et ' -A 2,3,4,5 enzo[ f]
[ 1, 4] oxazepi ne-5-carboxylic acid am de derivatives as
o ganme- secr et ase i nhibitorssfor the treatment of
Alzhei mer's di sease The invention relates to
zoaelno ivatives of formula R3 ONHRN
2,34 é %Nifﬁ $0%9 \Lhéiwme-ﬁsmwlé@%qﬁd amidgderiiagives,as gamma-
secretbftl i9ERH0RS forie Beatméhtbf ALhRImea's dfsealt are
: i ndependently fromeach other hydrogen or |ower alkyl;
R2 [ s hydrogen | ower al kyl, -(CH2)m cycl oal kyl,
pheny] or (CH2) m OI ower_al kyl; msO, 1or2
The HR@HP@H Felales Lol prazerg@ﬂgy Aeayagyes offapnlal Kyl |
cycl oal kyl or -(CH2),n phenyl, which is unsusbtitut ed
or substituted by one or two substituents, sel ect ed
fromthe group consisting of | ogen or | ower alkyl;
R4 is -(CH2)a phenyl, whigh isjsunsusbtituted or
substituted by one or two s Htuents, selected from
the group consisting dit\hal trifl uoronethyl,
-NR R', nitro or -SO2NH2N"0 cycl oal kyI

unsubstituted or subsp=t{ut ed 0] is -
(CR R')o heterocyclyl, sklec

om t11e group
consi sting of tetrahyds pyPan-2-yl, pyridin-3-yl,
I ndol -3-yl, optionall yRsubst i tuted by hal ogen or
AMENDED SHEET ONES= EPOM | ower al koxy, or
t hi ophen-2-yl, furan-2-yl, -NH pyridin-2-yl,
where@pti onal |y substituted by

R'  is hydrogen, lower alkoxy, halogen or -NR'R”;
‘ nislor2;

R’,R” are independently from each other hydrogen or lower alkyl;

R*  is hydrogen, lower alkyl, -(CHj)m-cycloalkyl, ~(CH,)m-phenyl or
-(CHz)m-O-Iower_a]kyl;

mis0,1or2;

R®>  islower alkyl, -(CH;)m-C(O)O-lower alkyl, cycloalkyl or -(CHz)m-phenyl, which is
unsusbtituted or substituted by one or two substituents, selected from the group
consisting of halogen or lower alkyl;

R s -(CH,)o-phenyl, which is unsusbtituted or substituted by one or two substituents,
selected from the group consisting of halogen, trifluoromethyl,

1 -NR’R”, nitro or -SO,NHj, or is

| - cycloalkyl, unsubstituted or substituted by phenyl, or is

} - (CR'R”)o-heterocyclyl, selected from the group consisting of
f tetrahydropyran-4-yl, pyridin-3-yl, indol-3-yl, optionally substituted by halogen or

AMENDED SHEET




or benzoi m dazo o-t et rahydr of ur an,
1- benzyl - pi peridin-4-yl, or. benzo[1l, 3] dioxol-5-yl or
is - tetrahydro-naphthaheﬂ:1-yI, -

C}NVnaphthaIen 2-yl, - fluoren-9-yl, - - (CH2)o

?_ LU Iy éli(@llee(&alg\lgm:- Dene mjréqg};}lz-)z?yl,?é?ggggﬂlzmggsumted by

(rﬁihla)&b@&ﬁmla}%w 1R- oxo-@&?la}%d{-%u 2; and to
ﬁrﬁﬂl ceut| ally SU|tabIe acli d|t|on sal ts thereof

$ivh ot benzof1,3]dioxol-5-yl or is

‘ &@;{}gmkg-aa%a@niﬁ_ 3, 5-t et rahydr o- benzo[f]
[ oxazepi_ne-5- caf boxyli ¢ aci d phenet hyl - ani de,

7R 73rh0dder;2913 4, 5-1 et r ahydr o- benzo[ ]
'Llhﬂ&aggépplne 5- carboxyllc acid butyl am de,
)iq;l ohexyl 3- 0X0- 2, 3, 4, 5-tetrahydro- benzo[f] [
Yooy EﬁYfﬁéHB’:car boxylic acid phenethyl- am de and

4 3-0x0-2, 3,4, 5-tetrahydro-benzo[f] [1, 4]
o%gggﬁgggé%b%arboxyllc aci d butyl am de. The excl uded
B been specifically described in J. Og.
R9R9, 64, 1074-1076 for a process using
blfun tlonal starting materials containing aldehyde
abHl Cﬁ@}lﬁﬂﬂy(GHz)&@h@nylAs used herein, the term'iower
al( )q: not es a saturated straight- or branched-chain
I"k rou containing froml1l to 6 carbon atons, for

b€ Fﬁﬁi@dbﬂbkhyl propyl, isopropyl, n- butyl,
|-butyl 2-butyl, t- butyl and the |ike. Preferred
| ower aIkyI groups are groups wth 1- 4 carbon atons.
Iheotiel procycl oal kyl ™ denotes a saturated carbocyclic.
group, contalnlng 3 - 7 carbon atons. The term
"hal ogen" denotes chlorine, i odi ne, fluorine and
brom ne. The term"| ower_ al koxy" denotes a group

and QR EIaRetiralln puitable acid ardigon saltsghereof wighitherzeepticmef

4-benlL £:8xd-3,3%4, 5- 3608 dvb BeATL[BY Y 4fkafpRiR-5-carboxylic acid phenethyl-amide,
4-benzyl-3-0x0-2,3,4,5-tetrahydro-benzo[f][ 1,4 oxazepine-5-carboxylic acid butylamide,
4-cyclohexyl-3- 0xo-2,3,4,5-tetrahydro-benzo[f]{1,4] oxazepine-5-carboxylic acid phenethyl-
amide and

4-cyclohexyl-3-0x0-2,3,4,5-tetrahydro-benzo[f][1,4] oxazepine-5-carboxylic acid butylamide.

The excluded compounds have been specifically described in J. Org. Chem., 1999, 64,
1074-1076 for a process using bifunktional starting materials containing aldehyde and
carboxylic acid.

As used herein, the term "lower alkyl" denotes a saturated straight- or branched-chain alkyl
group containing from 1 to 6 carbon atoms, for example, methyl, ethyl, propy}, isopropyl, n-
butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred lower alkyl groups are groups with I - 4
carbon atoms.

The term “cycloalkyl” denotes a saturated carbocyclic group, containing 3 — 7 carbon
atoms,

The term "halogen” denotes chlorine, iodine, fluorine and bromine.

The term "lower alkoxy" denotes a group wherein the alkyl residues is as defined above, and
which is attached via an oxygen atom.

AMENDED SHEET




D SHEET < _, SO The term
pharmaceutical |y acceptaljlg¢-acid addition salts”
enbraces salts with inorganic and organic acids, such
as hydrochloric acid nitric acid, sulfuric acid,

AR B i Lo 81 SRS iR it nonpa

and drgmlaaa:lds sundihchs hydtdthlmcsadzicf @iitric acid¢ sullfuric acid, phosphoric acid, citric acid,

o YRR T 25, BB e SRR ST Y. i
aCId phatuenblfonipoidisl the ligeneral fornmula | are

y-secretase ~ inhibitors and the rel ated conpounds. may
be useful in the treatnment of Al zheinmer's disease.

Al zhei mer' s di sease (AD) is the nost common cause of
denentia in later life. 5 Pathologically ADis
characterized by the deposition in the brain of
anyloid in extracellular plaques and intracellul ar
neurofibrillary tangles. The anyloid plaques are
mai nl y conposed of anyl oid peptides (Abeta peptides)
whi ch originate fromthe (3- Anyloid Precursor Protein
(APP) by a series of proteolytic cleavage steps.
Several fornms of APP have been identified of which

t he nost abundant are proteins of 695, 751 and 770 10
am no acids length. They all arise froma single gene
through differential splicing. The Abeta peptides are
derived fromthe sanme domain of the APP but differ at
their N and C-termni, the nmain species are of 40
and 42 amino-acid | ength. Abeta peptides are produced
from APP t hrough the sequential action of 2

proteol ytic enzynes terned (3- and y-secretase.
(3-Secretase cleaves first in the 15 extracellul ar
domai n of APP just outside of the trans-nenbrane
domain (TM to produce a Ctermnal fragnment of APP
containing the TM and cytoplasmatic domain (CTF(3).
CTF(3 is the substrate for y-secretase which cl eaves
at several adjacent positions wthin the TMto
produce the A(3 peptides and the cytoplasmc fragnent.
The majority of Abeta peptides is of 40 am no acids

I ength (AP40), a minor species carries 2 additional 20
amno acids at its C-termnus. Latter is supposed to
be the nore pathogenic anyloid peptide. The
(3-secretase is a typical aspartyl protease. The
y-secretase is a proteolytic activity

AMENDED SHEET




consi sting of severallproteins, its exact conposition
is inconpletely understood. However, the presenilins
are essential conponents of this act|V|ty and may
WORRHrI8YaHt a 25 new group of atypical aspartyPCI/EP2004/005177
prot eases which cleave within the TM of their
substates and which are thensel ves pol ytopi c nmenbrane
prot g AROSESL f
Py ber s e d 3R e Bl RO o Plompl R ARy
gethdstorPrmi/iie relsmﬂsbm@be;sdsfmwlye sl ét d&&r@ixﬁeﬁtl@éﬂkﬁﬁmex’s
and _the proteins of the Notch receptor famly,
hoWeVer , y-secretase has a | oose substrate specificity
and may cl eave further menbrane 30 proteins unrelated
to APP and Notch. -4- The y-secretase activity is
absol ﬂhhtlynareqlmemdAD() is thb exopk eduebnoausfof Apmestia in later life.
p D c
5 %Etth F%{Wlsr&ggf%a t%ﬁpe SD em pﬁ)éstheo%%QEQ%ag%/ of !B%@c?id in
I emwatrdlhﬂmqblaqumn@ httraceihﬂ:hl Iieurgﬁta'd]ap}otmglss T8k anwloid plaques are
according to.the oi d. hy theS|s Al
pFBHUE f%ﬂosgﬁ&rfla@%éy# PRSI FAPRBR e %P?“’ﬂ%ff from the p
CAUSRifl Phe @ D SRS PP? h Seres b ﬁftﬁgﬁlyﬁé@éaﬁé‘é ts ' S\éﬁ’eral forms

and ‘potent inhibitors o -secretase will be Uuse

f of APhbavegrean edariibad afihich dhmesiebBRda arwméem&qfé% 751 and 770
10 C an ; %LE hﬂf&g YA ASR a\Mﬂclle 8 e ¥eRhiuh diffe?éﬂaf‘@»hﬁ@v The

ctivity of y-setretase-and reducing
0 |A plie pepidasraee dﬁéfefl Siomathe seme florkin githp AFE but ditfer at thelr N- and

agy e%gﬂgﬁ o mf'@&m’t@mbﬁa@&eqépq{munems
descri be e cur ent edge ony secret ase

inhibition, for exanple t he follomnng publlcatlons

Nat ur Abgepieptigsnetproderafean AVS) thraghihe pegponiel agion of 2
BIOCh m.cal Soci ransact i t
S B R e e
15 3%5!—&&8@1;1&1150%"@" MPPNRdiottsidd of@ﬂ@ﬁ‘hﬁ&frgéwb%ﬁl&?don\@ﬂl (TH) to

D Prodisha i e S AL Ay Y L 28 cKgpligmatic domain

I i e

Medihgi fal TNERe fksddcy theVi pepdilles Nol thEZytapbBic 23802 0B€. majority of |

The ai ns of the enmbodi ments di scl osed herein are the
c @'\rbpmm:ggdcsfls pbtharhimolacidp lengdie(ARAS ausmosSpesinpuTiatd additional

20 grrtugcg 'gtl,ilds 3 ids @—@e(%mtigt%. {2l %"Bﬁ&%&'té? ke ﬁgfeeﬂyﬂﬁ@eﬁc amyloid
p_eptide. : _

The B-secretase is a typical aspartyl protease. The y-secretase is a proteolytic activity
-~ consisting of several proteins, its exact composition is incompletely understood.
However, the presenilins are essential components of this activity and may represent a
25 new group of atypical aspartyl proteases which cleave within the TM of their substates

and which are themselves polytopic membrane proteins. Other essential components of
v-secretase may be nicastrin and the products of the aphl and pen-2 genes. Proven
substrates for v-secretase are the APP and the proteins of the Notch receptor family,

- however, y-secretase has a loose substrate specificity and may cleave further membrane

'30 * proteins unrelated to APP and Notch.
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for the manufacture of nedi canents for the treatnent
of diseases, related to the y- secretase inhibition,
their manufacture, nedi canments based on a conpound in
25 accordance with the invention and their production

as well as the use of conpounds pf formula | in the
control or prevention of Al zheiner' s di sease. A

furth aim of the enbodiment disc herein are

f or m h6T- S%fﬁtaﬁa%,%ﬁcrwl%wgsol%% e P tarnt be haba peptides

%ﬁ%@ hESTBLIWA b‘@d&%f SaE HeaBOTROUPBCObS R ARN |genes and by

In a first aspect Rere is prOV|ded t he._conpounds_ o
M@ng:éﬁ@iaafwmﬁrtnwhathom corapandsOSimCnpecOTding-to the a@ﬁdombhwothesm

QRéD%he %@cﬁﬁ'ﬁ@n Bod 'd\S. S &Q(betﬁjs_ﬂ@e ﬂklﬁ%’fé’@au@@fo? G Hiase, it is

| ot , R ,R" are independently from

elaﬂ.fghotﬂaeselémd& agepoterit ﬁub&oa«j tiy-secRRase wilhyelnagaingr the -

G 6-alk (t ? _7- cycl oal kyl, -(CH2) -phenyl or
P(W?Wédﬁfa@eﬁ “mis 0, 1 or 2; 3Ris

C, - 6-al kyl, (CH2)mC(O)O a _6-al kyl, C3_7-cyel oal kyl

or - ( Chay, ﬂ]l@hﬁﬁyd»undswﬁtﬁihuj\r&lﬂlms wsbbe uwflddre(anncrAD by blocking the
substituted by one qor two substitu ts sel ect ed from
ﬁﬁewmquﬁe@emq 34 1gUGPE REPIYEHIRE forguagiopypf thegaripus

a&%&@%g elta d%? i S unsusbtitut ed or substltut ed

one stituents, selected fromthe group
consi sting of haI ogen, tri f1 uor omet hyl, -NR R', nitro
or SuRiMHBus ddcuinsents dBcfibect_jae Icmaleﬂrt;&tuomdm baty'riecrte@de whibition,

cl)ereSxtarInE) e tﬁe fcﬁ%wpmg pt\{bhcatlonsl S

Nature Reviews/Neuroscience, Vol. 3, April 2002/281,
Biochemical Society Transactions (2002), Vol. 30. part 4,
Current Topics in Medicinal Chemistry, 2002, 2, 371-383,
Current Medicinal Chemistry, 2002, Vol. 9, No. 11, 1087-1106,
Drug Development Research, 56, 211-227, 2002,

Drug Discovery Today, Vol. 6, No. 9, May 2001, 459-462,

FEBS Letters, 483, (2000), 6-10,

Science, Vol. 297, 353-356, July 2002 and

' Journ. of Medicinal Chemistry, Vol. 44, No. 13, 2001, 2039-2060.

The aims of the embodiments disclosed herein are the compounds of formula I
per se, the use of compounds of formulas I and their pharmaceutically acceptable salts
for the manufacture of medicaments for the treatment of diseases, related to the y-

secretase inhibition, their manufacture, medicaments based on a compound in

-accordance with the invention and their production as well as the use of compounds of

formula I in the control or prevention of Alzheimer’s disease.
A further aim of the embodiment disclosed herein are all forms of optically pure
enantiomers, recemates or diastereomeric mixtures for compounds of formulas I.

In a first aspect, there is provided the compounds of the general formula



- (CRR" )o heterocyclyl, selected fromthe group
consisting of tetrahydropyran-4-yl, pyridin-3-yl,

i ndol -3"yl, optionally substituted by hal ogen or

G - 6-al koxy, . or thiophen-2-yl, furan-2-yl,
-NHpyridin-2-yl, optionally substituted by nitro, or
--4b- benzoi m dazol - 2-yl, 2=0%®=t etrahydrof uran

1- benzyl - pi peridin-4-yl, or benzo[1, 3]dioxol-5-yl or
is - tetrahydro-naphthal en-1-yl, . -

" CHR -napht hal en-2-yl, - fluoren-9-yl, (CH2)o-S-Iower
al kyl, (CH2)o S-benzyl, (CH2) aR(i( O NH2,
(CH2) ONR R', < CH (O NH2] - 6CH2) # phenyl, - (CH2)o

CF3, (CH2)o CR R'-CH2-NR, R o islor2; and
phar maceutical | y suitabRa& aci/d addition salts thereof,

with the exception .of N

4- benzyl - 3-oxo0- 2, 3,4, 53 rahy ‘ L[f]

[ 1, 4] oxazepi ne- 5- car boxyl N¢_aci™d Wyl -anid
4- benzyl - 3- oxo- 2, 3, 4, 5- r a@ydr 0- benzy [f] [1, 4]

oxazepi ne- 5- car boxyl ilc &ci d butyl ani de,
4- cydohexyl - 3- oxo- 2, 3, 4, 5-tetrahydr o- benzo [f]
[ 1, 4] oxazepi ne-5-car boxyl i c acid phenethyl- am de and

wherein cycl ohexyl - 3- oxo- 2, 3, 4, 5-t et r ahydr o-benzo[ 1]

Rl

R4

[ 1, 4] oxazepi ne-5-carboxylic acid butylam de. The nost
greferr‘ed conpounds are those, wherein R2 is | ower
Ih¥grogerspecillipty bplogkror RRe, conpounds of this
- {OPRoWherein R3 is cycloalkyl and R4 is -(CH2)o
phenyﬁ ., substituted by di-halogen or -NR R', or is

RER7 iy didepqaydeity fodl sacRlothed hydrogen “alkyl:
t et r ahydr o- napht hal en- 1-y1 oryi Ig‘g??gf—l%%alpk%’i di n-3-yl.
The follow ng specific conpounds relate to these

. S: 2004/ 958 PCT/ EP2004/ 005177 -5
ig 5%'1%{;6:{1,\&).6- 91{;}, -](8 2)m~ Ca7-cycloalkyd, -{CHz)wm-phenyl or
~(CH)w0- Cyg-alicyl; |

150, 1or2;

is C;I,6—alkyl, —(CHz)m-C(O)O— Cre-alkyl, C3.7-cycloalkyl or -(CH,),,-phenyl,
which is unsusbtituted or substituted by one or two substituents, selected from

the group consisting of halogen or Cy4-alkyl;

is -(CHz)o-phenyl, which is unsusbtituted or substituted by one or two substituents

~selected from the group consisting of halogen, trifluoromethyl, -NR’R”, nitro or
‘ -—SO;NHz, oris .

- C3-rcyclpdkyl, unsubstituted or substituted by phenyl, or is
- (QR’R")‘O—heterocyclyI, selected from the group consisting of
tetrahydropyran-4-yl, pyridin-3-yl, indol-3-yl, optionally substituted by halogen or

Cus-atkoxy, or thiophen-2-yl, furan-2-yl, -NH-pyridin-2-yl, optionally substituted by
-nitro, or : '



7-Brono-4- (2, 6-difluoro-benzyl)-2-isopropyl -3-o0xo-2, 3,
4,5-tetrahydro- benzo[f] [1, 4] oxazepi ne-5-carboxylic
aci d cycl ohexyl am de,
7-chl oro-4- (4-chl oro-2-fl uoro-benzyl)-2-isopropyl - 3-0x
0-2,3,4,5-tetrahydro- benzel #b -
[1 4] oxazepi ne- 5-carboxylic acid cycl ohexylam de, 5

- br ono- 4- (4- chl or o- 2-fl uor o- benzyl) - 2-i sopr opyl - 3- oxo
@@Umgﬁtﬁtl—ahﬂm—chydl[oﬁ}ran, 1-benzyl-piperidin-4-yl, or

[HméLE%ﬂ?g%ﬁﬂgiﬁEtarboxyl|c acid cycl ohexyl am d and

hyl am no- benzyl ) - 2-i sopr opyl - 9- net ho
xyetgahydoo-haphtdiaben-1-91,r ahydr o- benzo [f] [1, 4]

D gﬁ ;ﬁ xylic acid cycl ohexyl am de, or
7>@HQ e%ﬁzlb% 0xo0-4- (tetrahydro-pyran-4-yl)-2,3,4
@nnem-ah'j(dr o- 10 benzo[f] [1, 4] oxazepl ne-5-car boxyl iC

a yé€l m de, or
%tﬁﬁ %rgl‘%b aE]ﬂ';i‘opyl 3-0x0-4-(1, 2, 3,4-tetrahydro- napht
el 1S-eneyR, 3, 4,5 tetrahydro- benzo[ f ]

I e 5 carboxylic acid cycl ohexyl am d and
, (hﬁ%f@@ - 2- |sopropyl 3-0x0-4-(1,2,3,4-tetrahydro

~ (CpDLINRIRG- 1- yI ) - 2 ,4,5- tetrahydro-benzo [f] [ 1,4]

gjﬁﬁre(@)ﬂﬁ_éﬁ_@ﬁ ) aci d cycl ohexyl am de, or 15 .

- ChlI'or’o- 21 HPYFe toxo-4-pyridin-3-y|methy|-2,3,4,
HGres) -8y dr o- benzo [f] [ 1, 4] oxazepi ne-5-carboxylic

. LAy exslh I ani Further preferred are conpounds
’iﬁ*ﬁ%ﬁéﬁ&gr%ﬁr épﬁyl wherein R3 -is |ower alkyl

o iwAdrR4 i s (CH2)o- phenyl, substitut ed by di-hal ogen or
3-yl, substituted by

do
and %macgtll%yy su163rb(le 3%19 efiém A plts thereof, with (' Gith)the exception of
4—beh@fl-239{>ﬂo 3P, M@ia}@d&bqbeﬁio [€H1k MineX Loy é‘q& E)henethyl-axmd:

4 he fol |l ow ng specific conpounds relate to't
°{"ﬁYA‘ pex0-2,3,4,5- tctrahydro—bcnzo[f][l 4]oxazepme- —carboxyhc acxd butylamide,

ﬁgﬁ&ﬁ:ﬁgﬁﬁg . 42553%; alh?]ehfl %‘lﬂg]i Eopl n@%l car oxé‘?ccadép henethyl-

tert-butyl am de,

B SR R A

but yl am de,
7-chl or o- 4- (4 di met hyl am no- benzyl ) - 2-i sopr opyl - 3- oxo-
2.3, 4, Big weytarsiered corapounds ple those, wherein R® is lower alkyl.

E \ 3. 4.
ST BITEr R R PRSI A sPUEY Wi cyrioaliy! and o

~(CHZ)hén; mﬁ:snatwl@odl halogen or -NR’R’’, or is tetrahydro-pyran-4-yl, or is
- tetrahydro-naphthalen-1-yi or is -(CH,),-pyridin-3-yl.

The following specific compounds relate to these groups:



benzo [f] [1, 4] oxazepine-5-carboxylic acid
butyl am de, 7-brono-4-(4-dinmethylamno-b
enzyl)-2-isopropyl - 3-oxo- 2, 3, 4,5-tetrahydro 35 benzo
- WORPQ4/04958] oxazepi ne-5-carboxylic acid tert - bBEYIERMOHBISITT
and -6- 9-ethoxy-2-isopropyl-4-5[2-(5-nethoxy-1
Hindol -3 -yl) -ethyl] -3-oxo0 -2,3,4,5 -tetrahydro-

beng. %E&Loh by éhﬁ%% BBiHE- D16 BFRIXYIok6-BE 1 8- tetrahydro-

tert
ToahpiBi @4140:@9@11@@6@;11@@&&@%@6@11@%&@@ 4, 5-t et rahydr

0] k&ﬁl'ag& hf(}&gﬁknlogb%ﬂg&g P20 el 6xA8i30L 5-tetrahydro-

tert

4b@§nﬁﬁﬂ$t3%aﬁnx©ﬁCEimmmﬂ¢ﬂ4CWﬁ@#%ﬁﬁ?¥%nlno 2-i soprop
5 Yh185.8%¢ %—@45 tﬂ%}b&?‘g @J{i%g [-i—]oxB ]2) 15 tetrahydro—
Car boxy RES lityl'ami dé ‘and

oxazepl ne- I C aCI
4b¢n'zo KA Aybxapepee-Betierbaiylit cicickbpndpyid 3dbxo- 2, 3, 4, 5-

aC| &?Xq%e%dggﬁﬁﬁm%hk)%%uﬁirregﬁgpgnfﬂgiﬁ E_cgﬁ%%S#E
mamhhﬁho&enan] bioxaadpind-3-caiberdicrorayckhexplanidetaz) n.
-phenyl and R4 is cycloalkyl The foll ow ng speC|f|c

gﬁ%ﬂf&go eé 185-H8o- rtltc*;t ag%@[%@%yra?-él 3yl) -2,3,4.5- tetrahgdro-

l"oro cloheayl 0x0-72,3,4,5-tetrah
10 ybemzo[fé rlﬂdpia]zﬁegmﬂi_‘:ec@alz@ghn@l@W%&eﬁﬁ%md@e ohci d

benzylanlde 15 Preferred are further conpounds W th

i O? éhp% |20¥\%1"0 Iké/ |o 0 gquzej n E §ro ﬁ%ﬂl@lalen— v1)-2,3,4,5-
Smd:lsiﬁlydln@t’tmzbﬁﬂ @ﬂéomemm: 5g@rboxyh|qﬂ§1 @il %WC)&@H@;?@& fic
3 eln- -
C%WP% ]%ebeﬁogm%%@- %? eég[%}ég}stetr{ihxf«?ru oréag#g%al 1- ge) n225;/4 5
| Yet2h@dwb-enyzeflt élﬂdxweplbeﬁzc@ﬂfo]xylﬁqaaq cyclohexylannde or
15 OXRARRLNLIBRGRTPONNG L4 p RS RCAY] S s dRllaRiL

| [bEndolHips]|bx{72piiet o robbetiz yi)l cpelolsspropgd. - 9- met hoxy- 3-
0xo0-2, 3, 4, 5- tetrahydro- benzo [f] [1, 4]

0X aiie%%}re]pergferr%dgg o A, g%]?%?&flg%@& ﬂk}}l S QHEY ks Iower a]kyl |

est resen oun las I’ and their
had@éceutlcally acceptable salts can be prepared by

' _ : €. by processes
débgg?ﬁ' aﬂ@ﬂw%aﬂugglﬁﬁﬁlmi %%ﬁ aspéct thereis .

2epFQ@Rﬁéd@ﬂd@fbgbsﬁmﬁnnabbﬁbmmrd@aacennpound of
for | as defi ned above which process conprlses a)
reé%f?ﬁ%ya conpound of fornula -
- (CHy),-benzo[1,3]dioxol-5-yl, or

- 1-benzyl-piperidin-4-yl.

_ 25 The following specific compounds relate to these groups:
7—c1.110r0—4;(2,6—diﬂuoro-benzy1)-2—erhy1—3—oxo-2,3,4,5-tetrahydro—
benzo[f][1,4] oxazepine-S—carb oxylic acid tert-butylamide,
4-(4-dimethylamino-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
benzo{f] [1,4] oxazepine-5- -carboxylic acid butylamide,
50 7-chloro-4-(4-dimethylamino-benzyl)-2-isopropyi-3-0x0-2,3,4 S—tetrahydro—
 benzo[f][1,4]oxazepine-5-carboxylic acid butylamide,
4—(4—dimethylamiﬁo—benzyl)—z-isopropyl—8—methoxy‘—.S—0X0—2,3,4,5-tetrah7dro~
: benzo[f][1,4]oxazepine-5-carboxylic acid butylamide,
- bromo-4-(4-dimethylamino-benzyl)-2- isopropyl-3-0x0-2,3,4,5 tetrahydro— .
35 benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide and
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20

O OOl \ 2~ RO/ it wth a conpound of formula

RR-NH2 11l -7- and with a conpound of formula R3NC IV

to a compound of formula Ra ONH RA NO Rz

wherein the substituents are as defined above, and if
desired, converting the conpounds obtained into

pRar maceutically acceptable acid addition salts. In a

hir t [ _Aedi. t
s e ﬁetﬁ&%ﬁ‘éﬁﬁﬁé@ R e

ipﬂmaoif}a[m]maczapﬂnyéa@cleqwbba é@:&bpryém@e apd a fourth

prayisded 4 }
e
tdﬁbo;tyheahdﬂ:aﬁt—bmrftymhmauder s di sease. The conpounds of

FBHPBEal BB 5 R s rine

E&@Hﬁﬁ[lmﬁ)@dﬂepﬁﬁb 5ALACRBEL badi t4sobatybiRide and

- 4-{1-benzyl-piperidin-4-yl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-

benzo[f][1,4] oxézepine-S—cafb oxylic acid tert-butylamide.

Preferred are further compounds with R® being lower alkyl, wherein RYis -
(CHa)m:phenyl and R* is cycloalkyl.

The following specific compound relate to this group:

7—chloro.—4-cyclohexyl—z—isopropyl—S-oxo—2,3,4,5—tetrahydro-benzo[ﬂ [1,4] oxazepine-5-
carboxylic acid benzylamide. ' ' |

Preferred are further compounds with R? being lower alkyl, wherein R%is
~(CHa)m-C(O)O-lower alkyl and R* is -(CH,)o-phenyl, substituted by CFs or halogerl:
The following specific compounds relate to these groups:

{ [7-chloro-2—isopropyl—3~0xo—4—(3~triﬂuoromethyl—b enzyl)-2,3,4,5-tetralydro-

" benzo(f][1,4] oxazepine-S-c_arbonyl}-amino}—acetic acid tert-butyl ester and

{{7-bromo-4-(2-chloro-benzyl) -2-isopropyl-9-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo[f}]1,4] oxazepine-5-carbonyl] -amino}-acetic acid tert-butyl ester.
The present compounds of formulas T and their pharmaceutically acceptable

salts can be prepared by methods known in the art, for example, by processes described

below.
In a second aspect, there is provided a process for preparing a compound of

formula I as defined above which process comprises:
a) reacting a compound of formula

tOG

RLNH, I

with a compound of formula



HO NaH Rzp VII Rz/ OlIl ROHN~ aa | (R" /R
UG - Reaction R (R" HOOC + R4&--NHZ + % O N/ RzO 11
Il ITVR20 1 7a In this schene R? to R4 are as
descri bed above. A general synthesis of the
benzoxazepi none skeleton is described in Zhang et al.
J. Og. Chem 1999, 64, 1074 if The correspondi ng
- (V) is reacted with the
%?p gﬁ%?%%%@é?%%ﬁg%?gkbcid al kylester (VI) to the
2-f ornyl phenoxyaceti c add %ggylester (VI1), which is
subsequent |y saponified to & 2M or nyl phenoxyaceti c
acid (I1). WD 2004/ 100958 PCT/ EP2004/ 005177 -8 This -
?f{gkﬁé?dh Bt h the amine (111) and isonitrile

Im an-Ugi-type reaction to the benzoxazepi none
derivative of formula I. The starting mateéerials
(hydr oxybenzal dehyde V and a- brighmesters VI) are
commercial avail able or n% bed repared i n accordance
with known methods. 5 The detail ed description can be
found below and in Exa%ﬁ1 1-196. Sone conpounds of
formula |- mybe converted to g coxrespondi ng acid
addition salt, for eXanple cq nd% ) cont ai ni ng an
am ne group. 10 The conv € 5" acconpl i shed by
treatment with at |eastz?a stoichionetrig anount of an
appropriate add, such as hydrochloric atid,
- hydrobrom c acid, sulfuric.acid, nitric acid,
phiosgihdhe subatituentanct dshiefinekebovand or gani ¢ aci ds suchas
%gﬁtic acid, propionic acid, glycolic acid, pyruvic

d,. oxaljc acid, lic acid, .malonic acid, succinic
aci dif desiFech corverilg BF prrmppUndyabiin g nt e PR tiagpjicaly acceptable
gtitl zHEitiaaisekts. benzoi ¢ acid, cinnam c acid, mandelic
aci d, 15 nethanesul fonic acid, ethanesul fonic acid,
p-tol uenesul fonic acid, salicylic acid and the Iike.
Typi cdniayhird ggpeel tergisproyidedia gredicgmgny Gpnggining gpe or more

CRABPLELTE AR SR 1P LK MY Sbeep o BB 1 C

acid added in a

In a fourth aspect, there is provided the use of a compound as defined above for

the manufacture of medicaments for the treatment of Alzheimer’s disease.

- The compounds of formula I may be prepared in accordance with the following scheme
1 | '

' | Scheme ] : 7
B ) - O .
- (R), . | (R}, o 1 R,
4+ R2CHBr-COOAl VI AkOOC a
' 2 5.
- : NaH 270
HO R VIl _
: A . r¥ O :
' : . { :
. OI ®) ‘ s - HN o
7 R ' R
' ) / _Reachi N )
HOOC + RLNHZ " N UGi-Reaction N
PN N 0=S\ .
o2 .
R O il , i | | ._RZ o



simlar solvent. The tenperature is maintai ned between
O Cand 50 C. The resulting salt precipitates

spont aneously or maybe brought out of solution with a
| ess pol ar solvent. 20 The acid addition salts of
conmpounds of fornmula | may be converted to the
correspondi ng free bases by trégatnent with at |east a
stoichionetric equivalent of a suitable base such as
sodi um or pot assi um hydr oxi de, potassi um carbonat e,
sodi um bi carbonate, amonia, and the |ike. The

USS‘EF %g(ﬂltg 1y Qilél&@%leécrﬁ@@ byl r pharmaceutically

ition salts 25 possess val uabl e

pheenmat enslsisalt the bwmcazegmosp dedlqtor  Jegerihed ip foapgeipl: J. Org.
. Q’ﬁlhléﬁg lM@Efi 094 £8P 93&%*&93%@&%1@%2&1&&%@@(@ isTeacted with

it -secretase ounds were

- |ﬂm/d9ha gmaurbmérbé ofidabetesigr CﬁI)t’cﬁ ghq Ederrgipkegpoxyacetic acid
: € c .
R e i R A s R LA R B bR Unceic actd (D)
' mhlch nmeasure the 30 proteolytic cleavage of suitable
substrates by y-secretase activity. These can be
cellular assays where e.g., a substrate of the
y-secretase is fused in its cytoplasmc domain to a
transcription factor. Cells are transfected with this
fusi on gene and a reporter gene, e.g., firefly

| uci ferase, which expression is enhanced by the
transcription factor. C eavage of WO 2004/100958

PCTI EP2004/ 005177 -9 the fused substrate by
y-secretase will |ead to expression of the reporter
gene which can be nonitored in appropriate assays.
The y-secretase activity can al so be determined in
cell-free in vitro asays where e.g., a cell lysate
containing the y-secretase conplex is incubated with
a suitable APP-derived substrate which is cleaved to
the Abeta peptides. 5 The anmount of produced peptides
can be determned with specific ELISA assays. Cel

| ines of neuronal origin secrete Abeta peptides which
can be nmeasured with the specific ELISA assay.

Treat ment wi th conpounds which inhibit y-secretase

| eads to a reduction of secreted Abeta thus providing
a measure of inhibition. The in vitro assay of
y-secretase activity uses a HEK293 nenbrane fraction
as a source of 10 y-secretase and a reconbi nant APP
substrate. Latter consist of the CGtermnal 100 am no
aci ds of human APP fused to a 6xHistidin tail for
purification which is expressed in E.coli in a
regul at abl e expression vector, e.g. pEt15. This
reconbi nant protein corresponds to the truncated APP
fragnent which results after y-secretase cleavage of

t he extracel | ul ar



donain and which constitutes the y-secretase

substrate. The assay principle is described 15 in Li
YM et al, PNAS 97(11), 6138-6143 (2000). Hek293 cells

‘VOéW%“H%%ﬁanlcally di srupted and the M cr osonBFT/ER2004/005177

fraction is isolated by differegtial centrifugation.
The nmenbranes are solubilized in detergent (0.25 %

GHAPRS 1s3BgtddG b 8l e8nink (ﬁBI)tah& iR RUDSY el gi T ge reaction to the
Abet a pepti de%év\hl ch % %?duced by y-secretase ,

dreaavEgE AR HEValipstf e detected by specific

8 ' i
el SRR, OEREARALRR Dol M Bl 1 g commeresd
caafblncismshbswephEEan adotlankawithénbwstmdtbbdw ar e

descri bed sone data to the y-secretase inhibition:

Exanple No. IC50 in vitro Exanple No. 1C50 in vitro 1

OTR8dctdild AeQfiptid cOn 87 fobihd HRIcBOandlid FkaGiples22- 9696 16 -
0.89 133 0.31 30 1.10 134 0.18 WO 2004/100958 -
PCT/ EP2004/ 005177 10 36 0.77 150 0.67 76 1.16 160 .

- Ot C(ﬁﬁp(ﬂll% oiﬁﬁnﬁﬂa?Bmay‘BBe dorértdd & zOccSﬂesp@ﬁiﬂJﬂg §24 4@Btion salt,
-0.52 e co ds of. fornula 'l and th

10

15

20

25

30

pleaF HEPER 11 2 CTLHDNS 28 “TRPE §O5F- the conpounds of
f ormd @nlesRi iPeccaselisiaal byrthataemWith atdegt a stmchimeftm amount of

of  phar maceut.i cal ti.ons har e I-cal
RN & fa b’ RETPTHILH T %5%‘%@ &F i ifasidgnitric
f N PhsHRRICRLR] andat BR:, bad bafsic adid@@@c&ﬁs adibalf, dcidngtopionic acid,
soft _gel’ati ne capsul e §‘f18| utJons a?rrul Si. gns ar

SHEEURSFOrTTUT 6 CHaRFH iracih maloR g ar Sucgpis goigmaleic

efdig Q%]ﬁﬁn{: e&h aﬂaft}imc 8ci@, citric Acitlgenk 6k I’zitlﬂ.f cﬁﬂmﬁﬁalcido triaedelic acid,
parentera

e.g. in the farm of ti.on.so ons
eicands Fifiacsh ol B “Cnp D BLLEHE A e 0d and the
f {lﬁgﬁﬁw g?é ﬂtréé Ba@@ifrs tdisﬁolvmm@nh@t vaaﬁ{cg;aﬂlettit walk &3 diethyl ether,
or production o pnar ma | 1 ons
L ebyirsetate, doraSPTmTAFIoh Ope Sl B LRE Aed bt addaddgdina
SLBAlE Solfd dPh Okndpeitslid ﬁaﬁ'ﬁﬂné&lﬁét\kééﬁﬂ) TARNDS) US Qle resulting salt

precipitates spontaneously or may be brought out of solution with a less polar solvent.

The acid addition salts of compounds of formula I may be converted to the
corresponding free bases by treatment with at least a stoichiometric equivalent of 2
suitable base such as sodium or potassium hydroxide, potassium carbonate, sodium

bicarbonate, ammeonia, and the like.

The compounds of formulas I and their pharmaceutically usable addition salts
possess valuable pharmacological properties. Specifically, it has been found that the

compounds of the present invention may inhibit the y-secretase.

The compounds were investigated in accordance with the test given hereinafter.

Description of y-secretase assay

The activity of test compounds can be evaluated in assays which measure the
proteolytic cleavage of suitable substrates by y-secretase activity. These can be celtular
assays where e.g., a substrate of the y-secretase is fused in its cytoplasmic domain to a

transcription factor. Cells are transfected with this fusion gene and a reporter gene, e.g.,

firefly luciferase, which expression is enhanced by the transcription factor. Cleavage of



for exanple, as such carriers for tablets, coated
tabl ets, dragees and hard gel atine capsules. Suitable
carriers for soft gelatine capsules are, for exanple,

WORYEWEBBe oils, waxes, fats, seni-solid andPCTEEReP4/005177

10

135

20

‘pol yol s and the |ike. Dependlng on the nature of the
active substance no carriers are however, usuaIIy

R A 35 B A B g o
SY& HlBﬁ tBHefin aﬁg nc%’ﬂ%ﬁ%' %yi;( Wk g secreR@ ¥ @lvy 4 aYs%%eQieternuned in

vegeta e oll uitable carriers for
S tllpfoed ihotiir€ Ssads ®hefe@lz., a&xlal’mite ;:oxttainhtﬂ@ﬂhe QFsedTaiTaﬁk&mﬁﬁblex is

oils, waxe fats, sen1-I|% uid or I|q$ pol yol s g@d- 4

H@ub%tﬁ‘ém HeUBRRIE ae edrrived Fubisrais areh i al%lﬁo the Abeta peptides.
MLV Blint &@}Bau&dl%ﬁﬁ@és\éﬁ bé/@éiem%ﬁla&' Riithi sp&ifS FLISA assays. Cell
stabilizers,” wetting ents, gg , Sweeteners
cbll@rﬂéﬁlﬁ‘émnﬁl %Flé?ﬂféte 8P PEPH ﬂﬂ}e ogsied with the specific

I.C S f
(j)-\xa}ss ?re%ﬁfllgﬂt xp @a%o Oégqggﬂéggﬁﬁgﬁw %c@f&s%leads to a reduction of

t E&ra@fﬂbeﬁt@ alhdts)prwaxlduth mesukst addesionMedi canent s
contalnlng a conmpound of forrmula | or a
pharmaceutically acceptabl e sal r eof .and
: ﬁg? HpBHeiRERy 1o Y israriEseaRRaIeR? %@ﬁ@é W‘Hbﬁl%@%ﬁ“&fl as a source of

pP( 6; esseeant %&Q%r% }rlag{] AP}_gl?ubl %?L% f&’t%? %gﬁsuftgfthﬁe@ ItJrE)énal 100 amino

npri ses
C @ﬂﬂ@(blfr}dﬁnﬁf APD rfumliao b 6eiidfidin tmhﬁir Imméjamcﬁ:ah]hlyh is expressed in B.coli

acceptabl e acid addition sal d if 04/ 100958 -
pET? %gggﬁ%l%ﬁg{%mn VEGOH &S P%[ZS a]gﬂ%re(gprr%\ﬁagp %ﬁ%eé-}} gorresponds to

'.ggﬁ‘rﬁtﬁ&%ﬁédcﬂ’ﬁ’ f'ra%r Akpahlien 2URELARELIdrAhQ PeadRle @A HCAtracellular

nistrati on formtogether with one or nore
t defrapeaid whichyohfiites thafyrse@emse sdbﬁﬁﬂﬁﬂ'ﬁhi&hﬂm@nmdpﬂ)e is described -

the_inventjon_ co nds of for I as .t hei
oM aveteh SaAS SR ebepuanne: Sl B cdfare Afctinpely disrupred
c Qﬁ& E‘Rilt mﬁ&oé@:}i@%l eRLiEHYs QJOIa;téd' B’jﬁﬁﬂ:&‘énﬁﬁ%@ﬂnﬁu@ﬂﬁhfﬁm membranes are
inhibition of the y-secretase
ardoabesd mituasigh 2 e S S A S s, The
detected
eta, P&BE?&?’V&%SP ra&ﬁp\ég%l&c%d l?)? gg %{Q&%{"?rf%ﬁ eat?f*lg% séué)strlatﬁ are detecte
t ﬁb? p@ﬁ& KIS A raadayashdendribied (aBnoo]dlztulaéM etidstdgeofaportR{d), 1481-1486
2ﬂ9%§ry from about 0.01 ng to about 1000 ngy per day
X ‘onmpound of general forrmula | or of the
correspondi ng anount of a pharmaceutical ly acceptabl e
10 s aI’[thelplﬂefeﬁed corpeurdhishyw d dSage.Onkythb distdetiivnirstdesaided some

as. sin ose o % di vi ded doses and, in addition,
t Hetafp ?Yf??W¥“%%#¥ §io% be exceeded when this is

- found to be indicated. Tablet Fornulation (Wt

- Granu aEJiceQHiile N(ﬁm I Ws(?ﬂll V@E& S ngEkﬁﬁt)E NO. IC50 in vitro

1 028 | 5 0.97
T 10 097 117 S
12 1.05 122 0.96
6 | '0.39 755 031

30 1.10 134 0.18




WOHOLB003% 150 5. Magnesium Stearate 1 1 1 1 HCTIER2604/005177

5 nmg 25 ng 100 ng 500 ng 15 1. Conmpound of formula |

5 25 100 500 2. Lactose Anhydrous DTG 125 105 30 150
3. Sta-Rx 1500 6 6 6 30 4. Mcrocrystalline Cellul ose

167 1

1, 2, 3 and 4 and granulate with purified water.
Dry ti
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-and 3 in a s

Manuf &6 ur i ng
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) Prodedur e

X itens 1, 2

_ ui tabl e m xer
m nut s Add '

for 30
—and f-or '

_ rtemsy 4 and 3T THHES.
3. 'Fill into a suitable capsuﬁe. WO 2004/ 100958

PCTI EP2004/ 00517713 The folliow ng _exanpl és

illustrate the present invention without limting it.
"~ The exanples are conpounds which can exist in the

form ofrydi-35LELEATR bl Kidd €S phafind REELRY §ScepRible salts of the

compounds of formula I can be used as medicaments, e.g. in the form of pharmaceutical

preparations. The 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. The administration can, however, also be effected rectally, e.g.

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

The compounds of formula I can be processed with pharmaceutica]l}r inert,

inorganic or organic carriers for the production of pharmaceutical preparations. Lactose,
10 corn starch or derivatives thereof, talc, stearic acids.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 exarﬁple, vegetable oils, waxes,
fats, semi-solid and 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.
15 Suitable carriers for the production of solutions and syrups are, for example, water,
| polyols, glycerol, vegetable oil and the like. Suitable carriers for suppositories are, for

example, natural or hardened oils, waxes, fats, semi-liquid or liquid polyols and the like.

The pharmaceutical preparations can, moreover, contain preservatives, solubilizers,
stabilizers, wetting agents, emulsifiers, sweeteners, colorants, flavorants, salts for varying
20 the osmotic pressure, buffers, masking agents or antioxidants. They can also contain stifl

other therapeutically valuable substances.

Medicaments containing a compound of formula I or a pharmaceutically
acceptable salt thereof and a therapeutically inert carrier are also an object of the present
invention, as is a process for their production, which comprises bringing one or more

25 compounds of formula I and/or pharmaceutically acceptable acid addition salts and, if



as optically pure conpounds. 5 Exanple 1 7-Bro
no- 4- (2, 6-di fl uoro-benzyl)-2-isopropyl -3-o0xo-2, 3,4,
5-tetrahydro- benzo [f] [ 1,4] oxazepi ne-5-carboxylic

WOLMFRR | ohexyl ani de a) PCT/EP2004/005177
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2- (4-Brono- 2-fornyl - phenoxy) -3<qgeth | -butyric acid To
a solution of 0.67 g (3.3 mmol) 5-bronosalicyl al dehyde

i esigdaTeL Oyl Fofd®HE A8 emc)my muﬁ)lezstﬂ)sﬁ.ﬁgés%"tb chdgl
(60 .% suspension in mneral oil, nmol ) was added in

.saﬁlﬁwlstrfa%qrt fopmsogethe vith gue frmete; tb@f&ﬁ@ltfcélﬁv 80 GRTTIRE f

an hour 1.05 g ethyl 2-brono-3-nethyl butyrat (5

ol )In Was r&dre didl iavinrediod &ﬁﬂ%&ﬁﬁ@%ﬁ:&ﬂhﬁ BRel B their
m xture was allowed to stir C overnight., After

PrgUPedy Raeeptabiosltpry uatal b wttﬂhoh perventiomeot ilnesses based

9 A cadded oLl BAalc il The, Mgt e vas

ree t'i nes aceta
com ned organic |ayers were drled (MgSAHM) and
ev ap Artetdedage Sho viry cathisnwidei lirnvitedrddomillobf cotibe, ha&rs tcdibveeadjusted to

{ t {
RS Sl B OB R HE S G B SRgomieation e
Uavkgedbr bl amobarp If:d)nﬁg%doalg Oéd)]lcmsb ’&Cﬂiﬂoﬂﬂiﬂ@j@dﬂ?p&rdﬁy of a compound
ti After st r.l r
BT S e e R e
es‘g%ﬁi&ﬂ&tfl Dite dafiktdesage 3nayibe adndnidirddydsiogh dasé or ackiddwddoses and,
a un

GEG b aPhen i e tlen P8 SR S LIS e T B fgated.

~mere dried (MgSO4) and evaporated to yield 0.125 g of

the title conmpound asTealkoEirhedsionoiWet QvEntihgon)%) :
299.0 (M H+, 93): 301.0 (M H+, 100). b) 7- Brono-4- (2

- di fl uor,0- benzyl ) - 2-i sopr opy! -2,3,4,5-tetrahy
g¥z§§£%%%¥g 6] [ 1,41 oxazeplﬁgiggggrboxyllc aci d

cycl ohexyl ami de To a sol ution5efig 0. 122§mg 100 mg 500 mg
2-(4-brono- 2-fornyl - phenoxy) - 3-met hyl -butyric acid

(p.4 ~mol)_j i net hyl sul foxi de (0.8,m) O. g

2£6- &?TB%%%AD%@W ne (0.4 mbl) an%gﬂ 0. 04%% 500

c3cl dhetyt AnkphrpanDd@e (0.4 nmrnak) wadCadded asdd the 150
] Xtuyre Il owed to stir rnight, A 10

g%uegﬁ%ﬁ&ﬁéa um chl ori de solutlgn (5 n?) was a%ded anc?O

the nilidrodrestdlnaasihdader act ed traoee tiges with3etyl 150
et The onb ned organic |ayers re drie

%ﬁb gﬁfb 'E G#ated in vacuo? The residue mgs 1

puri fisel using colunn chr omat ggr aphysmi th 167 - 831

: _ethylacetate /| hexane (1:4) as eluent to yield 0.03 g =

conmpound - as |ight yellow foam WO
CHEP2004/ 005177 ,
1. Mixitems 1, 2, 3 and 4 and granuvlate with purified water.

2. Drythe granules at 50°C.

3. Pass the granules through suitable milling equipment.

4

Add item 5 and mix for three minutes; compress on a suitable press.



.14 M5 me (%: 535.3 (MrH+, 100); 537.3 (MtH+, 95).

Exanple 2
no-4- (2, 6-di fl uoro-benzyl) - 2- |sopropyl 3- oxo0- 2, 3,

W042°?>‘”’c08?:‘{8ahydr o- benzo[f] [1, 4] oxazepi ne- 5- carBsGERHW/005177

acid 3, 4-di chl oro-benzyl am de .52The title conmpound was
obt ai ned in conparable yields according to the

procedures described fqrapexalpigulititsi Ng
1, 2-di cbl or o- 4- |socyano"€hyl benzene |nstead of

hexy| isocyanide in step b (%: 629
ﬁ@é@ﬁﬁj—%‘m 630 ( MFrH2O+H+IZ ue Exarrpl e 310
7 Br ono- 4- (2 6-di fl uor o- benzyBkng-ethybnﬁgoxqg@nﬁ 4, 5500 mg

~tetrahydro- benzol[ ] [ 1, 4] oxazepi ne- 5- carboxyllc

aC|d ycl he yl am de 2 6 fl uorobenz Ian1ne 1ng,
‘ﬁﬁg %@epahé%yvu ocyanfde (39°ny %m

\A@re zqﬁﬂ@ds L&t&esol ution of 159 123_ 148 -

2- (4- bronp- 2- fornyl-phenoxy)-bu%yrlc aC|d (prepared 70

ih arfe?Bgreh
24 (4-pyono- 2- f or nyl - phenoxy) - 3-yet hyl 3butyric @ci d 25
[exanpl e 15 1] from ethyl 2-brono-3- nethyl but yrat,

190 -rifagupswmn e in methanol £0.5 m¥ Afte& 5

~stirrpgg for 2h at r.t., the tighhe cquound WESH) 600

10

i sol ated (di astereoner 1 [inhibitorially active],
retention tinme 2.09 mn: 17.9 ng; diastereoner 2

[ Mapietuging Frogedyeq j ve] , retention time 2.28 nin, 7.3
ng, conbined yield 14 % Ms: me = 521.1 [ MrH+]) from
the reactionitdthXt W dyin.auaiisediphdses0 phiepas ati ve
HPLC ( YMC &gnblprep C18 .cal um 20 50x20mm sol vent -
gt-adi ent Adonems dandRanf ioX 0704 IASy) over 6.0min, %

=3230nm pifihow Jfsategbd@apkia n) . Exanpl e 4

7- Br ono- 2- cycl ohexyl net'hyl - 4- (2, 6-di fl uor o- benzyl)-3-0
X0-2, 3,4, 5-tetrahydro- benzo[ f]

[ 1, 4] oxazepi ne-5-car boxylic acid cycl ohexyl am de 25
The ‘title conpound, MS: me = 589.4 [ MtH+], was
obt ai ned in anal ogy to exanple 3 from

2- (4- brono- 2-f ornyl - phenoxy) - 3- cycl ohexyl - propi onic
acid (prepared in analogy to-

2- (4- brono- 2-fornyl - phenoxy) - 3-met hyl - butyric acid
[exanpl e 1] from 2-brono-3- cycl ohexyl -propionic acid
ethyl ester) as a mixture of diastereoners. Exanple 5

7- Bromo- 2- but yl - 4- (2, 6-di . f | uor o- benzyl ) - 3- oxo0- 2, 3, 4,5 -
-tetrahydro- . _



benzo[f] [1, 4] oxazepi ne-5-carboxylic acid

cycl ohexyl am de WO 2004/ 100958 PCT/ EP2004/ 005177 -15
The title conpound, MS: me = 549.4 [ MtH+], was
WO&BQ*A’PH%& in anal ogy to exanple 3 from PCT/EP2004/005177

' 2- (4-brono- 2-fornyl - phenoxy) - hexanoi ¢ aci d (prepared

in anal ogy to 2-(4-

brienetiwi@reinpRR aNR% Y3 PREOV inRulvE vaRG M@g@ﬁmh@ examples

1] from net hyl Z bronocaproate) as a m xture of
_ qugg@@@ggwésrg ich cpx gKif i@ the form Of diastereomeric mixtures, as racemates, or

TssEphiofIR fhirE ¥6PheXY. - 2- et hyl - 3- ox0- 2, 3, 4, 5-tetrahydro
-benzo [f] [1, 4] oxazepi ne-5- carboxylic acid

cycl ohexyl am de The title conpound, M5: nmfe = 433.5
5 (MrHt), was obtained in ana@g%%Pkg_exanple 3 from
cycl ohexyl am ne and

2- @4@m;\h+4of?eﬁ—zhﬂtmrmﬂeniﬁthbhw}fom»{l{WMO&,&&Sdtetrph}sctraf ed
Beegb Bl QIS reohelisasd sTARR My ¢ aci 0
[@xﬁﬁ@;ﬁroﬂoﬂrbnmg&m 2y)bF-omavhyl-Huipryr adide  and

5-chl orosal i cyl al dehyde) as two separable
dtc%%%& 88§%f § 67 %Qor 2 I nﬂ Sbt:qu?r%; L]?ﬁ@l‘f&e@¥gé in CEE)E%‘H:& n%ar{ude (6 ml)’
10 r @hgdodnutreh)z;hﬁdq G sqspmmpnmameﬂﬁ 0B, fcmnmi))cwa added indsmall
cl o}jse a (%feé:srtrﬁ:rgldaglf %ﬁg?g.%?a% g.OllI e n%) $ et%gl_l gromo 3-methyl
Zbln:dyfam (@hﬁmﬂy Masma’ttkdahdvly at room temperature and the mixture was allowed to

i ﬂil(l' g& Lg gv?r81gh% rﬁelr_cg hl?nnaq)c(é/ ‘gvater E%‘rmﬁ anall%{ s%@m.rg ﬁycﬁ:omde solution
2Wés4&daTed miﬂfxﬂ? 4500 Pl Thhaixoxy Jvas exeddigd thbaet tymésovidcethlyl acetate, the
1 - but yr at o
15 SRR G TT et Es (b RSCELH S GisRaF exligp Jitration of

2the(rbadin mﬂﬁb&)tﬂe&mef vhatord W)l forfthampkiatdp without characterisation.
- 7-Chl oro-4-cycl obutyl - 2- ethyl 3-0x0-2, 3,4,5-tetrahydro

?ﬁ Sﬁ%étgé’% éil[\ﬁ%a@d,-%ex?{ﬂ? B %%W %@e%}.}? godgurﬂélgdrfmde solution

( i) was\vwd e .Y fedir @ﬁi’uﬂgrfoﬁn ab@git rbomexapplagird thebivbiitoms removed
cl obut yl am ne

S o R b ster (el sg b rdrprilonieast! vt alled el PH=4.

20 | Tﬂhe aitduegyad éiracted three times with ethyl acetate, the combined organic layers

- [Z_Eé%_rfggegr{ﬁg%@ [rallftna/ lg‘%aggﬁ%ttl %)Vb%% Hﬁag ltogﬁﬁgttéfeléﬁalapound as colourless

50ﬁhlorosalicylaldehyde) as a m xture of

C%ﬂn%g 0 (MEﬁa@) 301.0 (M-H", 100).

b) 7-Bromo-4-( 2,6-diﬂuoro-benZVD-Z—isoprovvl—B—0X0-2,3,4,5-tetrahvd_ro-
25 benzolfl[1.4]oxazepine-5-carboxylic acid cvcloheicvlamide

To a solution of 0.12 g 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid (0.4
mmol) in dimethylsulfoxide (0.8 ml) 0.057 g 2,6-difluorobenzylamine (0.4 mmol) and
0.044 g cyclohexyl isocyanide (0.4 mmol) was added and the mixture was allowed to stir
overnight. A 10 % aqueouos sodium chloride solution (5 ml) was added and the mixture
30 was extracted three times with etyl acetate. The combined organic layers were dried
{MgSO4) and evaporated in vacuo. The residue was purified using column
- chromatography with ethylacetate / hexane (1: 4) as eluent to yleld 0.03 g of the title

compound as light yellow foam



7-Ch[oro-4-cyc|opentyl-2-ethy|-3-0Xo-2,3,4,5-tetrahydr
o-benzo [f] [ 1,41 oxazepine-5- 30 carboxylic acid

C | am de WO 2004/ 100958 PCT/ EP2004/ 005177 -16
wWONEIER

5

10

20

25

30

% conpound, MS: mfe = 419.4 (M+Ht), VREsI/ERP2004/005177
obtai ned in anal ogy to exanple-34-from
cycl opentyl am ne and

2MAmedloe): 6323 T F, imemoM@myﬁ)c acid (prepared
in analogy to

2- (4- brono- 2- fornyl-phenoxy hyI butyric add
[exanple 1] from ethyl %utyrate and

57%ﬂoh@t@mbid§ﬂ¢cﬁbdﬁhyﬁra)z -igSprby-3seRar all Rtetrahydro- -

di ast 0 S5 (both inhibitorily active). Exa
1| er?m &ﬁq z&,%gazzpw#@pubo%%élagld 3,4- l‘hc oro- Iex\1lzy amide P e

(trgkrab ¥EBoRYd R8s sbedihkd B Srdpapalii€tiERE X@Uo?dmg%]% 1‘;fra)cedures

[1, 4]oxazep|ne-5-carbox [ic acid cycl ohexyl am de
t descaibed fscaaiap! eN/swmrgf -dichlpso-A-sodpppometidlsbeeng inagad of

-1 gy 3Yo Qm&éﬁméé to from
4 an1no et r ahydr opy n and

Zﬁéﬂﬂﬁhfﬁ}éﬁﬁﬁk%' *fbhéﬁb§§gﬂ%ﬁ5#9#5:agmé (prepar ed
in anal ogy to _
2-(4- brono- 2- fornyl-phenoxyniﬁnﬂﬁgﬁyl butyric acid
[exanple 1] fromethyl 2-brono-n- butyrate and

57 cwom%ééﬁ,ﬁc@ﬂmrdmaﬁj Zegghifliooxnepasdeibiegrahydro-
d@@ﬁio%ﬂﬁolﬂ}%&ézegﬂgtwrﬂemc 20fd d YoRGltatGl. Exanple 11

7- Chl or o- 2- et hyl - 3- oxo-4-(3-trifl uoronethyl -benzyl) -
3240~ Qlﬂ@@lxlwﬂﬁmmek{éhm . qum{npl)zﬁ]nd cyclohexy isocyanide (39 mg, 0.36

%xﬁ%lgﬁ rx]/%?e %&&ﬁ n?%é’lhgg% ﬁgt ?%&ﬁ%&@%ﬂn e n;ig? 2phidybik Scid

arﬁﬁie@glsednm amslogypb &-@-biformn? 39EﬂﬂY1th@@¢3QﬁéilﬂWt}é’ﬂnbmﬁéld [example
2 anahl;ti%{/d") B 08 B haRPARRN, 1YY 655 Rl B BRAREM! (0.5 m).

2 After Istiwing-f2x Foxtmyl, tiphtéthoooy) pBandatas jsolaes (didsteraener 1 [inhibitorially

[ exﬁ}%@' r%te]ﬁ}aolf& ;1%}]] Zg&het h}il7 9 mg rd?ﬁper&rg&t%y@glﬁltgﬂgly active], retention

t'0Sa WO ' Se
d mﬁé BERONBIS3 rr{gbmﬁdnbmadhmb]ldﬂ@cr%dwsymaac:t 5k} [MBHAifpfrem the

raﬂtlea%mzﬁu(rfzb%fea riBhEe Ry R R TG GpbiPrep (1§ column
- t5@£mﬂﬁﬁd£dzvenl@§ﬁam{nft]5 -950¢ 431, 0xpzen1 w&(@gy b@f)d OD@m A =230nm,
acid tert-butylam de 25 The title conpoun

4@@W¥%@ﬁ%ﬁ§mmﬁas obtained in analogy to exanple 3
from 2, 6- d|f|uorobenzylan1neEmﬁ§£g4butyl|socyan|de

and 2-(4-chloro-2-fornyl- pheno butyric acid
( frBpaned-dydloheryiogiryl-4-(2,6-difluoro-benzyl)-3-0x0-2,3,4,5-tetrahydro- -

24 Z(?[m fi&]o%ai e%{%- c%%%i(cy:)adgcyclohexylamlde

The title compound, MS: m/e = 589.4 [M+H"], was obtained in analogy to example 3
' from 2-(4-bromo-2-formyl-phenoxy)-3-cyclohexyl-propionic acid (prepared in analogy
to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid [example 11 from 2-bromo-3-

cyclohexyl—proplomc acid ethyl ester) as a mixture of diastereomers.

Example 5
7- Bromo 2-butyl-4-(2,6-difluoro-benzyl)-3-o0x0-2,3,4,5- tetrahydro— -
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide



met hyl -butyric acid [exanple 1] from et hyl
2-brono-n-butyrate and 5 chl orosalicyl al dehyde) as two
separabl e di astereoners (both inhibitorially active).
WwWOz4 Bl e 13 PCT/EP2004/005177
7-d -1 oro-4-cycl ohexyl - 2- et hyl - 85 ox0- 2, 3, 4, 5-t et rahydr
o-benzo[f] [1, 4] oxazepi ne- 5- carboxyllc aC|d
t Bhs Mo BAAE MD:200443 008581 FICT 300440059 0 Tgy o blample 3
The ti Ie compound, N5 mle = 407.4 (M-H+), was
oBeE mmfaﬁaf%wl P%ED@%@ﬁliﬂXéﬂ%lc afidfpyepared in analogy to 2-(4-
CYRInNEXYAPLE nokﬁtz R bhseryRMM [@ﬁmﬂaq] from methyl 2-
2- (4-chl oro- or phenoxy)- butyric acid (prepared. -
i hrogpgg]agwtq) @S a mix ure of dlastereomers
2 (4- br ono- 2-f or nyl - phenoxy) - 3-net hyl -butyric acid
s [example 1] from ethyl 2- brq&gmgkgytyrate and
- b-chl orosal i cyl al dehyde) as two™5 sep

d?ﬁﬂ@ioe%ﬁﬁfﬂ@hf(xﬁbiﬁﬂWhﬁr%otz@? %:ﬁ;teaehYdJe)benZ@ﬁéhﬁ ogazepine-5-

( FF éﬁda nzyl ) - 2- et hyl - 3-oxo0- 2, 3, 4, 5- t et
é@gQ%ﬁaéﬁ%§T§> ﬁm Eazepine- 5-car boxylic acid

. tert butyl am de The title conpound, MS: me = 449.3
( Wiagitle commpowd, M%Q@Veﬁ’ﬁﬁﬁe{%@ﬁ )r; df\f@@ﬁq@n@i i3 analog¥ fogprrmple 3

216 HREH BT A A KRR OHBI ey i gt

.10 | anaog o@y (4 bromo 2- formyl phenoxy) -3-methy —butync acid [example 1] from

258 2R DR N el frscomas

5{lodth orlobadiilyykavedehyde) as two separable
di astereoners (both inhibitorily active). Exanple 15
15
7- Chl or o- 4-cycl obut yl - 2- eth;% gloxo 2,3,4,5-tetrahydro
- lﬁe(Eizlo{cf 1-(3- l:hlb]ro%amayb] h@ﬂﬁl—Smbb%wSH@trahYC&O-benm[ﬂ 1,4]oxazepine-
ut ¥l am,de , The e compound, Ms: nie = 379.3
15(%#?&3 g%%agﬁYé? %ﬁ# Anal ogy to exanple 3 from
cycl obutyl am ne, tert- Butyllsocyanlde and
2 Thé tidb kempend, M&Mh%ephﬂio}(@%ﬂui,was @btaa@addn(apale@aﬁo@d&mpk 3

{Z?r(ogr?g—r g%%?%nfzglﬁﬁ%ﬁe %4—(: II)I/)(I %leflg)/ﬁ)f:buggllc daCEjO prepared
[ éxx amgddey td]2-f4-broned- b—)ﬁbrn?ylﬂﬂ;@ﬂ@%yr)—%uieﬂnd}ﬂaet}amdad [example 1] from

7t Do Rouy brBptRayt Sxblr O dd0s) arogepssele dpmpomers

20 o{bethaehibitofily, #tiexazepi ne- 5- carboxylic acid
tert-butylamde The title conpound Ms: me = 393.3
(MrH ), was obtained in anaH%gﬁqhgsexanple 3.

7-Chloro-4-cyclobutyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo(f][1,4]oxazepine-5-
carboxylic acid cyclohexylamide |

The title compound, MS: m/e = 405.4 (M+H"), was obtained in analogy to example 3
25 from cyclobutylamine and 2-(4-chloro-2-formyl-phenoxy)-butyric acid (prepared in
" analogy to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid [example 1] from

-~ ethyl 2-bromo-n-butyrate and 5-chlorosalicylaldehyde) as a mixture of diastereomers.

Example 9
7-Chlor0—4—cyclopeﬁtyl—Z—ethjrl-S-oxo—2,3,4,5-tetrah§rdro_—benzo [£]{1,4] oxazepine-5-
30 carboxylic acid cyclohexylamide -



25 from cycl opentyl am ne, tent-Butylisocyani de, and
2-(4-chl oro- 2 fornyl - phenoxy)- -butyric acid (prepared
i n anal ogy t

WOZ0PHLH8¥ rp- 2- fornyl-phenox)r) 3- et hyl - but yr iPET/EREH/005177
[exanpl e 1] fromethyl 2-brono:ggbutyrate and
5-chl orosal i cyl al dehyde) as two separable

dTH@ tigE eBESnd, BA: Po/k Bhi1bist @1 11Y), 3% b¥@Ined BX A td dxample 3

- em @Flopgoiglaryne mbkblabloretrianpir Bripyran Uy jadpycpered in

I fil ié €] &
B o A Py R X RARE bl sCRbR om

- qiyirhbrame febegsiourds-cBrosalielaldebyde)as (wh pepp! rabjedizstercomers
5 ol (ﬁhgggbﬁ&ﬁﬁgahggy to exanple 3 from

4-am not et r ahydr opyran, tert-Butylisocyani de, and
2- (4-chl oro-2-fornyl - phenoxy) - butyrlc acid (prepared
in anal ogy to 2-(4-brono- 2- Eé@ﬁ?k Bhenoxy) - 3-

t b [ -
A e e L A %‘;*Fifc%eafe%%e
E}zzamqml[ [114) oxazepine-5-carboxylic acid CYCIOhEXYIBIDI e
- 7-Chl oro- 2-ethyl - 3-oxo0-4-(3-trifluoronethyl -benzyl) -2,

3"1‘ﬁ vk & éﬁ@ﬁg{&'{{ %@@2%35]4 ({1\;&-&-141}*9% %B’cc?ﬂi%'wéa GRUBEWlekfinple 3

aC| ter The € compoun

10 43@1154(amm¢)euah\;aisommamfeﬂ(Mhbvmq%@ymvbpmml Heatgric acd
rep%re%l §.+ :;%%%gﬁ? d@{ %3)2% lf(?rgﬁyq hg?%XY% -3- metr}rli;/r}-butync acid [example
pﬁ]bfroxye)thﬁlﬂ 1ymnm ad:nﬂyr@mmapiaﬁrddononalam]ald@bydeﬁ @s two separable
4- br om- 3- methyl-butyric acid
gf’ RS TT &f Fom elflﬁ(RWﬁ&ﬁ%onD n- but gr at e )a/md 5-

chlorosallcylaldehyde) as a mxture of diastereoners.
. Exampl e 19 15 Example 11

15 {% @F )?81? &(3 %xe ,g ((){ ]t_r]l £0%01k%1ee%1)xlb)engyl)€£,g}@,5—%&%&9&1%L 3,4

[ beﬂz}dﬁﬂ@]l,@}hx@:&pﬁ:eeathblw]ﬂc-aarﬁ ayolphag@drhieleaci d _
"~ tert-butyl ester The title conpound, MS: nfe = 509.3

(MEHE),, was obt ai.ped i_n.ana 0. ex
o e e U RO P oo S DR Eh b ALt R g gl o example
t €fdm bﬁlﬂhoﬁﬁﬂeﬁtﬂa@ﬁd a@d 244%1@0{2-2)rmy1—phenoxy) -butyric acid (prepared

for %%?% %@%pbm Xrﬁgﬂ%ﬁm d}lgg@gy_ %’tl Il?ﬂry%%al %Q{&afu‘fple 1] from

20 afét}qu pranple bl it& and Stchldro&hbjflﬁid‘éhwdebmmatmrdﬂd dfstereomers

¢ ?Lgfﬁloml%lblto}-/ml?}f ac%lgr )d e). Bxample 20

Example 12
* 7-Chloro-4-(2,6-diftuoro-benzyl)-2-ethyl-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

25 The title compound, MS: m/e = 451.3 (M+H"), was obtained in analogy to example 3

~ from 2,6-difluorobenzylamine, tert-butylisocyanide, and 2-(4-chloro-2-formyl-
phenoxy)-butyric acid (prepared in analogy to 2—(4—Br0mo~2-fdrmy1—phenoxy)—3—
methyl-butyric acid [example 1] from ethyl 2-bromo-n-butyrate and 5- '
chlorosalicylaldehyde) as two separable diastereomers {both inhibitorially active).

30 o . Example 13
7-Chloro-4-cyclohexyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro- benza [f][1 4]01azepme 5-
ca:rboxyhc acid tert—butylamlde '

e



[ _ _
(7-Chl oro-4-cycl ohexyl - 2-et hyl - 3- oxo0- 2, 3, 4, 5-t et r ahydr
o-benzo [f] [1,4] oxazepi ne-5- carbonyl)-am no]-acetic

- WO2804100958t - but yl ester 25 The title conpound WEI/ERREH4605177

10

15

20

465. 3 (MrH+), was obtained in apal ogy to exanple 3
from cycl ohexyl am ne, |socyano-acetic acid tert-butyl

e'?ﬁ@ﬁtle cggﬁl?o%m(d‘hxfshh% 0-27 5 Qivir), RReaRka BHIdG 13 kthple 3

repar n anal ogy to

@mcmﬂ@ ﬁmﬁﬂﬁéﬁéw_\})ﬂd@ ap@EHtchipgeyrfoemzle plaenoxy)- :
FSTELS Hed SR s DU 0D et i

3uridleaapipte ],’j]frc[m eth}rl 2-bromo-n-butyrate and 5- chlorosahcylaldehyde) as two

(ZolndepuclobilsfrRbyldiguo-2, 3, 4. 5- et rahyar

enzo oxazepl ne- bonyl)-an1no]-acet|c
acid tert-butyl ester WD 2004/ 100958 PCT/ EP2004/ 005177
-19 The title conpound, MS:Emreple1437. 3 (MrHH), was

|
PR SRR SR D RATR R 240 § ol b Hoascpine-
e&kaboxﬁndmﬁi@ﬂ?@hﬁbnuda fornyl- phenoxy)-butyrlc acid
(prepared in analogy to

2 4z, -2 f L-ph | - i i

23 B by e B L4818 e

c bor bsAbiabghaildeing de)-lagylmoniaxide endf-(dichbirerZefomerys phenoxy)-

S8 S futeay pangm s 2eftryome Bl s g demefylbu

r mcnﬂ)éen;zmpl_la‘l] f['dméﬂhybi{bzeqnbnebﬁtﬁate and 5-chlorosalicylaldehyde} as two
id. tert-butyl t Th

FERE st e B BR8 SE ki) was obt & ned

in anal ogy to exanple 3 i0 fron1cyc|openty|an1ne
| socyano-acetic acid tert- bﬂmyhkaﬁer and

R S P S P e

medrbykyliUeir te@-agyldmidxanpl e 11 fron1ethy|
2-brono-n-butyrate and 5- chl orosalicyl al dehyde).

| 23 15
Elf%%ﬁﬂ% c3ipoiad M5 P52 Ber AT L 33z g 2insd in andlegy qipapople 3
lb:ﬁ?ﬂ@)ﬂ)ﬁl‘yk{némé;_lr tﬁﬁt&fkﬁlisﬁeya&deqi ahgax()@tl-dhd‘oraﬁ ﬁbrmyl phenoxy) “butyric
c cl.ohe m-de . The e ‘conpQqun
X i?PreR%@Qa%e%ﬁl?%ﬁo f%?fa Q%.%?J@S? e Butyric acid
2.[&5mﬂipié H%@h%ﬂﬁ&t@%:ﬁafn—butymte and 5-chlorosalicylaldehyde).

- (4-chloro-2-fornyl - phenoxy)-acetic acid, and Isocyano-

30

cycl ohexane. Fxample 16

7-Chloro-4-cyclopentyl-2-ethyl-3-o0x0-2,3,4,5-tetrahydro-benzo[f] [ 1,4] oxazepine-5-
carboxylic acid tert-butylamide '

The title compound MS: m/e = 393.3 (M+H"), was obtained in analogy to example 3
from cyclopentylamine, fert-Butylisocyanide, and 2-{4-chloro-2-formyl-phenoxy)-
butyric acid (prepared in analogy to 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
acid [example 1] from ethyl 2-bromo-n-butyrate and 5-chlorosalicylaldehyde) as two
separable diastereomers (both inhibitorily active).

Example 17
- 7-Chloro-2-ethyl-3-ox0-4-(tetrahydro-pyran-4-yl}-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide



20 Exanple 24

4-(2,6-D fluoro-benzyl) -6, 8-di net hoxy- 3-o0xo-2, 3,4,5-te
trahydro- benzo[f] [1, 4] oxazepi ne-5-carboxylic acid

- WORgM 1O yI ani de The title compound, M5 nie: 24YEPI04/005177

10

(Mrl), was obtained in anal ogy. {_ exanple 3 from
2, 6-di fl uor obenzyl am ne,

(Bnd Qﬂlé%ml?mﬁlddlvmehb@)%w@%w) 808Gt fhal P rample 3

25 | socyano- 2- net hyl - priopane,

6rgmry- ﬁ@%@@yahxdmmrm fets- Eutghwﬁvwngfa w@r?o(%a@mm%f@ml—
3
gllle)no%?'} bﬁltggic 5&% Qgﬂ%?é&’[eﬂ in %ﬂ;ﬂ‘}{tgb (M]br%lanr% %] éfo:ﬂ?re—phen?}g) -3-

car ic acid cl ohex

aze
Uity rivee [ eranapie ] DEOTIEN]. 2- hamCob batyieid >

aagbgﬁ%u%ggggﬁﬂglg ﬁapﬁ?h;{gg]l ylan1ne

(2-fornyl -3, 5- dlnethoxy phenoxy) - acetic acid, and
Isocyano cycl ohexane. WO 20B%Ied88 PCT/ EP2004/ 005177

enzy gp&%ggg % %E%@%g&ﬁgﬁﬁéhgﬁtﬂﬁﬁg%L%%?Q%gd%Tho-
okerze i I et] razepibodydaibosabi ekié yot-bhearhiei de The title
compound, Ms mle: 465.1 (M+l), was obtained in anal ogy

t m 4- . ]
SOEHRTIL e, M- 1) ot SHEIBARILAS o e
i éouy?aniflmcm@thgﬂpanafla@nmé)mmocyamde and 2-{4-chloro-2-formyl-

APl HOL g PR P 20RO s R Dt 88 ) o

oxm?ebbuamﬁamdﬂbuxmﬂeé ﬁomdﬂméQﬂnbutyhéHWﬂﬁwkﬁnge
tihl e was obtained in
ana %ﬁy Sﬁ%gg%ﬁrga§l Pgﬂgﬁhéu%M$%%orobenzylanlne

 2-(2-fornyl - 5- met hoxy- phenoxy) - 3-met hyl -butyric acid,
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and 2- |socyano 2- et hyl - proEaneprRanple 28

e

[ Berfk]o{ﬂ( [z pxdrepine Gacalpbonyi - £maril dcéthr dcidbtet tybauyi dbeer The
title conpound, MS nie 493. 2 (M+l), was obtained in

gﬁlgl? ﬁﬁ%’ E%gg%mi gl"(f)ﬂ 5;%}3%76\4+H+), was obtained in analogy to example 3

2froar 1,edifidorSbaritihoye, phoenasyjceSe aud beyrt-biuyt ystdre and 2-(4-chloro-2- "
" formyl-phenoxy)-butyric acid (prepared in analogy to 2-(4-bromo-2-formyl-phenoxy)-

3-methyl-butyric acid [example 1] from ethyl 2-bromo-n-butyrate and 5-
chlorosalicylaldehyde). ]

Example 20
[(7-Chloro-4-cyclohexyl-2-ethyl-3-0x0-2,3,4,5-tetrahydro-benzo[f] [ 1,4] oxazepine-5-

carbonyl)-amino]-acetic acid tert-butyl ester -

The title compound MS: m/e = 465.3 (M+H"), was obtained in analogy to example 3
from cyclohexylamine, Isocyano-acetic acid tert-butyl ester,. and 2-(4-chloro-2-formyl-
| phenoxy)-butyric acid (prepared in analogy to 2-{4-bromo-2-formyi-phenoxy)-3-
methyl-butyric acid [example 1] from ethyl 2-bromo-n-butyrate and 5-
chlorosalicylaldehyde} as a mixture of diastereomers.

Example 21.
[(7—Chloro—4—cyclobutyl—2 -ethyl-3-0x0-2,3,4,5-tetrahydro-benzo[f][1,4] oxazepine-5-

carbonyl)-amino]-acetic acid tert-butyl ester

—



aci d, and 2-isocyano-2-nethyl - propane. Exaﬁple 29 20
4-
[ 2-(5-Fluoro-I Hindol-3-yl)-1-methyl -ethyl]-2-isopropy
WO 208U R oxy - 3- 0x0- 2, 3, 4, 5- tetrahydro-benzo [PLI/EP2004/005177
[ 1, 4] oxazepi ne- 5- carboxyllc aci_ggtert-butyl ai nide The
title conpound, M5 me: 510.3 (Mtl), was obtained in
FI?AE %?}é CBJQ. SIS 3/ e 4 439'@ (1M+H+E‘| was obtamed in analooy to example 3
uor -I'H'i ndol - | - et { am ne
€T

> fiom ¢istabpemines Isesogamﬁﬁ@wﬂ tegtw pferpind 4-{ 4 lerog2-formyl-
a%? i%bﬁyzgﬁﬁé Qi @% E!d_IH EHQ% to 2041 %i(&ﬂmzefo Byl Sphenoxy) ~3-

amn enzy opr opyl - 3- oxo- 2,
em@hxld:wm;m texpple[1] fr@]m @ﬁ’(lﬁ]z Fora0g1- b%’ﬁé%@ﬂi % acid
s Dbtk AR d NG db) I oGO BRA s MIrE ;. 438.3 (M),
was al ne 'n"anal ogy to exanple from

4- di rret hyl am nobenzyl am ne,
2 (2-fornyl - phenoxy) - 3- net hyEampis?2 ¢ acid, and 30

11 REAR0 By 05O 2094. M09S PTLERROOLINFH Hlowsaspine-5-

2-cb.1§1mplybpayﬂuﬂé} p@ticheiditent-bupyles@i n- 2- yl ami no) - et hyl | - 3-
oxo 2,3,4,5-tetrahydro- benzo[f]

|
B e T P
10 arfajmgycldbptnwlarmieelsﬁcyfan@-metﬁ‘ acid tert-butyl ester, and 2-(4- cbloro 2-formyl-
5 _p sn?n}la%) %t%{]éecg% @ gp%écﬁg'aﬁg gi%?!lr(?c'gr&glg =2~ dformzl -phenoxy)-3-
i aneiipiRioatgsic hod éemn@le ]E)falmle‘élyBZ—bromo n—butyrate and 5-
'.en“-ﬂoif?ﬁh?ﬁ%‘aﬁ }Hggor en-9-yl)-3-o0xo-2,3,4,5-tetrahydro-b

azepi ne-5- carboxylic acid
tert-butylam de 10 The title conpound, M5 me: 505.1
(M+1), was obtained in anald@ynnﬂeé&anple 3 from

9 or en '

1 R o MRS DR 8T L L PR 1 4 rarepines

- Examp hS&u&cﬂl@lﬁdxylaaﬁﬁmo 4- .
(9H-fl uoren-9-yl)-2-net hyl - 3-oxo- 2, 3, 4, 5-t et rahydr o-

51?]3{ 5 o%ﬂ[ﬂa}ﬁ‘-{glé Iﬁ,?emlz( a%@gwr@#g%)ﬁ ?{v%? 8!%)\%}111%;? é@gﬁ%yéo example 3 from
( Mtd difl wsb@hilainied (4-chlarab doymyleplexarpleete acid, and Isocyano-

cyclohexane.

20 Example 24
4-(2,6-Difivoro-benzyl)-6,8-dimethoxy-3-0x0-2,3,4,5-tetrahydro-
benzoif][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 449.18 (M-+1), was obtained in analogy to example 3
 from 2,6-difluorobenzylamine, (2-formyl-3,5-dimethoxy-phenoxy)-acetic acid, and 2-
25 Isocyano-2-methyl-propane. '

Example 25
6,8~ Dlmethoxy—i’» o0x0-4-(1,2,3 4-tetrahydro-naphthalen-1-y1)-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 479.25 (M—i—l), was obtained in analogy to example 3
30 from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, (2-formyl-3,5-dimethoxy-phenoxy)-

acetic acid, and Isocyano-cyclohexane.



from9Hfl uoren-9-yl am ne,
2-(5-dieth)rlam no-2-fornyl - phenoxy) - propi oni ¢ aci d,
and 2-isocyano- 2- net hyl - propane. Exanple 34 20
Woﬁoﬁﬂﬂﬂ"@?% 4-(2,6-difluoro-benzyl)-2-isopropyl PEIFBES00/085177
, 4, 5-tetrahydro- benzo [f] [1,4}q-
oxazepi ne-5-carboxylic acid tert- butyl am de The title
conpound, MS me: 465.2 (I\/Hﬁam%@%obt ai ned i n anal ogy
to exanple 3 from 2, 6-di fl uorobenzyl am ne,

27(Ghlets- M@chlomrarﬂnorpfrbéﬂ@&w 001D ?ﬁetﬁq;?lfvﬁrcg g aci d,
Sl RS SR %‘é?’g%%?&?do%%%ﬁﬁpi 73 ox0-2, 3

4, 5-tetrahydro- benzo N{
oThz i nemBound. BEX g/ cé=6ad|( tlycwmré%yn@dqmcﬁ@alpﬁ*étq PRmple 3

-5 CUROHN org/—?—ﬁ[éo%ob A&%}Igéﬂéﬁ%\ﬂr&):hlo fH—xﬁ] ﬂlﬁﬂoﬂcﬁ AP LYY and

t 0 exanple rom ['uoro enzy

2 i{pdyaiolgcmhzxdner nyl - phenoxy) - 3- net hyl - butyr| c acid,
30 and isocyano-cycl ohexane. WD 2004/ 100958

PCTI EP2004/ 005177 -22 Exanp EIE g@ ~

7- Chl or 0- 4- (4-di net hyl am no- ben yIQ) 2-i sopropyl - 3- oxo-

2 43(46-Biftwtrpdteychl p2- mz@mqm[lﬁ}methoxyﬁ 0x0-2,3,4 5—tetrahydro-

e e R e T L N AR

to exanple 3 5 from 4-di net hyl am nobenzyl am ne,. '
10 2T mmcofr@oﬂﬂamm/em@émml)swmmwe it ypalagy taetample 3

1- ane. 3 i
o oot B R  T RR R P nr gy PR e acid
- 2,a344- i50¢yehdsahxyldtﬁ1@}~ph@ﬁﬂa [f] [1, 4]

oxazepi ne- 5- carboxylic acid cycl ohexyl am de 10 The

title conpound, MS nie: 4391% U%'l‘elﬁs was obtained in
anal ogy to exanple 3 from

2-Bb bﬂ;@?ﬂlsfrﬁﬂﬁbx;ewvﬁ)wﬂm;ﬂuoromethyl—benzyl) -2,3,4,5- tetrahych'o—

i sha rardne e R OREE

[2-(1Hindol -3-yl)-ethyl]-2-isopropyl - 3 0x0-2,3,4,5-te

ot fﬂib\/t@i:[eoa:orﬂ{%rﬁﬁnm hifel 44312 @Y+ D) aze pbtagmeB ic auabfagyytbleﬁaxnple 3
aCilrgmtSe{r%ﬂu%géx%et%rTbenzylamme, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

- acid, and 2-isocyano-2-methyl-propane.

Example 29
20 4-[2-(5-Fluoro-1H-indol-3-yl)-1-methyl-ethyl]-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-
tetrahydro-benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 510.3 {M+1), was obtained in analogy to example 3
- from 2-(5-fluoro-1H-indol-3-yl)-1-methyl-ethylamine, 2-{2-formyl-5-methoxy-
phenoxy)-3-methyl-butyric acid, and 2-isocyano-2-methyl-propane.

25 Example 30 |
4- (&Dknethylanﬁno-benzyl)-2-isopropy1-.3—oxo-2,3,4,_5—tetrahydr0-
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 438.3 (M+1), was obtained in analogy to example 3
from 4- dlmethylammobenzylamme, 2-(2-formyl-phenoxy)-3-methyl- butync acid, and

30 l-isocyano-butane



The title conpound, MS nife: 482.2 (Mtl), was obtai ned
in anal ogy to exanple 3 from
2- (1Hi ndol - 3-yl ) - et hyl am ne,

WOZO44108%or 0- 2- f or ny| - phenoxy) - 3- net hyl - but yr iPET/RRH0E005177
and 2-isocyano- 2-net hyl - propane,, Exanple 39 20
7,9-Dichloro-4-(2,6-difluoro- benzyl) 2- net hyl - 3- oxo- 2,
3,4,5-tetrahydro- benzo[f]] gﬂ ggfeplne 5- carboxyllc
acid cycl ohexyl am de The title conpound ME m e
49T sabtorfiAdd2-( Sﬁm&oeﬂmrhiimédylmmﬁra&q@yﬂoao%mﬁhw&ydro—

from ifluoro | am ne

b3S GBS BRI Th B AU ¢ aci o, and

| socyano- cycl ohexane. 25 Exanple 40

7TRe dtfioednpdyal, S Jlnlaeo £96.D (MR Y iwas Pbiatogriapyblody m(eaaxﬁple 3from
' S5-tetr. :
s L R R PR SR e, 22 RPP YRR PRy e bt

t héifl endampeeundcycMberdre; 509. 12 (Mrl), was obtained in

anal ogy to exanple 3 from 2, 6 di fl uor obenzyl am ne,

2-(4-brono- 2- fornyl-phenoxy% geégyl butyric acid,
30 and 2-isocyano- 2- net hyl } WO 2004/ 100958

PWIEBZ@@@I@-@E}J)?&I 9~72315 Bﬂ:aﬂ;ﬂl%ﬁ #irahydro-benzolfl[1,4]oxazepine-5-
g ro- benzyl)-2-isopropyl - 3- oxo- 2, 3, 4, 5-
_ Bgﬁﬁ @H?ﬁ[ 4%, 4] oxazepi ne- 5- carboxyllc aci d
cyclohexylan1de The title conpound, MS nie: 533.2
10 (Whdjitle mp@malmﬂm BORDEMagY, W ob il g adafogem example 3

2- chI nzyl a

2fiem ahorated AR RC By Y2 SRR st i gpd Z-socyano-
anGyeth: q@&@g@ecyclohexane Exanpl e 42

4-(4-Chloro-2-fl uoro-benzyl)- 8- diethylanino-z-isopropy

| - 3-0x0-2, 3, 4, 5-tetrahydro-_ben f]

[ 1, 4] oxazepi ne- 5- car boxyl i cEE B nzyl ami de 10 The

t lstlbi@ﬂﬁzpamaumqsw}h@umeg-g SB2-thehVEdoxo VIS 4 8hkabalod n

anal o to exanple 3
15 4bewa E‘-a‘%%ﬁ?ﬁ%“@b%?@f??%’g‘ic Agid tert-butylamide
2- (5-di et hyl am no- 2-fornyl - phenoxy) - 3-nmet hyl - butyric

aqhd¢itlaRgmbS RSy, a_\ms; Hﬁ& kb3 *em¢,n@as o@&ﬁﬁ&i B aﬂﬁl ogy to example 3
7-Bromp- 4- " (2, 6-di f I uor o- benzyl ) - Y{ opyl - 3; 0x0-2,
€11

3fr4;n59]t{eﬂl}c5pfygﬂéarmne 2-{5-diethyldmino- 2—forrn xy) propionic acid, and
2-isocyano-2-methyl-propane.

‘Example 34
20 7—Chl‘oro—4—(2',6—djﬂuoro-benzyl)-z-isopropyl—3-0}(0-2,3,4,5—tetrahydro—
benzolf][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 465.2 (M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid,
- and 2-isocyano-2-methyl-propane.

25 ' | Example 35 _
7-Chloro-4-(2,6~difluoro-benzyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f}[1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 491.2 {M+1), was obtained in analogy to example 3
from 2,6-difluorobenzylamine, 2-{4-chloro-2- formyl—phenoxy) -3- methyl—butync acid,

30 andi ISOCYa'Ilo cyclohexane.



15 benzo[f] [1,4] oxazepine-5-carboxylic
aci dbutylam de The title conmpound, M5 mle: 509.1
was obtained in analogy to exanple 3 from

M1
WO(Z%“%‘-’??P?DISUM obenzyl ani ne, PCT/ER2004/005177

- ahge ttle p@@pymfb méeyl-2
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2- (4-brono- 2-fornyl - phenoxy) - 3=t hyl - butyric aci d,
and 1-isocyano-butane. Exanple 44 20,

7- Brono- 4- cycl ohexyl - 2- isopggﬁﬁbkggoxo 2,3,4,5-tetrahy
dr o- benzo %:] [ 1, 4] oxazepi ne-5-" carboxylic acid

: EGhlser 4 hfiaehieioe bRyl ohbommDYHIE ¥or 53, 4bgptrghydro-

.- ¢y C@L@Q@%x@ﬁ ﬂfe-rbe-garb&'yﬁ@%ﬁ%tﬂgmﬂ@ﬂpl e 3 from :

am n
2-(4- bronD 2-for I-pheno - 3-met hyl - butyrlc aci d,
arigas pRaipgdipiralogs to example 3

> 75RO Aed SO 00 KA. ArL nickb L HEEGB M7 PER buspic

enzo
[4ad$mﬁdzépﬂﬁeaén@aﬁboxyl|c aci d cycl ohexyl ani de The
title conpound, M5 nfe: 567.2 (Mtl), was obtained in

anal ogy to exanple 3 from py,mples3y
3-trifluoromethyl benzyl am ne,

27{Ghldmoodrisops st vy 2-phibmlsydRnyh-e el h§osbd 3k pdetrdydro-

254 B LSBRLBIS EiE] ARETENS, 0. SRR 100058

4- (1- Benzyl - pi peri di n-4-yl )-7 br omo- 2-i sopr opyl - 3- oxo-
21Be 4l comppainy MDm/bei2.d (M]1)] wasajbtained in analogy to example 3

SRR A A b e o
andtiogyl it@yexanplehelate. f rom
1- benzyl - pi peri di n-4-yl am ne,

2- (4- brono- 2- fornyl-phenoxy thayl - butyrlc aci d,
and 1-isocyano- but ane. %F%dﬁ%gé

77&:xmbmquqnqmmﬂnhw1) &ﬂm}ezm(pmﬁglss ~dxd- éxsrziahmahydmph

al e 2,3, 4 r f1 [ 1,4]
Srh helekadep sy R bR AR TTBRIN te 10" The
t|tIe conpound, MS nfe: 497.15 (M+23), was obtained in
aITaE: oigy cobopexadNie nde: 482ArM+1), was obtained in analogy to example 3

£ 1 HERROF 0T BRI phURGRVIC o RPORK amegh-bucri

ZatlimmtmﬂdMWe Exanpl e 48

Example 39
7,9—Dichlor0—4—(2,6—diﬂuoro—benzyl)—Z—méthyl—3—0X0—2,3,4,5—tetrahydro-
benzo{f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 497.11 (M+1), was obtained in analogy to example 3.
from 2,6-difluorobenzylamine, 2-(2,4-dichloro-6- formyl—phenoxy)-proplomc acid, and

Isocyano-cyclohexane.

Example 40
: 7—Bromo—4-(2 6-difluoro-benzyl)-2-isopropyl-3-o0x0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 509.12 (M-+1), was obtained in analogy to example 3

' from 2,6-difluorobenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid,

and 2-isocyano-2-methyl-propane.

P



7-Bronn-2-isopropy|-3-oxo-4-
(1 2 3, 4-tetrahydr o- napht hal en-1-yl)
4, 5-tetrahydro- 15 benzo '

““ﬁ%ﬁfﬁm%?oxazeplne 5- carboxyl i cacid tert-butyPEHEREO0FHRESIT?

title compound, M5 mle: 535.17_¢4M23), was obtained in
anal ogy to exanple 3 from
1,2, 3, 4-tetrahydro- naphthalgﬂﬁﬁ}xl m ne,

2 4- br ono- 2- f or nyl - phenoxy) - nethyl butyrlc aC|d

alen-1-yl)-2,3,4,5-tetrahydro

rpmios 3 allorpbenay hya- mpr@pﬁh&oxzaeaﬁﬁﬁée

%z%@g zgsgazgﬁﬁlg_%g%o gﬁ?@?%%agﬂggiahgel sopr opyl - 3- 0

[1 4] oxazepi ne- 5- carboxyllc aci d cycl ohexyl at ni de The
t The title ompponen], MBmre: £33.3%58(+17, Washebfainsdkis aoklpgy tretainple 3 from

. g?] %H)(%é@ @%}%@%}[ﬁ)b 34 %ro&o%oamyl phenoxy)-3-methyl-butyric acid, and

ropi onan
2ispdyabperydoResape.nyl - phenoxy) - 3- met hyl - butyric acid,
and i socyano-cycl ohexane. 25 Exanple 50

7- Brono- 2-i sopr opyl - 3- 0X0- 4p{ &né 3p4- tetrahydro- naphth

%nzo[f]

1 4—(4}(Eiﬂamebrﬂuer06bwy})fﬁegﬁeﬂqfleanmo bisoytapml-SoxFies,4,5ttéteahydro-
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aﬁgﬁ'ngggﬁt@(%%%%ﬁg?@rsb (]jlg;nac:l%%)ehz;}ﬁas d?gbt ained in

1, 2,3, 4-tetrahydro- napht-hal en-1-yl am ne,
2Thé tilie comp@udd) MY/in/ BERGXY)H-13- waObrehérin-abeloyy tcexample 3

AErLaaBkT RS ”za%%%i‘gzr;pVa‘?g%%afﬂu%o%%érmﬂ-phm) 3-methyl-

ThBtyoiraceid; irsDps@pydmahekioendemyr i di n- 3-yl net hyl - 2
3,4,5-tetrahydro- benzo[f] [1 4] oxazepi ne- 5- car boxylic
acid tert-butylam de The title cpqgound M5 i e:

474.13 (M+1l), was obtained | 8 alogy to exanple 3 5

T rcbpopyo-i-q2, 6-Bfudresehiyl)-artopeopyl-3-ox0-2,3,4,5-tetrahydro-

ahéﬂ ?ﬁﬁ %ﬁ%%%mH£Fﬁggggﬁgbgigrﬁﬁwé#bPgt%;IC aci d,

7.Bron0 2-1sopropyl - 3-0xo-4-pyridi n-3-yhnethyl -2, 3,4,5
Hﬂkh@h% ﬁouﬁﬂ@l@nﬂéboél(N}HDxamﬁﬁna@e&ﬁnﬁﬂh@xydemanh3

g% 1 Io de 1 %I;gberohllc;hgp ngﬁpg 1-butyric ac1d
f&ﬂmlﬂycfdy@khdlbﬁtayé met hyI am ne,
2- (4- brono- 2-f ornyl - phenoxy) - 3- net hyl -butyric acid,
and i socyano- cycl ohexane. Exmnﬂe44 _ |
7-Bromo-4-cyclohexyl-2-isopropyl-3-oxo-2,3,4 S—tetrahydro -benzoif]{1,4]oxazepine-5-

carboxylic acid tert-butylamide

The title compound, MS m/e: 487.2 (M+23), was obtained in analogy to example 3
' from cyclohexylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid, and 2-

 isocyano-2-methyl-propane.

_ Example 45
7-Bromo-2-isopropyl-3-oxo-4-(3-trifluoromethyl-benzyl)-2,3,4,5-tetrahydro-
benzo[f] [1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 567.2 (M+1), was obtained in analogy to example 3
from 3-triﬂuoromethylbénzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.



Exanpl e 53

7- Br ono- 2-i sopropyl - 3- oxo-4-pyridin-3-ylnethyl -2, 3,4,5

-tetrahydro- 15 benzo[f] [i, 4] oxazepi ne-5-carboxylic
WOR804010pWBy| ani de The title conpound, MS nfe: XRVA/EP3004/005177

(Mrl), was obtained in anal ogy 40 exanmple-3 from

pyridin-3-yl - met hyl am ne,

2-'(4-bromo- 2-fornyl - phenoxyp, %qﬁ?&@yl butyric acid,
and 1-isocyano-butane. Exanple 54 20

74-Bt-Grnzd- p[qzear(diz%dhmb:@mwzymemmvlﬁ—zaxpécﬁp% Bpstralgdyxo-
2
_02%¥égfﬁhﬁé£35¥ r% &é@%%!g pé%niylan1de The title

conmpound, M5 nle: 526 16 (M+l), was obtained in -
amht b@cycctmp@xﬂhﬁl[%nﬁe 55.21{M+1), was obtained in analogy to example 3

2 ndo 3. .
5 Ec% iber%%r T ¥1dny?-yp%mﬁ%x2)—/ ~broma- % );ff)r% tp}}lrfifl%xy) -3~ ma}j.h)l butyric

andd,2nddesyanos-dutethy| - propane 25 Exanpl e 55

7- Brono- 2-i sopropyl - 3-o0x0-4-(2,2,2-trifluoro-ethyl)-2,

3,4,5-tetrahydro- . benzo[

[ 1, 4] oxazepi ne- 5-car boxylic acf@‘cyclohexylan1de The

t V,@L]@mhlmm@amdﬂlywsama—(ngﬂ-xanmt) nap\lmthabbﬂaylméﬁ,«ﬁ,

anal t fro tri.tlu h m ne,
AR O S S T A A
; 30 and i socyano- cyclohexane WO 2004/ 100958
10 PCht ER2068M4H 00, TS my @ BIEXR (k23 b 6727 oBmored i analogy to example 3

| F%aﬁyﬂ?«%qdf%gﬁ%#]ﬂaﬁ%gﬂ-ﬁa% oRe, T4 B R Byt for)-

butagiadit ded kel 3-isbtencorpetptprdfanel e 526. 16 (M),
was obt ai ned i'n anal ogy to exanple 3 5 from
2- (1H i ndol - 3-yl ) -et hyl am ne,
2- (4-brono- 2-fornyl - pheno), )lgmﬁg#%§§ butyric acid,
andrbmos mp;b@tm;ezx Ex,amodeﬁ dré-rRphtindeh-1- Yl) -2,3,4,5-tetrahydro-

- ugro-l'Hin I-e hyl ]-2-i soprop
15 yhe@%ﬁb oFazgpie- -é%rﬁa @i%ﬁ‘l fe

' [ ﬂrhéhﬁé 238BbRkd, Ems ﬁﬂ@@gy h @m%g V\ta@ bbtameuyhaﬂﬂdgy tb(hxample 3
he title congoun M5 nie; 580.2 P%g Qt%lned

| ﬁroghbﬁégﬁyteﬁ.r@ gd(ré}n%arp@t’tgﬂanb- amine, 2~{4-bromo-2-tormyl-phenoxy)-3-

21 oo @ A 1200 Lis Ryitlo-2 B ItpHop@idry | ani ne,
2- (4-"br ono- 2- fornyl-phenoxy)

Example 49
20 7-Bromo-4-(1-carbamoyl-2-phenyl-ethyl)-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
' benzo[f][1,4] oxazepine—S—carboxylit acid cyclohexylamide

The title compound, MS m/e: 556,17 (M+1), was obtained in a.nalogy to example 3
from 2- -amino-3-phenyl-propionamide, 2- (4—bromo 2-formyl-phenoxy)-3-methyl-

butyric acid, and isocyano-cyclohexane, : -

25 ' | Example 50
7-Bromo-2-isopropyl-3-oxo0-4-(1,2,3,4-tetrahydro-naphthalen-1-y1)-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine—S-carboxy]ic acid butylamide '

The tifle compound, MS m/e: 535.17 (M+23), was obtained in analogy to example 3
- from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2-(4-bromo-2-formyl-phenoxy)-3-
30 methyl-butyric acid, and 1-isocyano-butane. | '



3-nmet hyl -butyric acid, and
2 i socyano- 2- et hyl - propane. Exanpl e 58
ézclohexyl 2-i sopropyl - 8- net hoxy- 3-o0x0-2, 3,4,5-tetra
WORMHIBEnz0[ f] [ 1, 4] oxazepi ne- 15 5- car boxy| PETHRRP4/005177
tert-butylanmde The title compownd, M5 nmle: 417.27
(M+r1l), was obtained in analogy to exanple 3 from

‘cycl ohexyl am ne, xamuble 51
-2- (2-fornyl -5- et hoxy- phenoxy) -met hyl -butyric acid,
andromor Seepaenyl-2-arethyrrig épﬂﬁ@th gesahyzigo-

45%%@“%%@@@%3%5?9@&@ iRt hoxy- 3- oxo- 2,

benz ] oxazepi ne- 5- car boxylic
aci d cycl ohexyl am de The title conpound, M n e:
54%e titie compaynd, M%mé@ﬂaﬁ heMiA), avrslobipin edoinexalagy e ezample 3

gichl g
> Zﬁ%ga ﬁh ch E%xy D rerlﬁz)bg?/ 032 rf;%r%lphﬁnmr)lacmgc?d e acld,
aﬂmdﬂsmyamB@@hﬂmam 25 Exanple 60 4- (2-Chloro-b .
enzyl ) - 2-isopropyl - 8- met hoxy- 3- oxo- 2, 3, 4, 5-tetrahydr o-
benzo [f] [1,4] oxazepi ne-5- §gb|c aC|d
cycl ohexyl ami de RO4The title compound, MS nfe: 485.22
( Mﬂrpmaa&ssog)mmﬂﬁecdmrﬁpmm@gylm@hﬁxhhél5eteBahYdf@m

cm
fnﬁm gfpﬁa% }%Z %e eﬂ:’eég(afbo élﬁgf(lf} CYCQJOheW}]aDIudbut yric aci d,
10 SCThande tsmxpy&and; My ol/albef.an élvl-l-\l\Dv%@Jbtzﬁﬁ)@Qﬁ&nalo«ry to example 3
P / EP20
?9{} %xglarrjmezaﬁa(gpo Pmﬁy% %%rmn% hg)r%?/ 301)1(18t l—gutync acid,
4a5dhﬁtﬁamWthh@haazo [f] [1,4] oxazepi ne-5-carboxylic '
- acid cycl ohexyl am de The title conpound, M nie:

487.23 (Mtl), was obtained in anal.ggy to exanple 3 5
fron12,6-dif|uorobenzylaningfmnpgfg

2 7(Emhﬂf Wboﬁopﬁtsh@xyé-phﬁmwykﬁethﬂ—hyﬂ,Hetd:ttylhjrdroaci d,

}52 %6@&@%3? %%%%% 9K%§85%qg§%%FF@?uorqnethyl benzy

1)-2,3, 4, tetrahydro- benzo [f] [1, 4]

om@ﬂler&,a rfpota s ik /ec47a0 B dMBUD yslrmbﬁiﬁn&rﬂ)mﬁiﬁldgy td ecample 3
rgggg@&lig—ygippﬁﬁgﬁ%%mé?z &I\ﬁro%no—%rmjkflt f)ahenoxy) 4! methyl- butync acid,

and 1-isocyano-butane.

Example 54
20 7-Bromo-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-ox0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 526.16 (M+1), was obtained in analogy to example 3
from 2-(1H-indol- 3-y1)- ethylamme, 2-(4-bromo-2-formyl-phenoxy)-3-methyl- butync
~ acid, and 2-isocyano-2-methyl-propane.

25 | Exarﬁple 55
- 7-Bromo-2-isopropyl-3-oxo-4-(2,2,2-trifluoro-ethyl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 491.11 (M+1), was obtained in analogy to example 3
from 2,2,2- trifluoroethylamine, 2- (4-bromo 2-formyl-phenoxy)-3- methyl—butync acid,

30 andi isocyano- cyclohexane



~from 3-trifluoronethyl benzyl am ne, _
2- (2-fornyl - 5-nmet hoxy- phenoxy) - 3-net hyl -butyric acid,
and 1-isocyano-butane. Exanple 63

WO 20041088hzy| - pi peri di n-4-y1)-2-i sopropyl - 8- mePHEEF2U4896177

0-2, 3,4, 5-tetrahydro- 15 benzo[44.
[ 1, 4] oxazepi ne-5-carboxylic acid tert-butylam de The

‘title conpound, M5 mie: 5083%,{(Md), was obtained in
anal ogy to exanple 3 from

1?-Bemy+4-—a Pt puioﬂqﬁzylyq:thpﬁ Helsopropyl-3-0x0-2,3,4,5-tetrahydro-
| - but d,
el e b 6 20 ™

4 (1- Benzyl (gerl di n- 4- yIZMZ I sopropyl - 8- met hoxy- 3- ox
oTRe BtlelcErpatrdaMfidmes: SHehr V1), Wag olfained in analogy to example 3

o RSP TAIS OE  CyBifeaThg S hd

amafl,agy teoemaobluend. f rom
. 1-benzyl - pi peridi n-4-yl am ne,
2-(2-fornyl -5-nmet hoxy- pheno gFt hyl -butyric acid,
and i socyano-cycl ohexane. e 65 '
47 {BreBerd - (%ﬂpexrorﬂi{nmﬂ@l;ﬂ 719 2- msﬁ:gbg@yl =Bisppropek§o30Eh:4,5-

e e S S R P

conmpound, Ms mfe: 508.31 (Mtl), was obtained in
10 aﬁi‘hk oty cdmpexedypliernde: BB(b’z‘n(M+23) was obtained in analogy to example 3

ﬁ() Eln% X% rﬂﬁqusﬁﬁg’PﬁE% henox )1 etohylar?lﬁly’l —P)./Ornll%_z_f%myl ,henoxy)_

agitethelAslitiric sad mdd—fmﬂymz -MEhIBE%PE060958
PCT/ EP2004/ 005177 -28 Exanple 66

2- 1 sopropyl - 8- net hoxy- 3- 0x05 %‘1 k ?5,83 4-t etrahydro-naph
thal en-1-yl)-2, 3, 4, 5- tetra benzo[ f]
[ L&dvirzAm- [mpﬁypq-asbmthbmSa&od 3,43,5tteﬂi)altyy1h'@cﬂmed® [filhls4]oxazepine-

title co e, 487.27 (M+23), was obtained in
15 QTP b S PRS0
1, 2, 3, 4-tetrahydro- napht hal en- 1-yl am ne,

2 7(:2 ifle kB0 bn AN h ey y-4phen ONA)1) Brasrtbtriyéd mmy}ugp tcaddl,mple 3

a o Igcgﬁél’no “ E‘Tgéggf@ﬂ ‘%%Hj(ofy%ﬁn%ﬁegt F’gﬂlﬁpu nafn’ﬁld and 2-

t Mfdfanlz-ﬂéthﬁ -profare: tetrahydro-benzo[f]

[ 1, 4] oxazepi ne-5-carboxylic acid cycl ohexyl am de
Example 59
20 4—(3,S-Dichloro—bém:yl)~2-i80propyl—8—methoxy~3—0X0-2,3,4,5-tetrahydro—
benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

| The title compound, MS m/e: 541.17 (M+23), was obtained in analogy to example 3
from 3,5- dichlorobenzylamine, 2- (2 formyl-5- methoxy—phenoxy) -3-methyl-butyric acid,

- and isocyano-cyclohexane.

25 : Example 60
4-(2-Chloro-benzyl)-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo{f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

RO4The title compound, MS m/e: 485.22 (M—i;l), was obtained in analogy to example 3
from 2-chlorobenzylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric acid,

30 -and isocyano-cyclohexane.



. 10 The title conpound, M5 nie: 513.28 (M+23), was

obtai ned in analogy to exanple 3 from
1, 2, 3, 4-tetrahydro- napht hal en- 1-yl am ne,

WOZOQLLP58 ny| - 5- met hoxy- phenoxy) - 3- net hyl - but PETEPAWIE}S177
and i socyano-cycl ohexane. Exanpj-e 68
2-1sopropyl - 8- met hoxy- 3-oxo0-4-(1, 2, 3, 4-tetrahydr o- naph
thalen-1-yl)-2,3,4,5- 15 pgample 61
t et rahydro-benzo[f][ 1, 4] oxazepi ne-5-carboxylic acid

bir(3sb-&Nflderothenzyl) {2-soproppobrmtEthag-hpxo-2 4655 -patrabiyspy |

8 i P AR SO apennde™

2- (2-fornyl -5-met hoxy- phenoxy) - 3- net hyl -butyric acid,
afile itlé sooyansl, bMi mfre 48 M &), 89s ogtained in analogy to example 3

2z1 s0p | - thoxy- 3- - idi n- 3% hyl -2.3 s
e e T e G
adt seryindutgblaaxioe The title conpound, M5 mle: 426.23
(Mtl), was obtained in analogy to exanple 3 from
pyridin-3-yl-nethyl am ne, . ¢,
2- (2-fornyl -5-nmet hoxy- pheno]5:’<)§/5):n[-1]?31-e rGr%t hyl -butyric acid,
- andsébromidyarthaytedtoyd~prifiaremetyl-beamp)-2,3 A% ttBbydro-

[.1,3 . . .
BRI B AR Ripe RSB S DBIEPISky - 3- oxo- 2, 3, 4, 5-
tetrahydro- benzo [f] [1,4] oxazepi ne-5-carboxylic

10 aChetitietdmpoiind, 265 cige: THR22 (Mh&), copbuikd iVBnalpgy to example 3

" ?Kgng-gﬁfi%oll)p@e@%%?x%ﬂ%%xﬂ%?@-}(?—,@tﬁ‘%}lk%%ﬁgoﬁ?&%@}?&ﬁ) 3 _methyl-butyric

yl~am
2 adid; dndr imgbesanoitubiaey - phenoxy) - 3-net hyl - 30 butyric
add, and 2-isocyano- 2-net hyl - propane. WD 2004/ 100958

PCT/ EP2004/ 005177 -29 ExanEI e e _
2-1 sopropyl - 8- net hoxy- 3- oxo-4- pg}ri ai n- 3-yhnet hyl -2, 3, 4
,5=(t1$ek@rl peridinenyly-2fisdprbpill; #inethaxrSpoxre2 36 atdiakydtioe

o S I AT e e Ll compautih 10 e

from pyridin-3-yl -net hyl am ne, o
2712 1kl oMo B AR ¥ y:--F0B e D (L) Ivasebhythedintapniogy tecaohple 3

oPoro Sob ratbgh A HEB R o} TRk b S5 Tl anett-bui

t @i @ cyano-2-methyl-propane.

Example 64
20  4-(1-Benzyl-piperidin-4-yl)-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide ‘

The title compound, MS m/e: 534.33 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 65
~ 4-(1-Benzyl-piperidin-4-yl)-2-isopropyl-8-methoxy-3-0x0-2,3,4,5-tetrahydro-
bénzo[ﬂ [1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 508.31 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2~formyl-5-methoxy-phenoxy)-3-methyl-butyric

30 acid, and I-isocyano-butane.



benzo[f] [ 1, 4] oxazepi ne-5-carboxylic acid

cycl ohexyl am de 10 The title conpound, M5 nfe: 495. 24

(Mt1l), was obtained in analogy to exanple 3 from
WORenz909s81, 3] di oxol - 5-yl - met hyl ami ne, PCT/EP2004/005177

2- (2-fornyl -5-net hoxy- phenoxy) -3 met hyl - butyric acid,

and i socyano-cycl ohexane. Exanple 73 4- [ 2- (1

H I ndol -3-yl)-ethyl]-2-iso ﬁgﬂ 1z @5 met hoxy- 3- oxo- 2, 3, 4

, 5-tetrahydro- 15 benzo[f]
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2- (1H i ndol - 3-yl ) - et hyl am ne,

2Thetifleroybetadihony AFhahOXy 3 B wee ohipinsdin grilegy tacrample 3

apd 2- 4
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O mit 13yl bubyricedcidy hydl Easocb:&mzb{nﬁ Vl—propane
[ 1, 4] oxazepi ne-5-car boxylic acid cycl ohexyl am de. The
title conpound, MS me: 504E%§n£ﬂﬁ%) was obtained in
~anal ogy to exanple 3 from

23 2(1 ipriopelod-nR:tlydzy-Bolnhdii2ifed-tetrahydro-naphthalen-1-y1)-2,3,4,5-

LR B S R i
6- Di
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b o e r 5 e 1 Fy O A B>
aRdtRgybutpricxadpne is%cyafnbaj‘rdzhﬁxadﬂef | uor obenzyl ani ne, :
2- (2-fornyl - phenoxy) -3 nethyl butyric acid, and 30

I socyano-cycl ohexane. WO 2 4/1@9&?8
PCT/ EP2004/ 005177 -30 Exa

42(11;0%%3)& B‘Jﬁétﬁ@k}f slioRo-4-(112)3,2-tétsapidepyhpBhaben-12y152.4,4%55-

15 QPTG VBT P oot -0 SO R o, 478, 3

(M+1l), was obtained in analogy to exanple 3 5 from
1-enzd cobi 'hlddMSTﬂfeinSrBW(M%—l) was obtained in analogy to example 3

2 2- for X th - but aci
i ( r‘%: 3{62%%@‘51& y y£~§g‘f ormyl-5- 29 oxy—pheno:qr) -3-
methyl butyric acid, and 1- 1socyan0—butane.

: : Example 69
20 2-Isopropyl-8-methoxy-3-oxo-4-pyridin-3-ylmethyl-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 426.23 (M+1), was obtained in analogy to example 3 |
from pyridin-3-yl-methylamine, 2-(2-formyl-5 —me_thoxy—phenoxy)—3—methy1—butyric
acid, and 2-isocyano-2-methyl-propane. :

25 - Example 70
4-Benzo[1,3]dioxol-5-ylmethyl-2-isopropyl-8-methoxy-3-ox0-2,3,4,5- tetrahydro—
~ benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 469.23 (M+i), was obtained in aﬂeﬂog}r to example 3
. from benzo[1,3]dioxol-5-yl-methylamine, 2—(Z—formyl-S—methoxwphenoxﬁ -3-methyl-
30  butyric acid, and 2-isocyano-2-methyl-propane.



‘4- (1- Benzyl - pi peri din-4-yl)-2-isopropyl -3-o0xo-2, 3, 4, 5-
tetrahydro- benzo[f] [1, 4] oxazepi ne-5-carboxylic acid
cycl ohexyl am de 10 The title conpound, MS nie: 504. 32
WOCMH100958as obt ai ned in anal ogy to exanpl e 3 PLIGP2004/005177
- 1-benzyl - pi peri di n-4-yl am ne, _,4_
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i socyano- cycl ohexane. Exanp %ﬂz
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dﬁ@dbﬁﬁﬂ@dﬁ&i&cﬁiﬂxﬂaﬁplne 5- carboxylic acid
cycl ohexyl am de The title conmpound, M5 me: 422.24

(M+1l), was obtained in anal t xanmple 3 from
pyridi n- 3-yl - net hyl am ne, %QX f’fﬁ
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a gﬁgéggzpél 3 e - fl —Armégtgg%%mle) 2- %s rm}kfi A oxly'—phenoxy) 3-methyl-

ZbE?MoaMd' bed Is B%lyclﬁh@@ﬂéle |, 3-diamine,
fornyl-phenoxy) 3-nmethyl - 30 butyric acid, and

i socyano- cycl ohexane. WO 20 4/10&%%6 PCT/ EP2004/ 005177
-31 Exanple 81 4- [2- (I H [)-ethyl]

% (25 QIP-O¥- 33ylpéﬁlyﬁf231sﬂFr5p§rEBfrﬂé"tM§|f503 -oken7M, 5tetrabydro-
4] oxaze |ne car oxy iC acid ter ; yl am de The

15tﬁ$Pé0é%hﬁ DI xyliggeph) ‘WFWWTY obtained in

anal ogy to exanple 3 5 from

g‘T(}%"t‘%ﬂe%ﬁ} O%ﬁﬂl M‘S@ﬁ/l@yiﬁr%gﬁ/ll-i— lg was obtained i 1&1 analo g}fto example 3
24t (%@%gﬁ . enox t)h gjglge:,gy( foyrgl%fllrSI (I:ne%%xy—phenoxy) 3-methyl-butyric

acid, and 2-isocyano- 2 methyl bropane.

_ Example 74
20 4-[2-(1H-Indol-3-yl)-ethyl]- 2—1s0propyl—8 -methoxy-3-0Xo- 2 3,4,5- tetrahydro-
benzo{f]{1,4]oxazepine-5-carboxylic acid cyclohexylamide.

The title compound, MS m/e: 504.28 (M-+1}, was obtained in analogy to examplé 3
~ from 2-(1H-indol-3-y)-ethylamine, 2-(2-formyl-5-methoxy-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane:

25 Example 75
4-(2,6-Difluoro-benzyl)-2-isopropyl-3-0x0-2,3 ,4,5-tetrahydro—benzo [f]71,4] oxazepine- '
5-carboxylic acid cyclohexylamide -

| The title compound, MS m/e: 457.22 (M+1), was obtained in analogy o example 3 .
~ from 2,6-difluorobenzylamine, 2-{2- formyl—phenoxy) -3-methyl-butyric acid, and -

30 . isocyano-cyclohexane,



aamﬂe824 [Z

(1H I ndol -3-yl)-ethyl]-2- |sopropyl 3-0x0-2,3,4,5-tetra

hydro- benzo [f] [ 1,4] oxazepi ne-5-carboxylic acid
WORBMHIP® de 10 The title conpound, M5 nmie: 448C2EP2004/005177
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et r @?}% gﬂﬁ%ggﬂfﬂe 36 % orm gg%ogw?_%.sgrggﬁz B&ty'nc acid, and

4&%qk@o&ﬂ%&hemMﬁs obt ai ned in analogy to exanple 3
from 2-chl or obenzyl am ne,

2-(4-chl oro-2-fornyl - phenoxy) - 3- hyl - butyric. acid,
and 30 isocyano- cyclohexangkmﬂE#§®O4/100958

PETIs B30 91 005617 Fyridid 3 fhnathyl-2,3865-tetrahydro-benzo[f] [1,4]oxazepine-5-

. 7-Chlorp-2-jso | - 3-o0xo0-4-(1, 2, 3,4-tetrahydro- napht
15 h SREQxYlE %‘-‘}é?rg{’ﬁ%‘?‘g?rahydr o- benzo[f]
[ 1, 4] oxazepi ne-5-carboxylic acid cycl ohexylam d The

t itHe@itic QERIAL, B nilee3 9652 TVBAS 3w{ M2 8)ed wamaliigy & megnple 3
in anal Qgy to ex

le 3 o
1 o pydigr - ﬁhwakg;faf?glﬁﬁ’tzﬁ@I'&’E}%‘?}l‘g}ﬂxﬁg?"meﬁyl—buMLc acid, and 2~
2-k Syl 2rRetRyif op¥e. phenoxy) - 3-

Example 79
20 2 Isopropyl-3-oxo-4-pyridin-3-ylmethyl-2,3,4,5- tetrahydro—benzo[ﬂ-[1,4}oxazepine—5~
carboxylic acid cyclohexylamide -

- The title compound, MS m/ e 42224 (M+1), was obtained in analogy to example 3
from pyridin-3-yl-methylamine, 2-(2- formyl -phenoxy)-3- methyl-butyric acid, and

isocyano-cyclohexane.

25 | Example 80
4—(3~Dimethylamino—2,2-dimethy1—propy1)—2—isoprop71—3—oxo—2,3;4,5-tetrah§rdro—
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The tifle compound, MS m/e: 444.32 (M+1), was obtained in analogy to example 3
~ from 2,2,N°,N’-tetramethyl-propane-1,3-diamine, 2-(2~-formyl-phenoxy)-3-methyl-

30  butyric acid, and isocyano-cyclohexane.
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met hyl -butyric acid, and isocyano-cycl ohexane. Exanpl e
87
4- (2-Benzyl sul fanyl - et hyl )-7-chl oro- 2-i sopr opyl - 3- oxo-

WOZO‘EMO%St etrahydro- benzo [f] [1, 4] PCT/EP2004/005177

oxazepi ne- 5-carboxylic acid cycdpphexyl am de 10 The
title conpound, MsS me: 537.2 (I\/H-23) was obtained in

anal ogy to exanple 3 C fr%gamplegl
2-benz Isulfanﬁl-eth | am n

(% Bt lpdel->- mmyw FompBihyterabydpe aci d,

- PepEEo o%l‘rﬁ%%y e e PaAR) ety 2,3, 4,

10

5-tetrahydro- benzo [f] [1,

- 5- tetrahydro- 15 benzo [f]

1,
oim@m pensowsh btbapld: 44&25 @v[hr &k ]mab obtpingdielanaivey toiexdraple 3
1 1C acCl an
ogyﬁ? %%an‘@? € r o?h(zg@ r ?Oam\r%@%h&%%ﬁ%t hye[&l?n bum 'd, and

Zﬁmmzﬂn@hﬂ@wm&phenoxy) 3- net hyI butyric aci d,
and 2-isocyano-2-met hyl - propane. Exanple 89 20

7-Chl or o- 2-i sopr opyl - 3- oxo- éTg%éE bn-3-yhnethyl -2, 3, 4,
4 azepi ne-5-carboxylic

a‘é-I E(tﬁeﬂndbhwﬂ sathylp 2 ThgrepilideoxotpduintiralvBint e: ~ 456. 2
bikiating °b;gftng%@carbo@ﬁ@aagmﬁarmw e 3 from

2 (4 chloro 2- fornVI phenoxy) - 3- met hyl --butyri c acid,
aﬁhie tide cqy;apomm@; M Oimdex ahB25 @E{+EkampI0btaQ@d in analogy to example 3

o ?’z&ﬁf}‘/l_ r oagg"gﬁpeﬁly a%ﬁl Qﬁ OX aﬁ :g)lﬂﬁrgo}%?car g%tl ]?utgnéa(nd and

aﬂ:iimbdgattq;bam% The titl e corrpound M5 me: 430.18

- (Mr1), was obtained in analogy to. exanple 3 from
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pyri di n-3-yl - met hyl am ne,
2-(4-chl oro-2-fornyl -phenoxyﬁmgprretahyl butyric acid,

' 3@-1 sdtopyl-6 0y RnethnydfbinddD320P4hi}o0e8-2,3,4,5- tetrahydro-

005177
Oéﬁgp'ﬁ OE‘%Z-GEF’&%WE%%B?‘%PEE’?’T HPaids,  opyl - 3- 0x0- 2
: 3, 4,5-tetrahydro- benzo [f] [1, 4]
0X8& €ife rd@m@oﬁﬂ:ﬂ D y/¢: @ 7886 dviey ) ehebydizmn idendlbgy td axkhmple 3

a%ngbgggt%e Q@ﬁ-ﬁ{éﬂ %‘ﬁ f 38’1) em-yﬂﬁunvé?f (??tr%{y pgxenoq:y) 3-methyl-butyric

acid, and 2-isocyano-2-methyl-propane.

Example 84
2-Isopropyl-4-[2-(5-methoxy-1H-indol-3-y1)-ethyl]-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

" The tifle compound, MS m/e: 504.28 (M+1), was obtained in analogy to example 3

from 2-(5-methoxy-1H-indol-3-yl)-ethylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyano-cyclohexane. -

Example 85
7-Chloro-4-(2-chloro-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro--

 benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e; 480.16 (M+1), was obtained in analogy to example 3
from 2-chlorobenzylamine, 2-(4-chloro-2-formyl- phenoxy) -3-methyl-butyric acid, and

iso Cyano- -cyclohexane.



WO

5 from N , N -di et hyl - propane- 1, 3-di am ne,

2-(4- chloro 2-fornyl - phenoxy) - 3 nmet hyl - butyric acid,

and i socyano-cycl ohexane. Exanple 92

7008HP@ED- 2- i sopr opyl - 4- PCT/EP2004/005177

[ 2- (5- net hoxy-| Hi ndol - 3-yl) - etfHyl ] - 3- ox0- 2, 3, 4, 5-tetr

ahydro- benzo[f] [1, 4] oxazepi ne-5-carboxylic acid

cycl ohexyl am de 10 The titl GOP nd, MS nie: 538. 24

(Mtl), was obtained in anal%&y og)ééxanpl e 3 fro '
dm(ﬁe{ghﬂﬁyropﬂ—ﬁ-ﬂ)ﬂ@ﬂ-(3,2}a 4 i@tdﬁyﬂmnphﬂmlen—l -yi)-2, 3 4,5-tetrahvdro-

_ zl?ﬁ(il P&H&f‘ 0- %%_Rf’}gi[’g%c %“éhc ar%}o}fégg%db“ty“ c acid,

4- (4-Chl oro-2-fl uoro-benzyl)-7-nmet hoxy- 3- oxo- 2- phenyl -
218 ﬂtlécdr@pd@ﬁym&m/ 6151’70@42 GMH2P ) [Wgs4btained in analogy to example 3

e A e
ﬂ@g%ufy@c%&dﬂﬂicbxs&yﬁﬁ@-ﬂ‘ydohexane
4 chl oro-2-f | uorobenzyl am ne,

(2-f or myl - 4- met hoxy- phenoxy n acetic acid, and
2-i socyano- 2- et hyl - propane]%]'[;’rl’i&%q gl(e 94 20

74@!3113@ 1t fad 1(éthlyﬂ)ndaﬂor3-yis))pmplyymm -3,3,6prteipphydBo-oxo

- -2,3,4 tetrah dr.o-

10

FQH%QQZQBP%P@%S %ﬁ%g)lef %ClhffYcaO]B?}tT%ﬁHgm de The title
corrpound M me: 482.21 (Mtl), was obtained in

anak aay célﬁ xR ®mde: 587.210M+23), was obtained in analogy to example 3
2-(1Hindo

2@4!3 %‘ﬂ?le%Wéﬁ‘lgalf}é reﬁ%)itlar%wg.:?ogtgfhlgr%tfﬂwylb%k{enox@ -3 metharl -butyric

‘and 4 Lrj SesyamcRidiaRee. 25 Exanpl e 95
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7- Chl oro- 2-i sopropyl - 4-[ 2- (5- met hoxy- | H-i ndol - 3-yl ) - et

hyl ] - 3-0x0-2, 3, 4, 5- _tetrahy%f( Pg{%zo [(f] [1,4]
oxazepi ne- 5- carboxyl ic acid tyl am de The title

C@rﬂeﬂk&&dgﬂ&\@ a@&ﬁ-s 5;9@4 i yimwisl-DBsH-reee hjdro-
anal o 0 exanp r
2b(esz%é{hékyazemm%%rs#rb%&C)aﬂé’ttﬁ’g?r'%ﬁw%a“de

2- (4-chl oro- 2-fornyl - phenoxy) -3- 30 net hyl - but‘yrl c

éﬁﬁ% I__Ppt@r&grr% oL SOGWS B 243%&8 faM+ mr@mﬁﬁmmmrﬂﬂﬁmgj; 60eGsple 3
2004F005177 -

7-fenh pyodin-3-3l- m@ﬂéfﬂaémze»fa @O"HHO%% Fopripheagp gty Bytric acid
0 a%d%-féocg g&tzragw ?Ji"oplaﬁé‘zo [f] [1,4]

car boxy aci d cycl ohexyl am de
Example 89

7-Chloro—2-isopropyl~3—oxo-4—pyridin—3~Y]methy1~2,3,4,5»tetrahydro—

benzo[f]{1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 456.2 (M-+1), was obtained in analogy to example 3
from pyridin-3-yl-methylamine, 2—(4—ch10r072~formy1—phenoxy)—S-methyl-butyric acid,

and isoéyano-cyclohexane.

Example 90
7-Chlor0—2—isopropy1-3-oxo—4—py1'idin—B—Ylmeﬂlyl—2,3,4,5-tetrahyd_ro-
benzo[f][1,4] 0xazepine~5-carboxy]ic acid butylamide

The title compound, MS m/e: 430.18 (M+1), was obtained in analogy to example 3
from pyridin-3- yl—methylamme, 2-(4-chloro-2- forrn}rl phenoxy) -3-methyl- butync acid,

and 1- 1socyano-butane '
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The title conpound, M nie: 507. 15 (Mtl), was obtai ned
in analogy to exanple 3 5 from
4- chl oro- 2-f| uor obenzyl am ne,

- WO 20410083 or o- 2- f or nyl - phenoxy) - 3- net hyl - but yrREI/ERZEIA05177

and i socyano-cycl ohexane. Exanpke 97

7,9-Dichl oro-4-(4-chl oro-2-fluoro-benzyl)-2-nethyl-3-0
X0-2, 3, 4, 5-tetrahydro- benzQ.hble dil, 4]

oxazepi ne- 5-car boxylic acid cycl ohexyl am de 10 The

Ui Chlere éripclietiylammpropybiBisosrqoviF3orowab 4o b BRHEE n

?g%ﬁ{%{]d{}fé_x%(%@é— > Rbh cAlllacid cyclohexylamide

or obenzylam ne,
2- (2, 4-dchl oro-6-fornyl - phenoxy) - propi oni c acid, and

| I BetyaromppohdHds ane: 478281l ) 98as obtained in analogy to example 3

- (9K, EL -9-y| ) - 7~ e %L B @05 Rerdncd)-Fochethyl-
Ky o SSUEE-giokuls {7 BRI p A 7 R pRendd-Srhet
aaitdiocars] chnexydcameeyclithexdriet | e conpound, MS i e:

497.24 (MHl), was obtained in analogy to exanple 3
from 9H Fuor en- 9-yl am ne,

) le92 . .
‘ 2-(2-forny|-44nethoxy-phenoxysiﬁi%plonlc acid, and
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i75 Chlpand-isymophledah65-mxtanpt 161-091 03 G- y1)-ethyl]-3-0x0-2,3,4,5-tetrahydro-
-(3,5-Di chl oro-benzyl ) -8- di et hylam:ng-2-i sopropyl - 3-0
bt ek et arpokgl oA | sopropy

[1, 4] oxazepi ne-5-carboxylic acid tert-butyl anm de The
t''Hel tilecopmaund, MSSnhd 538. 232D, (Mrd)trinad s chidegyre ewmple 3

B e T e e e

agtllyl-Bighi atid poyheey Zrovetdotexgreopane. 25 Exanpl e 100
4- (3, 5-Di chl oro-benzyl ) - 8-di et hyl am no- 2-i sopropyl - 3-0
X0-2, 3,4,5-tetrahydro- benzg[f
[1,4]oxazepine-5-carboxy|igggg%%e%%clohexylanide The
t 44 4-Ehtr610A06k0-DR)-O - mBHO xRS - vk phenyh s, Soh§-a¢ traddiay
anal ogy. to exanple 3 from 3,.5-dich|] or obenzyl am ne,
Soepss B gk e S oy SR bR PEE byl bty i c
30 acid, and isocyano-cycl ohexane. WO 2004/ 100955

- PERY &R2Q094) Q51 RIS m/ 351 EXA(NIH-£), 184 obtained in analogy to example 3

o o LR 2o SR OB (3201 4 Anbl LAURGIEREM acetc acia

and 2-isocyano-2-methyl-propane.

Example 94
7-Chloro-4-[2-( 1H—ﬁ1d01—3—y1)—ethyl] -2-isopropy}-3-0x0-2,3 ,Q,S—tetrahydro—
benzo[f][1,4] oxazepine-5-carboxylic acid butylamide

_ The title compound, MS m/e: 482.21 (M+1), was obtained in analogy to example 3
from 2-(1H-indol-3-y1)-ethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, and 1-isocyano-butane.

Example 95 _
7-Chloro-2-isopropyl-4-[2-(5-methoxy-1H-indol-3-yl)-ethyl] -3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

" The title compound, MS m/e: 51222 (M+1), was obtained in analogy to example 3
from 2-{5-methoxy-1H-indol-3-y1)-ethylamine, 2—(4—chloro-2-fo_rmy1—phenoxy)-3— _
methyl-butyric acid, and 2-isocyano-2-methyl-propane.



benzo [f] [1, 4] oxazepiné-5-carboxy|ic acid
cycl ohexyl am de The title conpound, Ms me: 560.3
(Mr1l), was obtained in analogy to exanple 3 5 from

WOR0e4/1009380r onet hyl benzyl am ne, PCT/EP2004/005177
2-(5-diethylamno-2-formrl - p4§g Xy)-3-nmethyl - butyric
acid, and isocyano-cycl ohexane. anpl e 102

8-Di ethylanlno 4-[ 2- (1FL|nd ethyl] 2-i sopropyl
- 3-0x0- 2, 3, 4, 5-tetrahydro- enzBY

[ I @ﬂomzemcm&zmmowhm) adéaproyyi otany,b Ast-ge-abpdro-

RE b RO B, RSl v obtalned

2 (1FL|ndoI 3-yl)-ethylam ne,
2 'Rhé tidle @bimpbaind,Mas Z/ &:0ME b { PRaNoxss)obBainet inydnalolptoyedample 3

T

- 3cid, s biséGhhehydisiexadd benzo[ f]
[1, 4]oxazep|ne 5-carboxylic acid cyclohexylan1de The

title conpound, MS me: 494E? was obtained in
SPRE

anal ogy to exanple 3 from 4- am nobenzyl am ne,
ZVgﬁDﬁ@ﬂwté Bt a}ﬁlt)fuﬁz ylubhebemwlﬁﬁﬂmmﬂw—eﬂuz,w4|,.5<:teuahmp-
and i socyano-cyc¢l o ex e.

4bFEﬂdﬂfg?hﬂ%@ﬁ?VT§c F@Fﬁ?ﬁgﬁiﬁ@ﬁﬁﬁggﬁﬁropyl 3- 0Xx0- 2
,3,4,5-tetrahydro- benzo [f] [ 1, 4]

10 OXBZRRINBrPuaAH AR Yil/b:05 1308 AM-€IN] whiibthiasd feankhgytd t:iaﬁlple 3
conpoun

w% ArRhlaEo2- %9@§%9@W57,g5@%3? Obtéa%o?r%?dw%)}rl]en%%y -prct%ionic acid,

aﬁélgkﬁﬁﬂyhgnm@ﬁﬂg f ornyl - phenoxy) - 3- et hyl - butyric
aci d, and 2-isocyano-2-net hyl - propane. 25 Exanple 105

8- Di et hyl am no-4- (2,
6-di f | uor o- benzyl) - 2- isoproﬁ?@@ﬁﬂ%%%-z,3,4,5-tetrahydr

-4-{1)?{1@91&]:&1 -9l ﬁhﬂ&@@h&ﬁiﬁ-iﬁéﬁ&@&}d,i EetAblydro-
ter utylan1 The title conpound, e: 502.3
15 ( Ntedyo [fildd @@mwe&cmoawm cx@@%ﬂﬁw 3 from

2, 6-di fl uor obenzyl am ne,

2 'lélé t?ﬁ&%ﬁ#{ﬁuﬂﬁ‘ DRl g’i’r@@l (M’hﬂn QXY 3B L Yhal dutey ledeinple 3

aci -|socyano- 2- met pr opa

2@@@@5@5@@%@@@@% (@ggmmy- bl DR P@;%o@omomc acid, and

isocyano-cyclohexane.

Example 99
20  4-(3,5-Dichloro-benzyl)-8-diethylamino-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
benzolf][1,4]oxazepine-5-carboxylic acid tert-butylamide '

The title compound,.MS m/e: 534.22 (M+1), was obtained in a.nalogy to example 3
from 3,5-dichlorobenzylamine, 2-(5—diethylamino—z—formyl-phenoxy)-3—methy1—butyric
acid, and 2-isocyano-2-methyl-propane.

25 Example 100 _
4-(3,5-Dichloro-benzyl)-8-diethylamino-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
- benzo[f][1,4]oxazepine-5~carboxylic acid cyclohexylamide

The title compound, MS m/e: 560.24 (M+1), was obtained in analogy to example 3
from 3,5-dichlorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric

30 acid, and isocyano-cyclohexane.



4- ( 2- Cbl or o- benzyl ) - 8- di et hyl ani no- 2-i sopr opyl - 3- ox0- 2
,3,4,5-tetrahydro- benzo[f] :
[ 1, 4] oxazepi ne-5-carboxylic acid cycl ohexyl anm de The

WOPE4180%8npound, M5 mle: 526.4 (M+1l), was obt BCHEH2004/005177
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anal ogy to exanple 3 5 from 2-cdy orobenzyl am ne,

2- (5-di et hyl am no- 2-f or nyl - phenoxy) - 3- et hyl -butyric

‘acid, and isocyano-cycl ohexgagiEanpl e 107

8- Di et hyl am no-4- (2, 6-di fl uoro-benzyl)-2-isaq ropgl -3-0 .
x&rljzg:@y%,ng'n@-étiqacmxygﬂ&.—oggﬁz(éftfq:luorome yl-benzyl)-2,3,4,5-tetrahydro-

i ne-.5- L C:AC] | am de 10
e B e B g o2 ot i e
in anal ogy to exanple 3 from 2, 6-di fl uorobenzyl am ne,
2Thé&tid erhyownd NS 2/d 6607 (Motermepprauaddn hprlogutogrpaple 3

agi d. . and | - (R Q5 l,8_ - -3-methyl-
i G ke T L e R e TP e
, Bugribatidt anahydymmo-tEldenze. [f] [1,41 :
oxazepi ne-5-carboxylic acid butylam de The title

.conmpound, M5 me: 500.4 ( bt ai ned i n anal ogy
r cpenal

to exanple 3 from 2-chblo ‘am ne,

2 8 (Wiethiylaitipb dafi2n(d FRiddot-fyil - gheh oxisypepiei-aye-25ub Srigteahydro- -
aci d d.,1l-isoc 0- ne,. 20 ’
Sglf?zé)t[rﬁ@’%ﬁiﬁ:%?%-' Z‘faég‘l)cjﬁs}%lcﬁgrdg-{}%gﬁéz@]{%g i sopropyl -3-0
X0-2, 3,4, 5-tetrahydro- benzo[f] [1, 4]

oThz eft bembewal, byl ¢: 54281 MbBUD yawbthéencfhe anilpgeto example 3

. 502, 4. 1 ' i | gV ethvl-
CHRRAP M 5 BB Ly ) 855128y
2b(bridiaciihatdipoayen@cfdoimrhagphenoxy) - 3- net hyl - but yri c
acid, and 1-isocyano-butane. 25 Exanple 110

4- Qycl ohexyl - 8- di et hyl ami nog 2- | oyl - 3- 0x0- 2, 3, 4, 5-
tetrahydro- benzo[f] [ 1, 4%’%)%@%%?%& 5-car boxylic

ai @-DesdthHumit oalertel) Dhisoprdplyb 8- ansthoxnthoxd/B, 3, b tettBg do-
g%&@gﬁﬁﬁgﬁg{n@?gc&gogym%l 20 cytcl%hgﬁ(y?a%d% 3 from
2- (5-di et hyl am no- 2-fornyl - phenoxy) - 3- et hyl -butyric

. agihg sitle RemPousd) NS a0y-ava-28- Wit hywasubogiaerkin anglogy to example 3
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2904/ 100958, PSR4 9001 235 methory-phenony) 3 metybtycic

acid, and isocyano-cyclohexane.

2

Example 104
4-(2-Chloro-benzyl)-8-diethylamino-2-isopropyl-3-oxo-2,3,4,5-tetrahydro-
benzo[f]{1,4]oxazepine-5-carboxylic acid tert-butylamide

The titie compound, MS m/e: 500.3 (M+1), was obtained in analogy to gxan'_lple 3
from 2-chlorobenzylarmnine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-2-methyl-propane.

- Example 105
S—Diethylamino-cl—. (2,6-difluoro-benzyl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
‘benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

 Thetitle compound, MS m/e: 502.3 (M+1), was obtained in analogy to example 3
from 2,6-difluorcbenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric
acid, and 2-isocyano-2-methyl-propane. ) '



Exanmpl e 111
8- Di et hyl am no- 2-i sopropyl - 3-oxo0-4-(3-trifl uoronethyl -
benzyl)-2, 3, 4, 5-tetrahydro- benzo[f]

WO RAAAPYRAZepi ne- 5- carboxylic acid tert-butyl aRCHEPTUGE 005177

title conpound, MS me: 534.4 (jMtl), was obtained in
anal ogy to exanple 3 from 5 :

- 3-trifluoronethyl benzyl am g

10

2- (5-di et hyl am no- 2-f or nyl -pfﬁn%ox)r) 3- net hyl - bu r| C .
ae {MChme-teniy p8ydietbyl2miret Bydopperparaxo-Eadpreal

e 08 SRAR R i SiGdelinlds 11 uor omethy! -

[ 1, 4] oxazepi ne-5-car boxylic acid butylam de 10 The
tTﬁd frlcompend, MEnfd B26.534:+1), (Wb Oh taingd $n silegyrie¢xample 3

3%? %%/}E}g;ogﬁéa L& gﬁzﬁ—gﬁmﬁ(lmmo -2-formyl-phenoxy)-3-methyl- t_)utync

2z Bdil edcaydrantyewh2sdner nyl - phenoxy) - 3- met hyl - butyric
acid, and 1-isocyano-butane. Exan'pl e 113

4- (1- Benzyl - pi peri di n- 4-yl ieltgl}yl am no- 2-1i sopr opyl
- 3-0x0-2, 3,4, 5-tetrahydro- % o[ f] .
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- nahidaak&Raho ¥dot@xed, 5- tetrahydro- benzo[ f]
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anal ogy to exanple 3 from mgplw}ag
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15

20

25

30

2-(5-diethyl am no 3-met hyl -butyric
abﬁ@lﬁo ﬂﬁb‘lﬁmﬁ?@@}ﬁaﬁéﬂg g‘é‘t‘ ’leﬁﬁ’r%%%‘ﬁ% 25 Exanpl e 115
8- Di et hyl ami no- 2-i sopropyl - 3-oxo0-4- (1, 2, 3, 4-tetrahydro
?%%'%&1'3% olun i) NES 20/3: 3603 (Mﬁ)t ﬂhw@ftmb@mzmaidw to example 3

Lol L S bopl s s e e T

a Game.from
1%%%9%1%2% hydr o- n%pht hal en- 1-yl am ne

2- (5-di et hyl am no- 2- fornyl- hen ﬁ
3-nmet hyl -butyric acid, and ﬁé cycl ohexane. WO
2%%‘&%2%%’ oY) %%@%@%}iﬂ 2~1sopr0py1—3—oxo-2 3,4,5-tetrahydro-

benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 502.4 (M+1), was obtained in analo.gy to example 3
from 2,6-difluorobenzylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-butyric

acid, and 1-isocyano-butaxe.

Example 110
4—Cyclohex§r1—8—dieﬂlylanﬁno-Z-isopropyl-3—0}:0-2,3,4,5—tetrahydro—
. benzo[f][1,4]oxazepine-5-carboxylic acid tert-butylamide

“The title compound, MS m/e: 458.4 (M+1), was obtained in analogy to example 3 from

cyclohexylamine, 2—(S-diethylami_no-z—formyl—phenoxy}—B—mtf.thyl—butyric acid, and 2-
isocyano-2-methyl-propane.

———



- 38 Exanpl e 116 '
8- Di et'hyl am no- 2-i1 sopropyl - 3-oxo0-4-(1, 2, 3,4-tetrahydro
-napht hal en-1-yl)-2,3,4,5- tetrahydro-benzo[f]

WORWAPe8zepi ne- 5- car boxyl i c acid butyl ani de FREEPO0#/@05177

conpound, MS mle: 506.4 (Ml), 34as obt ai ned i n anal ogy
to exanple 3 5 from

1,2, 3, 4-t etrahydro- napht ha{E 6#1631& m ne,

10

15

2- (5-di et hyl am no-2-fornyl-p oxy)- 3-nethyl-butyric
a&Ddethelathide-RSapyepyd-3butoatt&3- uﬁwmpmﬂmi’bem h34,5ftetrahydro-

31’?%91?8 LS A 5raenips Sga‘a%oé?']ﬁmcédteﬁtb'ﬁtyl sopr opyl - 3- oxo- 2, 3

,4,5-tetrahydro- benzo[f] [1, 4] oxazepi ne-5-car boxylic
aPHléiinﬂ@didm Wl Rl 0L ATE+1), tagobmimedimdnaldgs tmegample 3 from

? -T:)L 2 %%H% i]yengsaylgqqtg%gﬁ ?% dbelr‘gh nlgllﬁl%gé/ fér?né’? é)ﬁg%}&) §~meth§rl -butyric

Zac(@-aﬂuatlbydyam-lzcmahﬁepmhnq)henoxy) 3- nethyl-butyric
acid, and 2-isocyano-2-nethyl - propane. Exanple 118
4-Benzo [ 1, 3] le

di oxol - 5- yhnet hyl - 8- di et hyl amﬁ ]21 i sopropyl - 3-oxo0-2, 3

» $-Tietglanahy dricoprbbylieoze4{(Blrifludropjethyl-benzyl)-2,3,4,5- tetrahydro-

oxazep| ne-5-car bo | c agid )écl hexyl am de The title
cbeReuRd 4] W@Zﬁi”‘é‘e‘ CHED Y Ti/ﬁ-ciﬁ tai ned i n anal ogy
to exarrple 3 frombenzo [1, 31

dirgx E#ale 501#)?1&% s Q}.V@f 0844 l(M+ 1), was obtained in analooy to example 3
25|etyamn20rrTy- 3- - i
CEPE S BE R P Bl A Ioa T g b oK) 8-methyl
413@@%%11 A Hi-%el mB-hiluaret hyl =8- di et hyl am no- 2-i soprop’

, 4, 5- tetrahydro- benzo[ f]

[1 4] oxazep| ne- 5- car boxyl i am}%a yI am de The title
corrpound M5 nmle: 510.4 (I\/H-CEE‘) obt ai ned i n anal ogy

pengzethiiadlidb-oxedpropyl 3-oes-Ryl Kivtatmhydro-
2 ((g di e @%j:é% ngmzrl})f%orjL ! no y)P thyI butyric

abenizo[Ahb4 xpEpmratearbo éﬂﬁisﬁ pois "12
8-Di et hyl am no-4- [2- (1Hindol-3-yl)-ethyl]

o%glezﬁﬁn S oggé (Noi@ nlg‘ e C%Alg.»gig/l-lteﬁ)!; ?ﬁbyaj’t@mecbﬁfmlc%g&]to Exardile 3
Xazepi Xyl i i
campourtyor Vel S A T A et

Fg%ﬂ{%oﬁ d 25iE MR § bt dﬁbpé’neyl) et hyl ani ne,
2- I et am no- 2- for ny| -phenoxy) 3-met hyl - 30

2- 2- hyl -
‘butyric acid, and |socyanoxam&§t X pr opane.

20

'8-Diethy1arnino—2-isopropyl—3-oxo-4~(1,2,3,4—tetrahydro—naphﬂ1alen—1—y1)—2,3,4,5—.

" tetrahydro-benzo[f] [1,4]oxazepine-5-carboxylic acid tert-butylamide

25

30

The title. compound, MS m/e: 506.4 (M+1), was obtained in analogy to example3
from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2-(5-diethylamino-2-formyl-phenoxy)-
3-methyl-butyric acid, and 2-isocyano-2-methyl-propane. '

_ Example 115
8-Diethy1amino-2-isopropy1—3-0X0-4—(1 ,2,3,4-tetrahydro-naphthalen-1-y1)-2,3,4,5-
tetrahydro-benzolf] [1,4]oxazepine-5-carboxylic acid cyclohexylamide '

The title compound, MS m/e: 532.4 (M+1), was obtained in analogy to example 3
from 1,2,3,4-tetrahydro-naphthalen-1-ylamine, 2- (5-diethylamino-2-formyl-phenoxy)-
3-methyl-butyric acid, and iéocyano—cy'clohexane. :



~ WD 2004/ 100958 PCT/ EP2004/ 005177 39 Exanpl e 121

8- Di et hyl am no- 2-i sopropyl -4- [ 2-
(5-nmet hoxy-1Hindol - 3-yl)-ethyl] -3-oxo0-2, 3,4,5-

WOed1@pisdr o- benzo[ f] [ 1, 4] oxazepi ne- 5- car boxy PCE/FXE90d/005177

A DHeth§ Bﬁuﬁo—&& eyapd-botandl, ZEx&thﬁdahydﬁ)Znaphﬂmlen— -

butyl am de The title con‘pound,_n%g me: 549.4 (Mtl),
was obtained in anal ogy to exa e 35 from
2- (5- et hoxy- | Hi ndol - 3yI)Eeth qrﬁn'ne,

2- (5-di et hyl am no- 2- fornyl-f‘)(ﬁmﬁox r)- 3-methyl - bUtil)r,?l??45

il 0t am o bens b PSRy R bufalBho Y- S oxe

oxazepi ne-5-carboxylic acid butylam de 10 The title

C?H@ﬁﬂ@&m@&mﬂ RIS ABS5d6.4 WA)L), wasbtieaiinedalbgy @rxhoyly 3
to exa

otrpmL ¥, gg Meﬂ%%?%ﬂ?&%ﬁé%ﬁ1%o ﬁgghcgfftﬁ{z?uwr%o -2~ formyl dahenoxy)

andn ekt 19&5%%1@@&1@%@&50 wvplent23 4-
(4-Chloro-2-fluoro benzcglx) 2-1sopropyl - 8 nmet hoxy- 3- 0xo

-2,3,4,5-tetrahydro- 15 be
oxazepi ne- 5- car boxylic aci gazliaéf{dy{]tyl am de The title
C@JEE%&[Q &@xﬂlf-iﬁ TrAety1 8- ﬂMﬁMamia@sz bbb aipyea-dxn-2shabdeyahydro-

" to exan‘E from 4- chI 9§ orqben yl am ne,
2bgrof WPL@EH@FT%W yers !‘h‘@f butyric acid,

10

and 2-isocyano- 2- et hyI propane Exarrpl e 124 20
4164 Eh lc@&@o@mt |M'9fr9€ @@oaxm ? - aapitan nSmeih oxgxasiple 3

T
X0-2, 3,4 tetrah nzo[
[iiron]bsm@@p’q‘ diaxgl % W%@/ﬁ?@%ci G SRR Tl phgnoxy)-3-
GRARQUNSH, MBI RyaRAB rlethlipkbpanias obt ai ned in
ana gy to exanpl e 3 rom
4- chl or o- 2- f | uor obenzyl am

'2-(2-fornyl - 5- net hoxy- phen2§W§e%§ hyl - butyric acid,

15

- T I;t%ett{tfe
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a%dB&nﬁg flyﬂgfbﬁ%l/g |y%%?ﬁ§~&e%§yl§ﬁﬁi@ﬁ&so¥¥@ﬂ-3 0x0-2,3,4 S—tetrahydro—
efmzyt@ ﬂil,4199192@94}&5-8%11’9%)@91@@6@3’2’1@14135 tetrahydr o-

benzo[f] [1, 4] oxazepi ne-5-carboxylic acid butylam de

Souity %%EHQ UM@ T?/%/%3%i4e(Mq417)7 was §dihkd ivaslaftraicratple 3

4 fdﬁbemoil,ﬁ]d;@t@ﬂeﬂzyt@wﬁaﬁ@ne, 2-(5- dlethylammo -2-formyl-phenoxy)-3-
2 r&éh{d%ﬁ%m éa&%ﬁqwmbeagﬂh&emt hyl -

Example 119
4-Benzo(1,31dioxol-5-yimethyl:§-diethylamino-2-isopropyl-3-0x0-2,3 A,5-tetrahydro-
benzo[f][1,4] oxézepi.ne- 5-carboxylic acid butylamide

The title compound, MS m/e: 510.4 (M+1), was obtained in analogy to example 3
from benzo[1,3]dioxol-5-yl-methylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-
methyl-butyric acid, and l-isocyano-butane.

E}:ample 120
8-Diethylamino-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-ox0-2,3 ,4,5-tetrahydro-
benzo[fi[1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 519.4 (M-+1), was obtained in analogy to example 3
- from 2-(1H-indol-3-yl)-ethylamine, 2-(5-diethylamino-2-formyl-phenoxy)-3-methyl-
butyric acid, and 2-isocyano-2-methyl-propane. : -



30 butyric acid, and 1-isocyano-butane. WO 2004/100958

PCT/ EP2004/ 005177 -40 Exanple 126

7- Brono-4- (2, 6-difluoro-benzyl)-2-net hyl -3-0x0-2, 3,4,5
WO-20et10ed3ydr o- benzo[f][ 1, 4] oxazepi ne- 5- car box L EPamios177

cycl ohexyl am de The title conmpoynd, M5 me: 529.2

(M+23), was obtained in anal ogy"to exanple 3 5 from

2, 6-di fl uorobenzyl am ne,

2- (4- br onp- 2- fornyl-phenox&?ﬁﬁFﬁﬁl&nlc acid, and

| 5@&1& nﬁ)ziﬁizglb@i'aﬁﬁ—fi F2x¢ e51leeh b1 H-indol-3-y1)- ethyl] -3-0x0-2,3,4,5-
[g g @zoffgﬁfgll%zgplﬁe glc)al_:bzc;xlyﬁg Ecrlg Bﬁlﬂﬁﬁiﬁéo' 2,3, 4,5
[1, 4]oxazep|ne 5-carbonyl ] - am no}-acetic acid

t %& t@;lwxh et B ML/ eThes L I(M+a) Ccoanbtnited wsnﬁﬂbgy to536msle 3
was obta ed.in to e l.e, 3

5 1&@@}%@ pﬁﬁﬂﬁ@ﬁfl ﬁn@fol— —a&aﬁggﬁm_ﬂe, @H{%ﬂwlammo PR rmyi—phenoxy)—

23 (RethPLBorhrib ey - 13od7@ﬁ61%htéﬁlét yric acid, and
I socyano-acetic acid tert butyl ester. Exanple 128

. ({7-Chl oro-2-isopropyl -
[ 2- (’5- et hoxy- | H-i ndol - 3 yF%M%Wﬁﬁﬂ%ZS oxo-2,3,4,5 15

t et abiniReibebddzyl)-2-isopropyl-8-methoxy-3-0%0-2,3,4,5- tetrahydro—
[1, 4]oxazep|ne 5-carb onylg an1no) ac t|c aci d

t eprzobi} htlogazepme-Srerbeitic ¢ MB me: 592.2
(Mt23), was obtained in analogy to exanple 3 from

10 2‘[(‘15 ’cﬂ@'bbﬁ%%uﬂﬂ"‘ NLE 9:9«1: '4§8¥|(M-ielt) h%hﬁéﬁtﬂﬁed in analogy to example 3

f.ornyl p enoxy hyI but i d
Zhorn shmp e aTIaEIRe, %‘é%‘tfoﬁﬂ‘f 35@%??21 grietyl-butynic
12842 but
(?%-d O el - 4-[ 2- (4-vi tr o- phenyl ) - et hyl | - 3-
0X0-2, 3,4, 5-tetrahydro- benzo [f %1,4]
oxazepi ne- 5- car bonyt } - ani no¥*3eREilé3 acid tert-butyl

e%t g‘r CHidEo-bighdof %@fm@uﬂ%g%?ﬁiiemeﬁﬁﬁyg -dx¥¥ 3,4 SWagahydro-

I n ana ogy ‘to ex from
15 4-bnnm dpbhéhydammw %ﬁ@nbexyhc acid tert~butYla~Imde
2- (4-chl oro- 2-fornyl - phenoxy) - 3- net hyl -butyri c acid,

e gtgle (RROHAIVuAG S G/ 79 2 BL 1 PWhY bb@ie@lin arBodpta apdreple 3
4 f(cmhkiaéﬂxzr@r%ﬂda@bbnzzlzymlﬁet%@ forgykp Hason PRSI By TRehyl-
[%%ﬁT%i§¥§6?%2q§£%§¥ﬂoxy |c ac%d tert-butyl ani de The

title conpound, M5 nie: 479.3 (Mtl), was obtained in
anal ogy to exanmple 3 Example 124

20 4—(4—Chloro-2—ﬂuoro-benzyl)-z-isopropyl-S-methoxy-3-0X0-2,3,4,5—tetrahydro—
* benzo[f][1,4]oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 503.3 (M+1), was obtained in analogy te example 3
from 4-chloro-2-fluorobenzylamine, 2-{2-formyl-5-methoxy-phenoxy)-3-methyl-

butyric acid, and isocyano-cyclohexane.

25 | - Example 125
4-(4-Chloro-2-fluozo-benzyl)-2-isopropyl-8-methoxy-3-oxo-2,3,4,5-tetrahydro-
benzo [f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 477.3 (M+1), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(2- formyl -5- meﬂ:toxy’—phenoxy) -3-methyl-
30 butyric acid, and 1-isocyano-butane.



fron1ben20|n1dazol 2 yl - nethylan1ne

'2-(2-ethoxy-6-fornyl - phenoxy) -3-nmet hyl - 30 butyric

acid, and 2-isocyano-2-net hyl - propane. WO 2004/ 100958
WORGR/EPE804/ 005177 - 41 Exanpl e 131 PCI@Pﬂw4m@ﬂ77

4- (1H Benzoi m dazol - 2-yl et hyl ) ;9- et hoxy- 2-i sopr opyl -

- 0X0- 2, 3, 4, 5-tetrahydr o-

-~ benzo[f][ 1, 4] oxazepi ne-5-¢ acid
cycl ohexyl am de The title g%%%g%]g% M5 me: 505.3

(MBE)movia, &t fhionedeiayljahvalctigyl- ¥ oxcekarp Het3hgdor om

2§%§%§5h5ﬁ§§%%?%¥éy%ﬁﬁﬂ%ﬁ%%§§C@d ?9¢Wm‘%utyrlc aci d,

and i socyano-cycl ohexane. Exanple 132 7-Chl oro-4-
(Zhétite Erupsand) MSayd: 5222 (efib hpwk oBtamned iR andogy, to example 3

5 2EPE DRI AP IE TG g (T BoC A ey hp SeE g igd and

(Mb&anovislobbtaat.ned in anal ogy to exanple 3 from
2, 6-di fl uorobenzyl am ne,

2-(4-chl oro-2- fornyl-phenOﬁ%z gﬁgﬁhhyl butyric acid,

and |socyanonethyl benzene 133
IOB@IZ'%}% eh@ihe%yll) 22ishropyopyke-2;30KH1@rdydr&- t et r ah

%déémbﬁfﬁz%@xmm@. i T L

was obtained in analogy to exanple 3 from
10 CY Gk GRIRXYIPBLAR MS m/e: 536.4 (M+1), was obtained in analogy to example 3

grﬁ((g}?n ﬁ:lél)l@g Tpgﬁ;%%qyl phegﬁ:@ @gﬁfgxﬁ%@‘é et%ylalgﬁtgjnc acid, and

]E&m A Q1122418 QRE-BIY] es@roxo- 4- (3- tr|fluoronethyl benz
, 3,4,5-tetrahydro- benzo[f]

[1 4]oxazep|ne 5-carbonyl]-am no}l-acetic acid -
tert butyl ester The title @%ﬁﬁ@%ﬁzg MS nmie:- 577.18
W@jﬂorwﬁzsls 7;10@@2 (NrREV I i dbsaytplehyl-3-bro®3,4,5-

i Tl uor one benzyl am ne,
15 2.t¢ma]@5fﬂr@1b§mg1 ﬂ%} Wﬁmﬁwbgnﬂé?ﬁwo)mgﬁ aeid terts blc.}tyl ester
and i socyano-acetic acid tert-butyl ester. 25 Exanple

1 et itle compound MS m/e: 592 2 M+23) was obtained in analogy to example 3
4- enzyl™- pi peri din

o
{ éharaliyrwettaha B-Prp-p 4D A b BRES B P SL TGk Bress)+
a%%?ﬁﬂ&@ﬁh@ Rif&nd ilsocyano-acetic acid tert—butyl ester. '

Example 129
' - 20" ({7-Chloro-2-isopropyl-4- [2—(4-nitr0—pheny1)—ethy1]—3—0X0-2,3,4,5-tetrahydro~
benzolf][1,4] oxazepine-5-carbonyl}-amino)-acetic acid tert-butyl ester

The title coﬁzpound, MS m/e: 546.2 (M+1), was obtained in analogy to example 3
from 4-nitrophenylethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric acid, |

and isocyano-acetic acid tert-butyl ester.

25 Example 130
4-(1H-Benzoimidazol-2-ylmethyl)-9-ethoxy-2-isopropyl- 3-0x0-2,3,4,5-tetrahydro-
- benzol[fl[1,4] oxazepine-5-catboxylic acid tert-butylamide

The title compound, MS m/e: 479.3 (M+1), was obtained in analogy to example 3
from benzoimidazol-2-yl-methylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-methyl-
30 butyricacid, and 2-isocyano-2-methyl-propane. -



The title conpound, M5 nfe: 512.4 (Mtl), was obtai ned
in analogy to exanple 3 from.
5 - pi peridin-4-yl am ne, <
W&Z%f%@%#%yl - phenoxy) - 3- net hyl - butyri c acid, é[)r%’rEPE’}BMGODIW
I socyanomnet hyl - benzene. WO 200441100958
PCT/ EP2004/ 005177 -42 Exanple 136
4- (1- Benzyl - pi peri di n- 4- yl )Exdmphd I&lo- 2- i sopropyl - 3- oxo

i S ISP el v £ e
C QERANF) 0,4 ¥Rz Bie- 55hBb yliVdifl cysblsexphtddned in anal ogy .

to exanple 3 5 from 1-benzyl - pi peri di n-4-yl am ne,

2-(4-chloro-2-for -R V). 3- me | -butyric . acid
T By RO A T Aen oo Bl e 1 ahelofy tEafiple
5 { [k BerBOnzMhzddiop@irhéthitathing, ) -(Z-otht:gr@famiyspherapy)-3 3nethyl-
X0-2,3,4,5-tetrahydro- .benzo[ f]
[PPEF%@@%@@%@Q%@&%T%WTQ%m no}-acetic acid
~tert-butyl ester 10 The title conpound, M5 me: 570.3
(Mrl), was obtained in analBgnmdlel®xanple 3 from

1- benzyl - pi per.j di n-4-yl ani ne,
2 TCbler 6o oA R e BTy AR TR 5
- ?%@n&ﬁﬂ%’,@{&éﬁ@ﬁk@céﬁbﬂrﬁfe%&H—H&ﬁﬁﬁbmﬁ&t er. Exanple 138

4- (1- Cdr banmoyl - 2- phenyl - et hyl. ) - 7- ¢chl,or p- 2-i sopr opyl -
10 [ Jﬂ‘f@-t'glegpmpsu%%tbﬂ%gy%f 9,2£M%él)qﬁfﬁs[c%tame in analogy to Q}Xamp%e?)
[ %sth Qﬁ%ﬁﬁbﬁ%é&yﬁ%ﬁﬁ& quﬂc}ﬂéﬁo@]fo hen®6)-G-methyl-butyric acid,
tert-butyl ester “The title conpound, nme: 566.21
( Mrddgocyampsmetl ReR®@aci n anal ogy to exanple 3 from
2- am no- 3- phenyl - pr opi onam de,
2- (4-chl oro- 2-fornyl - phenoxyyadpleRbhiyl - butyric acid,

and i socyano-acetic acid tert-butyl ester. a 39 .
207 -CPﬂoroXl—cYclohexryl-Z—isoprbpyl— 3-0x%0-2,3 ,AKS -tetra Ydro—Eg:(nzrg]FtJ] ﬁ ,4]] OXazepine-53-

e =4-5LP- i:pdol - 3-yl)-ethyl]-2-isopropyl - 3- oxo
b ZC%}L‘%EC f“%%?%‘%%ﬂl@gbenzo [f] [1,4]

oxazepi ne-5-carboxylic acid benzylam de The title 13

¢ GRpditecorNBunlavS Br/e: HSAMM T 1): Was oupas el P TdR 4T oY

t f 1rd= in s dD x0t-Byrh 8 N Butyric acid, and
2%5@2@%&%%“#%‘?%& ) eﬁoj]xsj)%- ﬁ fret h;/{i? ) but f/%’c Eby d,
ansbdysooyethprsniagde. benzene. 25 Exanpl e 140 7- Chl or o- 4-
(4-di net hyl am no-b enzyl)-2-i sopropyl - 3- oxo- 2, 3, 4,
5-tetrahydro- Example 134

20 {[7—Ch10r0—2~isopropy1—3—0X0~4—(3-triﬂuofomethyl-benzy‘1)-2,3,4,5—te11ahydxo—

" benzo|f}[1,4]oxazepine-5-carbonyl}-amino}-acetic acid tert-butyl ester

The title compound, MS m/e: 577.18 (M+23), was obtained in analogy to example 3
from 3-trifluoromethylbenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

- acid, and isocyano-acetic acid tert-butyl ester.

25 Example 135
4-(1-Benzyl-piperidin-4-yl)-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
~ benzolf][1,4] oxazepine-5-carboxylic acid benzylamide

The tiﬂe compound, MS m/e: 512.4 (M+1), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-(2-formyl-phenoxy)-3-methyl-butyric acid, and

30 isocyanomethyi-benzene.




benzo [f] [1,4] oxazepine-5-carboxylic acid
benzyl am de The title conpound, MS me: 528.3 (Mt23),

xvo%ﬁ%nﬂ&%ﬁ'ned in analogy to exanple 3 from PCT/EP2004/005177
- dl net

yl am nobenzyl am ne,
2-(4-cliloro-2-fornyl - phenoxy)-£-1ret hyl -butyric 30
acid, and isocyanonet hyl - benzene. WO 2004/ 100958
PCT/ EP2004/ 005177 - 43 ExaifphepledBo -

s
ONaZ 8[| 8] Sasaribesydalboanlinadid beetylamidei d tert - butyl
ester The title conpound, M5 nie: 569.3 (M23), was

' gﬂ%@;&ﬁ@gﬁﬁfﬁ%@ S%ﬁ ?[gpl-ll?, V\?’as %b{agrga@ in analogy to example 3

10
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30

2£:6 A CHERE Ppidefi @My ytaphieg oxy) ciBerred-Fyrybphyuwdy) -3amétdyl-butyric
and isgcyano-ac ti%)acid tert-butyl ester. Exanple 142
{_ac1d,a.n 18ocyanomethyl-benzene.

[ 7- Chl or 0- 2-i sopropyl - 4- (2- et hyl sul f anyl - et hyl ) - 3- oxo
-2, 3,4, 5-tetrahydro- benzo Hstmnplell34]

Rl L S R D e T R
op&ﬁioﬁllq,i] BxBRFneTY c&@orﬁi?ﬁ!@h@}%ceﬁd 420 tert-butyl ester

2- met sul f anyl - et hyl am ne,

2- (4-chl oro-2-fornyl -phen ).-3-nmethyl -butyric _acjid

2t b eynoin o3 BT b0 (D Sy P EeRi b g etk

{ from 1-benzyl-piperidin-4-ylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric
7- Chl or o- 2-i'sopropyl - 3- 0xo- 4- (4-sul f anoyl - benzyl ) -2, 3

, 4¢i8, andrisoshymn-a~eti¢ BT eSS ester.

[ 1, 4] oxazepi ne-5-carbonyl ] -am no}-acetic acid

tert-butyl ester The title Egﬂ@ggnﬂ; M5 nie: 588.3

(M+23), was obtained in_anal ogy to exanp e 3 flgnw d

4{HnfIroirbemyyl-behsaresil Grilrad isopropyl-5-0x0-2,3,4,5-tetrahydro-

21,645 ac-dPetibydid tdubiyil estaci d,
2 Rt DL R QB LB DRAP Xt AibNdd (kb St s

20 ({2-1sopropyl-4-[2-(5-nitro ) X )

pylihie diiie chypanniﬁ\@ e efppil $Mped ) avas olptadnaddp aplogY i example 3
b fhnihdos4 BRI GTaiiAe Ml droatiiR eyl 868k oxy) Bcindihyl-
R S N e S e il S
( Mubyic anmls abisadmed-sceticeasid GEybutsl «knpl e 3 from
2-(5-nitro-pyridin-2-ylam no)-et hyl am ne,
2-(2-fornyl - phenoxy) - 3- net hgkamptiysi ¢ acid, and

I socyano-acetic acid tert-butyl” ester. 25 Exanph&_ 45
7-Chloro-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-o0x0-2,3,4,5-tetrahydro-

benzo[f][1,4] oxazepine—S-carbox'ylic acid benzylamide

| The title compound, MS m/e: 516.3 (M+1), was obtained in analogy to example 3
from 2-{1H-indol-3-yl)-ethylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, and isocyanomethyl-benzene.

Example 140 o
7-Chloro-4- (4—diﬁ1&ﬂ1ylamino-benzyl}-Z—isopropyl-3—oxo~2,3,4,5~tetrahydro—
benzolf][1,4]oxazepine-5-carboxylic acid benzylamide

‘The title compound, MS m/e: 528.3 (M+23), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(4-chloro-2-formyl-phenoxy)-3-methyl-butyric

acid, a_nd isocy;momethyl—benzene.

——



4-(2,6-D fluoro-benz)rl)-9-ethoxy-2-isopropyl -3-o0xo- 2,

3;4,5-tetrahydro- benzo [f] [1,4]

WOl Ve i o0 01 5 (ML) was obtained PIRAISHY

to example 3 from 2, 6-di fl uor cbgnzyl am ne,
2- (2- et hoxy- 6- f or nyl - phenoxy) - 3- et hyl - butyric acid,
30 and i socyano- cyclohexanéme§h2@®4/100958

/ EP200 77
e nathban oD DS TRy 2P S ST 5%
Zbe%zﬁ fﬁlté%)faﬁéﬁiﬁé 8-calIZ0 -drhilnof-dcedlk acid tert-butyl ester
oxazepl ne- 5- carboxyllc acid tert-butyl am de The t|tIe

conpound MS me;, 482.4 ﬁ% was ,obt ai,ned i.n anal

t Bhebidgsiteprains, MSar{ea S6h ?%Wﬁ%‘ﬁéﬁfé%fwa&% ¢
2662 Rb89 ])sﬁfﬁw{—@ﬂﬂlélrmﬁa @n@iéﬂlor% Tedriy-phetouy)-6 -mathiyEbutyric
and 2- |socyano 2-meth ¥ ane Exanpl e 147

42qid,-2BE pOgFansr e s arid] %Pg L&t hoxy- 2- i sopropyl - 3- 0x0
-2,3,4,5-tetrahydro- benzo [f] [1,4]

oxazepine 5-carboxylic aci gixg kgngxylanide 10 The

| f’:ll{‘{ta’lr(ﬁ‘églg)or ?Sgl;gqﬁyﬂw-z- rqlgeﬂmgﬂgﬁﬁn —ethyl) 3-0%0- 2°3b4£ gl-tg'?&ydrm
' 15%%'3@ [:% ﬁbﬁ&@?]ﬂ%—%‘—éﬂf&ﬁm LYGinol-acetic acid tert-butyl ester

10

or nyl - phenoxy) - nethyl butyrlc acid,

and i socyano cl ohexane.
( Zhﬂlﬂ@@giyp@rﬁ% HMpm/e: 493.3 (M-[-Zn? was obtamed in analogy to example 3

d 1-butyric
1@@?1 enzo| ﬁ}{ ek AGRERDY, é4'%w‘9‘22ﬁ0%ﬂﬁ ~ph Il@k?)aﬂ-)iﬂffth utyri

4 oxazepl ne- car oxyI ic acid
cy@ﬂmméchamcu@cemhéatiut@rlt@u%ﬁﬁs%fund M6 nie: 529.4

- (Mt23), was obtained in analogy to exanple 3 from

15

4- di met hyl am nobenzyl am ne, Emﬂn1£143
2- (2-et hoxy-6-fornyl - phenoxy) nethyl butgrlc Cld,
al{ld' @U@Wéﬂ@mWYltﬂﬁ%ﬁé‘L’ %mw lebenzg)-36-4 tetrahydro-

B h jﬁgﬁ@ E\éeéﬂn 59& %Mﬂh@éﬁa 124 $0BEEP W3- 0XO

[1 4]oxazep|ne 5 carboxyllc aci d cycl ohexyl anj de The 1
t mhleatle omppongg, M@mﬁ;‘ SB35 B2.3) Mwap)obtajped Iélki’t“gorg@éo pmple 3

ﬁgo?x%éﬁ%&a %/slﬁggﬁamlde, 2-(4-chloro- 2—formyl—phenoxy) 3-methyl-
Zb@aqmahdchsmﬁwmcﬂmdyyt@mﬁ?ﬂ@l -butyric acid,

- and i socyano-cycl ohexane.
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Example 144
({2-Isopropyl-4-{2-(5-nitro-pyridin-2-ylamino)-ethyl]-3-0x0-2,3,4, 5-tetrahydro-

benzo[f]{1,4] oxazepine-5-carbonyl}-amino)-acetic acid tert-butyl ester

The title compound, MS m/e: 528.3 (M+1), was obtained in analogy to example 3
from 2-(5-nitro-pyridin-2-ylamino)-ethylamine, 2-(2-formyl-phenoxy)-3 -methyl-

butyric acid, and isocyano-acetic acid tert-butyl ester.

Example 145
4~(2 6-Difluoro-benzyl)-9-ethoxy-2- -isopropyl-3-0x0-2,3,4,5- tetrahydro-
benzo [f][1,4]oxazepine-5- carboxyhc acid cyclohexylamide

The title compound, MS m/ e: 501.3 (M+1), was obtained in analogy to example 3
'~ from 2,6-difluorobenzylamine, 2 (2 ethoxy-6- formyl—phenoxy) -3-methyl-butyric ac1d

and isocyano-cyclohexane.




25 Exaan e 150 9- Et hoxy-2-isopropyl -
[ 2- (5- et hoxy-1 Hindol -3-yl)-ethyl]-3-0x0-2,3,4,5-tetr

woadesgbenzo[ f] [ 1, 4] oxazepi ne-5- car boxyl i Cpaip@004/005177
tert- thyIanlde The title conpound, M nie: g2.4 >

(Mt1), was obtained in analogyJMU'exanple 3 from
2- (5-nmet hoxy-| Hindol - 3-yl) - et hi/l an ne,
2- ( 2- et hoxy- 6- f or myl - pheno¥smBle 13§ net hyl - butyric

A8 R BOSKAR) S-IRLI O ORIDS. o 2094LAA006S

b drtzh il Qe tasapinedydarbbxylic acid tert-butylamide
[ 2- (5- methoxy- 1H-i ndol - 3-yl ) -et hyl ] - 3-oxo- 2, 3, 4, 5-tetr

b 1 .
SN TR M b ut] 4 BYOEERIREL BRI ANUDLErASbple
5 (i) 4-disashybinéi abedzylamianal- @yﬂmm—éxfgrmﬂeplgngxy)r%ﬁ:rethyl-butync
t.h | H,i nd t hyl
2a%§ﬁgﬁﬁ%§xx% ?&Ln_g& Rnﬁ%ﬁi)es yng?L;F butyric acid, |

and |socyano cycl ohexane. Exanple 152
7- Brono- 4- (2-chl oro- benzyl JExampsop¥opyl - 3- oxo- 2, 3, 4, 5-

g4 %abﬂ%%@ff’wbe Aok b REERIREs P B ARR L
b €nzodB . tﬂofc&sﬂt@i)n.e Wb@bjﬂlﬁl&ﬁd@t}’ﬂﬂhwm-égl to exanple 3

from 2-chl or obenzyl am ne,

r ono- 2- f or. t Ydrl le3 .
10 aﬁg\e g cglaeg}%cg@ BRI B R e, Bample
ﬁe@iﬁlﬁ%ﬂlﬁﬁnﬂnﬁﬂbf%p@mxﬁéeﬁ@mﬁ ﬁlemosy)t%meéw butyric
dro ben oxazepi ne-5- 15 carboxylic acid
( 2¢ig =ﬁi‘ﬁ%?‘¥¥§ﬁl‘°"%?é?ﬁf%‘7neam de The title conpound, M5
me: 513.2 (Mtl), was obtained in analogy to exanple 3
from cycl ohexyl am ne, Example 148 ‘

2-(4-b -2-1 3- et hyl o-

D PSR DF g0y PRy B Bhe Rt 5 G35

15 73@59&{@]1?4 AR -c&bex?maac@qtmmam@ yl -ethyl)-2,
.4, 5- tetrahydro- benzo

oxazeplne 5-carbo yI c .

(St lererRprngnIa e S e v Phgeined i analpey g example 3
g m 34 éﬂgetg%gjh 1agﬁﬁ@|2r(edeﬂ1maéébmﬂ pth@newérﬁpmﬂgl -butyric
from2th|o hen I-ethlamne

2 %@Bﬁ@ﬁ@@?ﬁﬁ?ﬁ“ﬁﬁ%noxy) 3-met hyl -butyric

Example 149
20  9-Ethoxy-4-[2-(1H-indol-3-yl)-ethyl]-2-isopropyl-3-0x0-2,3 ,4,5-tetrahydro-
 benzolf] [1;4] oxazepine-5-carboxylic acid cyclohexylamide

" The title compound, MS m/e: 518.4 (M+1), was obtained in analogy to example 3
.from 2-(1H-indol-3-y1}-ethylamine, 2-(2- ethoxy—6—formyl phenoxy) -3-methyl-butyric

acid, and isocyano-cyclohexane.

25 Example 150 |
9:Ethoxy-2-isopropyl-4-[2-(5-methoxy- 1H-indol-3-y1)-ethyl]-3-0x0-2,3,4,5-tetrahydro-
benzo[f]{1,4] oxazepi.rie—&i—carboxylic acid tert—butylamide

The title compound, MS m/e: 522.4 (M+1), was obtained in analogy to example 3
- from 2-{5-methoxy-1H-indol-3-yl)-ethylamine, 2-(2-ethoxy-6- formyl—phenoxy) -3-
30 methyl-butyric acid, and 2-isocyano-2- methyl—propane

.




acid, and 2-isocyano-1, 3-di net hyl - benzene. 25 Exanpl e
155

Wogz-eg&% zyl - pi perl di n-4-yl)-7-brono-2-i sopr o@%lr/]a%z&ﬁ%(blﬂ

5

10

| eﬁrlm@rrcbl 34mging
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-tetrahydro- benzo[f]
[ 1, 4] oxazepi ne- 5-car boxylic aci4} -
(2, 6-di net hyl - phenyl )-am de The title conpound, M
me: 604.3 (M+l), was obt aEsegiplerisanal ogy to exanple 3

2 R o By - ReAERS) LAy i o4 mbydo
asé&og%m; |8xdzEslayY-3nQrfoxSi dhdiB tRydheiglanede. WO
2004/ 958 P | EP2004/ 005177 ~ - 46 Exanple 156

yl - 3- ox i di vl met.h
AThe e arg o MBI 34 1 LR a0 BiReh SEORPH PR S
aghsh £-25 ﬁze@hd?c?tlﬁ{umcﬂﬂ%n;ﬁ} -t e, Eh(a éthbrec-Eampophenoxy)-3-
M mfe: 522.2 (Mtl), was obtained in analogy to
eRsHTeugTs aridommdise aRITCEI M mRE: hy | ani ne,
2- (4-brono- 2-fornyl - phenoxy) - 3- et hyl - butyri c acid,
and 2- |socyano 1, 3 di met hyle<applerse. Exarrpl e 157

7-B A- eyl 2 | 3,451
{7y mock (eHPGL Pl AP eRarEhs REO bk SO i A o
t@éﬁzo@ﬁ 1¥4] @ﬂz@ﬁn‘e—@ o dytit h8d e, @M@Q‘Jﬂ—?@&[\gﬂﬁamﬂﬂo- 2

was obt a| ned in anal ogy to exanple from
2 am no- acet am d

2Thatifle erBpousids M.%/m-f BAEHY RS- wasobjaingstipypRalegaty ample 3

aﬁ@ngz chl%?&%ﬂ%@m&d@eﬁjﬂéf Ibrd}ﬁg@afﬁﬁmygﬁéﬂﬂx?) 35&thyl butync acid, and
Br ono- 4- f ur an- anet hyl - 2-i sopr opyl - 3- oxo- 2, 3,

14n¢-1, 4] oxazepi ne- 5 car boxyl i c
acid tert-butylamide The title conpound, M5 mfe: 485.1
(Mt23), was obtained in angQgyit psexanple 3 from

C-furan-2-yl t hyl am ne,

27 (Hromﬁﬁyéohwh%-pmpﬁmybﬁngz,%étshgyﬁahmryrhegz%1 4]oxazepine-5-
a % a5 [1;1@ Exanpl e 159 20
g%b%#t”]?cza%}/da@bf opy g)ﬂgfgi} Q%ggphenylnpcycl opropyl)-2,3

4,.5-tetrahydro- benzo h&
oi&z@@en@u@om DX/ £:6 1@&( wcwm@mmam tq papple 3

t o s arrp ek@arﬂjn% 2 %Z%rﬁ&-%ﬁmy%ﬁe%?hﬂﬁ&hﬂfblﬁ?ﬁ& 29Y, and 2-

isocyano-1,3-dimethyl- ~benzene.

Example 154
7-Bromo-2-isopropyl-3-0x0-4-(2-thiophen-2-yl-ethyl)-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 541.2 (M+1), was obtained in analogy to example 3
from 2-thiophen-2-yl-ethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric

| acid, and 2-isocyano-1,3-dimethyl-benzene.

Example 155

' 4—_(1—Benzy1—piperidin—4—y1)—7—broino—2-isopropyl—3—0x0—2,3,4,5~tetrahydro—'

benzo[f][1,4] oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

-The title compound, MS m/e: 604.3 (M+1), was obtained in analogy to example 3
from 1—benzyl—plperldm-é-ylarmne, 2-(4-bromo-2-formyl-phenoxy)-3- meﬂr}rl-buqrnc
acid, and 2-isocyano-1,3- dlmethyl benzene




from 2- phenyl - cycl opr opyl am ne,

2- (4-brono-2-fornyl - phenoxy) - 3-net hyl -butyric acid,

and isog:syano- cycl ohexane. 25 Exanple 160 )
WO 208/ 5M83%4- (4- di met hyl ami no- benzyl ) - 2- i sopr opylCTHERZRH WS 177

,3,4,5-tetrahydro- benzo [f] [144]

oxazepi ne-5-carboxylic acid tert-butylam de The title

compound, MS mle: 538.3 (Mglmplvess obtained in

anal ogy to exanple 3 from 4-dinethyl am nobenzﬂ;ll_l am ne,

. 27_(B1E0mﬂofgré5021% AopherGspy - Somsh ) S hartgiiydrag
i iy D - N0-RA04/1 00958
pEr Do P RRSY M ayEo i A CIRRATSL YA

(4-di met hyl ami no-b enzyl) - 2-i sopropyl - 3: oxo-2, 3, 4,
5 The titla hgeipound 45 oY ¢ 520 2, (Mo e sl wmamplogy ¢ gxample 3
ag] L & grgn{iﬁ e sCRmRRING BoxDEomBthyl-butyric acid,
> (%%?%m%%%%%g?% [ né’a2n4l ogy to g?i%pqﬂee %x)é fromY utyme ac
4-agil Besdrydreoni A obmeihyl-hensrac.
. 2-(4-brono- 2-fornyl - phenoxy) - 3-net hyl -butyric acid,
and 1-isocyano-butane. Exanpl.g,416%57 - _
4- (2-Benzyl sul fanyl -et hyl ) -7-brono-2-i sopropyl - 3-oxo0-2
, 3-Brobad-élcadayndybretbpinZesoptqpyfl- 310597 2,3,4,5-tetrahydro-
. oxazepi-hesH-car L] | C L de 10 The
tﬁePﬁﬁggﬁ%ﬁ%ﬁ%Pg%?ﬁfﬁIéo%%cgy%mlg ‘ vaas obtained in

- analogy to exanple 3 from _ _ )

10 2-Thenitlelcsiphand, M8 triy] 4efi2n@/+1), was obtained in analogy to example 3
2-4 4- br ono- 2- f or ayl 5 phe 35 ek ks RS Wk e BB Ehric acid, and 2-
P 2GS RS B 2R B fERA Bl O WLy B ric ac
7 -iBrcpam- 2-niesloprropydned - ( 2- met hyl sul f anyl - et hyl ) - 3- oxo0- 2 - '
,3,4,5-tetrahydro- 15 benzo [f] [1, 4]

oxazepi ne-5-carboxylic acid ylam de The title
conpound, MS nfe: 483.2 (M%?&%v%ggﬁbt ai ned i n anal ogy

t o7-BxanPheutin-I-yhmetRylARisoptauyl-Banpt2, Bt ytethydro-

SRR g o e

7- Brono- 2-i sopropyl -4-[2-(4-vitro-phenyl)-ethyl]-3-o0x0
- 2T thleErobgtiouablydiS an/cbestzD(§i#- 23 ) wis djtained in analogy to example 3

° ngxgpé—%er&ns—_zgﬁ—rnggtﬁ%lahgne? EI— @-bcx%x%{ogﬂ%&(r%ﬂ—rghggoxy) -3-methyl-butyric acid,

and 2-isocyano-2-methyl-propane.

_ Example 159
20 7—Bromo—2—isopr0pyl—3—oxe-4-(2—pheny1~cyclopropyl)-2,3,4,5-tetrahydro—
 benzo [£][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 525.2 (M+1), was obtained in analogy to example 3
from 2-phenyl-cyclopropylamine, 2-(4—br0m0—2-formyl—phenoxy)-.‘&—methyl-buty-ric

acid, and isocyano-cyclohexane.

25 Example 160
' 7—Br0m0~4—(4—dhnemylamino—benzyl)-2—isop'ropyl—3—oxo-2,3,4,5—tetrahyd.ro~
benzo[f][1,4] oxazepine-5-carboxylic acid tert-butylamide

The title compound, MS m/e: 538.3 (M+23), was obtained in analogy to example 3
from 4-dimethylaminobenzylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric
30 acid, and 2-isocyano-2-methyl-propane.




The title compound, MS mie: 558.3 (M+l), was obt ai ned
in anal ogy to exanple 3 from 4-nitrophenyl et hyl am ne,

woZobfiogssgmo- 2- f onnyl - phenoxy) - 3- et hyl - but yri

I.d
and | socyano- cycl ohexane. 25 Exanple 165 7-B%8ﬁ&#2¢”m9”77
(4-chloro-2-fluoro-b enzyl)-2-i&bopropyl - 3- 0xo- 2,
3,4,5-tetrahydro- benzo[f] [1, 4] oxazepi ne-5-carboxylic
acid cycl ohexylam d The ti tixempirigéund, M5 me: 551.2

s A oA Soh Sob R p AT 8 1 'y dco-
2bérfho 1 [ D02z 1681 caPh @R X ¥oid Butiinipk - but yric 30 '
acid,gyﬁg@?sgéggno-cyclohexéne? WO 2004/ 100958

PCT/ EP2004/ 005177, -48_ EXx l.e 166, 7- Br,ano- 4-

(T TR RSBl 1 5 BV bitis BhAgagn g2 8057 el 2

r abyos-ammdieplzalddbeh i dhax az epbrand2carhpxylenxAci-ehethyl-butyric
cycl ohexyl am de_ The title conmpound, M5 me:564.3

(M 1jsecyamt-RiH@E i n anal ogy to exanple 3 5 from
4- di met hyl am nobenzyl am ne,

-_2-(4-bronn-2-fornyl-phenoxﬁkﬁiﬂgﬂ&&[-butyric acid
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and i socyano-cycl ohexane. Exanple_ 167 _

74182 m%sql@apslr%y )= 73hrogR LRI YRS ST AP SR BYHA: 3-

YhdaA{Fnk] 5}2&%&@@9&9@;?1% n&albdlohexylamide _

[ 1, 4] oxazepi ne-5-carboxylic acid cycl ohexyl am de 10

The title compound, M5 me; 4?3.2 %N&l)h was, obt ai ned

i Bhatde @S\.}?P‘f@d@w/ & 5392 (ML), was obtained in analogy to example 3

3 NQz0 f "2 0084 -bromo-2-formyl-ph -3-methyl-butyri

Zﬁ?%l%?g%n%%rg’? rﬁ@%eﬁox% -%qmn%t h%rfl{)u% yep io}éy) a(I:Iiled,Y Be

apddi addspanac Gl BKEIae. Exanpl e 168 '

7- Brono- 2-i sopropyl -4- [2-(5-nitro-pyri

di n-2' -yl am no) - et hyl ] - 3- OXGragnpde f630- 15

tetrahydro-benzo[f] [1,4 oxazepine-5-carbox¥Iic ag}d

cy chromex3risaptapa-#Ha-methylsulbambs thyb; 3-mp-Arieh d-tetzlydro-

( j ned | ., Ogy, g 3 from

o Sl 8 oS Bl eSol B B wEer B R

2- (4- brono- 2-fornyl - phenoxy) - 3- nethyl -butyric acid,

affde il cympound M w2 ( Wes obgnerhin analogy to example 3

{ [ d25 ¢ sAngh ~And by RE Y rhivhpl Yihe@ylbutyri

etf%)(% f?lgéi%%é%@éng{ %ﬁgﬁn&é b4 RE Y hiyR ph SRy RBYhe@ybutyric
acid, and isocyano-cyclohexane.

Example 164
7-Bromo-2-isopropyl-4- [2-{4-nitro-phenyl)-ethyl]-3-ox0-2,3,4,5-tetrahydro-
benzo[fj[1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 558.3 {M+1), was obtained in analogy to example 3
- from 4-nitrophenylethylamine, 2-(4-bromo-2-formyl-phenoxy)-3-methyl-butyric acid,

and isocyano-cyclohexane.

Example 165
7-Bromo-4-(4-chloro-2-fluoro-benzyl)-2-isopropyl-3-0%0-2,3,4,5-tetrahydro-
~ benzo{f][1,4]oxazepine-5-carboxylic acid cyclohexylanﬁd :

The title compound, MS m/e: 551.2 {M+1), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2—(4-b_rom0—2—formyl—phenoxy)—_3-methy1—butyric '

acid, and isocYano-cyclohexane.




tetrahydro-benzo [f] [1,41
oxazepi ne-5-carbonyl]-am no}-acetic acid tert-butyl

w08 4ﬁ&m;§he title conpound, Ms n-1/e: 635.1 (P%%E}ﬂmW@%rﬂ
obtained in analogy to exanple 3 from

4 chl oro-2-fl uorobenzyl am ne, -43-
2- (4- brono- 2-f or nyl - 6- net hoxy- phenoxy) - 3-
nethyl butyrlc aC|d and i Beuyplndéécetic acid

t77e%1t: t%a‘-’f glaqluig I;D)ént%ﬁtﬁ 1;D£Qopyl 3-0x0-2,3,4,5-tetrahydro-

[E%nﬁ&[ﬂfﬁﬂmayeﬂlﬂré-ﬁndrﬂoxﬂicydc)d gtchuple}vla®idexo- 2, 3, 4, 5-
tetrahydro-benzo[f] [1,4]oxazepine-5-carboxylic acid

oo ELNPhR) s B Thewd] 4o oupauftly Mol
5 fﬂf&m@dlﬁrﬁﬂl‘ﬂiﬂﬁlhﬁmibeﬁzlyhmﬂ@ |2 (a—bﬂo)'aceﬂ%fy#raﬁ}pigpoxy) 3- methyl -butyric
2- (4- br ono- for 6- met hoxy- 30

ﬁﬁ&h&? Foéﬂﬁ@Tﬂ§H ﬁﬁ??rlc aci d, and
2-isocyano- |, 3-di net hyl - benzene. WO 2004/100958
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The title compound, MS m/e: 635.1 (M+23), was obtained in analogy to example 3
from 4-chloro-2-fluorobenzylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-
methyl-butyric acid, and isocyano-acetic acid tert-butyl ester.

25 Example 170
7-Bromo-2-isopropyl-9-methoxy-4-{2-(5-methoxy- 1H-indol-3-yl)-ethyl]-3-ox0-2,3,4,5-
tetrahydro-benzo[f] [1,4]oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 634.3 (M+1)}, was obtained in analogy to example 3
from 2-(5-methoxy-1H-indol-3-yi)-ethylamine, 2-(4-bromo-2-formyl-6-methoxy-
30 phenoxy)-3-methyl-butyric acid, and 2-isocyano-1,3-dimethyl-benzene. .
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Example 174
2-tert-Butoxymethyl-7-chloro-4-(2,6-difluoro-benzyl)-3-ox0-2,3,4,5-tetrahydro-

~ benzo]f] [1,4}oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 557.21 (M+23), was obtained in analogy to example 3
~ from 2,6-difluorobenzylamine, 3-tert-butoxy-2-(4-chloro-2-formyl-phenoxy)-propianic

acid, and isocyano-cyclohexane.

Example 175
2-té3_ct—Butoxymeﬂ1yI—7uchloro~4~ﬁ1ran~2~7hneﬂ1yl~3~oxo-2,3,4,5-tetrahydro-
benzo{f}[1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 511.2 (M+23), was obtained in analogy to example 3
from furan-2-yl-methylamine, 3-tert-butoxy-2-(4-chloro- 2-formyl-phenoxy) proplomc

acid, and 1socya110~cyc10hexane
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179 20 '

W0421)64%3§%'§Zy| pi peridin-4-yl)-7-brono-2-isopro T7E9§29£L50r1}5177'

10

15

~acid tert-b

20

25

30

0x0-2, 3,4, 5-tetrahydro- benzo [f] [1,4
oxazepi ne- 5- carboxyllc acid butgbam de The title
conpound, MS nfe: 586.3 (M+l), was obtai ned in anal ogy
to exanpl e 3 from 1-benzylEgpngédes 16 n- 4- yl am ne,

fﬁﬁf%g i gfﬁ‘%’%g’eg?ﬁgﬁ i“i%Bﬁiagdj%wﬁ{?ggg 0x05k3 A Sstesphydro-

18911Z0 [f] [1 4] oxazepine-5-carboxylic acid cyclohexylamide
7- Brono- 4- ( 4- di met hyl am no- benzyl ) - 2-i sopropyl - 9- net ho

o B2 B ettt RIS+ CERE BT e gy 1o example
Cﬁ@ﬁoﬂﬁ(ﬂlﬂﬂtﬁohdr&?daﬁﬁi& 3- (@Nbr3do-2 ey iot @bty iphenoxy)-3-methyl-

aB %q%y t.0 exa | f.rom 4-di met hyl am nobenzyl am ne,
27 TP YA OB MEF Yy - phenoxy) - 3- 30

net hyl - butyric acid, and 1-isocyano-butane. WO
2004/ 100958 PCT/ EP2004/ 005IFxAmplel7AExanpl e 181

i VR SRR 2 T h?@@%&ﬁggﬂ&ﬁa;ﬁg DY RRS erahydro-
OX &ZAAf] [194] 5 n?ﬁ@@éa&'@oﬁ@ltaa%t@ﬂtmw de The title
conpound, M5 530. 3 (M+l), was obtained in anal ogy

npl di
t %bat Faﬁpgurfsdoﬁﬁ%@ %%E%? kg%ﬁp‘ﬁ?eﬁ tt%e@gﬁg?m’v to example 3
byt 1@@@1«? feﬁﬁﬂl—li%’ﬁ%@ 02~§M§}d?1|i@&ﬁf6ﬁn yiE & &y lf@noxy)-3

7- Bro - (1, H i ndol -eth
_ EEWSBW&C@ AR Brdsegy 3(6‘3521@ PIQP@et et r ahydr o-

benzo[f] [1, 4]oxazep|ne 5-carboxylic acid
tert butylanide 10 The titlgmﬁﬂﬂppnpd M5 me: 556.3
was obtained. in analogy to exanple 3 from

27(%00»@-&11 dgvethylagipg b -1sopropyl-9- mefhoxy—3 ox0-2,3,4,5-

2rde b Bedo [ O BbeR Usoe% BQ&&)C hexylamid
nmet hyl - but?rpg?ggyamie 2-1socyano- 2- ?ﬁ?yagﬁbgane

Exanpl e 183 7- Brono- 2-i sopropyl - 9- net hoxy- 4-

[ 2be gﬂﬁewawnc&l\fiﬁmﬁ@é% 3{y1H23).arasypbrain @ﬁ@algggtw%mple?’

1 T 1 _
BoheLlahy ﬂ&@@%&am aze;h&duﬂe Iz:@ éb??éxgén%gﬁdr}]%yﬁ?/%ﬁ&ﬁg%y Ehéhoxy) 3

( Wetthyy; lhm@@@tdaaméomnawad@gwm exanpl e 3

Example 179
4-(1-Benzyl-piperidin-4-y1)-7-bromo-2-isopropyl-9-methoxy-3-0x0-2,3,4,5-tetrahydro-
benzo[f][1,4]oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 586.3 (M—?l), was obtained in analogy to example 3
from 1-benzyl-piperidin-4-ylamine, 2-{4-bromo-2-formyl-6-methoxy-phenoxy)-3-
methyl-butyric acid, and l-isocyano-butane.

Example 180
7-Bromo-4-{4- dlmethylammo—benzyl) -2-isopropyl-9-methoxy-3-oxo- -2,3,4,5-

. tetrahydro-benzo[f][1,4] oxazepine-5-carboxylic acid butylamide

The title compound, MS m/e: 568.3 (M%—23), was obtained in analogy to exarmple 3
from 4-dimethylaminobenzylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-
- methyl-butyric acid, and 1-isocyano-butane.
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oxazepi ne-5-carbonyl ]-am no}-acetic acid tert-butyl
esTlertitle compound, MS m/e: 612.3 (M+1), was obtained in analogy to example 3

from 2-(5-methoxy-1H-indol-3-yl}-ethylamine, 2—(4—br01_:no—2—formy1—6—methoxy—

phenoxy)-3-methyl-butyric acid, and isocyano-cyclohexane.

25 Example 185 _
7-Bromo-2-isopropyl-9-methoxy-4-[2-(5-nitro-pyridin-2-ylamino)-ethyl]-3-oxo-
' 2,3,4,5-tetrahydro-benzo[f][1,4] oxazepine-5-carboxylic acid cyclohexylamide

The title compound, MS m/e: 604.3 (M+1), was t)btaﬁ_led in analogy to example 3
from 2-(5-nitro-pyridin-2-ylamino)-ethylamine, 2-(4-bromo-2-formyl-6-methoxy-
30 phenoxy)-3-methyl-butyric acid, and isocyano-cyclohexane.
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The tifle compound, MS m/e: 587.2 (M+ 1), was obtained in analogy to example 3
from 2-phenyl-cyclopropylamine, 2-(4-bromo-2-formyl-6-methoxy-phenoxy)-3-
methyl-butyric acid, and isocyano-acetic acid tert-butyl ester.

25 Example 190 |
H{I7 —Bromo—2—isopropyl—9—meth0§qr—3—0}:0-4—(1 ,2,3,4-tetrahydro-naphthalen- 1-yl)-
2,3,4,5-tetrahydro-benzo[f][1,4] oxazepine-5-carbonyl]-amino}-acetic acid tert-butyl

ester
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Example 193
9-Ethoxy-4-[2-(1H-indol-3-y1)-ethyl]-2-isopropyl-3-0xo-2,3,4,5-tetrahydro-
benzo[f]{1,4)oxazepine-5-carboxylic acid (2,6-dimethyl-phenyl)-amide

The title compound, MS m/e: 540.4 (M+1), was obtained in analogyto example 3 from
20 2-(1H-indol-3-yl}-ethylamine, 2-(2-ethoxy-6-formyl-phenoxy)-3-methyl-butyric acid,
“and 2-isocyano-1,3-dimethyl-benzene. '

Example 194
8-Diethylamino-2-isopropyl-4-(1-naphthalen-1-yl-ethyl)-3-ox0-2,3,4,5-tetrahydro-
benzo[f}{1,4] oxazepine-5~carboxylic acid benzylamide

- 25 The title compound, MS m/e: 564.4 (M+1), was obtained in analogy to example 3
from 1-naphthalen-1-yl-ethylamine, 2-(5- dlethylammo 2-formyl-phenoxy)-3-methyl-
butyric acid, and isocyanomethyl-benzene.

Example 195
8-Diethylamino-4-furan-2-ylmethyl-2-isopropyl-3-0x0-2,3,4,5-tetrahydro-
30 benzo[f][1,4]oxazepine-5-carboxylic acid benzylamide '




N 0~ (R 2 Ol R wherein R is hydrogen,
C _6-al koxy, halogen or -NRR"; nis | or 2 R,R
pendently from each ot her hydr ogen or. s
“m€$&%hﬁgﬁ R2 15 hydrogen, G 6-al kyl . - ( GHE)THEF2004/005177
C3-7- cycloalkyl -(CH2), phenylaap (CHQ)n1C>
g 6-alkyl; mis 0, 1 or 2; R3is C.6-alkyl,
(T@HE})E[&-cGﬁ-@))Ghd Q1S markkagh) 4 (E8+1); ey bainky in malovy to example 3

YGELTEREDIL ket = VeSS biL i B St

C Gasyrid dcliy a6d isbatagertgt-bedzebeal kyl; R4 is -(CH2)a
phenyl, which is unsusbtituted or substi t ut ed by one
or- two substituents, selec&ed f%@?hthe group

consi sting of halogen, trif -NR R', nitro

5 Or2-Tso SkFpHR m&@hoxys4- -(l—ﬁapﬂﬂﬁléﬂglatr]l~ﬁ}zlﬂ) wm@unbmﬁmmﬂy&m-

sybstit te by phenyl, or,.is et erocycl yl ,
s emes i At et Binaiaf %%gga?ﬂm’h yD-amids
tetrahydropyran-4-yl, pyridin-3-yl, indol-3=yl,

0 ﬁFHeQEL&I doypoieB at MBliﬁ)%dS F9y3 @M#Ef@@ﬁa@ﬁbtﬁiﬁheﬁ in &hdh@ﬂto example 3
t ophen-

9B y st 5%@%96’ %ﬂ?ﬁo@rvn% "9*%%%&%5@%‘@@13'mﬂhﬂ“b“m°

‘ 5.@1d and 2- 1soc?7ano 1,3-dimethyl-benzene.
benzoi m daz , 2- OXO0- tetrahydrofuran | - benzyl - pi pe

ridin-4-yl, or benzo[l 3] di oxol -5-yl or is -

tetrahydro-naphthalén-l-yl, - CHR -napht hal en-2-yl, -
- fluoren-9-yl, - (CH2)a S-lower alleyl, (CH2)o

S- benzyl ,

——




(CH2),-C(ONH2, (CH2),NRR', CHC(ONH2]-(CH2)a

phenyl, (CH2)o CF3, (CH2)o CRR'-CH2-NR R ; and o

i slor2; and pharnmaceuti cal 'p5suitabl e acid addition

salts thereof, with the exception of

4- benzyl - 3-0x0- 2, 3, 4, 5-tetrahydr o- benzo[f] |

1, 4] oxazepi ne- 5- car boxylic agy henet hyl - am de,

4- benzyl - 3-oxo0- 2, 3, 4, 5-t et rahy -benzo [f] [1, 4]

oxazepi ne-5- carboxylic acid butylam de,

4- cGoinploaxys oBthependraBidtmmild €t r ahydr o- benzo[ f |

[1 4] oxazepi ne- 5-carboxylic acid phenethyl- am de and
4- cycl ohexyl - 3- oxo0- 2, 3, 4, 5-t etrahydro- benzo[ 1

[ 1, 4] oxazepi ne- 5- carboxyl i ¢ aci qRbutyl am de. 2.

Conpounds i n accordance wi tQ clghn11 wherein R2 is

Cl-6-al kyl. 3. Cbnpoun@g i n gcordance with claim?2

wherein R3 is C3_T-cyc|dé K and R4 is

(CH2) u- phenyl , substitut by th~F

Conpounds i n accordan ith c

are

7-brono-4-(2,6-diflu rq%benzyl) 2-i sopropyl - 3- oxo- 2, 3,

4,5-tetrahydro-benzo[f][ 1, 4] oxazepi ne- 5-carboxylic

aci d cycl ohexyl am de,

7-chl oro-4- (4-chl oro-2-fluoro-benzyl)-2-isopropyl - 3- ox

wherelg_ > '3 4 5-tetrahydro- benzo[f]
[ 1, 4] oxazepi ne- 5-car boxyl i ¢ add cycl ohexyl ani de,

R Igggﬁggag%%é4 chlgﬁﬁoé%éﬁgoro b?nzyl) 2- |sopropyl 3- 0x0

r{ﬁ; 14ra@xazepi ne- 5 carboxylic acid cycl ohexylam d or

br ono- 4- (4-di met hyl am no- benzyl) - 2-i sopropyl - 9- net ho
Rx;R 32t5x3Bdependentls. fram cadyother hyteogal dr]C[lalkj;
oxazepi ne-5-carboxylic acid cydohexyl am de. AMENDED
SHEET -57- 5. Conpounds in accordance with claim 2,

e Aok CE BB b e gbnce wi o1

-85 Crwhallch; conmpound i s
7-chl oro- 2- et hyl - 3- oxo- 4- (tetrahydro-pyran-4-yi)-2,3,4
, 5-tetrahydro-benzo[I[1, 4]oxazep|ne 5- carboxylic acid

m lsquloqlzexyl am de.

Sy o% or NR R'. 4.
3(Rvhi ch conpounds

3. | :
R 1 Cg..s—alkyl “(CH)m-C(O)O- C; ¢-alkyl, C35- cycloalkyl or -(CHj),,-phenyl,
Wthh is unsusbtituted or substituted by one or two substituents, selected from
the group oonsmtmg of halogen or Cy¢-alkyl;

d .
R is -(CH,)o-phenyl, which is unsusbtituted or substituted by one or two substituents,

selected from the group consisting of halogen, tnﬂuoromethyl, ~NR’R”, nitro or
—SO,NH,, oris

- Cy.-cycloalkyl, unsubstttuted or substituted by phenyl oris

-{CRR’ )o~heterocyclyl selected from the group consisting of

tetrahydropyran-4-yl, pyridin-3-yl, indol-3-yl, opnonaﬂysubsututed by halogen or
Ci.s=alkoxy, or thiophen-2 -yl, furan-2-yl, -NH—pyrxdxn-Z-y[ optionally substituted by

nitro, or

AMENDED SHEET




7. Conpounds in accordance with claim2, wherein R3 is
C3a-cycl oal kyl and R4 is tetrahydro-naphthal en-1-yl.
8. Conpounds in accordance “Wiéfh claim7, which

conmpounds are .
7-chl oro-2-i sopropyl - 3-oxo-4- (1, 2, 3, 4-t et rahydr o- napht

B@illz%"lmlldaﬁbl) 2%#1% B0 t%@ét{;’apryfqran, en%ﬁoﬂ%ﬁﬁ}ﬁ'ﬁ‘n"%’éﬂ \6F

ioxazepl ne- 5-car :
?WK’%ﬁ ldiaxelndybot isopr opyl - 3--0x0- 4- (1, 2, 3, 4- t et rahydr o

: 1@&9&hﬁahﬁg,{ﬁﬂga1;ﬂ3 4, 5-tetrahydro- benzo[f]

oxazepi ne- 5-car boxyl ic acid cycl ohexyl am de. 9.
nadgbrdance with claim2, wherein R3 is

%}eﬂ:y’?loal kyl and R4 is -(CH2)o pyridin-3-yl. 10.
gPoun i n,accordance with claim9, which conpound

- {§H2)o-S-lower alkyl,

CH gjﬁ l%};]sopropyl 3- 0x0-4-pyridi n- 3-yl net hyl - 2, 3, 4,
“téfra G- benzo[ fJ[ 1, 4] oxazepi ne-5- carboxylic acid

&}le)ca JNI3,de. . 11. Conpounds in accordance with

((tm ;awherem R3 is lower alkyl and R4 is (CH2)a

(%den substltut ed by di-halogen or NR R'. 12.

2rCHgeabdaplce with claim 11, which conpounds

- bIoro ‘4-(2,6-difluoro-benzyl)
Rﬁqgfh P> 3- oxo0- 2, 3, 4, 5- tetrahydro-benzo [ f] [

- ~(CHy) %R 'bﬁl’éz—BiR’R’éa'alﬁdxyl ic acid tert-butyl am de,
isA 44 di met hyl am no- benzyl ) - 2- i sopropyl - 3-oxo0-2, 3, 4, 5-t
etrafydro-benzo[fJ [ 1, 4] oxazepi ne-5- carboxylic aC|d

and phymnydcanticlly suitable acid addlt:lon salts thereof, with the exce t‘flo%o
0XO0-

4—ben%y1—?h§:9(g Q’tsé% si gﬂ%ﬂh%&}ﬁg nxza%LI):mze—Sl (S:aor LJ?]E)I?C acid phenethyl-amide,
—benﬂylﬂ-om&Zépi,ﬁ-&eﬁal@ﬁ{rb%mgﬂ[@%&aQ ﬁ&l«.@!‘kﬂﬁo gxac1d3but¥1am1de,

i met no- benzyl )-2-1i sopropyl ne
&qclé&é:gi%—cg( 3 my Eﬁ’mmbﬁ@dﬁdﬂyhc acid phenethyl-
anndqahd4]oxazep|ne 5- carboxylic aC|d butyl am de or

ol br -4-(4-di met hyl am no- benzyl ) - 2-i sopropyl - 3- oxo- 2

4 CY‘:I"]%E"ZEQP e é 3143/% fesealyy, éﬁl’bell!#o][ﬂ [L,4]oghzepine-5-carboxylic acid butylamide.
oxazepi ne-5-carboxylic acid tert-butylam de. 13.
Compounds in accordance with claim2, wherein R3 is C

2% BhiopoundinRécosandeCRUR a)m i netbbrodr 1Y is (GUbgEt ut ed
by -Cl, -al kexy. 14. Corrpounds i n accordanc® W )fh claim

8 whi ch conpound is 9-ethoxy-2- |sopropyl [
oLPEPREPADID #ccgardmcmmm@, whieraih R’ is Ca.rcycloalkyl and R* is

-(CH;)QpIQ?h‘?I 3u§stﬂuédtlﬁtc[1q{y(§geg or NR'R”,

4. Compounds in accordance with claim 3, which compﬁundﬁs are

7-bromo-4-(2,6-difluo ro'—'bcnzyl')-2-_is'opro_pyl~3—oxo-2,3,4,5~tetrahyd;o~benzo[ﬂ [1,4] éxazepizlew
- 5-carboxylic acid cyclohexylamide,

7~chloro-4-(4-chloro-2- ~-fluoro-benzyl)- 2—1sopropyl 3-0x0- 2,3.,4,5-tetrahydro-

-benzo[f] [1,4}oxazepine-5-carboxylic acid cyclohexylamide,
7-bromo-~4-(4-chloro-2- -fluoro-benzyl)-2-isopropyl-3-0x0-2,3,4 5-tetrahydro~
benzo{f}[1,4]oxazepine-5 -carboxylic acid cyclohexylamid or

7-bromo-4- (4~d1methylammo—benzyl)-2-1sopropyl -9-methoxy-3-0x0-2,3,4,5-tetrahydro-

benzo[f}{1, 4]oxazepme-5 -carboxylic acid cyclohexylamxde
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benzo[f] [ 1,41 oxazepi ne-5-carboxylic acid
tert-butylam de. 15. Conpounds in accordance with
claim2, wherein R3 is C,,=al’lkyl and R4 is
C, 7-cycl oal kyl . 16. Compounds in accordance with claim
13, which conpound is
75C ki o fvds Vit h QBEU L 19X dr o
%é'benz I%} [1 4] oxazeplwﬁﬂe] car boxy gé e oa[kyp:Ynch is
tetrahydyo-Bygapt4aih de. 17. Conpounds in accordance with
" claim2, wherein R3is C 4-alkyl and R4 is
(@"%;ﬁﬁﬁ@gﬁnéoc%}ﬂneé%ﬁl%\% :l’ﬁuc cﬁﬁound

ccordance wth cl benzo [
7-chjorg-2-ethyl-3-oxo- 4 (tetrahydro -pyran-4- yi) 2 3 4,5-tetrahydro-benzo{f]{1, 4]oxazepme 5-

carkaﬁ?&‘%'qd%r -d| et hyl am no- 2-i sopr opyl - 3- oxo-2, 3

ahydro nzo [f] [ 1,4] ,
oxazepi ne- 5-car bo lic acid tert-butylam de. 19.
CgﬂESUﬂ’d’ém 1%%‘@9?%&%@“%&%(‘21 aiherdédn Ra\ﬁ‘sdfael-dycllaalky&nd R'is

| tetrabydd=-Rdphithalang- )}34 is 1-benzyl-piperidin-4-yl. 20.

Corrpounds in accordance with claim 19, which conpound

AI\/ENDEEQ SHEET - 59-
@OB’é’Hﬂp {5 aserndanse witly Feirn 7, whishooyipginds are

-chlo@d—Q Qoé’mﬁyﬁ.’i%ﬂbf@w £15Q- @ﬁ'glﬁﬂé'[) Ja%{xh}a(l%r} 1- 3@6\5 %'91 50 Eatrahydro-

b Efiﬁr‘é ic acid tert-butyla
. benzg S¥ePiRehcasbarlic acidwidobexylasid ar - (CH2) m phenyl

8-dicaRflamittb-2-5s |

‘ﬁ?%ﬁ once C\%cr? .c%yg*dr)n Qz(li)ﬁ 3 V\ﬁ%&ﬁahﬁ?@%ﬂﬁ%&aﬁen— 1-y1)-2,3,4,5~tetrahydro-
benz? t ?’Eﬁzﬂp@ycﬂ‘%b&’?ﬂlmECIdwdpbmillarﬁrd@xo 2,3,4,5-tetrah

ydro benzo[f] [1, 4] oxazepi ne-5- carboxylic acid

benzyl am de. 23 Conpounds in accordance with claim 2,
ei )nC(OQ0- C -6-alkyl_and R4 is
: V\Qcﬁ@s“a%ﬁéﬁw aCC%rdbg‘fq wigh @lanw @haretr Rhialagericloalk.and R* is

-(CHApaiags-yIn accordance with claim 23, . which conpounds

are |
. [7-chloro-2-isopropyl -3-0xo0-4-(3-trifluoronethyl-benzy

119)- Zoﬁ)p%uﬁdk 8 %Mﬁ@e wiE BBk 9l which co ound is
oxaze i ne-5-carbonyl’) -anin h]‘ ~ACerh
7 hl%&}‘é“{ﬂﬂf OPYiekp¥e-4apyridin-3-ylmethyl-2,3,4,5- tetrahydro—benzo[f][1,4]oxazepine~5—

- carbdxflic Ri@BRAGhditabliiOr 0- bnzyt) - 2-i sopr opyl - 9- met hoxy-3-0
X0-2, 3,4, 5-tetrahydro- benzo[f]
[1, 41oxazepi ne-5-carbonyl ]-am no )-acetic acid
tert-butyl ester. 25. A process for preparing a

qtrlt'@@ﬂi@duﬁﬂs I Rnke Bith CRlh P hbLE R Thber Mﬂh G4 R* is
-(CH% en?l substituted by di-halogen or NR’R”.

12. Compounds in accordance with claim 11, which compounds are

7-chloro-4-(2,6- dlﬂuoro-benzyl) -2-ethyl-3-0x0-2,3 ,4,5-tetrahydro-benzo[f] [ 1 4]0xazepme-5« :
carboxylic acid tert-butylamide,
4-(4- d1methy1am1n0~benzyl) 2-isopropyl-3-0x0-2,3 +4,5-tetrahydro-benzo[f][1,4] oxazepine-5-
carboxylic acid butylamide,
'7-chlor0-4—-(4—d1methylam1no-benzyl)—2—-isopropyl-3-0xo-2,3,4,5—tetrahydro-
benzo[f][1,4Joxazepine-5-carboxylic acid butylamide,
4-(4—dimethylamino—benzyl)-2-isopropyl—B—methoxy-.%wox0w2,3,4,5—tetrahydm—
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conprises a) reacting a conmpound of formula O o O\ (
RROIlI wth a conmpound of fornmula R4-NH2 111
AVENDED SHEET -60- and w t -58-conmpound of fornula R3NC
IV to a conpound of formula R3 ONH RA N OI /
(Rn O R2 wherein the substituents are as defined in

H and if desired, .converting the conpounds
ben%%[?g?’]ﬁ‘idd( afﬁ%e'éﬁﬁﬁ?é‘&%?‘flagpﬂﬂ}a‘ﬁ%t abl e acid
7- b!&)ﬂhﬂi@'—ﬁi(@%ﬁﬁﬂ’éﬁ:&mx&@ ?Mﬂ@ &BPESP yi-@o&ioaﬂ 9'4@&%?1 (%ro- Y
ounds_as,cC one. of clains -
bengg nﬁgﬁ bﬁgﬁﬁ e P CaHoyls %‘%ﬁfc&"ﬁ%@&%@}dﬁr ents. 27. A '

nmedi carrent according to claim26 for the treatnent of
Al zhei mer’ di sease. 28. The use of a conpound i-n a)/
ond 30€°@P@Wﬁ§ in accozilarlfc@ witthdaimm Auivherein R® i9fC,5 alkyl and R

'T(C %W_@%ﬁggtl&% .,%-taﬂPm of Al zhei ner's di sease.

14, Compounds in accordance with claim 13, which componnd is
9-ethoxy-2-isopropyl-4- [2 (5-methoxy-1H-indol-3-yl}-ethyl]-3-0x0-2, 3 4,5- tetrahydron
benzo(f][1,4]oxazepine- -carboxyhc acid tert-butylamxde

15. Compounds in accordance with claim 2, wherein R is Cmalkyl and R* is

Cscycloalkyl.

16. Compounds in accordance with dlaim 13, which compound is

| 7-chloro-4-cyclopentyl-2-ethyl-3-0x0-2,3,4,5- -tetrahydro-benzo[f][1, 4]oxazepme 5—carb0xyhc
- acid tert-butylamide.

17. Compounds in accordance with claim 2, wherein R® is Cs-alkyl and R* is

< (CHy)o-benzo[ 1,3]dioxol-5-yl.

18. Compounds in accordance with claim 17, which compound is
4-b-enzo[1,3]dioxol~5—ylmethyl~8adjethylamin0~2~isopropyl-3—oxo—2,3,4,5-tetrahydr’o-
. benzol[f][1,4] oxazepineﬁs-caerX}rlic"acid tert-butylamide.

19. Compounds in accordance with claim 2, wherein R® ié‘ctg-alk;l and R* is

1-benzyl-piperidin-4-yl.

20. Compounds in accordance with claim 19, which compound is
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4-(1-benzyl-piperidin-4-yl)-2-isopropyl-3 -0x0-2,3,4,5-tetrahydro-benzo{f][ 1,4} oxazep'uﬂens-
carboxylic acid tert-butylamide.

21. Compounds in accordance with claim 2, wherein R? is -(CHy)w-pheny! and

R* is C, ,-cycloalkyl.

22. Compounds in accordance with claim 21, which compound is
7-chloro-4-cyclohexyl-2-isopropyl-3-oxo-2 »3,4,5-tetrahydro-benzoff]{1,4} oxazepine-5-
carboxylic acid benzylamide. ‘

23. Compounds in accordance with claim 2, wherein R® is

——(CHg)m»C(O)O— Crealkyl and R? is ~(CHy)o-phenyl, substituted by CF; or hald en.
, g

24. Compounds in accordance with claim 23, which compounds are

{ [7-chlor.o-2-isopropy1-3-oxo—4-(3-triﬂuoromethyl-benzyl)--2,3 »4,5-tetrahydro-
benzo(f][1,4]oxazepine-5-carbonyl}-amino}-acetic acid tert-butyl ester or
- {[7Z-bromo-4-(2-chloro-benzyl)-2-isopropyl-9-methoxy-3-oxo0-2,3,4,5-tetrahydro-

‘benzo[f}{1,4]oxazepine-5-carbonyl | -amino}-acetic acid tert-butyl ester,

" 25. A process for preparing a compound of formula I as defined in claim 1, which process

comprises

a) reacting a compound of formula

with a compound of formula

R4-NH, 1
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and with a compound of formula

R°NC IV
to a compound of formula
RS
[
. O NH
RN
o:& 0 R,
O
R . 1

wherein the substituents are as defined in claim 1,
and

if desired, converting the compouinds obtained into pharmaceutically acceptable acid
addition salts.

26. A medicament containing one or more compounds as claimed in any one of

claims 1 — 24 and pharmaceutically acceptable excipients.

27. A medicament according to claim 26 for the treatment of Alzheimer’s
disease.

28. The use of a compound in any one of claims 1 — 24 for the manufacture of

med_icaments for the treatment of Alzheimer’s disease.

A
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