8RPHOMA pebiars B34z
Exanpl e 129v1)¢bh&13v1(-5 Wlﬁtrdrdtlﬁnio \bﬂ Lélzedni-ZZOne

3]triazol -1-yl)-phenyl|-8-chloro-7-(isopropyl -

net hyl - ani NThe ﬁlﬂeccﬁtnbwﬂd)w&s récbﬁbnﬂsleclﬂ&rcineizfgpihydﬂ}x@mtme title

ound wa Ioro 4- ro t,hyl -
[ 1”2 3]t i ailofgﬁ G)?ﬂpiﬂfeﬁg%f]ﬂ 159;16%]0‘68[7&‘34@?‘% ]a%dﬂg'fl q 3- d| hydr o-
benzo[ b] [ 1bé}]zd{5§zgp]dﬁazap1ﬁmeoﬁ£@ﬁﬁip& 09) (1281Ag,m50 Hml) Byfehdtidaywitteact i on
with thion chI (ii]hchl or.onet ha ﬁl@and subse ue% treat nent,. of the
cor r espondi ﬁ‘ﬁon}g dishiqromethraepp 8 eﬂ?ﬁ“ﬁge?tﬁlm the COFATRFIS ¢ he
met hod descehlbgde wrt ﬁg g mhelrﬂﬁMthatm@dtoaae thethdfitesfritedin $Rhnfle(4502 ny,
Y

439 10 I\/B |SP Ex |l e 130 4-
[3/%5 Azeti i F‘fml d gs {’egl(’("fob‘llélﬁgpmgﬁcﬁ 1- y?;mpﬁenyl]

e A PR S bl T (3

8-chl oro-4-[3-(5-hydroxynet hyl - 15

[1,2,3]triazol-1-yl)-phenyl ] -7-(i sotﬁi@y%P—%JeZt—hyl ani no) - 1, 3- di hydr o benzo
[b] [ 1,4] ]

C ( 04 | al9;b¥realct|on
with thion i FOTofE % f the

correspondi ﬁﬁthvtr-lahﬁﬁmdﬁswlﬁﬁréibbﬂw thﬂMaZeﬁhﬂE—dn@ DIVF accordl ng to the
met hod described in Exanple 45. Obtained as a light brown solid (125 nuy,
Zoé?ﬂ 20 NMBThé 63 cdé oﬁldX@MﬁT&pa]red fBmlS Ehibro- EJ{ar(Bl}gdﬂ(ﬁézmethyl—

|8| 7. ?rng]tsﬁyk _,%&Ir;&%otl- -yl)- eny -7 Q%opllopylzme’g[‘;[ Ialr%%:%) 1,3- dﬂzyd?hen

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.

30



am no) -1, 3-di hydro-benzo [bill ,41 diazepin-2-one The title conpound was
prepared from 8-chl oro-7-(nethyl - propyl -am no)-4-[3-(5- 25

hydr oxy mewbyk/o83b52, 3] tri azol - 1-yl ) - phenyl ] -1, 3-di hydr o- bere®[HPp2/)3b44 1

di azepi n-2-one (Exanmple 29) (230 ny, O. 53 én_ml) by reaction with

t hi onyl chloride in dichloronmethane and s B equent treatnent of the

corresponding chloride with methyl aglne 1.0 according to nmethod
descri bed in Exanpl e 45 Cbt ai ned as*a—*‘P-rg'%g yell ow solid (122 ng, 52%.

30 M5 (ISP) 4 /03644 " - 159
Exanpl e 132 413 ey P
-7-(i sobutyl_ﬁhﬂhgn@mlﬁuderlb [l,@}g@ bmdlfz;ebenzo [bl [ 1,41

di azepi n-2-one The title conpound was prepared from
(RS) - [ 5- (i sdihsttitle-cvptpoyhd avas pmpaﬁbdrfnﬁhﬁtc-}ﬂcﬁo 4-(3-(5-hydroxymethyl-

2-(3- t t | | h
yl § g)r(gpl o&ilz[ fr atl?‘t'%ﬁgy elel@éE@ Or?ir% Yéé’f‘%ﬂﬁe lnﬂhtlér‘%gg%ré{l ?ZE;)arrpI g }\/Il(lc))S)en
(0.33 g, O. 5)2nz<r{bin[ll)4 ﬂnyzdpurea{dmréﬁxamplla 99210 mg B30 hemal) drredicbign tvith he

(1 59) a3, 4 GOMEpide RRSURRE AR b Frtoli GSoptny %fgfﬁago?mﬂ@w

(:5., ﬁ g] tr ibaz ehldridewitipinemathyleneSinmiat hyD_II\_/YP bediﬂlgdithc hreﬂtjodldéicnbed in Jf

('Fes?-{i‘ni?%%m%ﬁ% CR SR it B gl L Ber BB oymet byl - [ 1. 2.3)
[ | - 1

tp;/lr?glol dih- %@/ ISEE?% i(l\@hﬁg‘é g@?QO% er5t-bﬁtyl ester (Exanple M 10)

(0.41 g, 0.66 nmol) by treatnment wt TFAIi CH2C12 according to the
general procedure N. Obtained as a | ow solid (239 ng, 86% . MS

(ISP) 417. 3
7- (1 sobutyl - ‘ T g ii: A 5<% - phenyl |
-1, 3- di hydmﬁhﬂmnbhﬂﬁl&hﬂ;odﬁ@l&@[[]:,@ gglﬂ'lneoﬁd t I e corrpound was

prepared from (5-(isobutyl-nethyl-am no)-4-nethyl -2-{3-
[ 3- ( 3- et hyThiesitheanmipobing ivhs priepmet frodn 83chidee-ap|3e(Byhpdroxighetiieny! ) - car bani ¢
acid 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.



tert-butyl ester (Exanple MLO9) (0.33 g, 0.62 mml) by treatnment with TFA
in 25 CH2Cl12 according to the general procedure N. Obtained as a pal e brown
solid (1380 mn83658% . M5 (ISP) 417.3 [(MtH) +]; np 187 C. EBXxampoz03b3b

8- Met hyl -4- [3- (3-nethyl-isoxazol-5-yl) Agenyl]
-7-pyrrolidin-1-yl-1,3-di hydro- 30 benzolg ] [ 1,4] diazepin-2-one The
title conpound was prepared from

(4-nethyl -2-{3-[3-(3-methyl -i soxazop:rq—‘%e—)l—;’gphenyl]

- 3- 0X0- propr onyl a |,i l7). I tet but yl
WD 02/ 083652 P EFEZH0 PEHLEY GBS 64 ol )
by tr eat nmenhetiwit h3dAvdro t@kﬁ@bﬂl@@mpﬁ mq;nbo t he general procedure N.

bt ai ned as an off-white solid (223 ng, 87%. Ms (I1SP) 401.5 [(MH) +]; np
211 C. ExarfHeditled3®nmipound was prepared from (RS)-[5-(isobutyl-methyl-amino)-4- methyl-

B G kst B BT s

title conpaopionplamiiepplies]]tdaciinfic adid tert-butyl ester (Example M108) (0.33 g, 0.52
(5-hydr oxynet h

(sobut y1 - iBERpIbTHfR el T bl bt diheko Hegrars! miossdy B

[ 1, 4] di azebrairedrsa pExdRPNe st 33079%8). 0. 62 nmmol ) by reaction with 10
t hi onyl chl oride in dichloronmethane and subsequent treatnent of the

cor r espondivg (ISPhker.4 eV} 1 nap N8 dayl ami ne in DVMF according to the nethod
described in Exanple 45. Obtained as a light brown solid (110 ng, 35%. MS
(ISP) 5i¢.3 [(MtH)+]; np 182 C. ExaBrdmple33315

8- (1 sobut yl - net hyl - am no) - 4- oxo- 2- 13- (5-pyrrolidin-1-yl methyl -F1, 2, 31tri azo

| -1-yl)- phem3- Hvﬂrcﬁg@rldﬂysdr 023 agsiZoylFiphddy ! 8-l Dipnroldiaar-bons r i | e
The title ¢ Baredfrom
2-[ 3- (5- hy HB: Qe 1.yl )- phenyl ]

- 8- raviige ' 1,4] di i ne-
g R R 1,7
t hi onyl Ch:jC(tdtﬂl(hydfb ;&encﬂ ﬁbk)aﬁahﬁlpi[w,me taiagbl sluiis etheryl}-piopadyiaiinodh- L he
cor r espondi rroli i o, .t
Gescr badl THIPiepdipi e PhebEPREs 5 Gy Berans o 3% 55 6s0.
mmol) by treatment with TFA in CH,Cl, 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-methvl-isoxazol-5-v1)-

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



M5 (ISP) 497.3 [(M+H)+]; nmp 174 C. Exanple 138 25

7- (1 sobutyl -nmethyl -am no)-4-[3-(5-pyrrolidin-I-ylnmethyl-(1,2,31triazol-1-yl
) - phenylWwo0-08408365% | uor onet hyl - 1, 3-di hydro-benzo [bill , 41Ppdirarepiis4L- one
The title conpound was prepared from

4-[ 3- (5- hydr oxynet hyl -[ 1, 2, 3] tri azol - 1- y13%0 pheny! ]

- 7- (i sobutyl £l uor t

[ 1, 4] di azepi© ﬁe‘z{%%‘gpg&im@%if’r -6 qﬂ%%“%’ﬁﬁﬁ%‘?‘% (glg&ﬁ? on with 30
t hi onyl chl ortaeding taltleYentranpriobatite BNnObausiog ua pif-ivhzasdhidnR2Dingt $W6).
corresponding chloride wth pyrrolidine in DVF according to the met hod
descri bed | MEISPPIE. AEM+IIPanpedl 86 a | i ght orange foam (80 ng, 24%. WO
02/ 083652 PCT/ EP02/ 03644 -161- M5 (ISP) 540.5 [(M+H) +]. Exanple 139
7-(1sobutyl -net hyl -am no) -8-nethyl -Branipl8136- pyrrolidin-1-yl methyl - [
1,2,31 triazol- | - yl)-phenyll -1,3-dihydro-benzo [b] 11,41 di azepi n-2-o0ne

5 The titde 4elonisedingetivd smivicnehgd 1f2l’33t’ﬁazol 1 -yl)-phenyl]-7- (1sobutV1—methvl-
4-[3-(5- hydrox hl){ 123 rd zol - I h .
- 7- (i sobut yBE 14]

olasent 2 qpe Eampie 13 Tont ym o, de i | by entoh g0

corr espondi pemyh]-pr(1sdButyd- trfa:thyﬂpﬁnﬁ@d))kmmdrﬁm@ﬂﬁlaﬁcdﬂlgldmg to the net hod

Ri/gs%lr Isg)e d 4g§eﬁzo€?mgécﬁ?ep% a@%@@?ﬁi@% 0. gf lnln?o }(f) lréag’u n Wltlrlrg’ 229 .

8- (I sobuty! thiehylyhlofide ﬁix)lelﬂofo'ine{tﬁaﬁe dnlds obdelivént MRL Bl éntaTitkOJorresponding

-nmethyll-j1, tri 4-0x0-4, 5-d H.benzof

a4 as e EoRtt iR iabms B dep e nd et oAt A,

2- [ 3- ( 5- hyduexyeeiney las b light b3bivhisaldd{ 110 nyd, B5%).

phenyl ] - 8- (i sobutyl - nmet hyl - am no) - 4- oxo- 4, 5- di hydr o- 3H benzo[ b]

[ 1, 4] di azepiM&HSE) sl DEMAM) emp Esar@I e 111) (220 ng, 0.50 mmol) by
reaction with thionylchloride in dichloronethane and subsequent treatnent
of the corresponding chloride wth Nexangdédudz| - et hyl am ne in DVF according
to the nmethod described in Exanple 45. 20 Obtained as a |light yellow solid

(100 ny, 1539% (Isobiviyl-mhéS)-Bdid o 4] dxigkH) 3] 5-prRolidiA- 1GyImethyl-[1,2,3 ]triazol-1-y1)-
phenyl]-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%).



Exanple 141 7-(lsobutyl-nmethyl-amno) -4- (3-{5- f

(i sopropyl -nmethyl -am no)-nethyll f 1,2,31

triazol - Iwolokaogdesnyl )-8-tri fl uoromnet hyl -1, 3-di hydr o- benzofPbrEP)ZABI€AZEPI N- 2
25 one The title conpound was prepared from
4-[3-(5-hydroxynethyl-[1,2,3]triazol-1- ylg phenyl]

-7-(isobuty. trifluoronethyl-1,3-di hydro benzo [b] [ 1, 4]
di azepi n- 2- Mﬁ%éﬁ%@i@)ﬁ(zeo ng, 0.53 rrm)l) by reaction with

t hi onyl chl ori de in dichloronet hane ind sgaégquent treatnment of the
corresponding 30 chloride with Ni met hyl ami ne in DMF according to

t he net hod de | , n solid (70
my, 24% . NMS-CPBRF-BERYSANRRHRS THE 2 POBS e Z - PeT EFE1 03644
162- Exanpl eylL4RBenyl]-1,3- d1hvdro—benzofb][1 41d1azemn 2-ome
8- Chl or 0- 4-f 3- (5-cycl opent yl am nonet hyl -[ 1, 2, 3]tri azol - 1-yl - phen vl

-7- I(| sopsomztlm&dﬂypmmmwug)%rapaaegﬁb%fbﬁ @elﬁl;id@bi@]meith)ﬂ AR Miazepit)2- one The
title conpoun re rom o)

D oy e R R S Sy ey SRttt e tof T ibrgpinta-
benzo[b] [ dnAEx@khpléqplz)ﬁme@mgreo(ﬁxmm v &k tibr Athrdio lcmrmmh) by reaction
with thion hloride in di or onet hane d subse ﬂﬁ rd?? nt of the
correspondl AN S Se@if‘ﬁ’i’t&b‘@ﬁflwtéﬁf &Of 1S PNy o the

met hod deﬁé;u hﬂﬂme‘in Lﬁwrmtcﬁd #hg.to Gt péthed dasriBed ix@ﬁamgﬂé 115)\®‘t&§lhbdias(a170 g,

67% . 5 ; 174 C. | e 143 4- (3-15-f
(Cycl oprBpyH gi’éﬁ'ﬂiﬂw%ﬁ?‘fir{é‘g’ l@?ﬂ@%] ?E 2,31tri azolrrPI -yl }- phen§/l) 7-

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]
[1, 4] di azepj ( I ) ) 0. )

t hi onyl chl of-g¢ & F Btvare-atrd 0%

correspondi p _gl}cﬂlieﬁﬂl)iieoﬂu 15 dﬂi@b% Q@@Inﬂd@dﬂeﬁgelmc%ﬂﬂéordl ng to the
nmet hod described in Exanple 45. Obtained as a light yellow solid (50 ng,

18%) . 2Q5MBTHd R cogforthdwaiplpakéd fPmDBE - G-hydroxymethyl-[1,2,3]triazol-1-y1)-
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.



Exanpl e 144 8-Chl oro-7-(isobu 1-nmethyl-am no)-4-f

3-(5-piperidin-1-ylnmethyl -f 1,2,31triazol-1- yl)-phenyll -1, 3-di hydro-benzo
[b] f 1, MNOdragimspl n-2-one The title conpound was prepar ed PCTEP02/03644

8-chl oro- 4-[ 3- (5- hydr oxynet hyl - 25
[1,2,3]triazol-1-yl)-phenyl]-7-(isobutyl*= Hﬁe?mw am no) -1, 3-di hydro

benzo[b] [ 1, 4] di azepi n- 2-one (Exarrplﬁ 10]1% ggzo ng, 0.49 mml) by reaction
with thionylchloride in dichloronet subsequent treatnent of the

correspondi g~ ,chl rg mnth -|-er|d|
descri bed i : gets

ME (I SP) 52@n&h\ﬂ(ahsﬂhhb}l=l,3 &hv%%@zo%ﬂl&ﬁﬂﬂw_— &t/ EP02/ 03644 2 163
Exanpl e 145 8- Chl oro-4-13- [5-(isopropylam no-nethyl)- [ 1,2,31

triazol - | - ylThetjibeoylbburd whs pﬂépﬁ@ﬁ)ﬂonﬂ&lchkho-@%%{@)h}ﬂ@xﬂ‘hé’thﬂtO benzo [b]

LTt or o5 T2 RS o fmbt P BUBREM it RS £ byl

[1ij ?] a r |4 i’:IZ(b!enio-[ly 141ﬂiﬁayin}2-6n(al(smdé%1@9dsy(m Higl 6.80niAHD by?yeaiubudm@t benzo .
n ion w
Lol ohyl chl othaET PO R G R RE Rl sLhe R ST irmrt R rortsebaing

cor r espondi mglorlaemhlcqldow &glanﬁmmmmﬁadi&mgmo Bdmakiedddidibed ¢n t he nmet hod
descri bed Ilﬁ agp t ed_ as %’é ht %ell(gw solid (160 ng, 67%.
10 M5 (I SP) BX&BP @Pﬁ%)f%?flas gobysllew s H%Pén

?ZChrrle?Lg h é‘giﬁggjf%%w-l-%ﬂf rls}2‘}‘re(§hyll [ 1 2[31 triazol- | -yD -phenyll

-1,3 -di hydro-benzo [b] [ 1,41 diazepin-2-one The title conpound was
prepared from 8-chloro-4- [3-(5- hydr&i@}lﬁéﬁ%@- 15 [

1,2,3]tria291I-I-y - phenyl ] - 7- (i sapro h ' hydro benzol b]
[ 1, 4] di azepPR3p2% g ami 1yllgl with

t hi onyl chl orisdigutilrmeihgh i yed-hase - dBddibydsckitesb] I Ldidrepin-Rbné he
corresponding chloride with N-(2-nethoxyethyl)nethyl'am ne in DVMF accordi ng
to the net hquhe tidesempbent whas frepamet €rofb4- [ SXys-aiy ﬂﬁt}ﬁyIJ ,QBQtrM@d)ILpW)sol id

(120 n, 470/%(311}7%]07 IYBolgut%D 1)1163%7? aflnlll;o)q/g-lr_'xZetllyl lnéod&l ro- benzo?bmli dl 1azepin-2-

one (Example 132) (250 mg, 0.58 mmol) by reaction with thionylchloride 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.
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correspondi ng I\VF, according to
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title conpound was prepared from 8-chl orp-4- [3-(5-hydroxynethyl- 15 [
:é;@g?e’ééoxa pyl - met hyl - ami no) - 1, 3-

1,2,3 ] triazol- 1 -yl) -phenyl]
di hydro benzohEb] 2 ) ] 1
reaction w %k i

of the corrﬁ%ﬂﬁﬂ%l@_% tﬁmopnlv@epmntvh I\BJd uwlemthmamlmnimz% accordi ng
to the method described in Exanple 45. tained as a light yellow solid

(190 ng, 75%he tlﬂ@cd&ﬁp&drﬁmas? aded frihH-dlpram-[388-1Gdrdxparetiys 150 4-
E lssf)f)r (?dgF ' ﬂﬁ g]:}]}lazo l-ﬁ}/phen 1]-7- 1s§ }oE);rlar%%'lchyiL%Xalixzd)pl@f—'&}ﬁly]dré-?-
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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- 7- (i sopr opyl - net hyl - ani no)-8-trif|§§?—"8£%{—#§1 | -1, 3- d| hydro benzo[b]

[1, 4] di azep, ( ( b

t hi onyl chl R

CorreSpondlmDrW%dtﬂﬂ dh'nhb) l’&auﬁﬁﬂiraméhmmml@maa@m &L\‘;F accordl ng to the
met hod described in 20 Exanple 45. Obtained as a light yellow solid (110

ng, 45%. "M&tﬁtleSB}n&ﬂ&d%a{s(p%ﬂd}eﬂlfrorﬁm haroCl- [E(B—lmliﬂ)x%zﬁﬁ}fﬁ@ 15- [
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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.
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- 7- (i sopropyl - met hyl -am no)-8-trifluorongethyl - 1,3-di hydro benzo [Db]

[ 1, 4] di azepi n-2-one (Exanple 119) (210 ng, 0.44 nnDI) by reaction with
thionyl chl oride in dichloronethane gid ﬁﬂp quent treatnent of the
corresponding 30 chloride mnth am yclopropane in DMF according
to the nmeth i solid
(110 nmg, 4/?.18%&%'
PCT/ EP02/ 03p4enyl] -8-@éfforg yl-134di8 ango b [13

5-cycl oprop Ianlnonethyl [1 2, 3]tr|azoI-I-yI) phenyl } - 7 (1 sopropyl -

met hyl - ami né}le titlgcatipyahdowisanemarpd frofrid ﬁ(i}ha&zepymemybhle%ﬂteazd-tll-)é -conpound

tas, b1 ePS" oL St ol s DL S fihut, 3 (11 201

e st ot s
06y 1eHIo S

Ja dic ane ent it c8rres&>otn g,

cor r espondi ng Cyclo
met hod descechibdde with pﬁ;rahqhhe 1mBMK]n¢cardmgjtoethe methaghdesgrihddow Esamplt 4640 ny,

175 10 NSGf\0), 47 uggowﬁ@okhélgaoml%@m Bxarple 155 4- 3-

[ 5- (Isopropylanlno -1 -yl

phenyl} c 8- trifluoronethyl-1, 3-di hydro-benzo
[ bl %1 §h§@§@ gﬁh@p &n§?¥ﬂ£ conpound mas prepared from
4-[3 (5 hydroxynethyl [1,2,3]triazol 1501
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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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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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procedurl@ NMS ( k%)t)é‘-’){%éd?@égg ]t %78y(9 low solid (209 ngy, 82%. MS (ISP)
425.4 [(MrH) +]; nmp 250 C. Exanple 1 8- Chl oro- 7- (net hyl - pr opyl - am no) - 4-
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2
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d
proce urltg 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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tyl ester (Exarrple ML15) (0.61

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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di |4 azeprh mioz dﬁeloiBmeﬂﬁpaamisstameﬁF@athﬁn{ oRibbubiye rmallﬂg |chl®lﬁild6W)th 2. 4]

- 4- et -2-(3- ra a

11 avol 1.y PIIoRy DB SHreia g O%iﬁﬁgrrﬁedea%éw%% Ohatasfiafut
ester (Exannglﬁym&\ﬁ)solﬁ&(laan@,ﬁ%m mml) by treatment with TFA in CH2Cl12
according to the general procedure N. Obtained as a pale brown solid (480
ng, 73% . 201SMESE) £R)3 UBB:14) I],(d’yﬂHrB&PE mp 191 C. Exanple 169

7- (Met hyl - propyI am no) - 4- ( 3- ,2,4]triazol -

| -yl -phenyl)-8-trifluoronethyl - 1 3 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%).



di hydr o-benzo[b] [1,41 diazepin-2-one The title conpound was prepared from
{5- (et hyl - propyl -am no) -2-[3-0x0-3-(3- 25 |

1, 2, 4] t r iv@ekA436§1 - phenyl ) - propi onyl am no] -4-trifl uor onet irgir/APOBEBEI4 - car bam
ic acid tert-butyl ester (Exanple ML17) &(73 31 g, 0.55 mmol) by treatnent
with TFA in CH2Cl2 according to the gen I~ procedure N. Obtained as a

light yello | SP) 443.4 [ (MH)+ 185 C. WO
027083652 %@d#&ﬁ% rf%’l% @éﬁe(ﬂo) 7- ( Vet ml E?o]pyl i no)-4-(3- |

1,2,31 triazol-1-yl-phenyl)-8-trifl -1, 3- di hydro-benzol bl [ 1, 4]
di azepi n-2-one The title conpound m&a&%ﬁed from

{5(rrethy| [ 3 .

[1,2,3]triaZzo Tyl } - car ba

mc acid tﬁfdpvbhth)ﬂo)@lﬁ}-@lli}_qﬁ_@-@@@(ﬁb I‘{/ll,],&jg _ﬂ_@%rﬁ@-oge 0. 59 mml) by t r eat ment
with TFA in CH2Cl2 according to the general procedure N. (btained as a

|'i ght yelsl oWhetitle ebrhpdind Wwas 14 d fivin &-LiBo-44nedhll{P¥ipilsaminop4-14(5C. 10

oyrazol -1 - hrdphng fblyt 4 mf"—flf‘ 3T BRYv L 3 dibydeo emzafblfa il pecping2 ppe

?|5 afepl B 2 lomﬁmﬂrelaz)t(tm &gIWSIMﬂﬂnM@iBY reaaywigh thienylchloride in
I SO ut y

-anin
pyr azol - 1- y HBREE aﬁ%?#aﬁv Wm;fatm%nwfth? ERSFSRERAPE BloEds Mithc ar bami ¢
aciﬂ tT Ie:rA t- (gaubwla@ﬁieeg DAVEF a6 @indid. Ql)enﬁ&hé@débcalﬁecﬁﬁl I\;m%ple@y ; reat ment
Wi t in r e ge procedur e tained as a
i ght yehow S@:i%ﬁ* nﬂf‘%@i’;@@w%%‘q% 454.4 [(MH"]: np 182 C
Exanpl e 172
4- 18- (1 sopr SPVISRA7814 M+ 40423 -t 1 i £ 1 uor onet hyl - 4, 5- di hydr o- 3H 20
benzol bl f 1, 41di azepin-2-vll-pyridine-2-carbonitrile The title conpound
was prepared from[2- [3- (2-cyano-p§§éﬂﬁ¥%ﬁé§yl) 3- 0x0-
propi onyl am, g] h.I ' 4 f. Y - henyl ] - car bam
ic acid tef g2 e e SQDUiY ‘

with TFA i nmg_fﬁz.@gdi&q¥@ﬂfﬂélﬁg <p1 Al glgﬁe_)ra;lle pr ocedure N. Qobt a| ned as a
light yellow solid (210

15 Prepared from (RS)-[5-(isobutyl-methyl-amino)-4-methyl-2-(3-ox0-3-{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.



25 ng, 41%. Ms (I1SP) 400.3 [(MH)-]; np 189 C. WD 02/ 083652 PCT/ EP02/ 03644
-172 Exanple 173 8-Chloro-7-(isobutyl-nethyl-amno)-4- (3- [1,2,41
triazol - wglo2jossssy| ) - 1, 3-di hydro- benzo [b] [ 1,41 di azepipeTdronescihe title
conpound was prepared from {4-chl oro-5- ( gbutyl met hyl -am no)-2-[3- 5
0x0-3-(3-[1,2,4]triazol -1-yl - phenyl) - pro nyl am no] - phenyl }-carbani c acid

tert- butyl ester (Exanpl e ML21) (0.76 0 1 mol) by treatnent with TFA
in CH2C12 according to the general %‘?B@é%f%e N. Cbtained as a |ight orange
sol i d (530 oS SE) 34 LI

7- (1 sobuty
-4-(3-11, 2, dihivdiceBalizo[b]yl.4)dbeeyih)2-8né ri f | uor onet hyl - 1, 3- di hydr o- benzo [ bl
11, 41 di azepi n-2-one Prepared from {5- (i sobutyl -nmnethyl -am no) - 2-

[ 3- oxo0- 3- (3Th¢ tlﬁle é’orﬂﬂ)cblmdazaslprbpzu‘éd from {5- (methyl propyl- amlno) 2- [3 -0x0-3-(3-

phenyl ) o] fl uar one th €[ acid t.ert-butyl
est er (Ex E‘p?gﬁ Z%i 5%‘@’%6 é;Pr‘d’ %‘?Yﬁq?ﬁ?/"ﬂ -4y ﬂ]“?‘l’é%{f‘?fg PRVl rpcly
accor di ng t acid Pert- bmyge;mr(aka ledxeml%r)eobﬁ @39&hﬁﬁﬂ]) Wstréntineghdith Témin sol i d

3(33%% g? 6 7- %ﬁ"gg{gl}fgﬂ(fl %%E%t% %E@rol_gc%dg I\{Te}btamed as a%ﬁ@ell%w soﬁd (115

1,2, 3]tri azalg 44%).- phenyl) 1 3-di hydro- benzo (bl 11,41 di azepi n-2-one 20
The title conpound was prepared from {4-chl oro-5-(isobutyl-nethyl-am no)-2-
[ 3- oxo- 3- ( Bt (ISP, Apur(i(wz6]) Tt nyp 14heny| ) - pr opi onyl ami no] - phenyl } - car bam ¢
acid tert- butyl ester (Exanple ML23) (0.17 g, 0.31 mml) by treatnment with
TFA in Gbl2C12 according to the geneiample bgedure N. Obtained as a |ight
yellow solid (100 mg, 75%. M5 (ISP) 423.5 [(M+H)+]; np 85 C. 25 Exanple

176 7- (1 sobp( Is‘ﬁbuﬁbh’&ﬂiﬁaﬁ‘hﬂ@))-4 at gl-rtivﬁerza;ll1-371-3ﬂlérfvll)88-0hﬂuoromethvl 1,3-
| -yl -phenyl ): hyl 1 3- dlhydro benzo(bl [1,41 diazepin-2-one
The title compt imcie

{5-(i sobut y 3
tri azol - %m%ﬁh% %F%)Jw%ﬁﬁﬁffm G lrbp PSSR oA Frbar o
pyrazol-1 -yl phenyl)-propionylamino]-4-trifluoromethyl-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.



30 acid tert-butyl ester (Exanple ML24) (0.44 g, 0.77 mol) by treatnent
with TFA in CH2Cl12 according to the general procedure N. Obtained as a

| i ght br owoogoiesz (170 ng, 49% . WO 02/ 083652 PCT/ EPO2/ 03644&P02/A363+ NS
(1SP) 457.5 [(M+H)+]; np 202 C. Exarrpl e 1}7 4- (3-1mdazol -1-yl -phenyl)

- 7-isobutyl ani no-8-trifluoromet hyl - /dr o-

benzo[ b] [ 1, 41di azepi n-2-one 5 The ti Ie 0 und was prepared from
{2-[3-(3- |mdazoI-I-yI phenyl) - 3- oxcL—PiT—?’o

pr opi onyla b | . ] , J / ham,c acid
tert- buty =." " i F- U490 O T oyt ' nth TFA
in CI—|2C12 aammfbﬂ[mmm@zebhez-@ﬁaeral procedure N. Cbtained as a light yellow
solid (260 ny, 769%9. M5 (ISP) 442.4 [(M:H)+]; np 221 C. 10 Exanple 178

8- Chl or o- 4- Thatitleicompolind wyid preparsy frony {4-ddbro- yJ(ﬁdﬁ)u’tpl-mp&thﬂmmf)eﬁ—[ -

R

- g |3 Z obut yI amymsta’r@aymb}ecmham z6 g,c]hdl inetidl} bptrydtmest with TBA(nEJCéImllze ML26)
) t

éener aIg pr oé%ct?l%gl‘if’ q{ﬁﬁeﬁ?r%fe%%g‘?uéeﬁ SHFaI?Eé{]qS&)&ggé?ﬁaggegs% g(ﬁ%) 4%%‘)}1)6

E(Sl gﬁl) ofg?ﬁ‘%ﬁm %43 %@%%‘3]‘)21 r{‘%a(fl |2e317'?r i azol -

| -yl -phenyl) -1, 3-di hydro- 20 benzo[ﬁ! !g!gkgzepl n-2-one The title conmpound
was preparedfrom{4 chl oro-5-(isob T10) [3 ox03(3 [1, 2, 3]
triazol - I :

ester ( : : v e ; HeU et S REATT

accordi ng tdlhvﬂb@-ngwbHﬂ 4hh__pﬂuz—e>n&l Oot al ned as ali ght yeI | ow solid (90
ng, 53% . 25 M5 (ISP) 407.3 [(MH)-]; np 249 C. Exanple 180

7- (I sobut y| Padpana) frdm({3- (1sbﬁu121 Bleﬂhyl amlno) 2-[3-0x0-3-(3-[1,2,4]triazol-1-yl-

}ore In gg F lb 1 ély lEEg‘ileg éﬁmoré}ﬁ%hlfglo r1ﬁggrho¥neﬂ!£§?13 qalny car%amm acid tert-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%).



The title conpound was prepared from {5-(isobutyl-am no)-2-[3-0x0-3-(3 30 [
1,2,3]triazol -1-yl -phenyl) - propi onyl am no]

-4-trifl vwoonesdsyl - phenyl }-carbam c acid tert-butyl estePCrEranpdoss ML23)
(0.34 g, 0.61 mml) by treatnment with TFA Qn WO 02/ 083652 PCT/ EP02/ 03644 -
174 CH2Cl12 according to the general proc€dure N. Ootained as a |ight brown

solid (150 0 ) [(I\/H—|)+] np 212 C. Exanple 181 5
8-Chl oro-7- %gggf‘ﬁ75m§?§l§ 421&)“1 2,41tri azol - 1- yl - phenyl ) -1, 3-di hydr o-
benzo [b] 11,41 diazepin-2-one The t tIe & ound was prepared from

{4- chl or o- 5- (i sobut yI - ami no) - 2- [ 3- o@%?—%})

[124]tr|ao- .I ; I i ) 1. Cc.acid
tert-butyl &s A : 1UL0E XtHent with TFA
in CH2Cl12 abemzofb [jg,4ﬂd1azeia(h RMegener al pr ocedure N. Oot ained as a |ight
orange solid (270 ng, 89% . MS (I1SP) 407.3 [(MH-]; np 222 C. Exanple 182

7- | sobutsyl 'I&Bfitlltle):ompound was prepared from {2-{3-(3-imidazol-1-yl- phenyl) -3-o0x0- .

3-[1, 2,41t . ph fl t dih d b b
a1 G B SAS -eREe A oA AL TR o rer oo P
{ 5- (i sobut ybusgirene) (-E&ar[nﬁ}edﬁmﬁ-((ﬁ 23 b, l72mfjol) by treatment with TFA in CH,Cl,

aci o Cer - bOEFIBEE T ERan receﬁm# 9§tair¥dfga's‘581%3weﬁm¥ﬂ oER e A it

TFA in d t £ procedure N. Oohtained as a |ight
br own solld%ggﬁ)c%ig%é 191)21. R/%?{](FSP) 441.3 [(MH)-]; nmp 191 C. Exanple
183

8- Chl or 0-%7- (et hyl - nmet hyI am no) - 4 [#’@?ﬂ%ﬁ)xymt hyl -t hi azol - 2-yl ) - phen |
-1, 3- di hydr,o- : b 1 4 f . ?l conpound was
prepared fr & 2-% % : £ A T phenyl ] - car bani ¢
acid tert-bbeydo] Bﬁnaﬂdlﬁﬂpﬂrﬁﬁg(Exarrpl e J?) and 3 0xo0- 3- [ 3-[ 4-
(tetrahydro-pyran-2-yl oxynet hyl)-thiazol-2-yl] -phenyl] -propionic acid

tert-butyl Thstiee céﬂmpaﬁn@)/va( Preparpd &OKQ{ZI)cfﬂﬁﬂﬂBQBﬂg-lhﬁﬁdzbEI-gﬁphéxﬁzﬂ) -pr ocedure
M The obtained naterial was gle rotectﬁ ix}n BX e(fl treatnent with
TEA in CH2CP3O-REUIPRY ﬁlélll’t(g- -1sobutylamino-phenyl;-car m1c acid tert-butyl ester
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



t he general procedure N. Obtained as a yellow solid (0.14 g). 30 M5 (I SN)
439.2 [(MH-]; np 136-137 C. WD 02/ 083652 PCT/ EP02/ 03644 -175 Exanple 184
8- Chl or o-wo13n§36shydr oxymet hyl -t hi azol - 2-yl) PCT/EP02/03644

phenyl | - 7- (nmet hyl - pr opel -am no) - 1, 3-di hydr o- benzof bl [ 1, 41di azepi n- 2- one
The title conpound was prepared from[2- a 4ho 4- chl or o- 5- (et hyl - propyl 5

am no) - pheny, ar ha cid tert,-but and
oo ot [ 5 AP R obs s SRR et et A aSbp oG AR E R, )

- propi oni c ang,d6%grt-butyl ester (0.23 g) (Exanple K27) according to the
general procedure M The obtained nmaterial was deprotected and cyclized by
treat ment wiN8 (IBEM4TM (N2 Jaopd1di’6g to the general procedure N.

bt ai ned as a yellow solid (0.10 g). 1o M5 (I SN) 453.2 [(MH)-]; np 211-213
C. Exanple 185 8-Chloro-4- [3-(4-hy8xanpletiByl -thi azol - 2-yl)-phenyl |

-7-(i sopropyl met hyl - am no) 1, 3- d| hydro benzo [b I f 1,41 di azepin-2-o0ne
The titl e5 c@@hlonct 7vidsob 41(B /] 5-dh pr opyl - met hyl

15 am no) - przené/l[h[i%jgam cam d tert butyI estr (0 17 9) | (Exarrpl e J26) and
3- oxo- 3-[ 3- = T bt t n(2y|oxyrrethy|) -thiazol - 2y|1j-pheny|t]h

- propionic er u ester : c ing to the
ggnelroal pro?gﬁgﬂg CWP?HE 5‘@? gf?él’éed‘%{lg' C@Pr%é" Isggﬂérg'?g%‘?‘gdgi%&x%g <3I zed by
treat ment wilifa 4Tﬁﬁzoln1-§ﬂ=|ﬁh?érﬂrl)apmucd1yh@1ho phdwl}g@ﬂ&rrﬁic apidaer<buityd ebter

%g?hggdc_as Egggﬂ%f?éfl%g\f@.%%g ?% g_no(f}sb)ggreatment wi 1nﬁ-§z&2 chol\l/'lgﬂ_l!}g-l-tl); al

3- ( 4- hydnox thegdngtal proedode- -®H>t)mp&em/11ght7>ra(ngs@bluﬂ {270eg,I89ho)am no) -

1, 3-di hydro-benzo f b ] 11,41 di azepin-2-one The title conpound was
prepared fr did [[BPasd7d{@M-EH) hhg B2 Csobut yl - met hyl 25

am no) - phenyl ] -carbam c acid tert-butyl ester (0.23 g) (Exanple J27) and
3-0x0-3-[3- [4-(tetrahydro-pyran-2-yEgaupletiB¥|)-thiazol -2-yl] -phenyl]
-propionic acid tert-butyl ester (0.32 g) (Exanple K27) according to the
gener al procdedsobatfitandine)-akB3alilped] triaral- ivl-pherwls8-théfhii oroaatied- 1sBdihegt-i zed by

t r eat ment vvibtg CH2C12 according to the general procedure N
bt ai ned as%mm g).

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.



30 M5 (ISP) 469.1 [(M+H)+]; np 135-136 C. WD 02/ 083652 PCT/ EP02/ 03644 -176
Exanpl e 187 8- Chl oro-7-(ethyl -net hyl -am no) -4-

[ 3- (4- hyowoxgmnedshy | - oxazol - 2-yl ) - phenyl | -1, 3- PCT/EP02/03644

di hydr o- benzo[ b] [ 1, 41di azepi n- 2-one The t17 | e conpound was prepared from

[ 2- am no- 4- chl or o- 5- (et hyl - net hyl - am no)™-""5 "phenyl ] -carbam ¢ acid
tert-butyl ester (0.15 g) (Exanple and. 3- oxo- 3-[3-[4-

(t et rahydro- pyran-2-yl oxynet hyl )-OXM - phenyl ] -propionic acid
tert-butyl cester (0, 22,0) (Exanple. I dj

M The obta SCTEdand- cyc ST DY SETeT

TFA i n CH2CL3-dihphodiengp [bif 1.4 Bzepemrale procedure N. Cbt ai ned as a yell ow
solid (0.10 g). 1o M5 (ISN) 423.1 [(MH-]; np 165-166 C. Exanple 188

8- Chl or o- 4- Thatifdedypownrd/wast grgpared &onl 22&:1511']11)) 4-piiertrbd (methyl- propyl-

il e cospotmiR e ein b atic s on RFEb B R S0 PEL e Rof 3 5801 s

ani no) - pheni4- Iteﬁ@hyhlﬁd&ﬂpg:ra&@-dld:@ﬁieﬂb@tt&ﬁiazelsler Iﬂﬁn;’kl@ 3dpiohicadeid tertJIﬁJ)tyland

v op ont o stirioede (i REPRRSahes S b et N e RS o ¢ ne

O S RNt st 18 st

Obt ai ned a\g‘h§ 8GR ;’%%%26’% 'ijf a%ﬁﬁ%s?l{%ﬁfl%é-?. 2I F( M IH) -1 ] rrbl |166- 167
C. 3 -2 -

-7- (| so W@?ﬁ%‘%} ngﬁ) ][ P3§d]i Eéd‘;rch%gﬁtzoy[ borﬁzi, 41diya)zeBi (ra]ng one The

title corrpound was prepared from|[2-anmn -%—chl or o- 5- (i sopropyl - met hyl 25

am no) - phenyl ]-carbamc acid tert-b (0. 17 g) (Exanpl e J26) and
3-o0x0-3-[3-, h I I ]

- propi oni ¢ &ctd : ‘ SarpteK Stee
gener al procecuihﬁirMbeﬁftﬂbﬁbtﬁdﬁe@mqedrer| al was deprot ect ed and cyclized by
treatment with TFA in CH2C12 according to the general procedure N.
Qot ai ned asThe titkd tapanld was(fepdred from3R - dino S 10AB 8- (BoptdyHmethylnp 143- 145
C.

15 amino)-phenyl]-carbamic acid tert-butyl ester (0.17 g) (Example J26) and 3-oxo0-3-[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
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 TEA 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.



WD 02/ 083652 PCT/ EPO2/ 03644 -177 Exanple 190 8-Chl oro-4- 13-
(4- hydr oxynet hyl - oxazol -2-yl) -phenyll -7- (isobutyl-nmethyl-amno) - 1

3- di hydr owbengsstbi || , 41 di azepi n-2-one The title conpourdTERe2/msepar ed
from [ 2-am no-4-chl oro-5-(isobutyl-nmethyl__ 5 am no)-phenyl] -carbamc acid
tert-butyl ester (0.23 g) (Exanple J27) -ar@ - 3- oxo- 3- [ 3-

[4- (tetrahydro-pyran-2-yl oxynet hyl) - xaz?I -yl ]-phenyl]-propionic acid
tert-butyl ester (0.31 9) (Exarrpl ei‘—i%@éordl ng to the general procedur e
M The obt aj, I b W|th
TFA i n CH2G

solid (0. 18dg)gdrolﬂeﬂm!lﬁﬁiﬁ%n&—bﬁé\m"‘b +] np 166 167 C. Exarml e 191
8- Chl oro- 7- di et hyl am no-4- | (4- met hyl am nonet hyl -t hi azol - 2-yl ) - phenyl |
-1, 3- di hydThe ti@nzsmpdindwak, ptdpadleEoRi [Q anidBet-ehloro-5- (ethyl—methyl—ammo)-

8- Chl 4- h | - 2-yl | 1,3- 15
di hyd?g?Benége[“%"[agbaﬂﬂﬁ%{éé%‘ hﬁlﬁh s (s 99 &%E’F@Pg%/ }7) and '3 Sx0 Y15 T4
8- chl or o- 7- ¢ttt ch x{rri’aeth B- M&ﬂ%)ﬂﬂ%&m@ﬂ}}l]’ %fﬂp’i@rﬁk adidYért-butyl

f E.egﬁly} lcﬁ?sgér%g nzo M)er:e]é It hq geReR Prtoag e fTabe tﬁnld?hlg) and

het er ogeneouﬁtemamw@ rd&@(&e@éﬁ?@ FcBE &Iy tReatdEtWRIATNEA INEH, €5 adeRdMid o
triturated %th Ac.CEt to V(Shthe t|tIe 20 ‘Sl)r’rBoun (0.44 g) as a

| i ght - br owntiégeReral myReedpn tained a5 el oy solih (Od0@ or o- 7- di met hy! ani no- 4-

[3- (4- methy Ly, zol -2-y| ) -phenll- . 1, 3-dihydro-benzo [bl [
1 41 di a}erfVﬁWn@M Wx?‘lﬁemaflﬁ 166 °C.

8-chl oro-4-[3-(4-chl oronethyl -thiaz -2-){I - phenyl ] - 7- di et hyl am no-

1, 3-di hydr o- benzo[ b] [1 4] di azepi n-%’%ﬁ@—?—éﬁ ng) and KI (3 ng) in a 8M
sol ution of O—l ' 20 h.
H20 (25 i) 33 dddition

of 2N NaOH. 131‘&3}1%3(5(3@ [Btemﬁgze&gbl&ﬁt ed by f| It rati on and pUI f| ed by
chromat ography on silica gel using MeOH as eluent. The product was stirred

Wi th 20% aqueetSe dMitdbdbuntOvdsipre @éﬂfrbﬁi [aodmﬂov@aﬂoﬂosm(afe 1? Jtrati on to

the titl d (49
?I( \|\//|?-|_|) +]e | He}‘?g%%@'}igcar{)amlc aad tert- tyl ester (O ?6 g\ﬁd (Exampﬁz] 3 oxo -3 EJ,_
[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.



WD 02/ 083652 PCT/ EP02/ 03644 -178 Exanple 192 8- Chl oro- 7- di net hyl am no- 4-
F3- (4- nor phol i n-4- Xl et hyl -t hi azol -2-yl )-phenyl| -1 3- di hydro-benzol bl f

1, 41 di azwpionog3eone A m xture of PCT/EP02/03644

8-chl oro-4-[3-(4-chl oronethyl -thi azol - 2- yI - phenyl ]-7-di met hyl am no- 5

1, 3-di hydro- benzo[ b] [1, 4] di azepi n- 2- one ( 9 mg) (Exanple 191a), norpholine
(0 17 nm) and KI (3 ng) in EtOH (Oé rrL! ﬁs stirred at 600 C for 3 h. H20
(25 m) was added to the cooled sol the precipitate was collected
by filtratig ) ) . : |
ACCEt / acet ofe oxymethyl-oxazo e1 i Y5 agueous
McOH (20 mi), S'Hilevcthha:hzdsﬂlem oh'aﬁpih Pages et 10 to 11 by addl tion of | N NaCOH
and the solid was subsequently isolated by filtration to give the title
corrpo:md ( SBherdfle esmyeid Dwasprepiesd rdf [01aSiho4BEhl@rd-§-Msbhuit)l-methyl 38- 143 C.
Exanpl e 193

8- Chl or 02 7- YR IAeLFH werbamicacdtephitglarire (hg et (irazple A7 and hreengrie: 1, 3-
15 di hydr o- pie(tg@aliykiro Zi;)jzra‘hlZ—(;ﬁo&?Iﬁélﬂml-)l’ox@ftﬁ 231]-phenyl]-propionic acid tert-butyl

4-(3-B t t h 1, 3- o[b
141 i azeptieioane Robinls KO Ffording o fa eserabDipredhie M- %@m@li chy!)
- phenyl ] - pr patepial Wa@d‘dpdote&ted andomuiedegrttﬁeratrﬁé’nt&ﬁtmm EX@HRCE aked8dinghd

2- am no- 4- hIoro no- mc acid tert.-butyl
(ester (Exanrg’ieéeﬁ‘%r? ri’c gééﬂ%afr%?ﬁd‘éﬁé{ ".L"ng}{d)(%aé§ heated to 100 C for 5 h.
The sol vent V' r L u d the crude product was purified by
chr omat d&r Wf%ﬁ @B% Zﬁ;ﬁ%@ ng}af% gf%lZ/ AcCEt (1: IC2)0) as el uentp A

solution of the purified nmateri al g CH2C12/ TFA (1:1, 30 nL) was
stirred at 20 C for 15 mn and the ted. The residual oil was
di ssol ved i . d with

brine, driet—&rd B A : R BOEB ReFt / Et 20

to give 4- (&hm@nmatmrwmawlﬁ&wl or o- 7 di rret hyI am no-
1, 3-di hydro-benzo [b] [ 1,4] diazepin-2-one as light-brown solid. b)

8- Chl oro- 7- @u@yb&m.%nm élﬂdMeﬂmLthldzcﬂwmﬁidhyhvlt hidizethvhnyibd-1grenyl | -1 3-
, di pi.n-2-one 30 A m xture of

4-(3-br&ﬁo 3 : =i met hyl am no- 1, 3- di hydro-
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.



benzo[ b] [1, 4] di azepi n-2-one (0.22 g) and

2-(tert.-butyl carbonyl -oxy)thi oacetamde (0.11 g) in EtOH (3 nL) was

heat ed atwB®2@s¥62 0.5 h. The solution was diluted with RCOEPp2/0@ehed Wi th
sat. NaHCO3 solution and with brine, dried _and evaporated. The residue was
stirred in a mxture of MeOH (8 nl) and 1. §N KOH (8 nL) at 20 C for WO

02/ 083652 PCT/ EP02/ 03644 - 179 20 (30 M) was added and the
preci pitated product collected by fi 2 to give the title corrpound
58495921 ig_ :0-7- ylami i oﬁignwl\ﬁtl_p Jth erBlazolGZ ll 8

-8-chloro-7 m&mbmz&m o4 Ml&eﬁn@ﬂ ©- benzo [b] [ 1,41 diazepin-2-one A
m xture of 4-(3-bronpacetyl -phenyl)-8-chl oro-7-di nmet hyl am no- 1, 3- di hydr o-

benzo[ b] [ A nixtueaf&phlord-ofte(4- ﬂgg&g@]}hﬂﬁhﬁWLE-ym%ﬁﬁhyl@eryddﬁﬂ&t}g&mﬂ@ol(0 13
in TH 0 of. |1l ute
o ehacoR Ao 1 dldsrtenneco 2 LERGAPR 8 b emeiRe (G he
organi c | ayetl)snd Kd(3 &cg)amﬁtOH\(a,BQﬁB)tm sﬁﬁ@dhh@ﬁ@ﬁirddﬁH&@S(zstnmmG with
F(_lﬁ/ﬁa)z i[O gl c%il;to %clct@ ed séc iﬁﬁo&uaggl gpéglplt 2e was cy ﬁéclteod 2 !crlatqon and (1SN 410.2
I8I C;]-I grg E guﬁﬁédﬂy}} &ﬁbﬁﬁto@rz{p’iry(o?rsﬁicﬁgklafﬂﬂg%mwa?c@donéfVUasthféﬁt The
- i hydr enz |aze in
4- (3-br ormaB eﬁﬁ‘% P&ug’“aﬁvfﬁéﬁﬁ%@mﬁﬁjhipg %ffth‘;/a’.l’&ured@?zss’f [b] |
1, 4]T H(é i ?%)ﬁﬁtmll%}ﬂd&lltgdrg@f ItmNa(Exarfepﬂ@ séchBﬁr)ts @rir[]*)ded‘r}eﬁﬁlﬂéblatédlwdlﬁh?ﬁ%&gt% mtg%]
in ated a e mxture was diluted w
AcCEt 20 anél %@W&EWW‘@Q&QSW&I@? B’IH?t“idGﬁ and with brine. The organic
| ayer was d and .ev a t he resi due was purified by
chr omat ograM‘?&/&%w Z@gizl [é&f)-;- ’d’éPﬁgg 1ﬂé&t/hexane (1:1) as eluent. The
purified product was triturated with, Et2 give the title conpound (24
ng) as yellow solid. M5 (ISP) 440 3%2@@?29@ np 122 123 C. 25 Exanple 196

SII_ g.ze{olg;’lf 7_2 { 1azo -4 IT) D%envg ?]3-[ 141

15

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



A m xture of 4-(3-bronvacetyl -phenyl)-8-chl oro-7-di methyl am no-1, 3-di hydro-
benzo [b] [ 1,4] diazepin-2-one (130 ny) (Exanple 193a) and

N- am di nowohizosasen (35 30 ng) in THE (3nl) was heated at PEO/EROf/a¥644 h. The
m xture was diluted with AcOEt and washed-yith sat. NaHCG8 sol ution and
with brine. The organic |ayer was dried "and evaporated and the residue was
purified by, I / 03644
P80 A @tmqﬁ%@%m@i@%ﬁégﬁ% P B SR R e
from acet ongve et@kv@mwhén@(QPE)@Gﬁﬂ@MPGWQQQ ng) as yellow solid. MS (ISP)
454, 2 [(qugﬁ np 221 C de le 197 5

8- Chl or o- 7- 'ﬁEﬁHﬁﬂéﬁlﬁﬂthfbnmzrﬁgﬁ #8i°6h n- 4- yl ani no) - t hi azol - 4-yl | - phenyl -

, 3- di hydro-benzo[ bl (1, 4] di azepi n-2-one A m xture of

4- (3- bronpacet yl - phenyl ) - 8- chl or o- 7 EazmpledPhani no- 1, 3- di hydr o-

benzo[ b] [ 1, 4] di azepi n-2-one (130 (Exanple.193a) and
1- ( 4- pyr b dy4J3-$2-Amingthigzol¢ 4] rpbenyll- 87 ‘ i 50~ C for 45

mn. The m%gg@m@dg%ﬂihezdomth 10 ACCEt and vvashedvvlthsat NaHCO3
solution an rine € organic layer was dried and evaporated and

t he residue t C (55 nmg) as
yol | ow sol I%Wﬁﬁtu&é bit@(?‘)g(gné‘ééegwghg&l)t-g’ cHl'oY@7 cnﬁle{tﬂ()/fla{rﬁmo P@We 1808 T

8- Chl or 0- 4-1 esrze@lﬁeﬁ ﬁ;arzemaz@me(@ 7>3|g)>®mgl¢ il93¢>enétln9urepr(6;1»9g)@rﬁ%) -1, 3-
di hydr o- benzg nllwa?sheééed% ?ée@m 1]% I%erf[@@u&hféﬁscam MRBEPLEPar ed from

[ 2-am no- 4- chloro y{ propy am no enyl] -carbam c aci

tert-butlgl ‘é@b@d W(tb 84161\13 Q@scelysion @leﬁrhrn& Sheogapi-layer was dried and
(2-met hyl - &1)afe‘& 2l PFE@%QMEE&E%&%%H cReet t& {Vte-tpﬁlﬁé ﬁﬁﬁ%@I éll((ﬁ elé7 9)

(Exanpl e 2 accor |ng to e general pr ure
mat eri al gt sdided and cyclized by treatnent with TFA in CH2C12
accordi ng to the gener al ocedure N. Obtained as a yellow solid (0.07 g).

M5 (I SP) 42MSZIS[I{)MAQ)2+[](M 1158- 2454248.°C. Exanpl e 199 25 4-
13- (4- Hydr oxynet hyl -t hi azol - 2-yl ) - phenyl |
- 8-net hyl - 7- (et hyl - propyl - ami no) - ExamgleldP8r o- benzoFb] [ 1,41
di azepi n- 2- one
15  8-Chloro-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



The title conmpound was prepared from [ 2-am no-4-net hyl -5- (et hyl - propyl -

am no) - phenyl] -carbamc acid tert-butyl ester (0.21 g) (Exanple J24) and
3- 0x0- 3- [ 8O 0p483661 et r ahydr o- pyr an- 2- yl oxynet hyl ) -t hi azol - 2cyiHpoz/dseny| |
-propionic acid tert-butyl 30 ester (Exangle K27) (0.31 g) according to the
general procedure M The obt ai ned mat ef il was deprotected and cyclized by

treatnment wt EA i Cl rding.t.o ener cedure

Obt ai ned agtéf%f&ﬂ?QW@ﬁffas petol g P %@P@%&%@%&?ﬁ@@é%@@m@e 981 M5
(1 SP) 435. egi{e(tu&ﬁﬂékamFmr?&@zaa ds-yelldwsoldl. e 200 4- 13-

(4- Hydr oxynet hyl - oxazol -2-yl)-p enyII -8-net hyl -7- (nethyl -propyl -am no) -

13- di hydr o-M8I(ESP) 4.2 [[( [(MAH) Ut apeptir@d@ne 5 The t|tIe conpound was prepared
from [ 2- am no- 4- et hyl - 5- (net hyl - propyl - am no) - phenyl ] -carbam ¢ aci d

tert-butyl ester (0.21 g) (Exanple 1;2@_1?1%@73 ox0-3-[3- [4-
(tetrahydro-pyran-2-yl oxynet hyl) -oxazol-2-yl] -phenyl] -propionic acid
tert-butyl 8 ehloes-7(dxaiBlanitb-4-]3-(D(Skidin -42A&61a) ikiat6l-4- 8- 1gendt-al3-

procedure M, T"lelobt aibg?g“naterl al was deprotected and cyclized by

treat ment W g to 10 the general procedure N.

Obt ai ned as eII id (0.16 41 [\ np 200-202
C. Exanpl e‘AZ %&ﬁéﬁoﬂﬁaﬁﬁyhg‘%@l)(% %ﬁ’ﬁ%ﬂg gﬂ‘];&élhyér%ll) phenyl |

-8-trif |OI UOrtefEsd by[ll-4 ] diaZepth- Izy(gfeqw@ P [Bdaniple ﬂslisd) @Zcepi(&tp%nfa 9-21ioklren titl e
(e40) oun a am a ri I O-
rret”ﬁw phe 315?“8’33? EE%. témi? P%artfcp B&ﬁ%yfd«fggé‘%%n(@q he gnigiure was plpted W and

3- ox0- 31 3-Ac[GEt(ahewaaHfaddm1 WYNJH@OXk&ﬁMGEEMHﬂibﬁhQZnie&gMM laygheqy| |
- pr opi onlc cid tert- but st er, . (Exanpl e

d| ng to the
gener al drd eRAPOTH 6%4 ﬁsﬁaduweﬁﬂt%ééa@bd%tp%?é% B cyclized by
treat rrent %h@oﬁﬁ&(ﬁmmg-gﬁﬂeﬂoﬁ%m.dl ng to 20 the general procedure N
bt ai ned as a yellow solid (0.12 g) MS (ISP) 461.2 [(M+H)+]; np 198-199

C. Exanpl e MOZSP) BB { (M4 HNT | nempd231-234 4. hydr oxymet hyl - oxazol - 2-yl ) - phenyl ]
-8-trifluoronmethKl - 1 3-di hydro benzo [bl [1,41 diazepin-2-one 25 The title

conpound was prepared from (2-am noERasplEdByl am no-4-trifl uoro-

15 8-Chloro-4-[3-(2-methvl-oxazol-4-v1)-
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).



met hyl - phenyl )-carbam c acid tert-butyl ester (0.16 g) (Exanple J6) and
3-0x0-3- [3- [4- (tetrahydro-pyran-2-yloxynethyl) -oxazol-2-yl] -phenyl]

- propi oniwoaeigsesert - butyl ester (0.22 g) (Exanple Kl |) parmpoziozsgs to t he
general procedure M The obtai ned mat erljlagé was deprotected and cyclized by
treatment with TFA in CH2C12 accor ding t 0O the general procedure N.

bt ai ned as ( (I1SP) 445.0 [(M+H)+]; np 197-198
& 0055 RSB aE 2g§%¥§4£anpl e 203 4- [3-

(4- Hydr oxymet hyl -t hi azol - 2-yl ) - pheny#}g i Q@et hyl - propyl - am no) - 8-
trifluoronethyl- 1, 3 di hydr o- benzol di azepi n-2-one The title
conpound was
trifluoromett . Tty - anpl e
J35) and 3- 16>chhﬁdroﬂibnzd%4(ltzﬂﬂlla@dmd42%@yr an- 2-yl oxyrret hyI) t hi azol 2-yl]
-phenyl] -propionic acid tert-butyl ester (Exanple K27) (0.23 g) according
to the geneTht tifie oomgdoned Whs prbgaredfibai rxeainhmze—meahyl-\&a(mdhﬂrprbpﬁt ed and

cyclized b tre nt WI eral
oY ocedur e eEsUar Sattamycsd e Chiiern e &) B eblhd2t T Rk8 s 1o
% ( |V|(+|;) -r:] . mpt- Gtztla]:ly&ﬁo@yralﬁxéllmh ety &a?l@?ﬂ;ﬁlﬁﬁylm@ﬁ?omc ac1dfte|:rt—butyl ]

ro t hi adi azo en trifl.uoronet
103 ) hyreetaEmdRds T (ST i S o€ gt Rebepaae O e
pr eﬁalr ed hf r ﬁ]ﬁ’;eﬁ:ﬁ} was 5tedledir3ﬁdl camd"lth%cattmeﬁd nglﬁ thAEn C%—Iéglz acTordljn6)to .
met en car ert-but est anmpl e an
3- oxg 3p1{)3 MT@-ef“fréf NSQ% eéib 3 9??@? éo 6[51 3, 4] tmadl azol - 2-yl ]
- phenyl r [, 0.23 Exanpl e K30) accordin
tg thg éeﬁe&% ?gé)o%lgguﬂgﬁ%\[/_lﬁjl’ tzéh’rz(g?n d Erat eri gl) \(Nas ggpr ot ec% ed and )
cyclized by treatnment with TFA in CﬁClZ1 gicordl ng to the general
procedure N. Obtained as off- Wmte 6 g) 20 M5 (1 SP)
462. 1[ (MrH) +]D 42: 246 C. h . 1 f
5- ( 2- hydr ox R e

1, 3-di hydr ot ,B&ﬁhﬁrbLbe‘nzé_[,ﬂ@g[aﬁ@mz%@ne The t|tIe corrpound was prepared

from (2-am no-5-di net hyl am no-4-trifluoro 25 nethyl - phenyl)-carbam c acid
tert-butyl Thétdtle (Empoul) wispeaparedrdhy) (2a4iind-Hdiindhyldmino-4-trifluoro-

methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-0x0-3-[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.



{5- [2- (tetrahydro-pyran-2-yloxy) -ethyl] - [

1, 3,4]thiadiazol -2-yl }-phenyl)-propionic acid tert-butyl ester (0.24 @)
(Exanpl e W8 02)ps@mszordi ng to the general procedure M  The PolvtEpo2iess44rat eri al
was deprotected and cyclized by treatnent._ with TFA in CH2C12 according to
t he general procedure N. Obtained as a oT]fs\gl\llmi te solid (0.06 g). 30 M5

(I'SN) 474.2 [(MH-]; np 234-237 C. MO 02/ 083652 PCT/ EPO2/ 03644 - 183
E—Ef%i%mmyl-f
h

Exanpl e 206 7D|rrethylamno4[3(
1, 3, 4] oxadi ﬁ I: é% henvyl | - | )
[I 41di azep ST ‘!lr) ! OTH
(2-am no- 5- dﬁﬂt&irmeln%dahﬁdbeb&wkbﬂ hlﬁﬂhvém@nedsné) carbanmic acid
tert-butyl ester (1.44 g) (Exanple f6) and 3- oxo-3-{3-

[5-(tetr ahym‘:fg;t;y It?mpauryd wxyptep:'gg fr](?%nl gz‘ia;ié%o@%{lﬁﬂeﬂ%gér@yyhhlaﬂhe ny | }- o

pr opi oni ¢ agr ter IIJ ﬁ iﬁ {) X nljg @ ( accglr %} t he

gener al PReRYI-PRENY, YRS He tgﬁatné i zed by

t r eat ment V\Ibk@-3T[BA{4I-(te A f - dorgméthyl) MBiagsreyidphphiyd -edpieniblacidbt ai ned

7701 ot hyl affFREu g <[E%ar(1218 m«%; @Y& éia%ﬁrﬂﬁ%%o Bl anei?ﬁ e

- phenyl } - 8- obtaidddunsterTatvigldegrotectidind cltzeabsablaitrﬁeniwﬁhmmmmmz@z one 15

ot hyl - pheng TP ABBATE SeARREO R DL § %tai‘é“e[d%‘ia%ﬁiv%?o;%y@ Bsipi e 16) and

3- 0x0- 3-( 3- dr o- onxy) -ethyl] - [ 1,3,14]

oxadi azol -Zl\’éﬁ @S%L‘éﬂﬂ(ﬁ(%lgﬂ cl%a@f)d tert-butyl ester (0.23 g) (Exanple

K33) according to the general proce The obtai ned material was
iapals2ed

deprotected and cyclized by treatrre A in CH2C12 20 according to

t he general M5 (1 SP)
460. 2 [ (M-H) -

1metaylams; : A 107 FH =
(3- oxazol - 4tﬂu@bmm:¥1 -1&-alhyaﬂousyh@m¢>f| hyd]d ibzanmzhmr o- benZO[ b]
[ 1, 41di azepi n-2-one 25 The title conpound was prepared from
(2- ami no- 5- d’hgﬁlﬂb)ébﬁl@bﬁﬁ)d %rad priepdred rOmM (rmiumﬂo pldaﬁydh)rlaﬁmd)armﬁuafd d
tert- bUtlyl (1?nsetc}%£1 -p enylg%arb(amm Ly ’cer’c]c l?\.)ltylaester :(50 69’ g) éiz)icample J6) and 3-ox0-3-{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

8benzof b]

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.



4-yl - phenyl ) - 3- oxo-propionic acid tert-butyl ester (103 ng) (Exanple K34)
according to the general procedure M The obtained naterial was

depr ot ectwo oansBesycl i zed by treatnent with TFA in CH2CL2 pact@Epoidegs t o t he
general procedure N. Ootained as 30 yell o]g solid (50 nmg). M5 (ISP) 415.2
[(MtH) +]; np 218-219 C. WO 02/ 083652 PCT/'#B02/ 03644 - 184 Exanpl e 209

7-Di et hyl am no-4- (3-thiazol -4-yl - pﬁz ébg ;-ﬁ-trifluororrethyl-l,3-dihydro-
t

benzoj bl {1, 4] di azepi n-2-one The ti nd was prepar ed from
I .

(2-am no- 5-di I aci d
tert-butyl Z »-Z)VIS: envn?g

t hi azol - 4- yMM@@M@I&QZdbﬂ ar4t]dllaﬂémh 2€éiieel’ (109 ng) (Exanple K35)
according to the general procedure M The obtained naterial was deprotected

and cycl i z€He tige tdilﬁpbllili&htvay\pﬁebara'd[:ﬁcohﬂ(ZQ'IBﬁin‘S-dfrﬁﬁh himgnd-0- t he general

Py ] igifsgorgelatpRonsRseaspanis o6 tert-bubylesteP(rias s) Bandpiele) and -

g hD| get h%I adkdB-={4- [33(1£t42fr1h73fdapmﬁmﬂokyrﬂety 1)- p,bgl]bﬁa]dlaz&-z lyl fpheaylpmret hyl 61, 3-
i hydr o- benzo i [ e repare

From (5 ant mepistlic hadigFBRPAGTE 87 o (Brgibia k> Hetr R i Soea bam ¢ aci d

ter';] lbu't yl Z&ur@@&dl’ﬁl@btélﬁwﬁﬂ{eﬁaﬂﬁ% c&@ﬂot@ct[a@ax{c?cychzeg by treatment Wl?:(l) 18 g)

met hyl - oxaz n 0 i oni tert:but gst er g

(Exampl o k063 o Ll Pl in iRl P st G B L e RO S e o § o

was depriot e@.&8lg). and cyclized by treatment with TFA in CH2Cl2 according to

the general procedure N. Obtained as yellow solid (0.04 g). 20 M5 (I SP)

429.3 [ ( MHSHISP)M®B31ORMUABHO . Exanpl e 211 7- Di net hyl am no- 4- 13-
(5-net hyl - oxazol -4-yl)-phenyl| -8-trifluoronethyl-1,3- dihydro-benzo jb] [

1,41 di azepin-2-one The title corrpoug@%;@ epared from

(2-am no-5-di net hyl am no-4-trifluoro- 25 nethyl -phenyl)-carbam c acid
tert-butyl wm{etlﬁ)& hodd-{$-E3-aphl@rodflettand] 133.4 Rxf diazol-2-yl]-phenyl}-8-

ety oxaz gl kB Wi o PO R Bl B Cod ST (- PUTYT esTer (0.18 o)

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.



K36) 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 (0.13 g). POTNBoOSR) 429. 3
[(MtH) +]; np 238-239 C. WD 02/ 083652 PCT/ EP02/ 03644 -185 Exanple 212
7D|rrethylamno4 (3-(2-nethyl - - 184

. propyl - oxazol - 4-yl') - phenyl | - 8- trlfl oro | - 1 3-di hydro-benzo (bl (1,41
di azepin-2-one The title conpound @ﬁw@a@ d from

(2-am no- 5- t thl-henl)- Lbam c acid

tert- butyl1 pninoyd-(3-thiszol-4-yloheny] flsotomettiyl? 1.5 inydro
met hyl - 5- prm@@@w@henyl] -3-0x0-propionic acid tert-butyl
ester (103 ng) (Exanple K37) according to the general procedure M The

obt ai ned neTles iitd compourdbmsqir &ﬁﬁamotz&ymhbzsadmbathizlamidﬁmhﬂmbh TFA in
CH2C12 accor di.n

( 20 ng) | ?PE‘F’P}DZI SB5h gener W&{b%%ﬁﬁ‘s{rﬁgf@ﬂgb ?caggg Ja)p‘frgla;ze{@g%l ow solid

e

- Di et hyI amazou-l f bdid eebutyt ssor-(RbEmy) (E le K35
-8tr|fluororret y?ﬁgﬁg?ﬁiﬂmcbe }é"?ﬁl\@ 141 dlbtxalmrll)eZ or% Tetltle
conpound wa¥° foettre grRsHR PZO%FF}PW 51 finst R Zt’a #?HTPGSTFg

met hyl - phengik hze@&fyﬁ%itﬁem@l TBA in OHLEI, a&sﬁ@lhg(t&ﬂﬂeﬁgegém(ﬁ»bmlr@m 6) and 3-
[3-(5- net f&g t hi azol - ’é @ﬁgenylgb -3-0xo-propionic acid tert-butyl ester
(0.19 g) ( eélaSRgB‘)Vh o PhB8i:0 the general procedure M The obt ai ned
mat eri al t Q ed by treatnent with TFA in CH2C12
accor di H&V\?@Sgﬁ@)éﬁér ﬁﬂoﬁé‘ﬂ%&t’ ﬁ.gecfbt ained as yellow solid (0.06 g).
20 MS (1SP) 445.2 [(MrH) +]; np 214-215 C anpl e 214 7-Di et hyl ami no- 4-
[3- (2,5-dinethyl-thiazol-4-yl)- phe%%?—!ﬂi%z—gfifl uororrethyl -1, 3-

(b .

di hydro- be he, t tI ound prepared from
(2- ami no- 5- = X oL aci d

tert-butyl ﬁﬁ?@o-ﬁe}ﬁo@[ gﬁm%heé@ and 3-[3- (2 5-
met hyl -t hi azol - 4-yl') - phenyl ] - 3- oxo- propionic acid tert-butyl ester (50 ng)
(Exanpl e KBS tidcamnpbuia W prigr gehehab-piins slgintetMlanhie-2lifidred materi al

was depr Ot er%%&l%’fl -phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-[3-(2-

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.



and cyclized by treatment wwth TFA in CH2Cl2 according to the general
procedure N. Cbtained as yellow solid (38 ng). 30 M5 (I SP) 459.2 [(MtH) 4] ;
np 208- 2000@2/08¥50D2/ 083652 PCT/ EP02/ 03644 - 186 Exanpl e 2PCI/EP02/03644

7- D met hyl am no-4- 13- (2-hydroxynet hyl -t Lazol -4-yl) - phenyl ]
-8-trifluoronethyl- 1,3-dihydro-benzo [bI 11, 41 di azepi n- 2-one a)

4- ( 3- Bronpacet yl -phenyl) 7-di net hyl no; 8- r|fI uoronet hyl -1, 3-di hydro- 5
benzo [b] [ 1,4] di azepi n-2-one A sﬁ%@?@az—léf (2- am no- 5-

di et hyl am nao-.4 am cid, ,tert-but ester
(Exanpl e J% M-MM&M

et hyl) - phenyi’:-]ch@@@lb@ﬁt&'bﬁqlﬂdﬁﬁpin-mﬂny| ester (0.43 g) (Exanple K28) in
toluene (3 nlL) was heated to 100 C for 2 h. The solvent was evaporated in

vaf:uum and Tllitentlc;)cdiﬁlbkﬁiﬁll@zﬁ@ﬁﬁarw&omt(lZlafnhlﬁdlﬂgﬁmﬁéihﬂﬁﬁﬁhﬂg{uﬁ@ﬂl}br@ndsI l'ica |
gel usin t as, el yen uti an t materi a
(0.57 Q) g’f}szg‘enygp\ga(rﬁa%m afldrltﬁﬁtl{\}déé estgy 68:8 @i‘areeleé?}ﬁ%f% 411( i and then
evapor at ed méthgl-6e5bpyladxagdll - hémﬁ}seldm¢rbplon&céaﬁtteﬁrid;tphetesoﬂoetmg)n was
washed wth@égl HP Sd W t.h brlne VJﬁ‘FO ated to give crude
4-(3-br omd ppleK morémé.t%‘%ergﬁpe Focgliet ohEaspRgtial was

3-di hydr Odé@e@téetealahdk cluzé’d bﬂtrea:tﬁlemrwﬁh URR if @}%Z:lzd)cc@r&dglta e dvhemn  sol i d.
b) 7D|neth 049%; daE mathéthl -4-yl)-phenyl -8-trifluoro-
met hyl - | %‘Pﬁ%’s% %)‘nfdo? Raleryavap one A mixture of
4-( 3- brorm t phenyl d h 8tr|fluororrethyl 1,3- 20
di hydr o- Be (ﬁP)[ﬂir}[{fIz/ldeL 2¥ Dé)o 40 g) and
2-(tert.-butyl carbonyl oxy)t hi o- ace'Eam dg (g 21 g) in EtOH (5 nL) was
heated at 80 C for 0.5 h. The sol uti dlluted with AcOEt, washed with

sat. NaHCOB, sol ution .and D : C Y : g residue was
: 3 eth: 1ponNo ) for 20

m n. H20 wagh 15&@3;13 m@dp{zaﬁhm @Ieet ed product coI | ect ed by 25 filtration
and purified by chromatography on silica gel using AcOEt as eluent to give

the t : tle CDHPRUOEbhPoM Was prepared from (3Qimido-MBinfdtBMmaAfol4-trif (dvisH) +] .
Exanpl e 216 methyl-phenyl)-carbamic acid tert-butyl ester (0.16 g) (Example J6) and 3-[3-(5-
methyl-thiazol-4-yl)-phenyl]-3-oxo-propionic acid tert-butyl ester (0.19 g) (Example

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.



7- D met hyl am no- 4- 13- ( 2- hydr oxynet hyl - 5- et hyl -t hi azol - 4-yl ) - phenyl] -8- 30
trifluoronethyl-1, 3-di hydro-benzo(bl [ 1,41 diaze]2in-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- { 3- - 186

[ 5- net hyl - 2- (t et rahydr o- pyr an- 2- yl o&met %5‘ -t hi azol -4-yl]-phenyl } - propi oni

0) according to the general

c acid tert-butyl ester (0.26 g) (
procedure he W )
depr ot ect ed=a ' g . 2 6

gener al proqﬁd&ihﬁdﬂ&béﬂ@bﬁj ﬁEﬂld@eﬂlhgmneyel | ow sol i d (0 11 g) I\/B (| SP)
475.2 [ (MrH) +]; np 190-193 C. Exanple 217 5

7- D met hyl aa) M?J‘Br[)ﬁroéeeﬂf yistey 7edimetivlippine @y trifidvramethyit 1 Bhdihpdigny! | - 8-

trifluoronethyl - - dro- benzo [bl [ 1,41 diazepin-2-one The title
conpound hads m no- 5- di net hyl am no- 4-

Lrifuero gﬁghsvgnphe%gﬁgagagf&t@ Aot S AiSk e Sty Bt SEA™' © 290
(t et rahydr otdeybatyt astatl (Bx Ieme O&azry)aa@is cﬂmyj 13 (Ilbﬁﬂﬁé}l 11@infdtlgdyoni ¢ aci d
tert-butyl ester (1§ﬁ rrg . e K4 ac gg B& ?ene aI rocedure
M The obt aF'ﬁ?@ﬁ' B4 gﬁfﬁt@& éﬁe%l ?‘%Ble 8 et %Eﬁ( with
TF|A h n( %2 Chil) 366 Glestied o 160 idwﬁ)rgelnen@olﬁh@waﬂwapomteﬁhtvawﬁﬂ aR@theel | ow

soli

(1'SP) 5Q (M+H) +]
7- Di met hif) %Paodﬁ%wa)e Buﬁgéff'a& Y Sra?gpﬁﬁﬁﬁljllcaEéluéE’SIAC@EWI)I@Eﬁéh%)] - 8-
trifluoronebhethent, BseiuisdoftiRanzmH-0 lmafterﬂal édsﬂ@qnt@}q @Z/wpmw a2 Ppr epar ed

from (2-am no-5-di et hyl am no-4-trifl uoro- enyl)-carbam c acid

tert-butyl é%rtr a2 "H601)° PEaERdren sBpomte. 3 %;'&ﬁldsm{@lw ppdissolved in

[ 2hrret |h¥| 5AcOst mmr%@hﬁv%ﬁﬂ%@w?imﬂm ahH'vﬁﬁf(’éEr)l(ﬁ’e' Mll‘llid % ) - di ng
- pheny pr opi oni c_ aci er utyl este anpl e acco

tg the genefRPORtet EgIVecTyde $g- br%@%eﬁ’é@%ﬁ%ﬁlﬂ? r%medmarweer%t ected and
cycli zed;sby ﬁﬂtﬁﬁcbﬁﬁﬂ{ ML BLTEA-bdh di @é‘fﬁlwzdd) otz@_ hel rb%@«h
procedur%a t %al ne as ye?l ow sgﬂwﬁ]‘% T m rﬁ? %%ﬁ (MH"]; nmp
226-227 C. anple 219

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



7- D net hyl am no-4- [ 3-(5-hydroxynet hyl -thi 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@ﬁ%ﬂéﬁdob&(d regt ment with
TFA in CH2C12 accordrng 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 ?m;rln@%lhmlgmhmm - h@dr()ﬁvra B0y E}ymilaidwzaﬂ%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 nrg{ 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 P

chr omat ogr aPHy>-Gr (SIPEPRA g PtreAR P ReeE TIRTRE! ﬁ@g@roﬁgrlémﬂeﬂrl The

resul ting ppropidalic ¥abtest biifyPehteti(138 ROPIEREMPRUSIYREIIriike tdthe genédP pH of the
m xture beln %f&%} g .the addltlo of "IN the solid,

i sol ated byPr%F?qe‘ﬁr%r eftapermaisEalyas %P%%ﬁ%dﬁg_{ ‘(Y&QZ Dy teeatmgnt 3

solid. 15 M4 rlﬁem@ga_c&rarlytwhe Aézn;rase&reﬁxmlﬁeea%lyeﬁo&mtml 2 no- 4-
f 3-(2-|sopr0£ 1H i m dazol -4 yﬁ? phenyl | -8-trifluoronethyl -

nzo

1, 3-di hydr o™8 [b][ 1,41 diazepin-2-one The title conpound was prepared
from (2-am ng- i_met 4-triflugro- 20 nethyl -phenyl)-carbamc acid
tert-butyl Mgt(gﬁl’géﬁ?ig{wﬂkﬁ&rﬁaﬂéz 335‘% “and 3-[3-(2-

|sopropyl 3H i m dazol - 4-yl) - phenyl ] - OXP ropionic acid tert-butyl ester
(0.20 g)!®> (Exanpl e K44) according t er al procedure M The obt ai ned

| | h TF 2C12
ot ert sl ves rygeBLBact o 21 EL LAY LERUIR JUARTER b e
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).



procedure N. Cbtained as off-white solid (0.10 g). 25 M5 (I1SP) 456.4
[ (MtH) +] ; nmp 150 C dec. Exanple 222 4-13- (5-Hydroxynethyl- |

1, 3, 41t hiwoioamsdes2- yl ) - phenyl | - 7- (net hyl - pr opyl - am no) - 8PCarEPbY/esssONet hyl -
1, 3-di hydro-benzofbl f 1,41di azepin-2-one_ The title conpound was prepared
from[2- am no- 5- (nethyl-propyl-amno)” 18830 trifl uoronet hyl - phenyl ]

-carbamc a (0. 17 g) (Exanple J35) and 3- oxo0-3- {3- |
5- (tetrahydWﬁ%&gﬁsg%mﬁﬁ-t hyl ) - , 3,4] thiadiazol-2-yl] -phenyl}-
propionic acid tert-butyl ester (O. 2§ gg lé Exsrrpl e K30) according to the
gener al procedure M The obt ai ned 2Qas deprotected and cyclized by

treatnent wt 2CI 2 according to
t he general 4 - '). M (| SP)

o, N y 1 B
490. 2 [ (MrHyditheth n;aaesmfﬂu@mmamnma@ so-se&om mo&lz_ze;gm;l am no- 4- 13-
] 5-(2-hydroxy-ethyl)- [1, 3,41 thiadiazol -

phenyl | - 15 3- Pﬂrhb&dfecbfbedli—'rfb[tﬂiﬁlarﬁlnbr@-ﬂ-ﬂ K bﬂyraetﬁﬁethmel tuytl)l phagleund was

preparedfro amn - 5- c acid
tert.-butyl % repnre@(i&pi @qu%o ewbﬁﬁa élaer—maez enef}ﬁy e)P %21{95?({“ > mg)
[2-(tetr ahyaﬁ@tlﬂﬁﬁﬁrth?oﬂdeq&‘ﬂb etth b CHCL, 10.3 nfll) was st1rred at 20 °C for 1 h The

t hi adi azol ty enyl ) - propi oni c a%d d 10 tert- b}wir ester 9)
(Exanpl e nglf ea%arersrrameeemée&@ﬁet inyACHER AR th resifie Wamuap gifieria
was depr ot e@OH (@@mﬁ)’@lrhﬁ%é@h{yllc&&@ér@iﬁe (0l 12hniFhd KI @ﬁg}l@ereaa@&r ding to
t he general procedure N. Cht ai_ned as aéé ow solid (0.10

440. 2 [ (M HED{ thepixgr wasgtiered pi$ %) fop Wm&rwma%dieﬁa@gm e

Tabl ets of tahethte%dlwwze ﬁiﬁfﬂé@%‘ykhﬂiﬂqa@éﬁdﬂ{ e[‘uﬁn%RB@EﬂMe@'}B' manner :
t ng/Table 5 Acti redrue ere | ac
(50:1) as e uent e resulting pro uct was stirred 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



White corn starch 35 Polyvinylpyrrolidone 8 Na carboxynethylstarch 10 10
Magnesi um stearate 2 Tablet weight 250 Exanple Il Tablets of the

fol | ow ngwoonpgsst i on are produced in a conventional mann@CI/EPM/H3b+4 abl et
15 Active ingredient 200 Powdered. |actose 100 Wite corn starch 64

Pol yvi nyl pyrrolidone 12 Na carboxynet hyl Warch 20 20 Magnesi um stearate 4
Tabl et weig 40 anple.l1] sules of .the fallow.ng c osi.tion_ are
produced: éé’bgﬁ@z aggoriéqg 'i%'g? E?ﬁeéa‘j Pmd%%-é‘g@wﬂ Ia? f 258{&?*’6158%1%%0%0

M crocrystak).ine cellulose 34 Talc 5 Mgnesiumstearate 1 30 Capsule fill
wei ght 150 WD 02/ 083652 PCT/ EPO2/ 03644 - 191 The active ingredi ent having
a suitabl e M8 BRI 490s) (BI+H )& wpyBBaldicge | actose and the microcrystalline
cel l ul ose are honobgeneously m xed with one another, sieved and thereafter
tal c and nmagnesi um stearate are admi Reehpldpes final mxture is filled into
hard gel ati ne capsul es of suitable size. WO 02/083652 PCT/ EPO2/ 03644 -192
Claims 5 8-Chloro-7-dimethylamino-4-

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.



1. Conpounds of general formula p Rx NR2 ::ON R 2~ wherein 5 Xis a
single bond or an ethynediyl group; wherein in case Xis a single bond, Rl
i s cyano,woOhabssgen, |ower al kyl, 10 C3-C6-Cyd oal kyl, | oeeErEPat/isAy
fluoro-1lower al koxy, fluoro-lower alkyl, or is pyrrol-I-yl, which is
unsubstituted or substitued by one to thrB¥- 15 substituents sel ected from
the group consisting of fluoro, chlorg, c o, -(CH2)1 4-hydroxy,
fluoro-1ower alkyl, lower alkyl, -( 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 - 1%\53

ite corn starch

Polyvinylpyrrolidone
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



R is hydrogen, [|ower alkyl, C3-C6-cycloalkyl, fluoro-Ilower alkyl or 5

2-1 ower 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) 2. 4-di -l ower al kyl am no, - (CH2)2_4-norpholinyl, - (CH2)

2. 4-pyrrolidinyl, -(CH2)2_4-piperidinyrjgﬂ' 15 3- hydroxy-lower alkyl; Y is

-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
subst i t ut ednfitréeryseiibe celthleve @@l d B oftatOIsBOH Ble@ with bt wrnidiyer, sidvedend
substitutedﬁa¥ %?Io en,, fluor,o-1ower alkyh,é%Liﬁg-l?mer alk%ﬁy . cyano,
_(CH2) n NR fhereal andapegnesim stegretegyeddogixey. - Nye fpal mixigress flledigpo NR R

- (CH2) , , - C( Niid)geliRne cdpsdle®¥suitableRize.al koxy, |ower al kyl thio, or by | ower

al kyl, which is optionally substituted by fluoro, hydroxy, |ower alkoxy,
cyano or carbanoyloxy; 30 nis O, 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. Conpounds according to claim2, wherein
RL is trifluoromethyl.



4. Conpounds according to claim3, wherein R3 is cyano. WO 02/ 083652

PCT/ EPO2/ 03644 -194 5. Conpounds according to claim4, which conpounds are
sel ect ed Woonio83se2 group consi sting of 4- PCT/EP02/03644
(4-oxo-8-pyrrolidin-1-yl-7- trlfluororrethyl 4 5-di hydro-3H benzo [b] [1, 4]
di azepi n-2-yl)-pyridine-2-carbonitrile, Bl

[ 8- (cycl opropyl net hyl - net hyl - am no) - 4- ;;E 7 trifluoronethyl-4,5-di hydro-3H
benzo [b] [ 1,4] diazepin-2-yl] -pyri -carbonitrile, 4- [8-
(cyclopropylnethyl ani no) - 4-oxo-7-trifluoromethyl -4, 5-di hydro-3H benzo [Db]
[ 1,4] di azepl Ny 2(F¥ }) %IF) ridi ne- carlbonl trile, 4-

[ 4- 0x0- 8- (2, 2, 22t YPPPY O&g%%{% R 1 uor onet hyl - 4, 5-di hydro-3H 10
benzo [b] [1, 4]d| azepi n-2-yl ] -pyridi ne- 2 cafbonitrile, and 4- [ 8-

(i sopropyl - met hyl - am no) - 4- &Xow7- trlfl,opanethyl 4, 5-di hydro- 3H benzo [b]
[ 1,4] diazepin-2-yl] -pyridine- ityile. 6. Compounds according to
cl ai m 3, wherein R3 is an optional five-nenbered aronmatic
het erocycl e, which may be substRtruted fluoro- 15 | ower al kyl,
fluoro-|ower al koxy, cyano, -(CH2)n-NR R', 2) n-(O-OR", -(CH2)n
CO-NRR', -(CH2)n-S@2-NR R", -(CH2) n-C( \ NRR, hydroxy, |ower al koxy,
| oner al kylthio, or by Iower alkyl, which I 0pt|0né||y substituted by
fluoro, hydroxy, |ower al koxy, cyano or carbanoyl oxy. 7. Conpounds
accordi ng tqhetedtt m 6, which conpounds are selected fromthe 20 group

consi sting of 7-dinethyl am no-4- [3 (3-net hyl -i soxazol - 5-yl ) - phenyl]

-8-trifl uor et hyh eB gbpylggtcpl Hlp: Wh i azepi n- 2- one,
7-di met hyl am no- 4- Sm%l Z)I-lmet hyl - %H— py(r%gzc? ef/ellrgj phenyl ]

- 8- trlfluoronﬁ{auéxjgagnggbgﬂgro benzo[b] [ 1, 4] diazepin-2-one, 25
7-di met hyl am no- 4- ( 3- i m dazol - 1- yl - phenyl ) - 8- tr|fluoronethyl 1, 3-di hydr o-
benzo [ b] [k}4]quﬁiﬁp|n 2-one, 4- [3- (3-nethyl-isoxazol -5- yI) phenyl] -7-
(et hyl - propyl - ﬁglno) 8-trifluoromethyl- 1,3-di hydro-benzo[ b]
[ 1, 4] di azepi n- 2'YAREED 7- (i sobutyl - net hyl -ami no) -4- [3-
(3- nethyl-lsoxagﬁhigmwl) -phenyl] -8-trifluoronethyl- 30 1, 3-di hydro- benzo
[b] [ 1, 4] dlazepln 2-0ne,

Cs-Cs-cycloalkyl,

lower alkoxy,

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”;



7- (i sopropyl -met hyl -am no)-4- [3- (3-nethyl-isoxazol -5-yl)-phenyl] -8-
trifluoronethyl- 1,3-dihydro-benzo [b] [ 1,4] diazepin-2-one, WO 02/083652
PCT/ EPO2/WB®4483652 195 7- (i sobut yl - net hyl - am no) - 4- ( 3- { 5- PCT/EP02/03644
(isopropyl-nethyl am no) - net hyl ] -

[1,2, 3]triazol-1-yl}-phenyl)-8-trifluoronefhyl - 1, 3- di hydr o-benzo[b] [ 1, 4]
dlazepln 2- RONe; }] glsopropyl nethyl am no) - 4- [3 (5-pyrrolidin-1- ylnethyl
[ 1,2,3] trlazo* F > 5 phenyl] -8-trifluoronmethyl- 1,3-dihydro-benzo
[b] [ 1,4] dlazkpmndkﬂpne 7- (nmethyl -propyl-amno)-4- (3- [1,2,3 ]
triazol- 1-yl- pEprf% %@lfluoronethyl 1, 3- di hydro-benzo [b] [ 1, 4]

di azepi n- 2- one Q % nmet hyl -amno) -4- (3- [1,2,3 ] triazol- 1
-yl - phenyl) -8- ﬂuoﬂﬂkmmmﬂbﬂhyl- 1, 3- di hydro-benzo [b] [ 1,4]

di azepi n-_2- one, , 10

4- (3-1 mi dazol - zé?wﬁﬁﬂﬁ§Y¥W¢pﬂhﬁﬁnylanino-8-trif|uoronethyl-1,3-dihydro-
benzo[ b] [1,4]di pIn 2-one, 7-di met hyl am no- 4-

[ 3- (4- hydro ﬁvgcbﬁ?azol 2-yl)-phenyl] -8-trifluoronethyl -
1,3-dihydro-benkmm£mkﬂ[ 1, 4] di azepin-2-one, 7-dinethyl am no-4-

[ 3- (4- hydr oxynmne ¥% -2-yl)-phenyl] -8-trifluoronethyl- 15
1, 3-di hydr o- benéb ﬁTé?§§ﬂﬁ] di azepi n-2-one, 4- [ 3-

(4- hydroxynethyﬂa@hﬂawal yl)- phenyl] -7- (nmet hyl - propyl -am no) - 8-
trlflu03§nethyl 1 d??o b o[b] [ 1,4] diazepin-2-one, and 4- [ 3-
(5- hydr ynethy? ower azol-2-y|)-pheny|]
-7-(nethy|-propxt}gﬁunﬁnoﬁkr nihuy, omet hyl - 1, 3-di hydro-benzo [b] [ 1, 4]

di azepi n- 2- one. gﬁﬁ? ng6r S accordlng to cIa|n12 wherein Rl is chloro.
9. Conpounds act MfPPPOME*'m 8, whi ch conpounds are sel ected fromthe
group con5|st|nqcm5b§]%hkmang i sobut yl am no- 4-

[3-(3-nethyl-is yl. phenyl] - 1, 3-di hydro- benzo[b] [1, 4]
di azepi n- 2- one, ?égégbbﬂpﬁ? 07l QTnet hyl - propyl - ami no)

- 4-[ 3- (Gspyrr ol 3-tydroky Ydweetaliyl;- [ 1, 2, 3] tri azol -1- yl)-phenyl ] -

1, 3-di hydro-benzo [b] [ 1, 4] dlazepln 2-one, 8-chloro-7- (isopropyl-nethyl-
anlno) -4- Y3- £5{m¥{6ﬂﬁmdln l1-ylmethyl- [ 1,2,3] triazol-1-

yl)-phenyl]-1, 3-di hydro-benzo[b] [1, 4] di azepi n-2-one, 8-chloro- 7-

(i sobutyl - nE%hmkhd@ghﬂo) -4- [3-(5-pyrrolidin-I-ylnmethyl- [ 1,2, 3]

triazol -1 - 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.



30 yl)-phenyl]-1, 3-di hydro-benzo [b] [ 1,4] diazepin-2-one, 8-chloro-4-

[ 3-(5-dinmethylam nonethyl- [ 1,2,3 ] triazol- 1-yl)-phenyl] -7- (isobutyl-
nmet hyl - arwoepAo8ibsB- di hydr o- benzo [b] [ 1,4] di azepi n-2- on@CTWRIDRIBB3652
PCT/ EPO2/ 03644 - 196 4- [3-(5-azetidin- 1]9yl met hyl - [
1,2,3]triazol-1-yl)-phenyl] -8-chloro-7-(i sopropyl met hyl - am no)

-1, 33yl o- begeo Lhdal o gt gRing 888 phiad BBl o ot 1 -

[ 1,2,3] triazo ot o

ami no) - 1, 3- gicwpchoosibtangza [b] [ 1, 4] di azepin-2-one, 5
8ch|oro7(|sobutyl met hyl - amno% 4-13-(5-piperidin-1-ylnmethyl-[1,2,3]tria
zol - 1- yI) 4l herrpt§-pyrrolilind Inylelf-tri Dmeﬂty} 4[51dlh}'drdr?5ﬂep| n- 2- one,

8- chl | t hyl i
o1l o o7 (amptepUla i el el (1 sopromy et o
di 2 thyl] -
1' gzgfl PI’I agg? (fyé??ahﬁﬁqgﬂﬁf tli}asamlgm 4SgRYS. Yﬁﬂd@&&ﬂh}fﬁ@Sn&ﬁm}fﬁ% ! ]

(i sopropyl - henzeyh {Midwrpln ByYigyydine-bembonittile, [ 1, 4] di azepi n- 2- one,

8-chl oro-7- |sopr opyl am no-4- [3- (3-nethyl-isoxazol -5-yl)-phenyl]
- 1, 3- di hydr é-[8Heyateprppfimiethylpmin@z &pixo-72trflueromethyl-4,5- dlhydro -3H-

t8“cglzglro N f)kﬁz}%m%/ I(q;z%ﬁ%'l%§g1rﬁ§9)d%%eﬁggarf%]j&f&13]4] di azepi n-2-one, 15
B o IRl R AU Sy iy or o benzo (0

[ 3- (4- hyl@r obgﬂ?@t[bﬂ;ﬂ A1didzepiot2-1] ypy)xdplrﬁeh-yaljbonﬁn&anﬂ hydr o- benzol[ b]
[ 1, 4] di azepi n-2-one 8-chloro-4- [3- (4-hydroxynethyl-thiazol-2-yl) -phenyl]
-7- (net hyl 41{8de¥<in msjhyl-agnd)-4-cdo i difiobemetbyl- 6 5- qihmrdﬁfﬂl azepi n- 2- one

?l gc:):p?(r)gyl bLann%]‘f‘I %}l gﬁ%%&gyﬂgrﬁmdeag%%gég%}%b] pFeEylél] dl- z7a-zep| n- 2- one
8- 4-

(i (S:Ob(lj'[ 3 | - rret hy éorgé%%%g%t‘g%ﬁ té? %ﬂéghzofr t)lfggfﬁ%ﬂ)%onaﬁg Subsn one 25
8- chl or o- 7- fifenieyhbenest ahylinatlaheuam)cycld,-whlch may be substituted by halogen, fluoro-

[ 3- (4- hydro 3 Ay )

[1,4] di agep%}“g‘&éﬂ% ’I%eg"%&y g{ﬁa%?% Ny ‘bI;]R?r%t h@&%&gm ‘Y1 - phenyl ]

- 7- (et hyl - piGiyi-CAaN-NR'RL, BCHd)nHSQIzr NRHBDZ(@I'[{M OINH HNRT . dwdpixys 12wene
alkoxy, lower alkylthio, or by lower alkyl, which is optionally substituted by fluoro,

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,



8-chl oro-4- [3-(4-hydroxynethyl -oxazol -2-yl)-phenyl] -7-

(i sopropyl -nmet hyl -am no)- 30 1, 3-di hydro-benzo [b] [ 1,4] diazepin-2-one,
and 8- chlwp®A836§B- (4- hydroxynet hyl - oxazol -2-yl) - phenyl PCI/EP02/03644

(i sobutyl -nethyl - amno) - 1,3-dihydro-beqgo [b] [1,4] diazepin-2-one. WO
02/ 083652 PCT/ EP02/ 03644 - 197 10. Conpounds according to claim 2,

wherein R i&; ) h d
are sel ect eiﬂ FRe mé‘é‘élr%ﬁ‘%‘*@%f@aﬁﬁwﬁﬁﬁmﬁﬁlﬁh@ﬁ% Reayf)-ch conpounds
[3 (3- met hyl[1i250szzel-15: yph)enﬂhfsnsdfqtmmnml 13 Sliljidng-dhenzcd bl [ 18] dierepin-pb] |

1,4] diazepifpg; 7-carbonitrile, and 2- [3-(3-nethyl-isoxazol-5-yl)-phenyl]
-4 oxo- 8- pi peri di n-1-yl -4, 5-di hydro-3H benzo [b] [1, 4]

di azepi ne-7 I # C rein R3is
an optional Iﬁﬁgﬁﬁgﬁlt%%tgﬁ&%n Se:qrie%;&ﬁd ar 0%3{1 hklo léirgtmi%ul"lml ch may be
subst i t ut®d BgnA SO@@ﬂorqmﬁbYloL&Iddlyldwvécnm ki 1.4] &mzvapmaz-lomer al koxy, cyano,
-(CH2)n NR R CH2)n-C(O-OR', -(CH2)R C(O-NR R', -(CH2),-SX2-NR R,
-(CH2)n NI-?2§IHM 1-prepilr amipo)Holtell, 2. Hitkazelr 1 -i-phenylas dyifluoiomethyl- 13- | ower

al kyl , whi cmlhﬁrgmehmgjlgx %oh%g}dﬁ g]gd by fluoro, hydroxy, |ower alkoxy,

cyano or carbanoyl ox oun according to claim12, wherein R3 is

an optionall i fyl rge:fmg i _H?HC | ect ed
fromthe gr oﬂuﬁﬁcbglﬁ}glrg%{?ﬁdamlﬁg i (\éen , nggé o? |%g§g§(§#y (Eljlﬁ 1”Sz’gazol yl,
2H pyr azol yldihydra-benzy(b}l Akweyin-z{onz,, 2,4] tri azol yl, [1,3, 4]th| adi azol yl
and [1, 3, 4] oxadi azol yl . 14. Conpounds according to cI aim 13, which
conpoundy® arde(3sinidazatd -flrbanylhé-isehusylpmimnsitsflaorgmethydd,3-dihydro-

7-di met hyl a 4-(3-[1,2,3]triazol -1- yI phenyl ) -1, 3-di hydr
0- benzo[ b] fv[eg&iﬁgﬁgggﬁ%eﬁwg%e 8- (2-fluoro-phenyl)-4- (3- [ 1,2 3]

triazol - |->7Lamkgt%$r)un%4 ?(%hﬁeltoﬁtrfulsﬂ’l% %B ry}@l%l-}qﬁg é?"tJﬂfYéEHr8m*%ﬂ{}¥° [b] I

1,4] di azepl n- -

[ 3-(3- net hyll 3d@>yé§cobergo£h Lﬁﬁamlp 2-0n8- 25 di hydro benzo [b] [1, 4]
di azepi n-2-one, 7-di net hyl am no- 8- net hyl - 4-

[ 3- (3- et hyl7= qhmlaﬁ@nu@-%[’:) ~(bhedrprymethyl-gxagphi b ephep o frifluctomethiyl-
di azepi ny- qued1hydro-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

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,



7- (i sobutyl - et hyl -am no) - 8-net hyl -4- [ 3-(3-nethyl-isoxazol -5-yl)-phenyl ]
-1,3- dihydro-benzo [b] [ 1,4] diazepin-2-one, 30

7- (1 sobutwbD-oa®83syt - am no) - 8- et hyl - 4-[ 3- (5- pyrrol i di n- 1- ylpoetErgt/ededs 2, 3] tri
azol -1- yl)-phenyl] -1, 3-di hydro-benzo [b]9 [ 1,4] diazepin-2-one, and WO
02/ 083652 PCT/ EP02/ 03644 -198 4-(3-15- ‘[1 ?(‘:ycl opr opyl et hyl - am no)

-methyl] -[1,2, trjazol-1- - nyl )-7- .

(sobut yi - TGy ey Her B Bkt s sbeilatcbiors 7-Gsoarambi n- 2- one.
15. A nedi cashpl-aedid)al, ity denbeeio [BI0L.8] daepaundse,of any one of claims 1 to
14 and pharnmaceutical ly acceptabl e excipients. 5 16. A nedi canment according

BT B e el A A A G A L
di sease, coadﬂﬁ”f)s‘aé' ﬁhé’%‘iogléeﬂ’éog’ggl"ﬁé?/?ﬁf*@}nt?é??%i ts. 17. A process for
preparing c ounds,.of formula | .a ined in.claim], ' . pracess
conpri se 1582@)”9' é@&ﬁaﬁa’%ﬁﬁﬁﬂﬂ®“gﬁg‘f(g"rﬂmr&urll' hﬂeéﬁd:!)ém’%gn de I

with a conp}a);pﬁelgﬂ]-ﬂ,erdm)moib\{nm[b][Val]@iagep%-zwnepOZR OYY/ IV RBlIva R
15 wherein Ri1s alkyl, preferably ethyl or butyl, to a conpound of fornula

11 0 0 RI8-thl¥rd-7HisoprdpYl-nidthyl-ablilse)c 4 R3- {Bd](isdpropiseettiginithinordahgpes

deprotecti Oﬂ,z?g]trﬁ?z%l-?%r-'&e%ﬂ5‘1‘33-?13%@?3/-%'&1220 ]I[?,E] 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.



to obtain a conmpound of formula WO 02/083652 PCT/ EP02/ 03644 -199 Rl 0 :X
N R2 )aN RY wherein Rl, R2, R3, X and Y are as descri bed above and, if
desi red, wonesising t he conmpound obtained i nto a phar mace®RCITERDY/§3644
acceptable acid addition salt. 5 18. A congound according to any one of
claims 1 to 14, whenever prepared by a Drl% éss as clainmed in claim17 or
by an equi val ent thod. 19. A conEpo nd ac ordiﬁg. to any one of clains 1 to
14 for use in t WE:PE’:ROHE accQpAing (0\rlaim; 2 WRSTHR SIS SE89: * 20. The use of one
or nore conpoun ccor di to .clai .1 to 14 and/or one 0 or.nore of
their phar naceut'cgpwoﬁﬁ%ge%f‘gﬁlf’kgatﬁf I aw ’rcbﬁo’g’QPPE‘?sf%F S%I?Fée a8t ur e
of nedi canergrsup osnsidtiagf eat ment or prevention of of acute and/or chronic
neur ol ogi cal disorders including psychosis, schizophrenia, Al zheiner's

di sease,  ccydietliykanitiosh (3 methyilisoramlp-Wpbheiyl|s4-oRd-4, 5 HihylfveRt i on as

her ei nbef §’ r ebegl(zag l]fll,)ﬁgiazep}r?e-7-EarBonitrﬂe, and

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



WO 02/083652 PCT/EP02/03644
- 198 -

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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-199 -
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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