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--1Y CO IB wherein L is a hgnd, -(CH2)1, 2-,
-CH(CH3)-, or is FF cis acyclicring, selected
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furanyl, benzo[b]thiophenyl, tetrahydronaphthyl,
i ndanyl , 2, 2-dinethyl-[1, 3]dioxol anyl or
tetrahydrofuranyl; RL and R' are the sane or different

and are hydrogen, |ower alkyl, hal ogen, benzyl, | ower
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or trifluoronmethyl; R3 - is phenyl or benzyl whi ch
are Ubainyention relsdessp nealbrannitle desavaiyesfdomula wo
substituents, selected fromthe group consisting of

hal ogen or cyano, or is - |ower aIkyI - two hydrogen
atonms, -(CH2)1,2-S-|ower alkyl,

(CH2) 1, 2- cycl oal ! E A EP2004/ 000674
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wherein

F
L  isabond, -(CH,); -, -CH(CHs)-, or is Fooy

@ is a cyclic ring, selected from the group consisting of phenyl, pyridinyl, furanyl,
benzo[b]thiophenyl, tetrahydronaphthyl, indanyl, 2,2-dimethyl-[1,3]dioxolanyl or
tetrahydrofuranyl;

R'and R" are the same or different and are hydrogen, lower alkyl, halogen, benzyl, lower
alkenyl;

(R*)1,2,3 is independently from each other hydrogen, hydroxy, halogen, lower alkyl, lower
alkoxy or trifluoromethyl;
R® - is phenyl or benzyl, which are unsubstituted or substituted by one or two
substituents, selected from the group consisting of halogen or cyano, or is
- lower alkyl,
- two hydrogen atoms,
-(CH2)1,2-S-lower alkyl,
- (CHy), 2-cycloalkyl,



R4 is | ower al koxy, - nono-or dialkyl amno, -

N(CH3) (CH2) 1, 2-C=CH, or is a nono-, di or tricyclic
w@e@dpeIseasubsti tuted or substituted by R5 to RIDEP20841000674

whi ch groups maybe |inked by -N(CH3)(CH2)0, 1,2, to the

-C(O -group in formula IB, ~/2t1 N O may be the

followings rings R" RIL1 R"R p NNRz ONR z NRD N

NNk(@ 122, c) d) RI3 0 ~ N\ NH 1fie) or

wher eidHdIs,- F% or%(e%x%u § -C(O - R' is hydrogen

'S

or | ower alKky ogen or haI ogen; R12 R13

i s hydrogen hydroxy ONH2, or Hor HR14 is
hydr ogen @ al k 20H or -(CH2)2CN;, and to
phar maceuy i .. Iy sui tab acid addition salts thereof.

The nono-; fricycliie gr qup, unsubstituted or
sybsti t ut ed by 8 to R10, and’ which groups may be
IR nkédowyr alkgxm-8) (CH2)0,1,2, to the -C(O -group in
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or is a mono-, di or tricyclic group, unsubstituted or substituted by R’ to R'®, and
which groups may be linked by -N(CH3)(CH2)g,1,2, to the -C(O) —group in
formula IB,

/Q;N
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may be the followings rings
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wherein
X is=CH,, -S(O); or =C(O)-;

! is hydrogen or lower alkyl;
R is hydrogen or halogen; .

R
N X S\\ /\Nj‘)\/@/

R" is hydrogen, CN, hydroxy, -C(O)NH,, or ~ H or H ;

R is hydrogen, lower alkyl, -(CH,),OH or -(CH2),CN;

and to pharmaceutically suitable acid addition salts thereof.

The mono-, di or tricyclic group, unsubstituted or substituted by R’ to R', and
which groups may be linked by ~N(CH3)(CH2)q,12, to the -C(O) —group in formula
IB, may be the followings:
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OR9) 1,2 ,N\(12) Noaaaaa 10 H-NR(RO) H

or |s(R5)12|S|ndependentIy fBom each ot her

hydr ogen, hal ogen, |ower alkyl or -(CH2)1,20H R6 is
hydr ogen, hal ogen or | ower Xy; R7 is hydrogen or
-CH2OCH3i R8 is hydrogen or ogen; R9 is hydrogen,,
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(R%),,, is independently from each other hydrogen, halogen, lower alkyl or
-(CH2)1,,0H;

RCis hydrogen, halogen or lower alkoxy;

R’ is hydrogen or -CH,OCH3;

R® is hydrogen or halogen;

R’ is hydrogen, lower alkoxy, lower alkyl or amino;

(R'),,23 is independently from each other hydrogen, lower alkyl, lower alkoxy,
lower cycloalkyl, halogen, hydroxy, =0, amino, nitro, -CH,CN, -OCH,C¢Hs,

0, .0

/S~N
o,

pey iJ L,

or the groups

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,
propyl, isopropyl, n-butyl, i-butyl, 2-butyl, t-butyl and the like. Preferred lower alkyl

groups are groups with 1 - 4 carbon atoms.



chain al kyl group containing from1l to 6 carbon atons,
for exanple, nethyl, ethyl, propyl, isopropyl,
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Preferred | ower al kyl groups are groups with 1 - 4
carbon atons. WO 2004/ 069826 PCHW-EP2004/000674 -4 The
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dementia in later life. Pathologically ADis
characterjzed by the depositiqgn in the brain
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aﬁjnlg conposed of anyl oi d peptides (Abeta peptides)

‘originate fromthe (3- Amyloid Precursor Protein
(APP) by a series of proteolytlc cl eavage steps.

he. raepeiR ko< 0D SASF arRES Rl sblordy gt flerer it
aBathologixialiis Al}s isghixactelieyd Bl the depsétidriarthabsimagf @ngeiden

th di f.f tial h ReRLI des
G aFt iR and BBl e Pler Bty AR o i BleGues are
t Hﬁahﬂ Bbmpo&kd o@ain‘?foﬁﬂ ﬁépud‘éb EANER ﬁep‘ii@l@%‘ﬂﬁcl@bﬁglﬁﬁte%m the B-

and 42 am no-acid A% . Abeta peptides are produced
fAm‘ﬁlmWrwrm&hotme( B b ABeTads Oéemtﬁﬁb’téff cleavage steps. Several forms

péPAFP’ hydd theefl 'ikféﬁ@iﬁéd beghRr thSnoadBuddSRGEELRSEns of 695, 751 and 770

Secretase cleaves first in the extracell ular
dmmionaceﬁs lpgproh  They aB arisd fdemafsinglegeane shroughe diffesendial splicing. The

g%ﬁ?tg :ﬁﬁ%gt-@@s aﬁ@def;ﬁ\/{e th% sg}nte QbHaRbs t&% %g’@‘%tt Zii:ffer ?‘P tslexeu N-and

cytop asmati c
CTFEegnin, hmasmmxeaar@ of 49 apd 42eminasddlgmgdh cl eaves
at several adjacent positions wthin the TMto

br 0dURGed: oAl Aol A ArineilARhe S nd 20N E

he majorit
proteoly‘nc enzymes termed [3- and y-secretase. B-Secretase cleaves first in the

extracellular domain of APP just outside of the trans-membrane domain (TM) to

produce a C-terminal fragment of APP containing the TM- and cytoplasmatic domain
(CTEp). CTEB is the substrate for y-secretase which cleaves at several adjacent positions
within the TM to produce the AP peptides and the cytoplasmic fragment. The majority of
Abeta peptides is of 40 amino acids length (AB40), a minor species carries 2 additional

amino acids at its C-terminus. Latter is supposed to be the more pathogenic amyloid

peptide.
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Objects of the present invention are the compounds of formula IA or IB per se, the

use of compounds of formulas IA or IB and their pharmaceutically acceptable salts for

the manufacture of medicaments for the treatment of diseases, related to the y-secretase



Sci ence, Vol. 297, 353-356, July 2002 and Journ. of

Medi ci nal Chem stry, Vol. 44, No. 13, 2001, 2039-2060.
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formula 1A or IB per se, the use of compounds of

formulas A or IB and their phafmaceutically

acceptabl e salts for the manufacture of nedicaments )
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the general formula O O ~

A or 00 R3 (

wherein R and %%ars aﬁ rent and are
hydr ogen, | ower al kyl, “hal ogen, enzyl | owera @&l kenyl
or are together with the carbon atomto which they are
attached Il ower cycloalkyl; (R2) 1,2,31is

i ndependently from each ot her hydrogen, hal ogen, | ower
al kyl, lower al koxy or trifluopomet hyks

ey 1 1 l
O

on are cohpounds of
, 2 [\II-INY RRHO
ARYyR4 H OIB

IB

wherein

R' and RY are the same or different and are hydrogen, lower alkyl, halogen, benzyl, lower
alkenyl or are together with the carbon atom to which they are attached lower
cycloalkyl;

(R?), 2, is independently from each other hydrogen, halogen, lower alkyl, lower alkoxy or
trifluoromethyl;

R®  is phenyl or benzyl, which are unsubstituted or substituted by one or two
substituents, selected from the group consisting of halogen or cyano, or is
- lower alkyl,
- two hydrogen atoms,
-(CH>); 2-S-lower alkyl,
- (CH3)1,2-cycloalkyl,
- (CH3)1,.-OH,
- CH,OCHa,-phenyl, or the groups

~

R* islower alkoxy,

IZ%

or >

- mono-or dialkyl amino,
- N(CH;)(CHa)12-C=CH,
or is a mono-, di or tricyclic group, unsubstituted or substituted by R’to R, and



R3 is phenyl or benzyl, which are unsubstituted or
substituted by one or two substituents, selected from
WO b@4@6mee consi sting of hal ogen or cyano, or PGI/EP2004/000674
| ower al kyl, - two hydrogen atons, -(CH2)1, 2-S-Iower
al kyl, - (CH2)1, 2-cycloal kyl ,-Z2-(CH2) 1, 2-OH, -
CIZHZ phenyl , or the groups S or H R4 is |ower
al kowllCh STREAOIAY Deslindred Y%\‘Ff%)(CHz)o,l,z, to the ~C(O) —group in formula

N( CH3RB( éalit}ell, forthed hro@p chissiing@R0-, di or tricyclic
group, unsubstituted or substituted by R5 to R10 , and
WD 2004/ 069826 PCT/ EP2004/ 000674 -7 whi ch groups may
be linked by -N(CH3) ( 0112 2, to the -C(O -group
infornula I B, sel ect romthe group consisting of

I\ 79,5, 2 "I \L-ND" NI N /PQ)i C &0 ~J
L g8 SR o oS TR T NG )

wherein

(R%)121s independently from each other hydrogen, halogen, lower alkyl or
-(CH3),,0H;

R®is hydrogen, halogen or lower alkoxy;

R’ is hydrogen or -CH,OCHs;

R® is hydrogen or halogen;

R’ is hydrogen, lower alkoxy, lower alkyl or amino;

(R'%), 2, is independently from each other hydrogen, lower alkyl, lower alkoxy,
lower cycloalkyl, halogen, hydroxy, =O, amino, nitro, CHZCN -OCH,C¢Hs,

Oy
#~,-CH;

00 ol

or the groups

/<An>N

0 may be one of the following rings
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hydr ogen, hal ogen, lower alkyl or -(CH2)1,20H R6 is

hydrogen, hal ogen or [ower al koXy; R7 is hydrogen or

- CH2OCH3i R8 is hydrogen or hal ogen; R9 is hydrogen

| ower aIF}ioxy, | ower Rél kyl or am n’o (R1) 1, 2,

i ndep fr her o | [,
| ower l o oaI ky J\@ =0,
am no - CH2 . '
NN 1) or the gr sH,C, N Q N O
maybe one of tahe foll ngbd,i ngs Oé)’ 0698 )
PCT/ EP206A 200674 -& R1' R11 R1I' tOW-~C -~N_| 3R12
-~N_ ), b), ) RL3 O ONNHe) or f);

e) or £);

wherein

X is =CH, -S(0); or -C(0)-;
R" is hydrogen or lower alkyl;
R'? is hydrogen or halogen;

12

/\N ™ /\N

R" is hydrogen, CN, hydroxy, -C(O)NH,, or  H or H ;
and pharmaceutically suitable acid addition salts thereof.

/%;N

)

The most preferred compounds are those of formula IA, for example for

being a) and @ being phenyl. These are the following specific compounds:

N-(3,5-difluoro-benzyl)-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-fluoro-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-isopropyl-N'-(5-methyl-6-ox0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-ethyl-N'-(5-methyl-6-oxo-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-fluoro-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2,2-dimethyl-N'-(5-methyl-6-0xo0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-N'-(5-methyl-6-ox0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-yl)-
2-propyl-malonamide,
N-benzyl-2-methyl-N'-(5-methyl-6-o0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-

malonamide,



wherein Xis -CH2, -S(0O2 or -C(O-; R' is hydrogen
or lower alkyl; Rl2 is hydrogen or halogen; CA S~~ O
W0 20012698813 i s hydrogen, CN, hydroxy, -C(O NH2PCDEP1400000674

H and pharmaceutically suitable acid addition salts

thereof. The nost preferred conpounds are those of

formJIa IA for exanple for N O c being a) and being
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Preferred compounds are further those of formula IA, wherein O s

a) and @ is a cyclic ring, selected from the group consisting of furanyl,
benzo[b]thiophenyl or indanyl, for example the following specific compounds:
N-furan-2-ylmethyl-2-methyl-N'-(5-methyl-6-ox0-6,7-dihydro-5H-dibenzo[b,d] azepin-
7-yl)-malonamide,
N-benzo[b]thiophen-3-ylmethyl-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide or
N-(4,6-difluoro-indan-1-yl)-2-methyl-N'-(5-methyl-6-o0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide.
Pot

0

Further preferred compounds are those of formula IA, for being

b), for example the following compounds:

(N-(3,5-difluoro-benzyl)-2-methyl-N'-(1-methyl-2-oxo0-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-malonamide,



N- (3-fluoro-benzyl)-2-nethyl-N -(5-nethyl -6-0xo0-6, 7-di

hydro .5H di benzo [b,d] azepin-7-yl)-nmal onam de,
WON202/060806 f | uor o- benzyl ) - 2- net hyl - N - ( 5- net hy| PEF/BROE(00674

7-di hydro-5H di benzo [b,d] azepin-7-yl)-mal onam de,
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acetylamino)-(2R,S)-methyl]- 1,2,4,5,6,7-hexahydro-azepino(3,2,1-hi]indol-5-yl}-
malonamide or

(28-cis)-N-(3,5-difluoro-benzyl)-N'-(2-{ [2-(4-fluoro-phenyl)-acetylamino]-methyl}-4-
0x0-1,2,4,5,6,7-hexahydro-azepino(3,2,1-hi] indol-5-y1)-2,2-dimethyl-malonamide.

Furthermore, compounds of formulas IA and IB are preferred, wherein at least one

of (R*)1 23 is fluoro.

The present compounds of formulas IA and IB and their pharmaceutically
acceptable salts can be prepared by methods known in the art, for example, by processes

described below, which processes comprise

a) reacting a compound of formula
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c) reacting a compound of formula
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wherein the substituents are described above, and
if desired, converting the compounds obtained into pharmaceutically acceptable
acid addition salts.

The compounds of formulas IA and IB may be prepared in accordance with the

following schemes 1, 2, and 3:

Scheme 1
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A _N o
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(Rz) ‘@L\NMH§ (R2)123_@ \NMH&(
1,2,3 R14 R1 R 0o " R R O B

In this scheme R and R’ are independently from each other lower alkyl and the other
substituents are as described above.
The detailed description can be found below and in Examples 1 — 150 and 159.



wherein the substituents are descri bed above, or c)

reacting a conpound of formula OOA N HON1 1' RR
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conpound of formula L. (R z)12,3 NHR 14 IV to a

conpound of formula O OL~ (-N3-2 (R)1 ,2 ,3 ~ Rl14R1

RHOIA wherein the substituents are descri bed

abovdo aawélutidn afgwitasgdm aoodamy hpdrokide it asploentgsich as ethanol, a

SRR PR R0 B0 BB By s b
refier beolprgba radtwmmctum il amo@nwhied ahl@riefl in t@wWentnal manner and
%%%fﬁﬁgoéf fluéher%nudriﬁ’%:aﬁ)sg}g}%f% 'réteC ' g&%%ﬁn%?é&ﬁl%lém%eg) methyl-
cwalphic agidmeanpettiyl edtér (I1I) in tetrahydrofuran, a compound of formula IV, for
example 3,5-difluorobenzylamine, N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride, 1-hydroxybenzotrizole hydrate and N,N-diisopropyl-ethylamine are
added. The mixture is stirred at room temperature for about 18 h. After concentration in
vacuo HCl is added and the mixture is extracted, dried and purified as usual. To the
obtained solution of a compound of formula V water and lithium hydroxide are added
and the mixture is refluxed for about 5 hours. After purification a compound of formula
IA may be obtained as follows: To a solution of a compound of formula VI, for example
N-(3,5-difluoro-benzyl)-2-methyl-malonamic acid in tetrahydrofuran, a compound of
formula VII, N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide hydrochloride, 1-
hydroxybenzotrizole hydrate and N,N-diisopropyl-ethylamine are added. The mixture is
stirred at room temperature for about 18 h. After concentrating, drying and purifying a
compound of formula IA is obtained. A compound of formula IB may be obtained under

the same conditions as described above, using a compound of formula VIII.

Scheme 2
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IB-1
The compounds of formula IB-1 may be prepared as described in scheme 1 for the last
step (VI with VII or VIII— IA or IB).

The compounds of formula IB-1 are identical with those of formula IB, wherein R, Rl’,
R? and R® are described as above and wherein R* is -NR'’R'®,

R' is hydrogen or lower alkyl and

R'®is lower alkyl, -(CH,), 2-C=CH or —(CH3)o,1,2-mono-, di or tricyclic group,
unsubstituted or substituted by R® to R' as described above.
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To a solution of the obtained methyl-malonic acid mono-tert-butyl ester (III-tBu) in
tetrahydrofuran, a compound of formula VII, for example 7-amino-5-methyl-5H,7H-
dibenzo[b,d]azepin-6-one and N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride, 1-hydroxybenzotrizole and N,N-diisopropyl-ethylamine are added. The
mixture is stirred at room temperature for about 12 h. After purification, a compound of
formula X is obtained which is treated with an acid, for instance TFA, in a suitable
solvent, for instance dichloromethane, to give a compound of formula XI. Using
compounds of formula XI and IV, compounds of formula IA can be obtained following

the amide coupling procedure described above.

Some compounds of formula IA or IB may be converted to a corresponding acid
addition salt, for example compounds, containing an amine group.

The conversion is accomplished by treatment with at least a stoichiometric amount of
an appropriate acid, such as hydrochloric acid, hydrobromic acid, sulfuric acid, nitric
acid, phosphoric acid and the like, and organic acids suchas acetic acid, propionic acid,
glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid, succinic acid, maleic
acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid,
methanesulfonic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid and the
like. Typically, the free base is dissolved in an inert organic solvent such as diethyl ether,
ethyl acetate, chloroform, ethanol or methanol and the like, and the acid added in a
similar solvent. The temperature is maintained between 0 °C and 50 °C. The resulting salt

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

The acid addition salts of compounds of formula IA or IB may be converted to the

corresponding free bases by treatment with at least a stoichiometric equivalent of a
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be monitored in appropriate assays. The y-secretase activity can also be determined in

cell-free in vitro asays where e.g., a cell lysate containing the y-secretase complex is
incubated with a suitable APP-derived substrate which is cleaved to the Abeta peptides.
The amount of produced peptides can be determined with specific ELISA assays. Cell
lines of neuronal origin secrete Abeta peptides which can be measured with the specific
ELISA assay. Treatment with compounds which inhibit y-secretase leads to a reduction of

secreted Abeta thus providing a measure of inhibition.

The in vitro assay of y-secretase activity uses a HEK293 membrane fraction as a

source of y-secretase and a recombinant APP substrate. Latter consist of the C-terminal
100 amino acids of human APP fused to a 6xHistidin tail for purification which is
expressed in E.coli in a regulatable expression vector, e.g. pEtl5. This recombinant

protein corresponds to the truncated APP fragment which results after B-secretase

cleavage of the extracellular domain and which constitutes the y-secretase substrate. The
assay principle is described in Li YM et al, PNAS 97(11), 6138-6143 (2000). Hek293 cells
are mechanically disrupted and the microsomal fraction is isolated by differential
centrifugation. The membranes are solubilized in detergent (0.25 % CHAPSO) and
incubated with the APP substrate. The Abeta peptides which are produced by y-secretase
cleavage of the substrate are detected by specific ELISA assays as described (Brockhaus M
et al, Neuroreport 9(7), 1481-1486 (1998).
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gene
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purification which is

In accordance with the invention compounds of formula IA and IB as well as their

pharmaceutically acceptable salts are useful in the control or prevention of illnesses based

on the inhibition of the y-secretase, such as of Alzheimer’s disease.

The dosage can vary within wide limits and will, of course, have to be adjusted to
the individual requirements in each particular case. In the case of oral administration the
dosage for adults can vary from about 0.01 mg to about 1000 mg per day of a compound

of general formula I or of the corresponding amount of a pharmaceutically acceptable



expressed in E.coli in a regul atabl e expression

vector, e.g. pEt15. This reconbinant protein
wa@oeomeesonds to the truncated APP fragnent whi BOT/EP2004/000674

results after (3-secretase cli eavage of the

extracel | ul ar domai n and whi cR8constitutes the

y-secretase substrate. 3 assay principle is
SHEEFGOh e RUY [0SpRE BRY §F adipppstersd @ $ipg edp%omdswded doses and,

id 200600n, thekgH3 lieft dah AR ABLRBDN IR tHs HifStnPioast 1ﬁﬂ‘1‘éated
the mcrosonmal fraction is isolated by differenti al
centrifugation. The branes_are sol ub| [ zed in
detergent (0.25 % CHaddetyFozmuylat pAfganuial
substrate. The Abeta pept| des whi ch are produced by

S Bedredias® cl eavage of themgumar ate are detected by

%p_emfl c ELI SA assays as descri bed (Brockhaus M et
al, Neuroreport 9(7), 1481-12B8 (1998 mM8w0 YbEB069896 me
PCT/ EP2004/ 000674 - 16 The preferred conpounds show a

1l CS@éin;%uMki of fortiga JA 64 1B0el owv are demcri bed 10some dade

creta Lnhibiti . Exa e No. | Oin
2yi tﬁ‘%‘:t Ygr%ﬁ%ﬁ%o in \}ggro (W(I’S(I\/p Uog3 1780
30. 052-R21600021 130 0.043 1260.05 13% O. 04 18 0. 01830
134 0.03 14.0.004 141 0.1 _16 0.25 151 0.09_ 21 0.7
44 50 Mycrpsrys ed£§2k§87 0.093%103 0. 7 162 0.3° 107 30
50. 0RTaghbuf RéBate 110 0.04 167 0.70 1413 0.0031169 O. 66
114,0.087 171 0.11 115 0.008 173 0,05 116 0,011 17
0.3Total17 0.041 176 0.1 11870.019 190 0.2 167 851

Manufacturing Procedure

1.  Mixitems 1, 2, 3 and 4 and granulate with purified water.
2. Dry the granules at 50°C.
3. Pass the granules through suitable milling equipment.
4.  Additem 5 and mix for three minutes; compress on a suitable press.
Capsule Formulation
Item Ingredients mg/capsule
5 mg 25 mg 100 mg 500 mg

1.  Compound of formula JA or IB 5 25 100 500
2.  Hydrous Lactose 159 123 148 ---
3.  Corn Starch 25 35 40 70
4.  Talc 10 15 10 25
5. Magnesium Stearate 1 2 2 5

Total 200 200 300 600

Manufacturing Procedure

1. Mix items 1, 2 and 3 in a suitable mixer for 30 minutes.
2. Add items 4 and 5 and mix for 3 minutes.

3.  Fill into a suitable capsule.
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conmpounds of fornula I A or IB can be used as
nmedi canents, e.g. in the form-dP- pharnaceuti cal
preparati ons. The pharnmaceutical preparations can be
adm nistered orally, e.g. ikxanipdetorm of tablets,
coated tabl ets, dragees, hard and soft gel ati ne
capsul es, solutions, enulsions or suspensions. The
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TR et G Rrtos SO Bhetane i Seo R ST F el 2% (79 9%)
of thewitle coidpeund aewhpettstaliiht yolddal uabl e substances into

al eni.c adm nj,s tion formtogether with one or

m/et@%} ?g&}t ﬁg‘%ﬁ yh?(ﬁert carriers. In accordance
with the invention conpounds of fornmula IA and IB as
Véﬂ\ll-( 3a,’aS-DtiHS(|)rro—benzvl)-2—metlr1ll-malonamic acid
To a solution of 4.0 g (14.75 mmol) N-(3,5-difluoro-benzyl)-2-methyl-malonamic acid
ethyl ester in 300 ml of ethanol, 15 ml of water and 1.41 g (59 mmol) of lithium

hydroxide were added and the mixture was refluxed for 5 hours. After concentration in
vacuo water (50 ml) was added and the mixture was extracted with dichloromethane
(three times 30 ml). The aqueous phase was acidified with 8 N hydrochloric acid and
extracted with dichloromethane (four times 30 ml).

The combined organic layers from the second extraction were dried (MgSO;) and

evaporated in vacuo to yield an orange oil. The mixture was dissolved in a small amount



pharmaceutically acceptable salts are useful in the
control or prevention of illnesses based on the
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Magnesj um St 1. 1.T
rdamem@mwmggrﬂs ob el girhodijige l"vi’i%hées PGy mmop of 1-
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dicttenepmtranedfhree Hings gnﬁ cp@ glegé)ng%%co g@% yere Oexi8cted with

%9%‘6}%2&@%%2@0 Suitas diA8 (MgSO3) arfddvap&latddain the r@ary
evaporator. The residue was pur1ﬁe%5by flash chromatography (hexane/ethyl acetate =
3:1) to yield 0.099 g (67 %) of the diastereomeric mixture of title compound as white
solid.

MS m/e (%):491.2 (M+H, 100).

Example 2

N-(3,5-Diﬂuoro-benzyl)—2-ﬂuoro-2-methyl—N'—(l-methyl-2-oxo-5—phenyl—2,3-dihydro-
1H-benzo[e][1,4]diazepin-3-yl)-malonamide

The title compound was obtained in comparable yields according to the procedures
described for example 1 using 2-fluoro-2-methyl-malonic acid diethyl ester instead of
diethyl methyl-malonate in step a).

MS m/e (%): 509.3 (M+H", 100).

Example 3

(3RS)-N-(3,5—Diﬂuoro—benzyl)-2,2-dimethyl—N’-(1-methyl—Z-oxo-S-phenyl-2,3—
dihydro-1H-benzo[e][1,4]diazepin-3-yl) -malonamide

The title compound was obtained in comparable yields according to the procedures
described for example 1 using 2,2-dimethyl-malonic acid diethyl ester instead of diethyl
methyl-malonate in step a).

MS m/e (%): 505.2 (M+H", 100).



5. Magnesium Stearate 1 2 2 5 Total 200 200 300 600

Manuf acturing Procedure 1. Mx itens 1, 2 and 3 in a
waniosakdses mi xer for 30 minutes. 2. Add itens BCHEP2084/000674

and mx for 3 mnutes. 3. Fill into a suitable

capsul e. WO 2004/ 069826 PCT/ EP2004/ 000674 -19 Exanple

1

(N-(3,5-Difluoro-benzyl)-2-pmbdptd 4N - (I - net hyl - 2- oxo-5

- phenyl - 2, 3-di hydro-1 H benzo [e] [ 1, 4]

di azepi n-3-yl)-mal onam de a) 2-Methyl-nmalonic acid
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reaction xture was concentrated on a rota
desepbed fasrexampledj usingrdigihylanalpaate spped ocvgls}aatl{;}ﬂ énqﬂlxltra?lgnate in

\g@g xtracted with ether (two tinmes 50 m). The
eous solution was acidified with 4M hydrochloric

$ t/afPd):dX7 24addd WOk et hyl acetate (three times 50
m ). The conbined organic | ayers were dried (MJSO4),
concentrated under reduced jp¢ pge and used w thout
further purification. Msme (%: 101.1 (MEtO 100),
147.1 (M+H+, 8). D)
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chl ori de H-
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S re r,oom.t t for 18 h. After
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amig thiaeosyi a1 @IwEIS, B0)r act ed wi th di chl or omet hane
(three tines 50 m). The conbi ned organic | ayers were
extracted with 0.5 N aqueouﬁ% Jd@8 sol ution, dried
er

(MpSH) and evaporated on t tary evaporator. The
residue was purifi ed by fl ash chrormt ogr aphy

RSB AR e Lo L B ime-
NERbAdHY1]-2ethyd}- ﬁM}d'ﬂl’a.mﬁﬂ@O) .
The title compound was obtained in comparable yields according to the procedures
described for example 1 using (25)-2-amino-2-phenyl-N-((2RS)-4-phenyl-morpholin-2-
ylmethyl)-acetamide instead of (3RS)-3-amino-1 ,3-dihydro-1-methyl-5-phenyl-2H-1,4-
benzodiazepin-2-one in step d).
MS m/e (%): 551.2 (M+H", 100).

Example 7

(25)-2-[2-(RS)- (3,5—Diﬂuoro-benzylcarbamoyl)-propionylamino] -phenyl-acetic acid
tert-butyl ester
The title compound was obtained in comparable yields according to the procedures

described for example 1 using (S)-phenylglycine tert.butyl ester instead of (3RS)-3-



c) N (3,5-Difluoro-benzyl)-2-nethyl-mlonamc acid To
a solution of 4.0 g (14.75 mol)

WOR2{03/060826 f | uor o- benzyl ) - 2- net hyl - mal onam ¢ acPdI/ER100y000674
ester in 300 mM of ethanol, 15 m of water and 1.41 ¢
(59 mmol ) of Iithium hydroxi de2were added and the
m xture was refluxed for 5 hours. After concentration
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rac nmet hane (three tines 30 m).
%ﬁgr% &ggu%s%ﬁﬁggiﬁ gbgm dified with 8 N hydrochloric
acid and extracted with dichloronmethane (four tines
30 m). The conbi ned organi Exdmaple8s from the second
extraction were dried (MgSO4) and evaporated in vacuo
to yield an orange oil. The m xture was dissolved in a

S(TRE)-NA[(0S) 1 - (DR G- D62 6aBETIoD20 PHr0BELHy]] NP3 S difluoro-
th acet%me pd hexane and | eft overnight. The
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skAngediazrpet- 20’“67135 P mol )

NviS3n - %)f];mgﬂbﬁﬁ;wo) 2-met hyl -mal onamc acid in 5
m of tetrahydrofuran 0.080 g (0.3 mmol ) of

(3RS) - 3-am no-1, 3-di hydro-1 - neth

5-phenyl - 2H- 1, 4- benzodi azepﬁﬁalﬁp%
mol ) of N (3-

g&gﬁ%%%&@rggsﬁf éw@}-og{)e(ng%rharlrlgg%rogfﬂg#rt)g]mnylammo] 3-phenyl-propionic
R%(gag %Y BERTO%E zol e hydrate and 0. 039 g (0.3 nmol ) of

di I sopropyl - et hyl anm ne dld The m xture
wibe 5t rBpORd VESRABHbBRPUREH G PCliR agFordipg 4 the procedures
g&%ﬁﬂéd A 'e Wa%lé i u\gﬂg'@ PnyMidithe b bl cvRpindcide df eBRS)-3-

€ m xt extr d with d|chlgromethane thre

t AmmEro- 5,3rﬂ1)1ydr¢fﬂen1§6wbﬁmnﬁ1r i DpRapdtageRiB4sOne 1n step
NaHCC3 | ut d d
(%%%4%(%1) gfg MAEP, N@gueous solution, drie

porat ed'on the rotary evaporator. The
residue was purified by flash chraomat ography
(hexane/ ethyl acetate = 3: )““?Bfe ylel d 0.099 g (67 %
of the diastereoneric m'xture of title compound as
white solid. MS nie (%:491. (MH—H 100) Exa
N(f(% -5 (2R6)-2d3.5-Didueyd- be@yiqad@mﬁ -2réR -PF@PI?&Y 'Hfhz phenyl-

a%e CaC%‘gHWrﬁ%fg di hydro- 1H benzo [e] [1, 4]

onam de
The title compound was obtained in comparable yields according to the procedures

described for example 1 using 2-fluoro-2-methyl-malonic acid diethyl ester instead of
diethyl methyl-malonate in step a) and (S)-phenylglycine tert.butyl ester instead of
(3RS)-3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one in step d).
MS m/e (%): 473.1 ( M+Na", 100), 451.0 (M+H", 29).

0.058 g (0.3

Example 11

N-(3,5-Diﬂuoro—benzyl)-2-ﬂuoro-2-methyl—N'—(2—oxo-1,2,3,4—tetrahydro-quinolin—3-
yl)-malonamide
The title compound was obtained in comparable yields according to the procedures

described for example 1 using 2-fluoro-2-methyl-malonic acid diethyl ester instead of



The title conpound was obtained in conparabl e yields

according to the procedures described for exanple 1
waigiaged24 | uor o- 2- net hyl - mal oni ¢ aci d di et hyl BGI/BP2004/000674

instead of diethyl nethyl-malonate in step a) ME m e

(%9 : 509.3 (MrH+, 100). Exanmple -

(3RS)-N-(3,5-Di fluoro-benzyl)-2, 2-di met hyl -N - (1-nethy
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dlhé%ﬂ%/?@oﬁ&%'ﬁl\?ﬂi{d %ﬂ? in step a). Msne (%: 505.2
( MtH+, 100). V\D 2004/ 069826 PCT/ EP2004/ 000674 -21
Exanmpl e 4 (3RS)-N- (3, 5-D f |ExsampldeEnzyl ) - N -
(1- net hyl - 2- oxo- 5- phenyl - 2, 3-di hydro- | H benzo| €]
[1, 4] di azepi n-3-yl)-mal onam de The title conmpound was
o¥-63- Bedzyl-ri-meﬁpd}ﬂahb@,?y,nﬁltdﬁ‘alﬁifd’iefld-l-ﬁgnio?b DQLdlazepm— -yD)-N'-

eddres , des rlbe exangl e 1 using
mS?g (F?léoﬁ OFRTERY- o'F‘egHYLF}?}?n% fiyl - mal onate in step
ap) (VMethel-09%8xo-45.4,5 et Mividto- lﬂrpgénzoﬁ%laﬂmd‘i‘azépin%-yl)-carbamic acid
N (3, 5< Ii)fluoro benzyl ) -2-fl uoro-2-net hyl -N -(4-0x0-1
-6, 7-tetrahydro- [ 1,4] diazepino

[ T o7, shitidn 600w 5 @'3@ ammas:a)l @m@r}ogts 2138 Sttgttrl\}%rd?@-'”fﬁﬁu nd
pTENTRS SO R R
Z{étfdlﬂﬂﬂ)faramie%hél‘f& B 0t o Blethelir et rhetBFEIBA)ab188 @&solution in

- t nd
ﬁ&yét%aﬁgf&grel WL atrqeacégp,;a;%u%)qas stirred for 30 minutes at — 78 °C

[ knd b all@«%cn@[r@ac_ﬁ,r@oﬂﬂ tbmpeRkurd: BBBmeRh8 4ds Abwly added and stirring
(3RS) - 3-am 3-dihydro-1 -nethyl -

5-
oltEngontged. af %éﬂ%oﬂ" r@ﬁﬁtwnznﬁﬁye e dlatsd ayith qpkylgretate, washed
( %ith saBikatkd NMEESO, slaﬁﬂl)on aﬁ&%@ﬁﬂr@te@ e a ueous phase was extracted twice
(3.5-D f1 uor o-penzyl ) -2-met Ryl - N -{ (9 - phenyi - |
( ﬂitglffé%xhac%tiergﬁgﬁpﬁnlé "l;}}emqlejd_ orgwlgmmere washed with water (2 x
- meg Bl ]Wlf%l%ka@ NS ml), dried over MgSOy, filtered and evaporated. The residue
was purified by chromatography (heptane/ethyl acetate = 7:3) to yield 0.855 g (87 %) of

the product as a light yellow solid.
MS m/e (%): 292.2 (M+H", 100)

b) (5-Benzyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b][1,4]diazepin-3-y1)-
carbamic acid tert-butyl
To a solution of 0.087 g (1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b][1,4]diazepin-

3-yl)-carbamic acid tert-butyl ester in 1 ml of dimethylformamide 0.138 g of potassium

carbonate and 0.062 g of benzyl bromide were added. The reaction mixture was shaken
for 16 hours at room temperature. The solvent was evaporated in vacuo and the residue
was dissolved in ethyl acetate and washed with water. The organic layer was dried over
MgSO4, filtered and evaporated. The residue was purified by chromatography
(heptane/ethyl acetate = 2:1) to yield 0.10 g (87 %) of the product as a light yellow foam.
MS m/e (%): 382.3 (M+H, 100).

¢) N-(5-Benzenesulfonyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b1[ 1,4]1diazepin-
3-y1)-N'-(3,5-difluoro-benzyl)-2-methyvl-malonamide
To a solution of 0.086 g (5-benzyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-




The title conpound was obtained in conparabl e yields
according to the procedures described for exanple 1
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theaa bd | 1547 pizepid- %ﬂé—carba&ﬁealdi)ert -Mayhéseer (14 :mlsdHichloromethane, 1

oL Pt A P iR A R s PG e ea e to st at room

tepiperyttiredoe2-3ch whildmohiofingdthie y bactish @rogkbs byilid-»S. Upon

R BE atreheh e sl B Pl S Se fSERE e Saporate
4 t-hB hesidtleglasairied uhded highvaduodst BhoumTbehelfoan <61ﬁE<18)3d dissolved

ST o R ——
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After s3irfingl tHel iX@re ab vy te}n[%re{t&teffﬁ 1¢vh) @pANHAOE (IThé) was added and

BRGNP Babioeeme Bt [ b Ty bats v extracted

With0% N%@he&mNﬂH@NcﬂMﬁdrﬂ aexy KM%B(UE)tdﬂMl evapqriedyn-the rotary
acet am de, i nstead of

paRaIAA. Lt Feidneamdchytlised withhepiang FQAny 1 spirifld.057 8 (509%)
Q?ﬂh%@ﬁin@éi%ﬁhﬁct@re@@ﬁtlé BorBp@hds. whyE salie. (%9 : 472.3

S)-2- [ (2RS)-2-
IS‘Zelj%I) éé? 6%3%@9%& banoyl ) - pr opi onyl ani no]
-3-phenyl -propionic acid tert-butyl ester The title

conpound was obtai ned in ceggaplkhBe yields according
to the procedures described for exanple i using

(S) - phenyl al anine tert. butyl ester instead of (3RS)-3-

mﬂjﬁe&eﬁes@lfbﬂﬂ[ PrﬂeﬂESQIZhUiO' ) Sﬂtlﬁﬁﬂah?cﬂollﬂ -Heapa(bilil 42 éazepin-3-
In-2-one in ste 1 (9%9:,391. 2 (MtH+, 100).

BN pi3e- dxﬁlupgg})elgz‘y )r2 (@ﬁg}l nQalonamlde

(3, 5-Di fluoro-benzyl car banoyl ) - 2-f | uor o- pr opi onyI am no

1) ¢2BRleRYsutfoRAeL hetldfi20bxoer, b ABLeh hREHEIH-benzo[b] [1,4]diazepin-3-

yl)-carbamic acid tert-butyl ester
To a solution of 0.087 g (1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b][1,4] diazepin-

3-yl)-carbamic acid tert-butyl ester in 1 ml of dichloromethane, 0.064 g of benzene
sulfonyl chloride and 0.052 g of pyridine were added. The reaction mixture was stirred at
room temperature for 16 hours. The reaction was quenched by addition of 1 M HCI (1
ml) and extracted with dichloromethane. The organic layer was washed with saturated
NaHCOs, dried (MgSO4) and evaporated on the rotary evaporator to yield 0.113 g (95
%) of the product as a light yellow foam.

MS m/e (%): 432.3 (M+H", 100).

b) N-(5-Benzenesulfonyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b][1,4]diazepin-
3-y1)-N'-(3,5-difluoro-benzyl)-2-methyl-malonamide

The title compound was obtained in comparable yields according to the procedure

described for example 12¢) using (5-benzenesulfonyl-1-methyl-2-o0x0-2,3,4,5-tetrahydro-
1H-benzo[b][1,4]diazepin-3-yl)-carbamic acid tert-butyl ester instead of (5-benzyl-1-
methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b] [1,4] diazepin-3-yl)-carbamic acid tert-



The title conpound was obtained in conparabl e yields

according to the procedures described for exanple 1
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2,3, 4-tetrahydro- qui nol i n- 3pxathple Rl onanmi de The title
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to the procedures described for exanple 1 using
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°§%?h¥%9%ﬂ8ﬁ$€ H%nsémﬂpﬁhﬁghydrofurane at -78 C, 3.4

ilyl)amde (IN solutlon in
tMﬁH@Aﬁ)ﬁ%)ﬁ%hﬁ‘é}H/vek@)added The reaction mxture was
stirred for 30 mnutes at - 78 C and was allowed to

@gﬁ '§ rﬁ%ﬂ%%l qnﬁ%{jﬁi Il dxo- iig’,g,%”i% %o b béﬁlir?‘gby I gg fepin-3-yl)-

!
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S
ndescribeiddor enabiphe tRa rug:agu @bbwepssﬂﬁmylel weethd - wm-ﬁ 3,4,5-tetrahydro-
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pumethryl 2oxby2, %h,ﬁdnual@girecpilhifbéﬂzeﬁt ahéjdazepin-2ybtarlamic acid tert-
lﬁkf%& yield 0.855 g (87 %9 of the product as a
t ye||OMISO|Id
MS m/e (%): 521.3 (M+H", 100).

Example 15

N-(7-Chloro-1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e]{1,4]diazepin-3-y1)-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide

The title compound was obtained in comparable yields according to the procedures
described for example 1 using (3RS)-3-amino-1,3-dihydro-7-chloro-1-methyl-5-phenyl-
2H-1,4-benzodiazepin-2-one instead of (3RS)-3-amino-1,3-dihydro-1-methyl-5-phenyl-
2H-1,4-benzodiazepin-2-one in step d).

MS m/e (%): 525.3 (M+H", 100).
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(5-Benzyl -1 - et hyl - 2- oxo- 2
W@ 2ebdHedsed r ahydr o- | H benzol b111 41di azepi n- 3- yPQFEP2004/000674
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1 m of dinethylformam de OEda#Splg18f potassi um
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hydrochlorlde - hydr oxybénzot

HFH Febufilester (390 g 6@9(31 mmeldwvasstisselyp in €HhGl4HmB. Wefleoroacetic
3&&:{3@0 ml’%\ﬁa@ Ed&td' a'hﬁ'tﬂ@ mtlﬂﬁren&lﬁ%tsﬁ d%d 3& §0§‘ﬂfﬂ\{%&@ e aldth gnaly’ucal
for 18 (1 was a e m xtur

waBLe mc}%@%@pml@w cgnmmqutthastert(r% mat)erlalhiéhm@mm was
|&¥]§(¥rai’éﬁs tl?exltef»lgﬁé e 12l L \}1'%81 2hl AAHE sh'é@{(ﬁgér)band dried

ion, drie evap orate
RSPt dfcer em@rm@n emlgerttrtynstnaue compdund tMS: m/e—3204

W@Plﬁﬁﬁ/(ﬁ?ﬁé%a‘%jlw%s%m higkd b'g SR fnd goéag% Wfﬁ){mﬁgat oﬁ C?.f tlﬁsremdue

IMeric mxture o npoun e SOl
rﬁSléle(g@l MsQ¥, €HoMleh+, 100) Exanpl e 13
N- ( 5- Benzenesul fonyl - | - net hyl - 2- oxo- 2, 3, 4, 5-tetrahydro

d) - P890 R Ber? 1§ N ZOP(3 0 dihydro-1H-isoquinolin-2-y1)-1-(1H-indol-3-
ylmethyl)-2-oxo-ethyl]-2-methyl-malonamide
2-Amino-1-(3,4-dihydro-1H-isoquinolin-2-yl)-3-(1H-indol-3-yl)-propan-1-one (57 mg,
0.18 mmol) was placed in a disposable polypropylene tube and dissolved in DME (1 ml).
TBTU (O-(benzotriazol-1-y1)-N, N, N’, N’-tetramethyluronium-tetrafluoroborate, 65
mg, 0.2 mmol) and N-(3,5-difluoro-benzyl)-2-methyl-malonamic acid (49 mg, 0.2

mmol) were added, and the mixture was shaken overnight at r.t. The title compound,

MS: m/e = 545.3 (M+H"), was isolated from the reaction mixture by automated,
preparative HPLC (YMC CombiPrep C18 column 50 x 20 mm, solvent gradient 5-95 %

CH;CN in 0.1 % TFA(aq) over 6.0 min, A = 230 nm, flow rate 40 ml/min).



yl)-N - (3,5-difluoro-benzyl)-2-nethyl - mal onam de a)
(5- Benzenesul fonyl -1 - et hyl - 2- oxo- 2, 3, 4, 5-t et rahydro- |
wokidvengskol [ 1, 4] di azepi n-3- yl)-carbam c aci dPCT/EP2004/000674
tert-butyl ester To a solution of 0.087 ¢
(1- net hyl - 2- oxo0- 2, 3, 4, 5-t et rahydro- | H benzo[ b]
[1, 4] di azepin- 3-yl)-carbamc acid tert-butyl ester in
1 m of dichloronethane, 0. @sdmglef7 benzene sul fonyl
chl oride and 0.052 g of pyridine were added. The
reaction mxture was stirred at roomtenperature for
16 hours The reaction was quenched by addition of 1 M
H& IcBenzy]-p- (é#ddlbxdnoaﬂdemq\mndhndi-ymz;bmﬂhﬂHIG' (3Thdifluoro-
c2 X\?%ed with saturated NaHCGO3, dried
I\/g evapora on the rotary evaporator to
y. edtle)cqmgognc( 8S: e =050 heMpHOY ueds paspaaed inghiklog kd &Wmple 16
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-1 H benzol b111, 41di azepi n-
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The title conpound was obtai ned in conparabl e yields
according to the procedure described for exanple 12c)
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rr%th Ig<2 0-2,3,4,5- t&brah dI; H benzol[ b]
[ Pﬂ{ ré‘\%EPPP’%CZ’ﬁP?“Yé)a R LéfTinG er t WO 2004/ 069826
PCT/ EP2004/ 000674 -25- butyl ester. MS nme (%: 557.2
(MtH+, 100). Exanple 14 N Example 19
(5-Benzoyl -1 - met hyl - 2- oxo- 2, 3, 4, 5-tetrahydro-1 H benzo
[b] [ 1,4] diazepin-3-yl)-N -
(&,.@, ﬂ[ﬁﬂﬁ&b%&@ﬂ?—w 243 mlﬁy&mnﬁﬁﬁﬁﬁiﬂﬁm-ﬁ»l -2-0x0-1-(S)phenyl-
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g.(1l-neth 2- 0XO0- tetrah benzo

1frzun I&raéaléap tey- Wyarbaﬁﬁ&h@eaa glycingr t - but yl ester in
1 m of dichloronethane, 0.051 g of benzoyl chloride
and 0.061 g of triethylam nggWebRe 2added. The reaction
m xture was stirred at roomtenperature for 16 hours.
The reaction was quenched by addition of 1 MHO (1

A OB, 1B AL s e e
asféyB2amstyl-eehlomemide rotary evaporator to yield 0.125
g (97

The title compound, MS: m/e = 492.3 (M+H"), was prepared in analogy to example 16
from N-alpha-(tert-butoxycarbonyl)-D-phenylglycine.

Example 21

N-(3,5-Difluoro-benzyl)-N'-[2-(3,4-dihydro- 1 H-isoquinolin-2-yl)- 1-hydroxymethyl-2-
oxo-ethyl}-2-methyl-malonamide

The title compound, MS: m/e = 446.3 (M+H"), was prepared in analogy to example 16
from tert-butyloxycarbonyl-L-serine.
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396. 3 (M+H+, 100). b)
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-3 - amino- 1, 3-di hydro- 7- or o-
- met hyl - 5- phenyl - 2H 1, 4- benzodi azepi n- 2-one i nst ead
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Imet yl) 2 oxo ethyll carbamc acid tert-butyl ester
tert-Butyl oxycarbonyl - L-trygLepeasy (3.00 g, 9.9 mol)
and 1, 2, 3,4- tetrahydroisoquinoline (1.31g, 9.9mmol)

wer e suspended in THE (20ml). At a tenperature of O
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r esi was taken“Up in
et hiphaacet- huerlomaxbemylm r-dickdoerL-phanyldlenieg: (Na2SO4) .
After evaporation of the solvent, the title conpound,

MS: mie Example 25

N—[1—Cyclof1exylmethy1—2-(3,4—dihydro-1H—isoquinolin-2—y1)-2-oxo-ethyl] -N'-(3,5-
difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 511.6 (M+H"), was prepared in analogy to example 16
from N-alpha-(tert-butyloxycarbonyl)- L-cyclohexylalanine.

Example 26
N-(3,5-Difluoro-benzyl)-N'-[1-(3,4-dihydro-1H-isoquinoline-2-carbonyl)-3-
methylsulfanyl-propyl]-2-methyl-malonamide

The title compound, MS: m/e = 490.4 (M+H"), was prepared in analogy to example 16
from tert-butyloxycarbonyl-L-methionine.



= 420.5 (MrH+), (2.90 g, 70 %9 was obtai ned by
chromat ographic purification of the residue (silica
w@edod/odssed, CH2Cl2). b) PCT/EP2004/000674
2- Am no- 1- ( 3, 4-di hydro- 1Hi soqui nol i n-2-yl )-3-(1H i ndo
| - 3- yI) propan- |-one 29 .
[2-(3,4 D|hydroll—|-|squ|noI|n2yI) 1- (1Hindol -3-ylm
et hyl ) - 2-oxo-ethyl] -carbanmggamplizg tert-butyl ester
(2.90 g, 6.91 nmmol) was dissolved in CH2C12 (10m ).
Trifluoroacetic acid (10 m) was added and the
mNx¢3,8- Blﬂ\ﬁﬁoﬂiehi o f{ o3 ARy diaL ¢ 40
anal :l fi\ HPLCﬁlﬁndl cat ed g%rrp g?—eﬁgg{}ns(%#ﬁ? [ %EBOI%YD Rentyl
st&HT "AE 4| . The sol vent was evapor at ed, the
resi due was taken up in ethyl acetate, washed (vvater)
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6885;&]59[&@‘ ?ﬁ?%@&%ﬁ%bha?r@@r%mr@wﬂ fication of

the residue (silica gel, MeOH CH2Cl12). ¢ N 3
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1 -1- 1Hindol-3- ylnethyl)-2-o0xo-ethyll

- 2- et hyl - mal onam de

2NA DifhkidkS- i : nglg.
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nmol ) -di f | uor o- benzyl

a@P’éP tgq@u@éoxxga onpinincopgatdglieided, and the m xt ure
was shaken overnight at r.t. The title conpound, WM&
W = 545.3 (MrH+), was isol g} hem t he reaction

m xture by autonmated, preparati ve HPLC (YMC Corrbl Pr ep
C18 colum 50 x 20 mm sol vent gradient 5-95 %

8 G RO BA a Bulhltey Sl o

Emaﬁpwl—eaaimamd{e | - Benzyl -2- (3, 4-di hydro-1
H i soqui nol i n-2-yl)-2-oxo-ethyl] -N -(3,5-difluoro-

?H@ﬂﬂlg %WMM\KE 2%&';1%35\?% 'h«zta% Ere?%@ﬁ%? anlo o example 16

ﬁomftﬁf@fhunéﬁycmbpwlo&ﬁembmhyﬂammph@nyI aI ani ne.
Exanple 18 N |

1- Benzyl oxynet hyl - 2- ( 3, 4-di = i soqui nolin-2-yl)-
2-oxo-ethyl ]-N - (3, 5- Bthfte 30*
di fluoro-benzyl)-2-net hyl -mal onam de The title

an aI Og;}ﬂ' anmen%f zjfglsgﬂlédlfow&_@dqumoﬁup 3. Ba{ ggo-ieﬁlyl] -N'-(3,5-

difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 531.4 (M+H"), was prepared in analogy to example 16
from N-alpha-(tert-butyloxycarbonyl)-o-cyano-L-phenylalanine.

Example 31

N-(3,5-Difluoro-benzyl)-N'-[1-(3,4-dihydro- 1H-isoquinoline-2-carbonyl)-2-methyl-
butyl]-2-methyl-malonamide

The title compound, MS: m/e = 472.4 (M+H"), was prepared in analogy to example 16
from tert-butyloxycarbonyl-L-isoleucine.



fromN-(tert-butoxycarbonyl)-0O benzyl -L-serine.
Exanple 19 N-(3,5-Di fl uoro-benzyl)-N -
WO 200486982€li hydr o- 1 PCT/EP2004/000674
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- 2- et hyl - mal onanmi de The titl esgonpound, MS: nle =
492. 3 (MrHt+), was prepared in analogy to exanple 16
from N-al pha- (tert-but oxyc&khepll3p- L- phenyl gl yci ne.
Exanple 20 N-(3,5-Di fl uoro- benzyl) N - [2-
(3,4-di hydro-1 Hisoqui nolin-2-yl)-2-o0xo0-1-(R)-phenyl -
&f- (W 5-DifldorsEt iy 1Rl [QNRPL oL B irhéthyB-2C thosty- 3'\43dlhydro 1H-

me = 492.3 (MtH ). was prepared in _anal ogy to exanple
1qpqufqogm-2 y1)-2-oxo-¢ethyl]-2-methyl-malonamide

N-al pha- (tert-but oxycarbonyl) - D-phenngIyC|ne Exanpl e
4120b-(6 )=

1soqui nglin-2-y y y y
nam de The title conmpound, M5: nie =

4463 86 Wbt oL berdAS- 2P ERHT-B 1 dmnAP 2 8Y.00 8, WRIA), Liryptophan-
A5 Libliblol en\ﬁgi o ergl-dl_ ser?éﬁgg N2k Ce ok seTyptophan

mtrbgpbqg@g”hyy@ygslylgnde @8665961@'& anmp)), NBTP (O- (benzotrlazol 1-y1)-N, N,
EN0 Q@ﬂa%&ﬁ%ﬁﬂrﬂ%&riﬁoﬂo%r@ﬁé@ % d. 132) 3 mmol) and triethylamin (3.74

H-|squ|noI|n- - - 2- 0X0- et hy]|

&i 3.V BB %@’ﬁ&%ﬁlqsob’fqirﬁ} RME figimh gmi g‘@r(rq'ci] for{5 k atg.t.. The reaction

GAIRREALs pMRed THt6 waté %Qd Hhd Mbhuctvi’ﬁﬁctxﬁ'é QRAERThck with ethyl acetate.
anal ogy to exanple 16 from

(ltheorganig 19}'66&%@@5@@1;&1\1)&2&%) eﬁcfreé :ezéap@rméwﬁ the sHyend, the title
Qﬁ%@hﬁd Ms! Nh/r?[e 4?/6?3? g@l@l—f@,](é 4% )%d?uant .) was obtained by chromatographic
murlﬁé@rmmtﬁﬁrezldyp Jsil zcacgﬁbl\ﬂeq@iyn GHCIN. - (3,
5-di fluoro-benzyl)-2-nmet hyl - mal onam de The title
&9 5PRURG. DR or&Ibeniylafnfod Msfdblonyl¥esinBl-8RaHeh bl 3-y1)-propionic
analogy to exanple 16 from

pha- (tert-butyl oxycarbonyl)-L-benzot hi enyl al ani ne.
@(@”@ £ D2 o- b[en£ ‘lcarbamoyl) proplorﬁflamlnol -3-(1H-indol-3- yl) propionic

Di chi oro-b enzy 2-(3 H-i soqui nol’i n- 2-
yplﬁ_tgri-@ggd 63tpry(5]99-gni @gqrgol) was dlssolved in dichloromethane (15 ml), and

Qflml&%[é%'tlle aaay llé' nﬁ)’ JJ&‘&J@&%a Q?d) ‘;Uf‘ \AHedRix e whab Etkr‘?ed overnight at r.t.

oun , was prepared in
amgf dbgtaqt@ggmjn@alévag_ gomqumﬁd (analytical HPLC). The volatiles were

evaporated, the residue was taken up in ethyl acetate and washed with water. The organic

layers were dried (Na;SO4). After evaporation of the solvent, the title compound, MS:
m/e = 429.4 (M+H"), (3.5 g, 66 %) was obtained by chromatographic purification of the
residue (silica gel, MeOH, CH,Cl,).

c) N-(3,5-Difluoro-benzyl)-N'-[ 1-(1H-indol-3-ylmethvl)-2-(6-methoxy-3,4-dihydro-
1H-isoquinolin-2-y1)-2-oxo-ethyl]-2-methyl-malonamide

2-[2-(3,5-Difluoro-benzylcarbamoyl)-propionylamino]-3-(1H-indol-3-yl)-propionic
acid (64 mg, 0.15 mmol) was placed in a disposable polypropylene tube and dissolved in
DMEF (1ml). TPTU (O-[2-0x0-1(2H)-pyridyl]-N, N, N’, N’-tetramethyluronium-
tetrafluoroborate, 49 mg, 0.165 mmol) and 6-methoxy-1,2,3,4-tetrahydro-isoquinoline
(24 mg, 0.15 mmol) were added, and the mixture was shaken overnight at r.t. The title
compound, MS: m/e = 575.3 (M+H"), was isolated from the reaction mixture by
automated, preparative HPLC (YMC CombiPrep C18 column 50 x 20 mm, solvent



N-al pha- (tert-butyl oxycarbonyl)-m
p- di chl oro- L- phenyl al ani ne. Exanple 25 N [
wa2yobskexyl net hyl - 2- (3, 4-di hydro- 1 PCT/EP2004/000674

H i soqui nolin-2-yl)-2-oxo-ethyl]-N -(3,5-

di fl uoro- benzyl) - 2-net hyl - mal on@m de The title

conpound, M5 me = 511.6 (MtH+), was prepared in
adiestys-v9 oo & BIENan HG % ITNThq) over 6.0 min, A = 230 nm, flow rate 40
al pha- (tert-butyl oxycarbonyl) - L-cycl ohexyl al ani ne.

Bxlmprke 26 N-(3,5-Difluoro-benzyl)-N -

1-(3,4-di hydro-1 Hisoqui noline-2-carbonyl) - 3-

nmet hyl sul f anyl - propyl ] -2- nﬂagyﬂlé ggl onam de The title

compound, Ms: mle = 490.4 (M-H¥), was prepared in

anal ogy to exanple 16 from

LR RS TR0, WP R ot 212
( Bx05ethylf NI e(BH- idlmpxd-heridyl)-J- methyl-3palonkinigdr o- 1
H- i soqui nol i ne- 2-carbonyl ) -pentyl] -2-

Eﬁ_ﬁéé é@m{&@m 8. e ;téOE).ng}\f-i-qqﬂ?grgggrae 'egqﬁgnarl?éygt‘%eﬁample 32

prépared in anal ogy ;
Nraingdhphenglalatbne-ydrohytykstoohydrothloridedmb R lo{ %5-iingthyl-2H-

SRIRBAR s b lepild HOERBEZYL) N - 2

di met hyl - butyl] -2-nethyl -mal onam de The title

compound, MS: mle = 486. 4 (R#ashyle3das prepared in

anal ogy to exanple 16 from

tert-butyl oxycarbonyl - L- neopentyl gl yci ne. Exanple 29

NN¢ [3; Beny k- 2B bentyboxyya,3-dt ydrd- 1 BH-is¢ Quioin{2yd)-8-oko-ethyl]-N'-(3,5-

Hs.i,soquj nol i\ne- 2-.car bonyl ) -.propyl ] - 2-

n@tﬂﬁﬁb Zghgméh’%%ﬁ?%r%lggconpound, MS: me = 444. 4
(M+H+) , was prepared in analogy to exanple 16 from

t Bhé tithstorthpoayra Mo ny'k =161238M-Fid bl wam preparediid an@rgintol example 32

30 N 1-(2-Cyano- benzyl ) 2 .

(o laPhg e EBR A ote Roghorise g3 Bepgqey-1.23 dtetrahydro-
- Noquidolne. di f | uor o- benzyl ) - 2- net hyl - mal onani de The

title conpound, Ms: me = 531.4 (MtH+), was prepared

in analogy to exanple 16 g . 0e3s

N-[2-(8-Chloro-3,4-dihydro-1H-isoquinolin-2-yl)-1-(1H-indol-3-ylmethyl)-2-oxo-
ethyl]-N'-(3,5-difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 579.3 (M+H"), was prepared in analogy to example 32

from 8-chloro-1,2,3,4-tetrahydro-isoquinoline.

Example 36
N-[1-Benzyl-2-(6-methoxy-3,4-dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-
difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 536.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 6-methoxy-1,2,3,4-tetrahydro-

isoquinoline.



from

N- al pha- (tert-butyl oxycar bonyl ) -o-cyano-L-phenyl al ani n
we@200Ex0698p6 € 31 N-(3,5-Di fluoro-benzyl)-N - [ PCT/EP2004/000674

1- (3, 4-di hydro- 1Hi soqui nol i ne- 2- car bonyl ) - 2- et hyl -

butyl] -2-nethyl-nmal onani de The,title conpound, Ms:

me = 472.4 (MrH+), was prepared in anal ogy to exanple

16 fromtert-butyl oxycar b@gyhple37sol euci ne. WO

2004/ 069826 PCT/ EP2004/ 000674 -30 Exanmple 32

N-(3 5-Di fl uoro-benzyl)-N -

(él'é:l'ljlﬁ Qo—l?’erﬁi#f?@ﬁzml ()7 82(’11 ﬁ)d@tj@-ﬂﬂﬂﬁré S; 8 ﬂxgﬁlﬁo]}n Ij‘yl) 1-

I soqui nol I n-2 b‘g mal on
ﬁlf[iznéd-%ﬂmefthﬂdﬂdn@eﬁhﬁ -éam Mbsnla;mlpméfr onyl ani nol - 3-
(1Hindol -3-yl)-propionic acid tert-butyl ester

Mt B Dl oAy HBSARA Yoe2s (WA} iR ng}ﬁm&n%mg{( % Qmple 32

trypt ophan- | ester
%r;om aéfﬂlmeﬂdecy(lsz 36-tgtralydr@isegwinpling BTU
(O (benzotriazol-1-yl)-N, N, N,
N -tetranet hyl uroni umtetr gkl uaf.afgorate, 3.96 g, 12.3
nmmol ) and triethylamn (3.74 , 3.70 mmol) were
di ssolved in DMF (15 m) and stirred for 5 h at r.t..

o) 1; 1
i St G e D g R
diftyarp-dbehayl 2 anetbylemdoinethidNa2 SO4) . After evapor ati on
of the solvent, the title conpound, M5: me = 486.4

e h ’cox‘n?)oﬂﬁd Qs TUAN 534, ? %ﬁzﬁjeﬂ@fed n e anéilo[g?l 1o example 32

chrorm purifica |on 0 resi
geim L{\gﬁ@ﬂyla@h{gﬁi@# bugylester hydrochloride and (RS)-1-pyrazin- 2-yl 1,2,3,4-

0- benzyl car banmoyl ) - pr opi onyl ani nol - 3-
%elth%yggjofs %& yl%pr opionic acid 2- [ 2-
(3, 5-Difluoro-benzyl carbanmoyl ) -propionylamno ] -3-
(1 Hindol-3-yl) -propioni ExampleBX ert-butyl ester
(5.99 g, 12.3 nmol) was di ssol ved in dichloronethane
(15 m), and trifluoroacetic acid (15 m) was added
MN-[ D BénzyHie(4nmethyl-8,4vdibydoi IH-ésquinetini 23l - 2a0xorethyl]-N'-(3,5-

kil all r was consumed (anal yti cal
H%E‘Eﬁm%ﬁﬂé%&gflgft?‘?]e? g/%‘ragn Vaporated, the residue was
taken up in ethyl acetate and washed wth water. The

dﬂ@am]e@orﬂp@ylﬁdsM\‘Bamée d62@ (YINGD $O4)s. préfared incnalogy &t example 32
t he ;sol v

I
soreRE e i b TR a8 B B it
ﬁwqunocham on of the reS| due (silica gel, MOH,
CH2C12). c)

N-(3,5-Difluoro-benzyl)-N ndol - 3-yl net hyl ) - 2-
(6- met hoxy- 3, 4-di hydr o- ek m(pf"'kd

N-(3,5-Difluoro-benzyl)-N'-[2-(1,3-dihydro-isoindol-2-yl)-1-(1H-indol-3-ylmethyl)-2-

oxo-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 531.3 (M+H"), was prepared in analogy to example 32

from isoindoline.

Example 41

N-(3,5-Difluoro-benzyl)-N'-[2-(6,9-dihydro-7H-{1,3]dioxolo[4,5-h]isoquinolin-8-yl)-1-
(1H-indol-3-ylmethyl)-2-oxo-ethyl]-2-methyl-malonamide



1H i soqui nol i n-2-yl)-2-oxo-ethylll
- 2- et hyl - mal onam de 2-
WO 2004868201 f | uor o- benzyl car banoyl ) - pr opi onyl amP@DEPR04/100674
Hindol -3-yl)-propionic acid (64 ng, 0.15 mol) was
pl aced in a di sposabl e pol ypropy3 ene tube and
di ssolved in DWMF (1m). TPTU

(N@hé Qﬂ@é@n%ﬁl{d) M3y bd/ely 5BolN, (N}!\h-HN, wgs prepared jrré analogyoto fggmple 32
-tetranet ronl L tetra or opor at e, ng, .
nfrem 6’5%3 'tétr%lﬁgiﬁ%'i%g E@,‘ o J%‘Eﬂfoé}w]&-ei soqui nol i ne

(24 ng, 0.15 mmol) were added, and the m xture was

shaken overnight at r.t. ThBxdrple@2 conpound, MS. nie

= 575.3 (M+H+), was isolated fromthe reaction m xture

by automated, preparative HPLC (YMC Conbi Prep C18

C Nl U0Ber2§1- X 026L 2001 pya RIiN 2041- 3M0d A Ad-0BO98@fuinolin-2-yl)-ethyl]-N'-(3,5-
PC.T;JEPZO 4/ 000674 py??,l g?g.di en?@g- 95 % CN in YO. 1 X/o
TriklugEg-berzsh) - mythiylpnalonamidsy nmy 1 ow rate 40

m/mn). Exanple 33 N{ 1-Benzyl-2- [

1762tifke QérHF&'ﬁid, My =238l 4 @A YH) ), Hnad pebipBiedrifatalogy to example 32
H i soqui nol in-2-yl] -2- oxg- th})a/llﬁ},- -

( Fom kiphemidalenipedery Py ybesies M&O-c Fignamd G- 3rhitetrahygine-1-(2-

c Daqul¥Riingl € = 600.3 (MtH+), was prepared in

agg%?%ge tqg exlgrrpl e 32 from

L- phenyl al ani ne-tert-butyl ester 1hydr ochl ori de and

(RS) - 1- (2, 5- Di met hyl - 2H ~ pyE%38pPeddy )

-1, 2, 3,4-tetrahydro-i soqui noline. Exanple 34 N |

1- Benzyl - 2- ( 5- benzyl oxy-3, 4-di hydro- 1 )

HN -éfoi;inlﬂmrprhezleb %I 414} H-iadply3-yimethyl)-3-@-methyl-3,4-dihydro-1H-
i U Bn LR Qo2 e (FB]-ARfSHaAgadhe titl e
c%%ﬂgﬁ%g?%%?& : e :tﬂgh Se%I-H), aWas prepared in

anal ogy to exanple 32 from N )

L Tihia itly coinanimb M&mp/etsu 39 eEY eH  hyts desmasrd iganglody to example 32

5 -4L 3.4 F inksoqui nol i ne. Exanpl e

3 &@%‘5&% 1&1’?”3?(8&%}?’??% h g?g’?lil ¢

H i soquinolin-2-yl)-1-(1 Hindol-3-yl net hyl)-2-oxo-

ethyl] -N - (3,5-difl uoro- b&¥egpledd net hyl - mal onani de

The title conpound, MS: me = 579.3 (MtH+), was

prepared in anal ogy to exanple 32 from '

8 NeAi2-(7-Bz4-112cy8l0f6.2 810 A Rldedecar 3 dQuirinnior vk 1-tepaript-exaethyl]-N'-(3,5-

N-..b - 1-Ben 7 2= .
( él}é}%(’[rﬂ%)??%i,'%f-%&(letmlalpgl-olnml%eoqui nol i n- 2-yl) - 2- oxo- et hy
'] -N-(3,5- difluoro-benzyl)-2-methyl - nal onam de
The title compound, MS: m/e = 532.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 9-aza-tricyclo[6.2.2.0

2,7]dodeca-2,4,6-triene.

Example 45
N-(3,5-Difluoro-benzyl)-N'-[1-(1H-indol-3-ylmethyl)-2-ox0-2-(6,7,8-trimethoxy-3,4-
dihydro-1H-isoquinolin-2-yl)-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 635.4 (M+H"), was prepared in analogy to example 32
from 6,7,8-trimethoxy-1,2,3,4-tetrahydro-isoquinoline.



The title conpound, MS: me = 536.4 (MtH+), was
prepared in anal ogy to exanple 32 from
wa2hemgka@l ani ne-tert-butyl ester hydrochl ori dePem@P2004/000674

6- met hoxy- 1, 2, 3, 4-tetrahydro- isoquinoline. WO

2004/ 069826 PCT/ EP2004/ 000674 3432 Exanple 37 N (3,

5-Di fluoro-benzyl) -N - [ 2-

(7, 8-di met hoxy- 3, 4- di hydr o-gxadhpisaeui nol i n- 2-yl ) - 1-

(1H i ndol - 3-yl net hyl ) - 2- oxo- et hyl ]

- 2-met hyl - mal onam de The title conmpound, M5: me =

61Q5{1 %ﬂ@'l?’ (Mﬂﬂ‘l +84nd-0-sAFBh A9, 4t&lh?&m{ﬁscﬁﬁunohn-2 -yl]-
di rret hox 3, 4-tetrahydro-isoqui noline.

Egcgmeth}{g}sNN(S? -di uoro benzyl) -2- methyl-malonamld

1- Benzyl - 2- ox0- 2- (1- pyrazi n- 2-yl - 3, 4-di hydro-1
HI'%?H@&'&Q@% lﬁldzm hi/ @t—r@@S]S MEH?Y %aéspr IE])ared in analogy to example 32

uor o- benzyl ) - 2- met hyl - mal onani de

apokrpbenylAaning- éer&bgtg]@s@rb Hq.l)lorl%gncb? éﬂ) éliaeéayll Rpiperazine-1-
0912 %’3 SXBIRRr ?so&tlfn%ﬁhe.
L-p e yI

ani ne-t'ert-butyl ester hydrochl ori de and
(RS)-1-pyrazin-2-yl-1,2,3,4- tetrahydro-isoquinoline.
Exanpl e 39 N [ 1- Benzyl - 2- E¥ampedy| - 3, 4- di hydro- 1
H i soqui nolin-2-yl)-2-oxo-ethyl] -N -(3,5-
di fl uoro-benzyl) - 2-net hyl - mal onani de The t

cNﬁtieElel-mxom‘@ M,Bzmélmﬁﬂarb%%ﬁ})eﬁﬁhﬂéy i(g5-difluoro-

@ﬁ%%h%ﬂﬁ%ne %ert UI;Fg;ter hydr ochl ori de and

4 nethyl 1,2,3,4-tetrahydro- isoquinoline. Exanple 40
NTh¢ 8116 c@lnpblu,mi MpemzyH J45N (_Mﬁ-QL ), was prepared in analogy to example 32

( i BREdRyHdo-Beta-
LN g S S A G o S TRl b s
Mearbofige.= 531. 3 (NMFH) was prepared in analogy to
exanple 32 fromisoindoline. Exanple 41
N-(3,5-Difluoro-benzyl)-N - E%gm?ﬁ& di hydro H [1, 3]

di oxol o [4,5-h] isoquinolin )-1-

H i ndol - 3- ylnethyl) 2- 0XO0- ethyl] - 2- nethyl mal onam de

V\%-%P-ggllll(%’ oro—3Efaﬁlq1ﬁ4(9 QPIG%équlngﬁ’n 2-y1)-2-oxo-ethyl]-N'-(3,5-

dlﬂuoro-benzyl) -2-methyl-malonamide

The title compound, MS: m/e = 540.4 (M"), was prepared in analogy to example 32 from
L-phenylalanine-tert-butylester hydrochloride and 5-chloro-1,2,3,4-tetrahydro-

isoquinoline.

Example 49
N-(3,5-Difluoro-benzyl)-N'-[2-(4,4-difluoro-piperidin- 1-y1)-1-(1H-indol-3-ylmethyl)-
2-oxo-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 533.4 (M+H"), was prepared in analogy to example 32
from 4,4-difluoropiperidine.

Example 50

N-[1-Benzyl-2-(7,8-dihydro-5H-[1,3]dioxolo[4,5-g] isoquinolin-6-yl)-2-oxo-ethyl]-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide



The title conpound, MS: me = 589.5 (MtH+), was

prepared in anal ogy to exanple 32 from
W®20048682¢ et rahydro- [ 1,3] dioxolo [4,5-h] PCT/EP2004/000674

i soqui noline. Example 42 N- [ 1-Benzyl -2-o0xo0-2-

(1-pyridin-2-yl -3, 4-di hydro- 1-Bsi-soqui nol i n-2-yl)

-ethyl] -N- (3, 5-

ahe kide It@mlpﬁﬁﬁ&,ll\)ls hm&t 515(1 3 (kB 3w @réihteed Jlntalnelogy to example 32

%ﬁgﬁ)gﬁepg’\ga%?@ esf;qr oHﬁorlde and %ré?fgl te% hyﬁro 1,3-

didXobsty)5a6 pesdqaendli@e! - but yl est er hydrochl ori de and
1,2,3,4-tetrahydro- 1- (2- pyridyl)isoquinoline.
Exanple 43 N- (3, 5- D'fluorgggenﬁxg) -N- [ 1- (1

H- i ndol - 3- ylnethyl) 2 4-di hydro-1 H
isoquinolin 2-yl)-2-oxo- ethyl] - 2- et hyl - mal onam de

glp-gl t l Bey12 ?ﬁg%bgylfnbdlg;%ﬁﬁ %%%?ydr? rlgtdsozlﬁm 1n-2- yl)-ethyl]-N

‘&3 Bﬁilﬂt{d)rolbe%zﬁ)ékﬁl BitAmiigequi nol i ne. Exanpl e 44
2-(9-Aza-tricyclo[6.2.2.0

7 dodeca- 2, 4, 6-tri en- enz o et
(TéICSLﬂe&PfWBP M&m{a 7 5 5. Wﬁﬁ?ﬁﬁ? dﬁ&?ﬁr P‘@ %? grample 32
FRIMR O Usbny¥Rni e Rr-brddsté Hyliddhlorideamdar ganitn-i5ryl-1,2,3,4-
analo%y to exanple 32 from

-HO4HINRE ¢ er t - butyl ester hydrochl ori de and
9-aza- trlcyclo[6 2.2.0 2,7] dodeca-2,4,6-triene.
Exanple 45 N-(3,5-Difl uoro-miq@yészN - [ 1- (1
H i ndol - 3-yl net hyl ) - 2- oxo-2- (6, 7, 8-tri net hoxy- 3, 4-
di hydro-1 Hisoquinolin-2-yl) -ethyl]
g%tﬁuﬂuop@b&wﬂe [1The1-iAddl-8-aaraeinzl(3- Mﬁth‘fl'i;ﬁpendm- -yl)-2-
was prepared in anal ogy to exanple 3
fqmmﬁﬂad?ZSnﬁﬁn yude 2 3, 4-t et r ahydr o- |squ|noI|ne
WO 2004/ 069826 PCT/ EP2004/ 000674 -34 Exanple 46 N-{

11" l%ecpfey ou[na &: ARt byl 1 pi(ReaD)] wes repared 1n analogy to example 32
| -sul fony -dlhydro- | Hi soqui no ?

Arem-ve pflpw ne.

(3, 5-di fluoro-benzyl)-2-net hyl -mal onanm de The title
conpound, Ms: me = 668.5 (Mukhple 53as prepared in
anal ogy to exanple 32 from

L phenylalanlne tert-butyl ester hydrochl oride and

Y 2314 dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-
suI #Br.%‘j-‘%? %(fg#%%%%gt r a‘nydlrg ﬁosoqd?oﬁ&l?ong 2 7

difluoro- benzyl) -2- methyl-malonamlde

The title compound, MS: m/e = 566.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 6,7-dimethoxy-1,2,3,4-

tetrahydro-isoquinoline.

Example 54
N-[1-Benzyl-2-(octahydro-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-difluoro-benzyl)-2-
methyl-malonamide

The title compound, MS: m/e = 512.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and trans-decahydroisoquinoline.



Exanple 47 N- [ 1 -Benzyl -2-oxo-2-
(1, 3,4,9-tetrahydro-b-carbolin-2-yl) -ethyl] -N -
W@ 3008/06482¢ uor o- benzyl ) - 2- et hyl - mal onam de TheCT/EP1064/000674
compound, Ms: mle = 545.3 (M+H+), was prepared in
anal ogy to exanple 32 from _36-
L- phenyl al ani ne-tert-butyl ester hydrochl ori de and
1,2,3,4-tetrahydro-beta- caxapipldss Exanple 48 N [
1- Benzyl - 2- (5-chl or o- 3, 4-di hydro-1 Hi soqui nol i n-2-yl) -
2-oxo-ethyl] -N -(3,5- difluoro-benzyl) -
Jgﬂseﬂiymv(hqaamydﬁ) -i6Bfdol-2 1y - -0 EAl- NV, siaﬁfﬁmo-benzyn 2-
54 (N% was prepared in‘anal ogy to exanple 32 from
Leal3iay Sy sty namidse- t er t - but yl ester hydrochl ori de and
5-chloro-1, 2, 3,4-tetrahydro- isoquinoline. Exanple 49
F‘é}{e(%tfé c@l’nfpbugﬂ OviB ez L )191\51 (M+H ), was prepared in analogy to example 32
or o- pi_per.i
app ¥z Ellepxlﬁiapmfof{erfézwlﬁ%@ﬂwdyoChiorﬁi@cﬁnétlP@mqlohne
-2 nethyl mal onam de The title conpound, MS: nie =
533.4 (M+H+), was prepared gfanplesdgy to exanple 32
from 4, 4-di fl uor opi peri di ne. Exanple 50 N |
1- Benzyl - 2- (7, 8- di hydr o- 5H 1,3 ] dioxolo [4,5-4]

(I\?é Q%y']ﬂ Bl(r)br geﬁégnzy %ng @Hﬁ%?/}o ﬁg %yrfladrlnn—d éyl% (1H-indol-3-ylmethyl)-

2o0n-ebyl 2emethyl-Eriocide0674 - 35 The title conmpound,
M5: nmle = 550.3 (M+H+), was prepared in anal ogy to

%3'{’& eecogxr?poaléﬂ SLEAV’@E nyk 8l RO L& repéJrE& ir?a?ﬂaﬁfgg to example 32

rochl 6,7, 8-tetrahydr - di oxol
18-12)3, Mmﬂhydmpmémeizxanpl e 51 N[
1 Benzyl - 2- oxo- 2- (1- pyri m di n-5-yl - 3, 4-di hydro-1

Hisoquinolin-2-yl) -ethyl]gzNple 57
(3,5-difluoro-benzyl)-2-nethyl - nalonan1de The title

conpound M5: nle = 584.4 (MrH+), was prepared in
r
AP 7t Ploralo s isenaeli iz opo-sehvl-

eny est er
(ﬁyﬂcdlﬂudrmb&zyl)-z-meﬂn&—,mlommildahydr o-i soqui nol i ne.
Exanpl e 52

The title compound, MS: m/e = 550.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 6,7,8,9-tetrahydro-
[1,3]dioxolo[4,5-h]isoquinoline.

Example 58
N-[1-Benzyl-2-o0xo0-2-(6,7,8-trimethoxy-3,4-dihydro-1H-isoquinolin-2-yl)-ethyl}-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 596.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 6,7,8-trimethoxy-1,2,3,4-

tetrahydro-isoquinoline.

Example 59

N-(1-Benzyl-2-o0x0-2-piperidin-1-yl-ethyl)-N'-(3,5-difluoro-benzyl)-2-methyl-

malonamide



N-(3,5-Difluoro-benzyl)-N -

1- (1H i ndol - 3-yl net hyl ) - 2- (3- et hyl - pi peridi n-1-yl)-2-
WO@x@4069396 | - 2- met hyl - mal onami de The titl e conMmpOL/RE2004/000674

M5: nmle = 511.4 (M+H+), was prepared in anal ogy to

exanple 32 from 3-nethyl pi perigyne. Example 53 N [

1- Benzyl - 2- (6, 7-di net hoxy- 3, 4-di hydro-1

HTh@Qﬂélt&ﬁthch Jn/@=0p68:3atMyil), w’él's pfepaRd in analogy to example 32

di.f | uor o- benzyl) - 2- et hyl - mal on e T etitle

c BRPokrRGen mﬁ? -gert=builester hydnaehle ori QG PIPEHAS- | n

anal ogy to exanple 32 from

L- phenyl al ani ne-tert- butylegkﬁﬁ]hxdrochlorlde and

6, 7- di net hoxy- 1, 2, 3, 4- tetrahydro i soqui nol i ne.

Exanple 54 N- [ 1-Benzyl -

(W%@Wﬂ&rh%ﬁk‘)‘lﬁ@d'—'[@ é;'ﬂ)ﬁb}d %Iﬁéﬁ@nﬁ'ilﬁ/)l-i tMlindol-3-ylmethyl)-2-
(3, fl uoro-benzyl) I"- mal onan1de The tltre

c oxpethyl -2-methyimealengnide3 (N%FH) was prepared in

anal ogy to exanple 32 from

L I e RUS 15 * W f4dl il @ndldgy to example 32
R o Trot B D547 0BG aa ey to exemp
perrebfoompapratine. - 36 Exanple 55 N [

1- Benzyl - 2- (1, 3-di hydro-i soi ndol - 2-yl ) -2-oxo-ethyl]-N
-(3,5-di fluoro-benzyl)-2- mpkhwbre®al onam de The title
compound, Ms: nmle = 492.4 (NMFH%, was prepared in

anal ogy to exanple 32 from

L}P@egl LAl I%E‘lz%rzF[\f L{B%_(ﬁﬁie%oﬁyﬂ% g?g'ldﬁ’éJl@lelsé&‘ijinolln-Z yl)-1-

| soi"Adol T ne. benzyl)
[ 21K 3néoleh- Vﬁyr@htb¥12%q@l}brqtk§¥1h2’rm¢h)’l maloppmideiol - 3- yl net hy
l)- 2 oxo ethyl] -2-nethyl-nmal onanide The title

C m%ndﬂl\ﬁs /%9—4?(@5 { M), WRS &8RP aloBy to example 32

o examnp
1,f®,r136,6 chmet}mb;yds?omftﬁtdahvéro Beanpiobing7 N |

1- Benzyl - 2- (6, 9-di hydro-7H [ 1, 3] dioxolo [4,5-h]
isoquinoIin-8-y|)-2-oxo-ethg§&nf[g62
(3,5-difluoro-benzyl) -2-nethyl-malonam de The title
compound, Ms: nmle = 550.3 (M-H+), was prepared in

SRR ar RIBY G 4: i by dro sl Ly (1 indol-3-ylmethyD)-2-

6 oko&t19A]-2tmicthylehalonamide

The title compound, MS: m/e = 481.4(M+H"), was prepared in analogy to example 32
from1-isopropyl-1,2,3,4-tetrahydro-isoquinoline.

Example 63
N-[1-Benzyl-2-(1-isopropyl-3,4-dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-
difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 548.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and isopropyl-1,2,3,4~tetrahydro-

isoquinoline.



[ 1,3] dioxolo [4,5-h] isoquinoline. Exanple 58 N [ 1

- Benzyl - 2- oxo0-2- (6,7,8-trinmethoxy- 3,4-di hydro- 1
wokiogoepseeol i n-2-yl) -ethyl] -N - PCT/EP2004/000674

(3, 5-di fluoro-benzyl)-2-nethyl -nmal onanmi de The title

conpound, MS: mle = 596.3 (MtH+3g-was prepared in

anal ogy to exanple 32 from

L- phenyl al ani ne-tert-butyl estshpleydr ochl ori de and

6,7, 8-trinmethoxy- 1,2, 3, 4- tetrahydro i soqui nol i ne.

Exanple 59 N (1- Benzyl 2- 0x0- 2- pi peridin-1-yl -ethyl)

- N [1-Bedw pk- 815 b 1o Q—Q'ﬂzggﬁd@x 11910 Db xo- SRR IN0A302 dMor o-benzyl)-2-

2004/069 26 ﬁCT/ 004/ 000674 “-37 The title compound,

voethyl-aalonpgmdg (I\/H—H), was prepared in analogy to

exanpl e 32 from L-phenyl al ani ne-tert-butyl ester

h’YHé %@&&ﬁ?&{ﬁl@m i/ 99r45%4W§4+ﬁx)aW% BréPlred in analogy to example 32

uor o- benz
(ﬁ:om Iu@hgnyrgql?}@pq:-éﬁrﬁbgty ter hydroghloride and 8-chloro-1,2,3,4- tetrahydro-

th@gﬁgﬁ§3ylnethyl) 2- oxo-ethyl] -2-nethyl-nal onanm de
The“title conmpound, M5: me = 515.4 (MtH+), was

prepared in anal ogy to exanEIe 32 from
4-f1 uoropi peridi ne. Exanpl e gample 65
N-(3,5-Difluoro-benzyl)-N -

[2-(6, 7-di net hoxy- 3, 4-di hydro-1 FLlsqu|noI|n 2-y f '

(I;ﬂ H-Beral- 233')¢h1¢é@‘ﬁy1| Jihydeeg bHsegHigolin-2-yl)-2-oxo-ethyl[-N (3,5

gﬁgh?é%ﬁ5919ﬁﬁﬁhgqnﬁgﬁa idJ € conpound, Ms: nle =

prepared 1 n anal ogy to exanple 32
fron16 7- d|neth%é¥- 3, 4-t etr ahydro-i soqui nol i ne,
EXhetifle corponrd MS: Dive A0 ©dhbly ), wanprepared in analogy to example 32

[ Bobfs L dro-
. a*g)%rgL Z)P%ﬁ)'{!%lgﬁl e-Qé’rE Eg%ylésfe%‘ Ihkdljocgle #'?E glq(? Ftcﬁé&ggﬁ%g{% nt%t'rghy
MBoquiheline.481. 4(NMFH) was prepared in anal ogy to

exanple 32 from

1-isopropyl -1, 2,3, 4- tetrahy@&ganQQU|nollne Exanpl e

63 N
1 Benzyl - 2- (1-i sopropyl -3, 4-di hydro-1 H i soqui nol i n-2-y

N{_fl_gxo Eh(%y sxn%[‘let{'l?lhé |7 dlmlethox?jn.% 4-dihydro-1H-isoquinolin-2-yl)-2-

or O en
oxo-ethyl]-N'-(3,5-difluoro-benzyl)- 2—methyl—malonam1de

The title compound, MS: m/e = 605.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 1-cyanomethyl-6,7-dimethoxy-
1,2,3,4-tetrahydro-isoquinoline.

Example 67
N-[1-Benzyl-2-(7-bromo-3,4-dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-
difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 586.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 7-bromo-1,2,3,4-tetrahydro-

isoquinoline.



The title conmpound, M5: me = 548.4 (MrH+), was
prepared in anal ogy to exanple 32 from
wa2hemgka@l ani ne-tert-butyl ester hydrochl ori dePem@P2004/000674

i sopropyl - 1,2,3,4-tetrahydro- isoquinoline. WO

2004/ 069826 PCT/ EP2004/ 000674 -388 Exanple 64 N [

1- Benzyl - 2- (3, 6-di hydro-2H pyridi n-1-yl)-2-o0xo0-ethyl]

-N - (3, 5-difluoro-benzyl) - Exaiplettgl - mal onam de The

title conpound, MS: me = 456.4 (MtH+), was.prepared

in anal ogy to exanple 32 from

LNP eteyl-BiathbRe 3T4&i1h dl@t MH-8plq@inolnd- ?DM—@TH-ﬁﬁlc@-@dylmethyl -2-0X0-
oro 1 f? _% dro- i soqui nol i ne. Exanple
1 N By diflupre-be énejhﬂ- melpamise |

H-|squ|noI|n 2-yl)- 2 oxo-ethyl] -N -(3,5-

dirhé tige @01‘9 BENd, )MQ AR 3, Wﬂpﬂﬁﬁnvﬂa@ pi&Rrdd fnla@alogy to example 32
E/B H+),..was prepared in

a%&%@? -digf @&)é,lrﬁﬁe‘l ﬁraquir@msoqumohne

L- phenyl al ani ne-tert-butyl ester hydrochloride and
8-chloro-1, 2, 3, 4-t et rahydr oExhs@gRonol i ne. Exanpl e 66
N- [

1- Benzyl - 2- (1- cyanomet hyl - 6, 7- di met hoxy- 3, 4- di hydr o- 1H

g:l W-Aglih&-15- HlHd%—lS@i’fﬂbFﬁJW)Li (1Alindol-3-ylmethyl)- 2 -oxo-ethyl]-N'-
di fl uaoro-benzyl)-2-net hyl - mal onam de’ The title

rongnzyl)-2-raetygbmalongmids | was prepared in
anal ogy to exanple 32 from

LTHQ GE¥ lc@ﬂn?ﬁhﬂ& N;Le?rrh}‘ ebyglyd £aleH Y P E06d BRnaRey to example 32

-cyanomet(¥ hoxy-

1frp182,3-diby rah%w@m@éduﬂwamene Exanple 67 N [

1- Benzyl - 2- (7- br ono- 3, 4- di hydr o- 1H-i soqui nolin-2-yl)-2
-oxo-ethyl] -N-(3,5- Example 70 _

di fl uor o- benzyl)-2-net hyl - mal onam de The title

conmpound, Ms: me = 586 3 (M:H+), was prepared in

aRA QB Chibr6X4T8 Hf% inolin-2-yl)- 1-(1H-indol-3-ylmethyl)-2-oxo-
WL g;a Fbarnl ne-t (ylest er h)7d>roéhl ol?l%e gnéle yl)-2-ox0
7eﬁwlin¥t§ (Li&dﬁltmrpéxena)ﬂyamethvlsmql@lnane VO

2004/ 069826 PCT/ EP2004/ 000674 -39 Exanple 68

The title compound, MS: m/e = 579.3 (M"), was prepared in analogy to example 32 from
8-chloro-1,2,3,4-tetrahydro-isoquinoline.

Example 71
N-(3,5-Difluoro-benzyl)-N'-[1-(1H-indol-3-yimethyl)-2-oxo0-2-pyrrolidin- 1-yl-ethyl]-2-
methyl-malonamide

The title compound, MS: m/e = 483.3 (M+H"), was prepared in analogy to example 32
from pyrrolidine.

Example 72
N-(3,5-Difluoro-benzyl)-N'-[1-(1H-indol-3-ylmethyl)-2-(2-methoxymethyl-pyrrolidin-
1-y1)-2-oxo0-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 527.3 (M+H"), was prepared in analogy to example 32
from 2-methoxymethyl-pyrrolidin.



N [2- (6, 7-D ethoxy-3,4-di hydro-1

Hisoquinolin-2-yl)-1- (1 Hindol-3-ylnmethyl)-2-oxo-
we@ednglo§os2dN - (3, 5-di fl uor o- benzyl) - 2- et hyl - mal BOTERPZIE4/000674

The title conpound, MS: me = 633.4 (MH+), was

prepared in anal ogy to exanple g2 from

6, 7-di et hoxy-1, 2, 3, 4-tetrahydro-i soqui nol i ne. Exanple

69 N [2- (4-Am no-1, 3-di hygendleos ndol -2-yl)-1-(1

H i ndol - 3-yl net hyl ) - 2- oxo-et hyl]-N -

(3,5-difluoro-benzyl)-2-nethyl -mal onam de The title

CNI'['@QV' ROpiNRro!¥ zﬁdﬂ‘lgﬁétﬁ 1 ﬁ-i@W&lin—W)— P BR3HES-3-Yimethyl)-2-0xo-

anal o to exa
Zethl&h%%y(aﬁodlﬂﬂpi‘osww]df?-mewykma@m@ﬂan‘pI e 70 N- [2-
(5-Cnhloro-3, 4-di hydro-1

llﬁit?fj‘]éjf{dlglr%dd?l I\/%? ﬁ/; =(chBH1 (RAGH )35 x%rg}%kbﬂééh %né% example 32

uor o- benzyl) 2 ona
Tﬁﬁ@mﬁ,& Idéhhqmﬂolxhé tefyghydng-gsoguispling (Mk) was pr epar ed
in anal ogy to exanple 32 from
8-chloro-1, 2, 3, 4-t etr ahydr opjs0qubpol i ne. Exanple 71
N-(3,5-Difluoro-benzyl)-N- [ I-(1
H i ndol - 3-yl net hyl ) - 2- oxo- 2- pyrrol i din-1-yl -ethyl]-2-

hy(;B H%%&th@ar %ﬁox}l § eﬁﬁ%?‘& (%i-cgﬁégro?l?é%gl{)-%—methyl-

pared 1I'n A ogy t0" exanp
ppeloohinddane. Exanple 72 N-(3,5-Difluoro-benzyl)-N - |
1- (1H-i ndol - 3-yl net hyl ) - 2- (2- met hoxynet hyl - pyrrol i di n-

]'T IXA ’l.)itle %)n%ﬁ;gm%ﬁﬁ/yé ]m/ £ %%%tz}rtﬁiﬁa)' %Qg}ﬁgreeggﬁ ggéﬁ)}iffto example 32

afnaﬂndgphtrqlleéamnp{t@t—h@tylesueohydrochlorlde an enzyl methyl-amine.
2- met hoxynet hyl - pyrrolidin. W 2004/ 069826

PCT/ EP2004/ 000674 -40 Exa B
[2-(7,8-Dichloro-3, 4-di hydnﬂa?ng1§7

H-| squ| nol i n- 2- yI) 1- (1H i ndol - 3-yl net hyl ) - 2- oxo-

I i £ rq-han - 2- hyt -l '
A bl DO A A s TR o >
pmﬁﬁzﬁ-m:hldmarmdal ogy to exanple 32 from
7,8-dichloro-1, 2,3, 4-tetrahydro-isoqui noline. Exanple

7"f'he title compound, MS: m/e = 511.4 (M+H"), was prepared in analogy to example 32

from azepane.

Example 76
N-(3,5-Difluoro-benzyl)-N'-[1-dimethylcarbamoyl-2-(1H-indol-3-yl)-ethyl]-2-methyl-
malonamide

The title compound, MS: m/e = 457.5 (M+H"), was prepared in analogy to example 32

from dimethylamine.

Example 77

N-(3,5-Difluoro-benzyl)-N'-[1-(1H-indol-3-ylmethyl)-2-(7-nitro-3,4-dihydro-1H-
isoquinolin-2-yl)-2-oxo-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 590.4 (M+H"), was prepared in analogy to example 32

from 7-nitro-1,2,3,4-tetrahydro-isoquinoline.



N- [

1- (Benzyl - net hyl - car banoyl ) - 2- phenyl -et hyl ] -N - (3, 5-di
wo bavanadsbenzyl ) - 2- net hyl - nal onam de The tit| ePCT/EP2004/000674

compound, Ms: mle = 494.4 (M+H+), was prepared in

anal ogy to exanple 32 from _-4j-

L- phenyl al ani ne-tert-butyl ester hydrochl oride and

benzyl - net hyl - am ne. ExanplEgarmiple8 [ 2- Azepan- |-yl -1 -

(1H i ndol - 3-yl net hyl ) - 2- oxo- et hyl ]

-N -(3,5-difluoro-benzyl)-2- nethyl-mal onam de The

t N—[leB@IWQl{mchlwﬁroﬂﬁ 8,7=dimbth sy (I Hﬂ)ydra\aﬂ-ﬁqubﬁﬂ-z -yl)-2-oxo0-

aﬂalgﬁg t.0 exagg 32 fron1azepane Exanpl e 76
?h.? N 3-difbueredisagil)-2npethyl-malepamidsy | car banoy! - 2-

(1Hindol -3-yl)-ethyl] -2-nethyl- nal onam de The title
CQmpaue @@my&md”l\ﬂs-m@ 606.4 M), W@%ré{fa@&ﬁ&ﬁﬂald@y to example 32

a?ral ogypfbfegylglgglg%%e ﬁ%pryjlgqr(&rﬂygronﬁ orrlldle %;nd qecycl%)l:()?opyﬁ 6,7- Z1methoxy—
11&&#@%&Qﬂ®d§;ﬁb@ﬁhhuhé 2-(7-nitro-3,4-di hydro-1 H

i soqui nolin-2-yl) -2-oxo-ethyl] -2-nethyl-nmal onam de
The title conpound, MS: me = 59 4 (MtHE) , was
prepared in anal ogy to exawﬁ#@ng 7% r om

7-nitro-1, 2, 3, 4-tetrahydro-i soqui nol i ne. WD

2004/ 069826 PCT/ EP2004/ 000674 _ -41 Exanﬁ
1 N8Eh 4 Chipro-3,4-dihydro-1H-isoquinolin-2-yl)-1-(1 -1ndol-3 ylmethyl) -2-0Xx0-

( %gﬁly]g# -gj g—g%ﬂuog?%fﬂkﬁ?b hﬁéﬁyﬁnﬁl’oﬂhﬂxy&r 0- 1H-i soqui nol i
(3,5-difluoro-benzyl)-2-nethyl -mal onam de The title
¢ Gep 6itla ¢ompBUngy MSmizs 5293 (MHE) ), Wasdrenaseshinegmalagy to example 32

arffaJne g%ﬂﬁcﬂo 2L e 3R drd i QUinoline

L- phenyl al ani'ne-tert-butyl ester hydrochlorlde and
1-cycl opropyl -6, 7- di net hoxy-
1, 2, 3, 4- t et r ahydr o- i soqui nolE*a@pPleBhnpl e 79 N [ 2-
(7-Cnhloro-3, 4-di hydro-1 FLlsqu|noI|n 2-yl)-1- (1
H- i ndol - 3-yl net hyl ) - 2- oxo- ethﬁﬂ%
( 3y-6L- Bcnzydr@r@cob%r@m)ldm Trgk-ethy '+ Groasiflserorhenayl) 3-methyl-
Qgﬁ Ms: nfe = 579.3 (M+H+), was prepared in
anal ogy {o exanple 32 from

7-chloro-1, 2,3, 4-t etrahydro-i soqui nol i ne.
The title compound MS: m/e =444.4 (M+H"), was prepared in analogy to example 32

from L-phenylalanine-tert-butylester hydrochloride and pyrrolidine.
Example 81
N-[1-Benzyl-2-(7,8-dimethoxy-3,4-dihydro-1H-isoquinolin-2-yl)-2-oxo-ethyl]-N'-(3,5-

difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 566.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 7,8-dimethoxy-1,2,3,4-

tetrahydro-isoquinoline.

Example 82

N-(3,5-Difluoro-benzyl)-N'-[1-(furan-2-ylmethyl-methyl-carbamoyl)-2-(1H-indol-3-
yl)-ethyl]-2-methyl-malonamide
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%?3 3 N%FH%Q Qﬁﬁ% epared i.n _anal ogy to exanple 32
TRy RIPEW- b2 EERIT T REEH NI Rene. - Exanpl e 83 N
[2-(7-Brono-3, 4-di hydro- | Hisoquinolin-2-yl)-1-
(1Hindol - 3-yl met hyl ) - 2- oxExagiplys4 - N -

(3, 5-di fluoro-benzyl)-2-net hyl -mal onanm de The title
conpound, MS: mle = 625.3 (MtH+), was prepared in

b egmﬂher@rs@fm?l)meﬁ (1TH-8480l- 3-ylmethyl)-2- (1-methyl-3,4-dihydro-1H-
- br’ono- 4-tetrahydro-iso U|noI|ne Exanpl e 84

Nsqaimplin- ?WD&@X%@WMV -mgthylimajongmide

H i ndol - 3-yl met hyl ) - 2- (1- et hyl - 3, 4-di hydro-1 H

ISRAH N phuAd yMB: B 0X @s@hfaMAH g%ﬁ@ﬂﬁg remsﬂ Q{mgyd@ example 32
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prapdregthyh! 3r§aﬂ %vhf@owwn@l@z from

1-net hyl -1, 2, 3, 4-t et rahydr o-i soqui nol i ne. Exanple 85
N (3,5-Di f1 uor o- benzyl) - NExample 85

(1- hydroxy- 2, 2a, 4, 5-tetrahydro-1 H 3-aza-
acenapht hyl en-3-yl) -1- (1 Hindol- 3-ylnethyl)

N- (95%&&1BY(L Lenz%rl)nﬁt-gﬂgl' Hﬁir@ﬁﬁmﬁq 5- @ﬂl%h’ifﬂltoLﬁ-I 3-aza-

conpound g, repared in
aqqgmq@h)ﬂgl 8xApi( ngQdol—3 ylmethyl 2- oxo—e yl]-2-methyl-malonamide

The title compound, MS: m/e = 587.4 (M+H"), was prepared in analogy to example 32
from 1,2,2a,3,4,5-hexahydro-3-aza-acenaphthylen-1-ol.

Example 86
N-(3,5-Difluoro-benzyl)-2-methyl-N'-[ 1-(methyl-prop-2-ynyl-carbamoyl)-2-phenyl-
ethyl]-malonamide

The title compound, MS: m/e = 442.3 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and methylpropargylamine.

Example 87

N-(3,5-Difluoro-benzyl)-N'-[1-(1H-indol-3-ylmethyl)-2-(2-methoxymethyl-pyrrolidin-
1-yl)-2-0x0-ethyl]-2-methyl-malonamide



from1, 2, 2a, 3, 4, 5- hexahydr o- 3- aza- acenapht hyl en-1 - ol .
Exanple 86 N (3,5-Difluoro-benzyl)-2-nmethyl-N- [ 1-

W@ n@itlogds2@r op- 2- ynyl - car banoyl ) - 2- phenyl - et hyP§T/EP2004/000674
-mal onam de The title conmpound, MS: nie = 442.3
(MrHt+), was prepared in anal ogy 480 exanple 32 from
L- phenyl al ani ne-tert-butyl ester hydrochl oride and
rrﬁ’lhhylltlp compogud,avib:na/e = E'2<7d4TEM$I-B7 was prepared in analogy to example 32

| uor enz
&W%gﬂn§£ %hﬁﬂ?"%ﬂklé nethoxynethyl pyrrolidin-
1 yl) -2-oxo-ethyl] -2-nethyl-mal onam de WO
2004/ 069826 PCT/ EP2004/ 0006 E4ampteB8The titl e compound,
M. mle = 527.4 (MtH+), was prepared in anal ogy to
exanpl e 32 from 2-nmet hoxynet hyl -pyrrolidin. Exanple
881 0$,5-(f1bord-bdriz0l)-AN'beAE A-drdbl-3-ylmdth§D-2-oxo-2-piperidin-1-yl-ethyl]-2-
qlﬁépéwgﬁihyl) 2- 0X0- 2-pi peridin-1-yl-ethyl] -2-
2 fde The title conmpound, MS: me = 497.4
(N%FH) was prepared in analogy to exanple 32 from
piThe ikl IcB@poEK@JMB emfAS= 7.4 (M+BENaYdsplepared in analogy to example 32

( thoxg , 9-tetrahydro- b-carbol in-2-yl)-2-0xo-e
Pu¥?1¥§ 5 d|fluoro benzyl ) - 2- met hyl - mal onani de

The title conpound, MS: me = 575.5 (MtH+), was

prepared in anal ogy to exanmBxg@mpk 8o r om

L- phenyl al ani ne-tert-butyl ester hydrochl ori de and

8 nethoxy 2,3,4,5-tetrahydro- 1H pyrido [4, 3-Db]

Benﬁmmtﬁeﬁgﬁh ,3(839-PetkAhly b RaASINAYS )/r)fi 0x0- ethyl] -N'-(3,5-
dro-lkklsqu|noI|n 2-yl)-1-(1
%VpﬁﬁyﬁypﬁhZL%&B“%F¥ﬂﬂ] - 2-met hyl - nalonan1de
The t|tIe compound, Ms: nmle = 561.5 (M-H+), was

PrTeR e dohpodndl MeYmla- §7sle B, ws, d logv t le 32
4- hy droxom?OZ 3, 4-t et r ahy d?gulsogdfgrﬁﬁﬁgelnana%gfoexmnpe

NfrO[m h- @éﬁzlﬁlangle e bﬂﬁ)d%ﬁt%iwd@cmosld@@pﬁléwsﬂ’@wrﬁ 449 tetrahydro-
E4H3=p§ﬁdd [adob rirddod.) - 2- oxo-ethyl ] - N -

fluoro benzyl ) - 2- met hyl - mal onam de

Example 90

N-(3,5-Difluoro-benzyl)-N'-[2-(4-hydroxy-3,4-dihydro-1H-isoquinolin-2-yl)-1-(1H-
indol-3-ylmethyl)-2-oxo-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 561.5 (M+H"), was prepared in analogy to example 32
from 4-hydroxy-1,2,3,4-tetrahydro-isoquinoline.

Example 91

N-[1-Benzyl-2-(6-fluoro-1,3,4,5-tetrahydro-pyrido[4,3-b]indol-2-yl)-2-oxo-ethyl]-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 563.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and 6-fluoro-2,3,4,5-tetrahydro-1H-
pyrido[4,3-b]indole.



The title conpound, MS: me = 563.4 (MtH+), was
prepared in anal ogy to exanple 32 from
wa2hemgka@l ani ne-tert-butyl ester hydrochl ori dePem@P2004/000674

6-fluoro-2,3,4,5-tetrahydro-1H pyrido [4,3-b ]

i ndol e. WD 2004/ 069826 PCT/ EP2QQ4/ 000674 -44 Exanple

92 N-(3,5-Di fluoro-benzyl)-N- [I -

(ethyl - et hyl - car banoyl ) - 2Exfhplddondol - 3-yl ) - et hyl ]

-2- net hyl - mal onam de The t|tIe conpound, MS: nme =

471.3 (MrHt), was prepared in analogy to exanple 32

fN-?ﬂ’S-?jthbeEB&iﬂnyN‘ﬂﬁ Seﬁmmﬂeyl%rbamoyl) -2-(1H-indol-3-yl)-ethyl]-2-

3 fl uoro-benzyl

mogthykmalgsrmids | et hyl ) - 2- ( 2- et hyl - pi peri di n-

| -yl)-2- oxo-ethyl] -2-nethyl-mal onam de The title

CI‘?ﬁQﬁl‘éQ@mpMéndnﬁdg rn/e5-14753 (), wé@%eﬂr@@ﬁ{ £:1dgh to example 32

anal o%é to exanp e 32 from2-neth yl'pi‘peri di ne.
Ingethplapanes- Oj f | uor o- benzyl )= N - (1-{ [2-

(3 4- di met hoxy- phenyl ) -ethyl] -nethyl-carbanoyl }-

2- phenyl - et hyl ) - 2- et hyl - r@xgﬁl@mgzbe The title

compound, Ms: nmle = 568.4 (M-H+), was prepared in

anal ogy to exanple 32 from

LN«@??'DﬁhﬁbﬁPb gI)qqt flbéitﬂdrﬂﬂ gl gfhﬁXﬁilrygcil ?Eﬂe@@y A—?ﬂ?endm—l yl)-2-

hyl honover at'ryl am ne. di n-
|oxy+exhylt 2tmethybma®nginids hyl ) - 2- oxo- et hyl |

-N -(3,5-di fluoro-benzyl)-2- nethyl-ml onanm de The

triy| ( K
.T#egﬁls%gﬂ@%ﬁgq&ﬁﬁg P e
NEqrg 25 lemrtssllrtﬁenzyl) N- [ 1-([ 1,3]

di oxol an- 2-yl net hyl - net hyl - car banoyl )-2- (1 H

i ndol -3-yl)-ethyl] -2-nmethyppionam de The title

conpound, M5 me = 529.4 (MtH¥), was prepared in

anal ogy to exanple 32 from

é\%ﬁ,é—@%@%ﬁ%g %ﬁ?y@yﬁ - Ql’éﬁ}qi;’),gz(cﬂﬁ@ﬂﬁ)xy-\ﬁ@eﬁgg-%ﬁ%]gﬁ%ﬁlyl—carbamoyl}—

2-phenyl-ethyl)-2-methyl-malonamide

The title compound, MS: m/e = 568.4 (M+H"), was prepared in analogy to example 32
from L-phenylalanine-tert-butylester hydrochloride and N-methylhomoveratrylamine.

Example 95
N-[2-Azetidin-1-yl-1-(1H-indol-3-ylmethyl)-2-oxo-ethyl]-N'-(3,5-difluoro-benzyl)-2-
methyl-malonamide

The title compound, MS: m/e = 469.3 (M+H"), was prepared in analogy to example 32

from azetidine.

Example 96
N-(3,5-Difluoro-benzyl)-N'-[1-([1,3]dioxolan-2-ylmethyl-methyl-carbamoyl)-2-(1H-
indol-3-yl)-ethyl]-2-methyl-malonamide

The title compound, MS: m/e = 529.4 (M+H"), was prepared in analogy to example 32

from 2-methylaminomethyl-1,3-dioxolane.



Exanpl e 97 N-(3,5-D fl uoro-benzyl)-N -
[ 2- (4- hydr oxynet hyl - pi peridin- |-yl)-1-(1Hi ndol - 3-

W@ boveibogkg - 2- oxo- et hyl ] - 2-net hyl - mal onam de TPET/EP100€000674
compound, Ms: mle = 527.3 (M-H+), was prepared in
anal ogy to exanple 32 from 4-hydroxynet hyl pi peri di ne.
Exanple 98 N
1- Benzyl 2-(8-fluoro-1, 3, 4, Bxémpleadtyydr o- pyrido [ 4, 3-b]
i ndol - 2-yl)-2-oxo-ethyl] -N -
(3,5-difluoro-benzyl)-2-nethyl -mal onam de The title
C ONEBHDluddd:-beiizf)-N' 63 4hydMityinethaspRiBRALALL 11 (MH-indol-3-

e 32 from

e} to ex
LYISW‘Féﬁgl &r%’r Yi-¢rmetyyt-malenasidey dr ochl ori de and
8-fluoro-2, 3,4,5-tetrahydro-1 H pyrido [4, 3-Db]indole.
EX'BHHH@ c&ﬁpbhlﬁcﬁ N3S:[h fel 2197705 (Q\Qﬁlﬁyg )waN refaged in analogy to example 32
( dr o- 1H | soquij.nol i n- 2-yl 1H i ndol - 3-
rﬁﬁ% ;avérozmet%w lﬂ‘iﬂlémez propyl - mal onamni de a)
N-(3 5-di fl uoro- benzyl ) -2-propyl -mal onam ¢ acid was
prepared in anal ogy to N-(3ERample 98
di fl uoro- benzyl) - 2- et hyl - mal onam c acid (exanmple 1)
fromdi ethyl propyl-malonate. b)
INM ﬁiﬁe@yf ?—L(Q{LfﬁrHo:P&ﬁ@l %’tural{yar(( ByAdslahyBiRddiE- &1§—Q°6ﬂon&hyl]
in
yK qrozhea%d) 8t1ﬁ9th>’l'12mbmépl}‘lie— mal onanide, MS: me =
573.4 (MtH+), was prepared in analogy to
Nl‘l“g]lg’ tlaf/ gbﬁn&H@ﬁc@ MENBMIS 589 4 [M+63), 4vd pRFAr QARG AQmple 32
s L@hynﬂéﬁwﬁ)ferzb@%eséﬁtr ytiqachlogde apdl SrtospsA.Hé-tetrahydro-1H-
BY3INUS-BRAddie.om N- (3, 5- _ .
d| | uor o- benzyl) - 2- propyl - mal onani ¢ acid. Exanple 100
N-(3,5-Difluoro-benzyl)-N -
[2 (3, 4-di hydr o- 1H i soqui noBx#mpled®) - 1- (1 H i ndol - 3-
yl met hyl ) - 2- oxo-et hyl ] -2-isopropyl-nal onan de a)

N-(3,5-Difluoro- benzyl) 2- |so(§> FI¥| -mal onam ¢ _aci d was
pﬁ\lg@a’i—@dﬂuwomw t[8-(Rp4-dihy: -isoquinolin-2-yl)-1-(1H-indol-3-

SIBY | onam c acid (exanpl e
1?1"%&3” gl%e}{ohey 20%9"85 F’%Mf“o‘??;t e. WD 2004/ 069826
PCT/ EP2004/ 000674 -46 b)
Na -0, Wﬂmm—bemﬂz%rlprowl—maﬁor(amm acid was prepared in analogy to N-(3,5-

yldﬁleu%ﬁéj 'Egnz%rﬂ;) ?( ?%Hﬂi}'ﬁ%lo axlglgcgac)rd;) x{n]tﬁtgllznam %ethy,\gopl’)h malonate.

573. 3 ( MrH+ was re ared in anal o to
Mﬂﬁ&m)amﬂwfﬁfzﬁﬁ 4Fm_41_fﬁ:mz%mbz-mdqmﬁmdol 3-

| iy Riedhyl)-2-oxo0-ethyl]-2-propyl-malonamide, MS: m/e = 573.4 (M+H"), was prepared
in analogy to N-(3,5-difluoro-benzyl)-N'-[2-(3,4-dihydro-1H-isoquinolin-2-yl)-1-(1H-
indol-3-ylmethyl)-2-oxo-ethyl] -2-methyl-malonamide (example 16) from N-(3,5-

difluoro-benzyl)-2-propyl-malonamic acid.

Example 100

N-(3,5-Difluoro-benzyl)-N'-[2-(3,4-dihydro-1H-isoquinolin-2-yl1)-1-(1H-indol-3-
ylmethyl)-2-oxo-ethyl]-2-isopropyl-malonamide

a) N-(3,5-Difluoro-benzyl)-2-isopropyl-malonamic acid was prepared in analogy to N-

(3,5-difluoro-benzyl)-2-methyl-malonamic acid (example 1) from diethyl isopropyl-

malonate.



yl)-1-(1Hindol - 3-yl met hyl ) - 2- oxo-et hyl ] - 2- net hyl - mal o
nam de (exanple 16) from N
W@ 3008/06480¢ uor o- benzyl ) - 2-1 sopropyl - mal onam ¢ aBCTIEP2004/000674
Exanpl e 101 N-(3,5-Di fluoro-benzyl)-N -
[2- (3, 4-di hydro-1Hi soqui nolin-£Zsyl)-1-(1H i ndol - 3-
yl met hyl ) - 2- oxo- et hyl] -2-ethyl -nmal onanm de a)
N Y- (3;50DfHludes gexb&nzw Dz-ZS- @rdk}wkirmbmamlﬁomzdvlmsm indol-3-

pr epar éd_1n anal ogy t N
245 RLOT) deMEee T ekhpMeTLy> was
HSI%P&I@H% leﬁlog%lttbﬂ (ﬁgjd?ﬂ\ﬁ;r@ben@l) N ([ 2+(34-dihydro-1H-isoquinolin-2-

uor o- enz

4¥1a11h@é¥mdPH3rYé@a@VHoa P¥R zthy Jy2-methylsmalappmige (example 16) from N-
?@Hmﬂo}o%em - £y ldpyEneldhemieaéignam de, Ms: nle =

559 4 ( M+H+ was prepared in analogy to

N- (3, 5-di fl uoro-benzyl)-N ]_{2 (i% 4- di hydr o- 1H i soqui no
lin-2-yl)-1-(1H xample 101

i ndol - 3-yl met hyl ) - 2- oxo- et hyl ] - 2- net hyl - mal onam de

(exanple 16) from

N-
dNﬁmﬁzD@ﬂmnztynmd)zNef(Iwﬁ Ardibyshanitkissgrinolipsap la(Liyindol-3-
25thdiiti) B o3 lgFféﬂ'x’;q(rHalgﬁé}ﬁide) N - [2-(3,4-dihydro-1

HY Soq H 1 ndol -
3- Imethl -2 oxo ethl - mal onam de a
Nay_ y fuome Y }1 dlonamigacid ﬁ%@?sdpéepgéqddnmglogytoN (3,5-

pE:I A5 %e%ﬂé@? ?I;x qﬂg}f rﬁﬂﬂﬁ\krﬁé’a%d (example 1) from diethyl ethyl) -malonate.

uoro yl'-mal onam ¢ acid (exanpl e

fromdleth aII | - mal onat e. b) N(3,5 D fluor
bbﬁﬁm&@if\{lﬂ@o(mﬁﬁ 2yl N/ n; -Vl?-ul GLH_ﬂndol 3-

' %Hl%t;;é }—Zyéi_!;? 5 D-ah )&Halghgﬁﬂde Rrsahd/y E'S@qumb)ewas prepared in

epared_in___anal og

Na@apgymrm(aérd;ﬂb@mzlwn)wlwl\lt 5 @3 duhbﬂth?y%}fldmﬂw%i@q%ﬁ%l‘ (1H-
! ln-gdcﬁ "3 l’l}ﬂ r@é)ﬁfﬁoi(o Zeth(‘}lxo ?;ch)(l malonamlde (example 16) from N-(3,5-

- 2- et hyl - mal onam de
(dxﬁrmbebemﬁ})l 218&@%8(1@18511& aCl
di fl uoro-benzyl)-2-allyl-mal onam c acid. Exanple 103
N- (3, 5-Di fl uoro-benzyl)-N - gyample 102 _
[ 2- (3, 4- di hydr o- 1I—|—|squ| nol1 n-2<yl)-1- (1H-indol - 3-
yl met hyl ) - 2- oxo-et hyl] -2-fluoro-2-nethyl -mal onam de

N- (éﬂgﬁﬁﬁsg% 2Bt %Tlée'ﬁg%l? (llg/ [?Q@@Kﬁh r%ﬁl@isoqmnolm— 2-yl)-1-(1H-indol-

uor o-benz Iuoro nmet hyl -'mal onam’' c

aG@-pmvetlsyl po-epesetdyl]-makmalody  t o
N-(3 5-di fl uoro- benzyl) - 2- et hyl - mal onam ¢ aci d

)ﬁ\lﬂ% S.oh Hud o n%l?—bbwvl—%iafl(lrﬂ%ig acid Wl?bmf)lafe@qh QRAbEy to N-(3,5-

Ndlﬂu&oﬂbe‘nwwembvhwzmabonmi &id Gxamglenh) dram digthnd gBylimalonate.
Iin-2-y|)-1-(1|—|—indo| 3-

M%)D T terd zo%lﬂl"% (?Mjgfh%l?o MR8y LRS- €1 H-indol-3-
ylmethyl)-2-0x0- ethvl] 2 allvl malonam1de, MS: m/e = 571.4 (M+H"), was prepared in
analogy to N-(3 3,5-difluoro-benzyl)-N'-[2-(3,4-dihydro-1H-isoquinolin-2- y1)-1-(1H-
indol-3-ylmethyl)-2-oxo-ethyl}-2-methyl-malonamide (example 16) from N-(3,5-

difluoro-benzyl)-2-allyl-malonamic acid.

Example 103

N-(3,5-Difluoro-benzyl)-N'- [2-(3,4—dihydro-1H—isoquinolin—2—yl)-1-(1H—indol-3-
ylmethyl)-2-oxo-ethyl] -2-fluoro-2-methyl-malonamide



prepared in anal ogy to
N-(3,5-difluoro-benzyl)-N -[2-(3, 4-di hydro-1Hi soqui no
WO 2004869826 PCT/EP2004/000674
yl)-1-(1Hindol - 3-yl met hyl ) - 2- oxo- et hyl ] - 2- net hyl - mal o
nam de (exanple 16) from N -47 -
(3,5-difluoro-benzyl)-2-fl uoro-2-nethyl-nmal onam c
ag)i M ( 3ExDrﬂ1k)m—b&ﬁvN-2 fldotn- Dirfidthidraaloamaid dcid\vas prepared in analogy

[ﬁzﬁﬁ%ﬁér%ﬂﬁx ergy].ﬁt;]l %%HWL pghéé}%rﬁggggi exagnple ipggrln_d%éthyl 2-fluoro-

l\E«&rSetElenﬁlbuﬂko benzyl ) -mal onam ¢ acid was prepared in
anal ogy to N-(3,5-difluoro- benzyl ) - 2- net hyl - mal onam ¢

| Vlmeﬂmﬂ 2-01(0(61111’{‘1] dhio-r&Z methvl malonamlde, MS: m/e = 563.4 (M+H+) was

| L hy
)(/R}%epﬁ_l‘) galggyet83§~2%%7%5§%8 &g&ﬁ?—%—@-(&%cﬁh}rdro— I]H-lsoqumohn—Z—
N1 -3 - @ HiddoliGF amithyyl-pxdNettyP~1-nethydithyldnamidd(exmeple 16) from N-

linz2:y1)-1- (1 i ndol - 3- .

A siicte bbbl -SRI TStV rgPORaPS 86 de. (exanpl o

16) from N-(3,5-difluoro- benzyl)-ml onani c acid.

Exanpl e 105 N- (3, 5-Di fl uorkxahgibe 04 - N - [ 2-

(3, 4-di hydro-1 Hisoquinolin-2-yl)-1-(1H i ndol - 3-

yl met hyl) -2-oxo-ethyl] -2,2-dinethyl-mal onam de a)

NN( 3, S DRl drd Beaz gy b 3,2, Bhelroethydoquitlolinag+y- Qi indol-3-

ared i nal ogy to N-
W% téﬁ?lzlﬂiﬁooetﬂlélﬁ?}ﬂl‘ina?“ﬂ%t hyl - mal onami ¢ aci d (exanpl e
1) fromdiethyl 2,2-dinethyl- malonate. b)
Na)(lﬁr(@ @fﬂmgﬁebﬁ%ﬁﬁﬂahhﬁmé Zeid Fadtprdblned i©addtbdysioQUH( B6-difluoro-
i ndo
bt A Bt oS (sxrlet hPTilF SR dastens
rrie = 559.3 (M+H+), was prepared in analogy to

ll\bI R 53 Diflug o Dehen e ) 2 X8 4l Bh R o 4 Hidov dinetih -5 aqUiFhéndol-3-
I.N

LM%@E&%%M@%%M%)Mé Bies= 21 hy (YL B et anyarenagrehin analogy

NENA@, 3-efiRioRd-BerdA)) - Xt @1(3M-dihydro- 1H-isoquinolin-2-yl)-1-(1H-indol-3-

(ot s, ﬁ“&ézae@rbmgﬁmmlg*%@@ya\%ﬁ?ghmaﬁ@ -dfuoro-

Nbérs ghllnglbgallmd@t(hyl 2- 0X0- 5- phenyl - -di hydro-1 H ben
zo[ez]y[l 4]d|azep|n3yl) N-

(3, 5-difluoro-benzyl) - I-lminam'de The title
compound, MS: W = 525 1 ( ple prepared in

anal ogy to exanple 16 from3 -amno- 7-chloro- 1,3

- di hydr o- - 5 -ph -2H — .
e resteprn 23 B e Frgsauinolin-2-y)- (1 indol-3-
ylmethyl)-2-oxo-ethyl]-2,2-dimethyl-malonamide

a) N-(3,5-Difluoro-benzyl)-2,2-dimethyl-malonamic acid was prepared in analogy to N-

(3,5-difluoro-benzyl)-2-methyl-malonamic acid (example 1) from diethyl 2,2-dimethyl-

malonate.

b) N-(3,5-Difluoro-benzyl)-N'-[2-(3,4-dihydro-1H-isoquinolin-2-yl)-1-(1H-indol-3-
vlmethyl)-2-oxo-ethyl]-2,2-dimethyl-malonamide, MS: m/e = 559.3 (M+H™), was
prepared in analogy to N-(3,5-difluoro-benzyl)-N'-[2-(3,4-dihydro-1H-isoquinolin-2-

y1)-1-(1H-indol-3-ylmethyl)-2-oxo-ethyl]-2-methyl-malonamide (example 16) from N-
(3,5-difluoro-benzyl)-2,2-dimethyl-malonamic acid.



N-(3,5-Difluoro-benzyl)-N -
(1- met hyl - 2- oxo- 5- phenyl - 2, 3-di hydro-1 H benzo [e] |

wda 2eb/o6isae epi n- 3-yl ) - 2- propyl - mal onam de The tPCT/BP2004/000674

conpound, MS: mfe = 519.3 (MtH+), was prepared in

anal ogy to exanple 16 from -48-

3-am no- 1|, 3-di hydro-1- net hyl - 5- phenyl - 2H 1, 4- benzodi az

epi n-2-one and N- (3, 5- Example 106

di f | uor o- benzyl ) - 2-propyl - mal onam ¢ aci d. Exanple 108
2-tert-Butyl-N (3,5-difluoro-benzyl)-N -

(&= We@mfo 2- rﬁ@ﬂigﬁZ-@ﬁ@-‘F’yﬁLhea yB2, didi 8-1H-bBenid&12D4]dedzepin-3-y1)-N'-

I\/é’ fgxl azepin onami d he title conpound,
0-5gnzyl)- @Mﬂ-thyl‘mﬁ}%a‘m pared in anal ogy to

exanple 16 from

3Tﬁéﬂ1ﬂ@cc;m§oﬂich‘M’6 @n/l SihyiM-PHPRY brephtell,id aRABZEOW ekdmple 16

one an

dgpmﬁca@%ﬁfmrozl& -gitydpard ynethr SrAgRE- 28k d-bezegiprepin-2-one.
109 N

(3, 5-Difluoro-benzyl)-2-i sopfagipté td¥ - (1- net hyl - 2- oxo-5

- phenyl -2, 3-di hydro-1 H benzo [e] [1, 4]

di azepi n-3-yl)-rnal onam de The title conpound, MS: nie

—N5(1395 Bifl MrbtDenz 1B N R SRAKAD -bXo-8 1 HeANY2, b AilparsNle 16
3bmmiﬁ{n4@ww&al)1l-mmbm@mé¢m -2H 1, 4- benzodi az

epi n-2-one and N- (3, 5-

d*rﬁ& HAE eorﬁgaﬁlyd M 1hRPE BBY immqﬂp mmpssepapédqn aBN8FPIEexample 16

| uor o- benz
(ﬁomﬁmmczléx@hsdr@hbﬁwh Pléﬁnﬁbaf’/{ol #-hentpdiazepiped-ope and N-(3,5-

1adlodh 82 & I%ﬁ%gg WD 2004/ 069826
PC1T/ I(EJPZOOIZZ%1 746}’)-49 The title conpound, M5: me =

505.3 (M+H+), was prepared in anal 8gy to exanple 16
from Example 10

3-am no-1, 3-di hydr o- 1- net hyl - 5- phenyl - 2H 1, 4- benzodi az
epi n-2-one and N- (3, 5-
dRtentdrusylodr(3ypr diflnoxst bgrzyha¥ o ameiybidiogo-SeRbanyl-@.31dilnydro- 1H-

'(\'kéé”z ?ﬂﬂ Idfﬂ g]€§8ﬁgﬁﬁ%/o%&'gdéglrgyyr;) 1 H benzo [e€]

[1,41 diazepin-3-yl)-mal onam de The title conpound
MBhe title compean@ Nifshie)= 53k (B hrvesd Prepasgsbin@gglogyto example 16

€ - A4-b -2- d N-(3,5-
S FAAP Gy 1 fRydro- et S phemy 2K - epgodjagopin 2 gne and N-(

efifivoze-brezydng- tm-@atyiymalonamlc acid.

di fl uoro-benzyl)-2-fluoro-ml onam c acid. Exanple 112

Example 109
N-(3,5-Difluoro-benzyl)-2-isopropyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-malonamide

The title compound, MS: m/e = 519.3 (M+H"), was prepared in analogy to example 16
from 3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one and N-(3,5-

difluoro-benzyl)-2-isopropyl-malonamic acid.

Example 110

N-(3,5-Difluoro-benzyl)-2-ethyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-malonamide



N- (3,5-D fluoro-benzyl)-2-nethyl -
(5- met hyl - 6- oxo- 6, 7- di hydro-5H di benzo [ b, d]
w@z2@piosnsZe yl ) - mal onam de The title conpound, MET/RPE04000674
464. 3 (MrH+), was prepared in analogy to exanple 16
from 7-am no- 5- net hyl - 5H, 7H di.bgnzo [ b, d]
azepi n- 6-one. Exanple 113 N
(’ﬁie&ltﬁ domiied RISz =208 B P11 2; ‘Wﬁﬂiﬁé arkd in analogy to example 16

aé e myrsg ?%Ygﬁgﬁdég%wﬁéﬁ Tle? Pt@ﬁr"égiﬁ%@dm}e@mr?r%nwndl‘f (3,5-

@ﬁu&o@%kﬁ)—z sBf-RileRamRthcid) anal ogy to exanple 16
from 7-am no-5- net hyl - 5H, 7H di benzo[ b, d] azepi n- 6- one

and N-(3,5-difluoro-benzyl

2-fl uor o- 2- met hyl - mal onani X%\%‘Plfuéxan'pl e 114 N
(3,5-Difluoro-benzyl) - 2- isopropyl

(5- 7-di i benzo [ b, .
alﬂe(éasnD'fiuyF‘) gﬁ%Ygﬁ%\ﬂPSEJ £\ l-metthsg %%’Fﬂ)&ﬂ&'&n%]ﬁ?s-” ~dipygro-1H-

419&118[7 Yiaddaze AJ-8RAGRehide anal ogy to exanple 16
from 7-am no- 5- net’hyl - 5H, 7H- di benzo [ b, d] azepi n-6-one

and N-(3 5-di f| uoro- benz - 2-]j.sopropyl | on
abhetitlygomspyomdolGe e F’é?% Erbbidd/) @U@%ﬁr&pareggn 5@39@1% example 16

1 1 t J a -
ﬂ-?rrrrlg ar('l?h_o5¥ ?Xc{) 1'_1}*&?5{%?1%313?42) gl%ﬁlﬁdflf%elnéiz\%e?zodl ]zepm -2-one and N-(3,5

a‘i@BPW— V1)> 2nieaRarrigaamirecid -t | e compound, MB: me =
478.2 (MrH+), was prepared in anal ogy to exanple 16
from7- am no- 5 -nmethyl - SHx{ip@ enzo [b, d] azepin-
6-one and N-(3,5-difluoro-benzyl)- 2-ethyl-nmal onam c
acid. Exanple 116 N

(1?{ (% d’:%fﬂdb?{i ‘Begﬁq)zylr%etﬁylfl{]u@iﬂem 1—652))(695 h—)flllhﬁl'rQ)S‘H 6, 7-

b, d] aze|n7y)-ma onam de The
tdllbll?@l‘lfb»ﬂ'iﬁ‘lgh‘@'7 -N:malppamidg68. 2 (MrH+), was prepar ed
in anal ogy to exanple 16 from

7T?é3‘1 g@ﬁ%% Bé H4%4%qmb> %éffe%hf&d% Qﬂﬁogm example 16

enZDH)f | uor'o- ma am c acid
Efamp]-eminoz5-xpethg- 51 ﬂlbgm@ibé}ﬁzyplp @ope.di net hyl - N -
(5- net hyl - 6- oxo- 6, 7-di hydr o- 5H

Example 113

N-(3,5-Difluoro-benzyl)-2-fluoro-2-methyl-N'-(5-methyl-6-0xo-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 482.3 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d}azepin-6-one and N-(3,5-difluoro-benzyl)-

2-fluoro-2-methyl-malonamic acid.

Example 114
N-(3,5-Difluoro-benzyl)-2-isopropyl-N'-(5-methyl-6-o0xo0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 491.2 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and N-(3,5-difluoro-benzyl)-

2-isopropyl-malonamic acid.



di benzo [ b, d] azepin-7-yl)-mal onam de The title

conpound, M5 me = 478.2 (MtH+), was prepared in
war@koes2d o exanple 16 from 7-am no-5- net hyl - BEY/EP2004/000674

7H- di benzo[ b, d] azepi n- 6-one and N- (3, 5-difl uoro-

benzyl ) -2, 2-di net hyl - mal onam c sgci d. Exanple 118

N- (3, 5-Di fluoro-benzyl)-N -(5-nethyl-6-o0xo-6, 7-di hydro

-5H di benzo [ b, d] azepi n- 7Ex3ﬁ1@1321~15)r opyl - mal onam de

The title conpound, MS: me = 492.3 (MH+), was

prepared in analogy to exanple 16 from

N8B0k flaoFEbdielh Deth Nr gﬁMﬂsﬂﬁzeplmﬁrem{and

N- (3, 5-difluoro-henz propyl - mal onam ¢ acid. WO

oBudizecieT iR aemésm 51 Exanple 119
2-Benzyl -N- (3,5-difluoro-benzyl)-N -

(’Iflrerfﬁler&h‘[p@uﬁé avi: I?N‘éjcl: bygls oniSi* )d\hﬁ%éﬁhré@nﬁdnalogy to example 16

AR DM NI G e—

fzrgﬁyﬂmamnggﬂca%ld met hyl - 5H, 7H-di benzo [b, d] azepi n-
6- one and N-(3,5-difluoro-benzyl)- 2-benzyl -nmal onam c

acid. Exanple 120 2-tert-Butyl lN—
(3, 5-di fl uor o- benzyl ) - N - Examplel116

(5- rret hyI 6- 0x0- 6, 7- di hydr o- 5H- di benzo [b, d]
aze 7-yl)-mal gnam de The title conpound,

é anﬂqupnr) bengyb- %oﬂep@r@d(ﬁ ﬁleﬂ?Vé16c}§SP 6 dé‘&%ﬁéi-lﬁ

fcﬁﬁ’éﬂzzpﬁ ag‘g:? Jb lorithidEr di benzo[ b, d] azepi n- 6- one
uoro enzyl )- 2-tert-butyl - rral onam c
acid. Exanple 121 N -Di f1 uor o- benzyl
(Bhertisterrpmppuad oMs; m—/fdr H%%Mmlﬂ di BesrPeparea H] ar&f@ntﬁ eyample 16
yﬂamwrﬁﬁ@r@ deufneH 7f{|cﬁb&ﬁﬁp9&'ﬁge 11'1\[@0%%&1 14—59 52d1ﬂuoro -benzyl)-
, was pre ared i n anal ogy to exanple 16

ﬁ-ﬁnvmmslommmactm 7H-di benzo[ b, d] azepi n- 6- one and
N- (3, 5-di fl uoro-benzyl)- mal onam ¢ acid. Exanple 122
N- (4- Met hoxy-benzyl) - 2- mneghyholN 117
(5- et hyl - 6- 0x0- 6, 7- di hydr o- 5HE

N-(3,5-Difluoro-benzyl)-2,2-dimethyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 478.2 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H, 7H-dibenzo{b,d]azepin-6-one and N-(3,5-difluoro-
benzyl)-2,2-dimethyl-malonamic acid.

Example 118
N-(3,5-Difluoro-benzyl)-N'-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-
y1)-2-propyl-malonamide

The title compound, MS: m/e = 492.3 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and N-(3,5-difluoro-benzyl)-

2-propyl-malonamic acid.



di benzo [ b, d] azepin-7-yl)-nmal onam de a)
N- (4- Met hoxy- benzyl ) -2-nmet hyl - mal onami ¢ acid The title

W@ 0vp06asde was prepared in analogy to PCT/EP2004/000674
N-(3,5-difluoro-benzyl)-2-nmethyl- mal onam c acid
(exanple 1). b) -51 -

N- (4- Met hoxy- benzyl ) - 2- met hyl - N - ( 5- net hyl - 6- oxo-6, 7-d
i hydro-5H- di benzo[ b, d] azexampleyl )9- mal onanmi de WO
2004/ 069826 PCT/ EP2004/ 000674 -52 The title conpound,
M5: mle = 458.3 (MtH), was prepared in analogy to
ex @Rt NL©3 51difBré-bafkyI PNB- 5Bk dth1-S bkol bt 70dibedos b, d]
zélgél{l ﬁ%{s and N- (4-net hoxy-benzyl) -

Wbd B‘ﬁaﬁ’%’% P’&am’é‘?anpl e 123
N- Benzyl - 2- met hyl - N' - ( 5- net hyl - 6- oxo- 6, 7- di hydr o- 5H- di

beRz@ild &)rﬂ;}o&hﬁ?MSW rn7/e #5839, Zmnoﬂmﬁp?})?rled in analogy to example 16
e Ul e

\wggg%ﬁ%llﬁlg%%ge qt'lﬂgg}rﬁﬁ:? 58[;31glgnzo S| azepin-6-one ancf I%n{% 5- Hl(%luoro -benzyl)-

N b3nm1-dhdibrionieatignzyl ) - 2- met hyl - mal onami ¢ acid
(exanple 1). b

N- Benzyl - 2- net hyl - N - (5- net h# ]gx% 6, 7- di hydr o- 5H-di
benzo[ b, d] azepi n-7-yl ) - mal o&H'B Hle title conpound,
M5: mle = 428.3 (MtH+), was prepared in anal ogy to

exanple 16_ from 7-am no-5-nethyl -5H, 7H di b [b d]
a%éﬁ?ﬁusﬂéﬂré&éﬁhﬂwrsebﬁww{ ﬁétrﬁgfhyl- %ﬁgm?@y tq

E&&@H&&blﬂ?}é‘zegk 21)%%%@3/ benzyl) - 2- met hyl -
(5-methyl -6 7-di hydro- 5 H di benzo [b, d]
azepin-7-y onam d

NThatide Eﬁfﬁﬁ‘?#ftr}ﬁ M aHe 7 130623 (Mt Hy)> WraPesparaddn aaelagyioexample 16

t ﬁbhﬁ Q&Eﬁ?@yr}ge W@SSH? Feaihes;d[p,d ?Jk@i)l‘ﬁgé’ oh®and N-(3,5-difluoro-benzyl)-
N-(3,5 Iuoro enzy ) - 2- rret y onami ¢ aci d

( Zﬂ‘gﬁbpy -pyaloggmic acid

N- (3, 4- Di net hoxy- benzyl ) - 2- et hyl - N - (5- net hyl - 6- oxo- 6
, 7-di hydr o-5H di benzo [Db, oﬁxaaﬁﬂfpln 7-yl)-mal onam de
The title conpound, M5: me = (MtHH) , was
prepared in analogy to exanple 16 from

Kpa@ i‘BééﬁJEtlJ%}é&yl?N {5ieRANG 8k D 6 9L R P ML 19-d0h 28 [1)d) azepin-7-

yl) -malonamide

The title compound, MS: m/e = 450.2 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and N-(3,5-difluoro-benzyl)-

malonamic acid.

Example 122

N-(4-Methoxy-benzyl)-2-methyl-N'-(5-methyl-6-ox0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

a) N-(4-Methoxy-benzyl)-2-methyl-malonamic acid

The title compound was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) N-(4-Methoxy-benzyl)-2-methyl-N’-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzolb.,d]azepin-7-v1)-malonamide




benzyl ) - 2- et hyl - mal onam ¢ aci d. WO 2004/ 069826
PCT/ EP2004/ 000674 -53 Exanple 125

wWOR{4HEIse0Or 0- benzyl ) - 2- met hyl - N - PCT/EP2004/000674
(5- nmet hyl - 6- oxo- 6, 7- di hydro-5H di benzo [ b, d]
azepi n-7-yl)-mal onam de a) -52-

N- (4- Fl uor o- benzyl ) -2-net hyl -nmal onanmi c acid The title
CORPlNED 1, &R ned=i4333nM-agY), vas prepared in analogy to example 16

?E&%I’i?’lglirﬂ 5% th}qe% %—I dl%CHZOth %1azep1n §one and 1%034 -methoxy-benzyl)-

N> -{oflet iy luﬁﬂanﬁﬁﬁZMkD 2-met hyl - N - (5- net hyl - 6- oxo- 6, 7- di
hydro 5H di benzo [b, dl azepin-7-yl)-nal onam de The
title conpound, MS: me = 446.2 (MtHt), was prepared
in anal ogy to exanple 16 ﬁﬂﬂek%

7-am no- 5- met hyl - 5H, 7H di benzo[ b, d] azepi n- 6- one and

'\E( 4enfz|yll—J§ rrr?etgﬁ%yz mgmyrgtor)}%lG 7”3 H?gn sH-Of %enzo E)é?ar;gll)i%-%yl)-
2mivRinBiddN ( 3- net hyl - benzyl ) - N - (5- net hyl - 6- oxo- 6, 7-di
hydr o- 5H di benzo [b, d] azepin-7-yl)-mal onam de a)
2-Net hyl - N- (3-net h I-benzyl) mal onam ¢ acid The title
SR wa Hcy (AINE aglgal ogy to
N-(3 5-di f | uoro- benzyl) 2-nmet hyl - mal onam c acid
('@K@ﬁ@é Eormdpourld) was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-
t hyl. - $g§ﬁ§5Fy| benzyl) - ﬁy (5- nethyl 6- 0x0- 6, 7-di
a§¥$a% azepi n-7-yl) - mal onam de The
t|tIe compound, ME: nie = 442.3 (MrH+), was prepared
I B) HrRdneely2 -inetiepl awplsemithyl- 6 fo8616,7-dihydro-5H-dibenzo[b,d]azepin-7-vl)-
7-am no- 5- et hyl - 5H, 7H- di benzo[ b, d] azepi n- 6- one and
2 190 (3- net hyl - benzyl)-mal onami ¢ acid. Exanpl e
127 2-Methyl -N- (4-net hyl -benzyl)-N -
( Bhergtlyd mPoend) MS: fn/di a8 3o Mb+HH  Jiwae pzepatdd, il hnalogy to example 16

azepin-7- - mal onam ) :

G NB havite-b Aat hot babbr e wainr ongped Vpensyl-2-methyl-
2018264 PCT/ EP2004/ 000674 -54 The title conpound

was prepared in anal ogy to

N-(3,5- i 1 uor o- benzyl ) - 2- et iyl

N-(3,4-Dimethoxy-benzyl)-2-methyl-N’-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

a) N-(3,4-Dimethoxy-benzyl)-2-methyl-malonamic acid

The title compound was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) N-(3.,4-Dimethoxy-benzyl)-2-methyl-N’-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 488.3 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and N-(3,4-dimethoxy-

benzyl)-2-methyl-malonamic acid.



mal onam ¢ acid (exanple 1). b)
2- Met hyl - N- (4- net hyl - benzyl )-N - (5-net hyl - 6- oxo-6, 7-d
whyaroeBbt di benzo [b, dl azepin-7-yl) - ml onani BEeT/ER®04/000674

title conpound, MS: me = 441.2 (MtH+), was prepared

in anal ogy to exanple 16 froms3-

7-am no- 5- net hyl - 5H, 7H- di benzo[ b, d] azepi n- 6- one and

2- et hyl - N- (4- net hyl - benz@ximpRrli@sam ¢ aci d. Exanple

128 N (4-Chl oro-benzyl) - 2-net hyl -

(5- net hyl - 6- oxo- 6, 7-di hydro-5H di benzo [ b, d]

agqRiFadroybenz &Ryll&’-25-methyl-6-ox0-6,7-dihydro-5H-
ﬁbth I-N—(4ﬁ?Lloro beﬁ?yl) ﬁ%lonan1c ac?d The title

hergontdigeripr Eparedonamigsal ogy to
N-(3 5-di fl uoro-benzyl)-2-nethyl- malonamc acid

(aﬁwlwu&b bebyl N2 (ifte(Ehl AERMBOIE acid
-2Z2-methyl- N - (5- net hyT - 6- oxo- 6, 7- di hydro- 5H di benzo

[b dl. azepin yl ) - mal opam de The t t und
riffee i mn@ommpremﬁ%‘{] raslogE P A %31%3? Perad '#Vfg?eéhﬂ'
11§alofn§191'i@ acid (example 1).
7- am no- 5- net hyl - 5H, 7H—d|benzo[b d] azepi n- 6- one and
b | ) d

(&bei%ﬂwtﬂﬁeﬂﬁor-%znﬂbﬂ%ﬂfd@ 5H dl benzo [b d]

azepi n- Y- mal onam de a)

TE%E{%H%%}%BQ}H@S \%&s %?{lrc g;%pgo(%#{a)n gaaggﬁ%?%a in anglogy t0 example 16
2\&6& ﬁiaﬁllhﬁld) BQh&hbiesH yH-dBenRl Byl azepial ©oaahed Be{4dfluoro-benzyl)-2-
exanpl e

)
NS Ile e aCienzy | ) - 2- met hyl - N - (5- met hyl - 6- oxo- 6,
7-di hydro-5H di benzo [b,d] azepin-7-yl)-mal onam de WO
2004/ 069826 PCT/ EP2004/ 0006EBampiéf26The titl e conmpound,
M5: nle = 496.2 (M+H+), was prepared in anal ogy to
exanple 16 from

72 A% R- '\PEIEE‘%IY} -BehzHE L Benéelyh s tka 6 pidinylr6381-and
2- et hy| -

di ch] or o- benzyl ) -mal onam ¢ aci d.
Eﬂ@ﬁpzp(éb Il(},@zegm-7 yl)-malonamide
(3- Fl uor o- benzyl ) - 2-net hyl - N - (5- net hyl - 6- oxo- 6, 7-di hy
dg P Rrtthyl-N-(3-methyl-benzyl)-malonamic acid

The title compound was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) 2-Methyl-N-(3-methyl-benzyl)-N’-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,dlazepin-7-yl)-malonamide

The title compound, MS: m/e = 442.3 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and 2-methyl-N-(3-methyl-

benzyl)-malonamic acid.

Example 127

2-Methyl-N-(4-methyl-benzyl)-N’-(5-methyl-6-ox0-6,7-dihydro-5H-

dibenzo([b,d}azepin-7-yl)-malonamide

a) 2-Methyl-N-(4-methyl-benzyl)-malonamic acid




di benzo [ b, d] azepin-7-yl)-nmal onam de a)
2- Met hyl - N- (3-fl uoro-benzyl)-mal onam c acid The title

W@ 0vp06asde was prepared in analogy to PCT/EP2004/000674
N- (3, 5-di fl uoro-benzyl)-2-net hyl - mal onam ¢ acid
(example 1). b) N (3-Fluoro-bem-
yl)-2-methyl -N - (5-net hyl - 6- oxo-6, 7-di hydr o- 5H
d"l’b@ﬂﬂ@c ﬁindaza%ﬁjrepa}ed/ {n) arlARg® B N- (65~ difRiokd-begzyl)-2-methyl-

nPound 446.2 (MrHt), was prepared in
a8yt & %ﬁﬂp@i W6 from

7 am no- 5- net hyl - 5H, 7H di benzo[ b, d] azepi n- 6- one and
%m&uhﬂm«a -rhéthielE ISenzhie N V(5) mBthl b @b &, Bdilydrd=sBAp| e

( 5076 Dad]azel glonamide; 1hy| - N - (5- met hyl - 6- 0x0- 6, 7
-d|hydro 5H— dlbenzo [b,d] azepin-7-yl)-ml onam de a)
ZTNEhﬂM:orhb(ﬂlﬁ)cﬁi\tB e B0t - Jo@vn M), wam boparaddn analdgiTtsexample 16

tle co red | nalog
b3 BS SoP s ey o et R R B AR pad Rapeghyl-N-(4-methyl-
( B rBaldbhami)acid.
N- (3, 5- Di net hoxy-benzyl ) -2-nmet hyl - N - (5-net hyl - 6- oxo- 6
, 7-di hdro-5H di benzo [b, dl i,n:7-yl)-mal onam de The
t|tIe conmpound, Ms: me = f%@ k Méiﬁ was prepared
in anal ogy to exanple 16 from

T A e e o B
ZQMﬁ&qB%?ﬁzeF{ﬁT#J%BZ;QQWnQ&@&74 - 56 Exanpl e 132
2- Met hyl - N- (5- et hyl 0X0- 6, 7-di hydr o- 5H di benzo

2- thhyl N-(3 trlfluoronethyl benzyl) mal onam ¢ acid

Tflfﬁe htlte k&nF@lﬁﬁﬂDWBﬁpﬂApﬁreﬂ iepaley tb N-818dddforbdenzyl)-2-methyl-
5-dif H?ronq)efyl 2-met hyl - mal onanmi ¢ aci d

( C i 1
2- Met hyl - N-(5 nethyl 6- 0xo0- 6, 7-di hydr o- SH-di benzo[ b, d

apeN- (1= Chivko -thzv(l)32 nhethflHUo(sonTRtHYb- dxene yidikirb Gibm de

The title co oun Lol 496. 3 (MrH+), was

P yRE o le 16 from

7- am no- 5- net hyl - 5H, 7H di benzo[ b, d] azepi n- 6- one and

2T iy kotNpbBnd, MS: m/e = 462.2 (M+H+) was prepared in analogy to example 16

from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and 2-methyl-N-(4-chloro-

benzyl)-malonamic acid.

Example 129
N-(3,5-Dichloro-benzyl)-2-methyl-N’-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

a) 2-Methyl-N-(3,5-dichloro-benzyl)-malonamic acid

The title compound was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) N-(3.5-Dichloro-benzyl)-2-methyl-N’- (5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,dlazepin-7-yl)-malonamide




trifluoronethyl-benzyl)-mal onam c acid. Exanple 133 N
(2,5-Difluoro-benzyl)-2-net hyl -

W@ 200a069896 - 6- 0X0- 6, 7- di hydr o- 5H di benzo [ b, d] PCT/EP2004/000674
azepi n-7-yl)-mal onam de a)
2-Met hyl -N- (2, 5-di fl uoro- benzyl9s--mal onam ¢ acid The
title conpound was prepared in anal ogy to

N:}(efiltﬁl-ddhﬁi)ouﬁﬂleSemw# %922 (Ri1H); waspprepared in acilaky to example 16
el

OB yee R e B B
rdictbto-béragldanalbiaric agidepi n- 7-yl ) - mal onami de The title
conmpound, Ms: nmle = 464.2 (M:H+), was prepared in
anal ogy to exanple 16 fro
5- net hyl - 5H, 7H di benzo[ b, d XQ?BEHEBG one and
2-nmet hyl -N-(2,5- difluoro-benzyl)-nmal onam ¢ aci d.

e 134 , .
RO sy b2y N s me il Hiras - ShE sz o
[dlb%o%,ﬁfh’z@pﬁ-?ygl) -m¥lofafnide O-
trifluoro-benzyl)-ml onam de a)
2, 3 5 trifluoro-benl):-malonamc acid WO

aEyl)angenymicagifl The tit| e conpound

was prepared in analogy to
N Stithe éﬁrﬁ%di@lﬂﬁﬂd@@ﬁ@ékéd' iA-afelogy to NAB|50aifltioco-Beiayl)-2-methyl-
(example 1

2IRIONRGHC M @X%PWP 6- ox0- 6, 7- di hydr o- 5H- di benzo[ b, dI
azepin-7-yl)-N-(2,3,5- trifluoro-benzyl)-nmal onam de
Tlh)eNI(BIFl@or@%'@@ﬂM mMByl- N -€5-mnedBd-RofdVbA+dihydvas5H-

gé g ] ) amle 16 from
: ;-“”1 e ite At ’:nzo [b,d] azepin-6-one and

2- nethyl N- (2, 3 5- trifluoro- benzyl ) - mal onam ¢ aci d.
Exeeatlecckdound, MS: m/e = 446.2 M+H+) was prepared in analogy to example 16

’\%gm t hoxg &’P%ﬂﬁf—i}} 6% é}g b,?tia’z% in-6-0 é/ anc? 2-m %ﬁ)ﬁ-l@—qg-ﬂuoro—

DhﬁdSn&hkamﬂlonan1de The title conpound, MS: me
= 48 .4 (MtH+), was prepared in analogy to exanple 16
from 3- am no-
|, 3-di hydr o- | - net hyl - 5- pherFP™PE P4 benzodi azepi n- 2- 0
ne and 2- nethyl - N (4-net hoxy-benzyl)-mal onam ¢ aci d.

El)\(f(fr}?g-l%ir}lgtioxy-benzyl)-2-methy1—N’—(5-methy1—6-oxo-6,7 -dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

a) 2-Methyl-N-(3,5-dimethoxy-benzyl)-malonamic acid

The title compound was prepared in analogy to N-(3,5-difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) N-(3,5-Dimethoxy-benzyl)-2-methyl-N’-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 488.3 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and 2-methyl-N-(3,5-

dimethoxy-benzyl)-malonamic acid.



N- Benzyl - 2-nmet hyl - N -

(1- met hyl - 2- oxo- 5- phenyl - 2, 3-di hydro-1 H benzo [e] |
wda 2eb/o6isae epi n- 3-yl ) - mal onam de The titl e conppCTEP20MB000674

me = 455.3 (MtH+), was prepared in anal ogy to exanpl e

16 from -56-

3-am no- 1|, 3-di hydro-1- net hyl - 5- phenyl - 2H 1, 4- benzodi az

epi n-2-one and 2- net hyl - NEsempld ¥32al onami ¢ aci d.

Exanpl e 137 N- (3, 4-D et hoxy-benzyl) - 2- net hyl -

(1- met hyl - 2- oxo- 5- phenyl - 2, 3-di hydro-1 H benzo [e] [

13- MetﬁiﬂENQBlrﬁetBylyé ))XMWOd‘thhd»esHhﬁbdnzb [ted laoepindad)-NVAS3

n e 515. 3 Hik Pc{ epared in anal ogy to exanpl e

1t&t uprwthyl enz )-malonam e

3-am no-1, 3-di hydr o- 1- net hyl - 5- phenyl - 2H- 1, 4- benzodi az

epi NMEIBAEN -ARGriBuoromethyl-benzyl)-malonamic acid
met hyl - N- (3, 4- di net hoxy- benzyl ) - mal onam ¢ acid. WO

? Oq4:{1 ggq%%go L x&%%%ggﬁéc? 12)%%?& gytc? % EX & qﬁiu%ro %gn%h -2-methyl-

(&mrmltam&aadw@rr@donenyl 2,3-di hydro-1 H benzo [e]
[1,4] di azepi n-3-yl)-mal onam de The title conpound,

I\gnl.ﬂeihwl etW”E” o;(b 6"’5‘381}19&1%” %eﬂbenl}owaiaggxntﬁvl) N’-(3-

\rau uII’JI \3

3trﬁ[ﬁdi!@m|et}{s}} ﬂhﬁwﬂrlﬁaﬂonmﬁtd@vl 5- phenyl - 2H 1, 4- benzodi az
eﬁn -one and 2- nmethyl-N-(4-fl uoro-benzyl)-mal onam ¢

B e

[ fof] 7Qhﬁﬂ@mﬂﬁe&yy51)l Sradibean [Hel ) #epin-6-one agd Ao N-(3-
e;(réf}%irgmfg%’?%ﬂ%ﬁi) mWo%amlc LS. prepar ed in analogy to

3-am no-1, 3-di hydro-1| - et hyl - 5- phenyl - 2H 1, 4- benzodi az
epin-2-one and 2- net hyl - N-Exeonpde b$3 - benzyl ) - mal onani ¢
aci d. Exanpl e 140
2- Met hyl - N- (3- net hyl - benzyl ) - N - (1- net hyl - 2- oxo- 5- phen
yiN-23, §-‘Iﬁﬂﬁ&ﬂf Berzkt)- meﬁﬁl-ﬁ\léi(s{rﬂﬂtﬂ‘}'l -6-0x0-6,7-dihydro-5H-
dlazepln yl).- nalona ghe title conpound, Ms: nfe
ZQ‘X«MFW§“7WQEHB' 9 in anal ogy to exanple 16

from

aﬁﬁﬁlMQdﬁrl 8= di vdnerd-bemiyhvinalonaméracdid 2H- 1, 4- benzodi az
epi n-2-one and 2- nethyl -N-(3-nethyl - benzyl) mal onam ¢

a(':llhcelz t1tl%xc%mpouné was prepared in analogy to N-(3,5- difluoro-benzyl)-2-methyl-

malonamic acid (example 1).

b) N-(2,5-Difluoro-benzyl)-2-methyl-N’-( 5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 464.2 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and 2-methyl-N-(2,5-

difluoro-benzyl)-malonamic acid.

Example 134
2-Methyl-N—(5—methy1—6-oxo~6,7—dihydro—5H-dibenzo [b,d]azepin-7-y1)-N’-(2,3,5-
trifluoro-benzyl)-malonamide

a) 2-Methyl-N-(2,3,5-trifluoro-benzyl)-malonamic acid




N-
(4- Chl oro-benzyl)-2-nmet hyl -N - (1-net hyl - 2- oxo- 5- phenyl
WO 2003/6a8ke/dr o- | H benzo[ e] PCT/EP2004/000674
[1, 4] di azepi n-3-yl)-nmal onam de The title conpound, NE:
me = 489.3 (MtH+), was prepared-in anal ogy to exanpl e
16 from
Fhanitle Qoinp%uﬂa wg paeplareaeﬁ bidlody- tohey,6-Afthdrodbdneyiz-acinathyl-
epi n- 2- one, an t hyl - N- (4-chl or o- benzyl ) - mal onami c
aeq @na%azléd@f%@‘sgg PCT/ EP2004/ 000674 -59 Exanpl e
142
) 63MBEHRI-Shl DER R BZoH0) 6, 2-dietdny5ENdibedzoTbidiaep@rDygh- 18- (2,3.5-
phgnyl-z,s-sihxdro-Jf+ benzo [e] [1, 4]
m de The title conmpound, Ms: me
= 523.3 (MtH+), was prepared |n anal ogy to exanple 16
fTHemitle compound, MS: m/e = 482.2 (M+H ), was prepared in analogy to example 16

ifﬂa %?@%8356‘%%%? 591 ;H- 1t o [b; d gzep1 oznl_el-a%dAZ be Z ii]' B%3,5-
rEbYo=rzl) malbsdtheracrdbenzyl ) - mal onami ¢ aci d. Exanple
143

N- ( 3- Fl uor o- benzyl ) - 2- met hyl - N - (.1z met hyl - 2- oxo- 5- phen
yl-2,3-di hydro-1 H benzo] ﬁj‘am?le 135
[1, 4] di azepi n-3-yl)-mal onam de The title conpound, NS

R Mo bt m P R EHS B2R M .8 B .
aﬁﬁﬂaegjh,ém y3r0)-hralglafiille 5- phenyl - 2H 1, 4- benzodi az

epi n- 2- one an 2 nmet hyl - N- (3-f | uor o- benzyl) mal onam ¢
aci d, Exa _ 4 ) le 16
(’Jéheglqg clﬁ)g}pr%l)%l Mgngw ¥ 485. %W)H _)NNaS prepared in analogy to example

(filOrH%ti}MinDZI g@r@hemﬂhyﬁsi’phemhmm ;4lbdthzobRpein edne and 2-
4] dlazepln &g@ de.The title conpound,

NBﬁhWYQ'L %@%K%yﬁmmpﬂbnm ¥hred in analogy to
exanple 16 from

3-am no- 1, 3-di hydro- I - met hkafapRhiesy! - 2H 1, 4- benzodi az
epi n- 2- one and 2-

nethyl N- (3, 5-di net hoxy- benzyl ) - mal onam ¢ aci d.

HbLA- Zlﬂ‘ch 1-N'- (ﬁ methyl-2- oxe- -5- %henyl-z ,3-dihydro-1H-
2 I\/Eth{m 1 nmet 2- 0X0-, enyl dlhydro | H ben

Zhsingp|e ;Mﬁwpwaﬁrﬂ)@mm

(3-trifluoronethyl-benzyl) nalonan1de The title

Cﬁmfe%m;')\&nd% m/@ 2%5& 3( l\étth!nr*))5 WhESTePA @RS B5hlbdy to example 16

anal ogy to e

Shreminesniios ] & ipie YR RSyl  beadisstinAoteand 2
eﬁ'eﬂlyFNoﬂ&ﬁpgla?onamlc acid.

N-(3-trifluoromethyl-benzyl)-ml onam c acid. WO

2004/ 069826 PCT/ EP2004/ 000674
Example 137

N-(3,4-Dimethoxy-benzyl)-2-methyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-malonamide

The title compound, MS: m/e = 515.3 (M+H"), was prepared in analogy to example 16
from 3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one and 2-
methyl-N-(3,4-dimethoxy-benzyl)-malonamic acid.



-60 Exanple 146
N-(2,5-Di fluoro-benzyl)-2-nmethyl-N -(1-nethyl -2-o0xo-5-

W@ b@apbos2q 3- di hydro-1 H benzol e] PCT/EP2004/000674
[1, 4] di azepi n-3-yl)-nmal onam de The title conpound, NE:
me = 491.3 (MtH+), was prepared-in anal ogy to exanpl e
16 from
3- ami no- 1, 3-di hydro- | - met hgkarpiphsiyl - 2H- 1, 4- benzodi az
epi n-2-one and 2- nethyl-N (2, 5-difluoro-benzyl)

-mal onam ¢ aci d. Exanpl e 147

N- B@Fhwroiﬂ-eﬁﬂyi)ﬂ%%th%ﬂioﬂom%ﬁh@% =2 pRerflil2yxldibrytFs- bEN

zol e S£1 4 d|azeg {

(benzp[ell{ 4] Gipaepirg3 ybrpglopamideonani de The title

compound, Ms: mle = 509.3 (MrHt+), was prepared in
mltﬁmoﬁ@oeﬁams%ﬂe& 4?5 @(B/I?FH"LWWJEQJRI;&I&:I B el 5910 xample 16
-met hyl -5-p odi az -2-0ne an

fiop ytamsine ., %d%wéfq #traehbl ﬁ%rwl Hrrg:l gtff‘é’ﬁ? lazeping2-one and 2-
@fe’% he 14&0% b{eni AnRRRZNd agdnenyl ) - met hyl - car banoyl |

yl } N - i fluoro-benzyl)-2-nethyl -
nalonan1de The t|tIe compound, NB: nie 480. 3 ( MrH+) ,
was prepared in anal ogy toE§¥%Wﬁl from

2-am no-2' - benzyl - N—nethylacetanlllde Exanpl e 149 N-{

My b N omsHitpesal Mgl s gpenshynce sy S

%tehi/(lk N4]c(1 n‘glr{jByl)uﬁlER)naBWyl ) - 2-met hyl - mal onam de
he t| oun M5: nfe = 533. 4 (N%FH) was

prepared |n anal ogy to exanple 16 fro
Ahgtitlssompound VS R are dpf/E (M- p»rvéa@mrmreé Hearlagy |t grample 16

B aBlenided ﬂ\l‘d{hgdro 1- methyl 5-phenyl-2H-1,4-benzodiazepin-2-one and 2-
[ (2- Benzoyl - | or 0- phenyl nethyl-carbannyl - met hyl }

meth 1§@54dn¢thwlob@1ﬂén§§,lpl}mmzaﬁaét hyl - mal onani de WO
2004/ 069826 PCT/ EP2004/ 000674 -61 The title compound,
M5: nmfe = 528.4 (MrHt), wagyphfeasgd in anal ogy to
exanple 16 from

2-am no-2' - benzoyl -4' -chl oro- N-net hyl acet ani | i de.

yﬁ-l\{lélmlélﬂ'lgﬁ éeﬁi@?ﬁotpﬁ{%ﬁlh &&T?-‘pﬂ)éhyl'\i 3-dihydro-1H-

enzo[ ][1 ,4]diazepin-3- yl) malonamlde

The title compound, MS: m/e = 468.2 (M+H"), was prepared in analogy to example 16
from 3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one and 2-
methyl-N-(3-methyl-benzyl)-malonamic acid.

Example 141

N-(4-Chloro-benzyl)-2-methyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-
benzo[e][1,4]diazepin-3-yl)-malonamide

The title compound, MS: m/e = 489.3 (M+H"), was prepared in analogy to example 16
from 3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one and 2-
methyl-N-(4-chloro-benzyl)-malonamic acid.



di benzo [ b, d] azepin-7-yl)-mal onam de )
2- Met hyl - N- ( 5- net hyl - 6- oxo- 6, 7- di hydr o- 5H di benzo
W@ boodlocezepi n- 7-yl ) - mal onam ¢ aci d tert - but yl PEFERI00T@0674
a cooled solution (0 C) of 2-nmethyl-malonic acid
nono-tert-butyl ester (1.01 g,-579 mol) and
7-am no- 5- net hyl - 5H, 7H-di benzo [ b, d] azepi n-6-o0ne
(1.15 g, 4.83 nmml) in THEfapk J420vas added
hydr oxybenzotri azol e (652 ng, 4.83 mmol),
dii sopr opyl et hyl am ne (624 ng, 4.83 mmmol)and
L@BtHy)-NN(1- n&tmhlz:afdns hiefty1dE3-dihydro-1H-
h drochlor|de glzg MHX ( pheny Y

and the m xture was
WPW'Y%tm?IOPam soI vent was evapor at ed,
the reS| due was taken up in et hyl acetate, washed

WIrh B tlYl@E&hFoﬁ&W Mg 'n@/‘il = mzﬁ@@-H”LﬁMaQ br@éﬂ@ﬁh&hlﬂ@@y &f example 16

the sol ven he tit
Biopi B A hatyood- i GO A by KPR BB e and 2
pﬂ{étﬁ}}lQ@J(B 9fﬁ18ﬂoﬂohl§‘erfzﬁ?irﬁiél§nzﬁﬁic|ab@a gel, MeCH,
2- Met hyl (5- et hyI 6- 0Xxo0- 6
7- d| hydro 5H— di benzol b, dI afdf %I )-mal onanmic acid
TFA (3 M) was added to a s 64
2-met hyl - N- (5- net hyl - 6 0x0- 6, 7- di hydr o- 5H
di benzol[ b, d] azepl n-7-y rral onamc acid tert-buty
e -6 Fruopey bpgzylo2-gm Y(Irmethyl-21orar0PRETHAS - EYﬁI#IO;lH-
a Nshilohsdidt r.t. overnight. The
mlB)g(Itliudrﬂtg] %}sﬁlﬂeﬁ ?e% ken up |ln nor e di chl or onet hane,
washed with water, and dried (Na2SO4). After
eThpditacrorovnd.tiE misi A2 (YnE 1 was @rershgsbiridralogpsto example 16
MRy 1T 33%8nd- 1?‘3’\@ dro- (%&hﬁ% Kéhy 1-%H - Y@ eRbd Bhepth-PYone and 2-
chrorratogre}EF I C ur| f| cation of the residue (silica
g@heth W3- fluorpbengy]) -mplonamic acid.
N- ( 2- Fl uor o- benzyl ) - 2- met hyl - N - (5- net hyl - 6- oxo- 6, 7- di
hydro-5H dibenzo f b, dl azppimpié1y4) - mal onam de
2- Met hyl - N- (5- et hyl - 6- oxo- 6, 7-di hydr o- 5H di benzo
[b d] azepin-7-yl)-malonamc acid (20 ng, 0.059 mmol)
f Thr P32 90975 I£3-dihydro-1H-
3:}3 ?‘#%mﬁ%é%@g%%e% fﬁ%’ﬁ’ﬁ ene (t)ube P)gﬁﬂ\ﬁ yere
dIbSBDi[VHdZL | diafRpin-p-31) nltn)alon?ﬂn (2-(2-pyridon-I -
yl)-1,1,3,3-tetranethyl uroniumtetrafluoroborate, 19

i e 46069878 nalogy t le 16
papr TR BoE MBS F o AR R e e enalogy o example
O\fmm Bepminat1,3-dthydithé-methyleS-pbemb it L 4NBnzediazepint4 g and 2-

ion mxture by
aurtl rrg \g%pélg%gé Iﬁ%&ﬂg%%@@%{gml Prep C18 col um
50 x 20mm solvent gradient 5 - 95 %CH3CN in 0.1 %
TFA( aq) Example 145

2-Methyl-N-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-benzo[e] [ 1,4]diazepin-3-yl)-N'-
(3-trifluoromethyl-benzyl)-malonamide

The title compound, MS: m/e = 523.4 (M+H"), was prepared in analogy to example 16
from 3-amino-1,3-dihydro-1-methyl-5-phenyl-2H-1,4-benzodiazepin-2-one and 2-
methyl-N-(3-trifluoromethyl-benzyl)-malonamic acid.



over 6.0 mn, X =230 nm flowrate 40 m/mn).
Exanpl e 152
WOR{2/0&826Or 0- benzyl ) - 2- met hyl - N - ( 5- et hyl - 6- ORCF/EP2004000674
hydr o- SH di benzo [ b, d] azepin-7-yl)-nal onam de The
title compound, MS: mle = 462.20QM+H+), was prepared
in anal ogy to exanple 151 from 2-chl orobenzyl am ne.
Exanpl e 153 2- Met hyl - N- (2 Exampld 146enzyl ) - N -
(5- net hyl - 6- oxo- 6, 7- di hydro-5H di benzo [ b, d]
azepi n-7-yl)-mal onam de The title conpound, M5: me =

AN A25-Piiiqrg-bengid)- rimsshyl - { Inmativi-3eprot phergiidiedibdro-1H-

f 2 i npl e 154 N

A e DLl

(5- et hyl - 6- 0xo- 6, 7-di hydr o- SH di benzo [ b, d]

ablsiitte GanypoungaMsnave dd9TREM+H e weoprspaned in MBilogy te example 16
- t) 3. e 151 S Y- iff-ot -

P R RN B AL AR IO an

(Bethgt-hy (2, 6=ditenre;bengilhyaalenagiic diidenzo [ b, d]

azepin-7-yl)-N -(2- trifluoronethyl-benzyl)-ml onam de

The title conpound, MS: m %X:m%%gt‘é (MtHE) , was
prepared in anal ogy to exanplae 1 from
2-trifluoronethyl benzyl am ne. WO 2004/ 069826

P -6 ] ) '
N AR R o mERYIPH S o1t ookl ciaoseip--D-N-
i (2y335-oriffrbrochiceyl F-mdldnatjidazepi n- 7-yl ) - mal onani de The
title conpound, Ms: me = 458.3 (M+H+), was prepared

i ] examl e_ 3- net hoxyhenzyl,am ,ne.
LRI 388 MO TR A Bsampe 1
(fBomet-impinoBl,dxdih Blr7-leinkhyt-6-Bidnyld2 ez beriodiizepin-2-one and 2-
SRR A RLGRAM AR ThSoddbiceagompound, Ve m e =

Was “prepar e nr%lﬁgflogy to exanple 151

Example 148

N-{[(2-Benzyl-phenyl)-methyl-carbamoyl]-methyl}-N'-(3,5-difluoro-benzyl)-2-methyl-

malonamide

The title compound, MS: m/e = 480.3 (M+H"), was prepared in analogy to example 16

from 2-amino-2'-benzyl-N-methylacetanilide.

Example 149

N-{[(4-Chloro-2-phenylsulfanyl-phenyl)-methyl-carbamoyl]-methyl}-N'-(3,5-difluoro-
benzyl)-2-methyl-malonamide

The title compound, MS: m/e = 533.4 (M+H"), was prepared in analogy to example 16
from 2-amino-4'-chloro-N-methyl-2'-(phenylthio)acetanilide.

Example 150

N-{[(2-Benzoyl-4-chloro-phenyl)-methyl-carbamoyl]-methyl}-N'-(3,5-difluoro-benzyl)-
2-methyl-malonamide



from 3-chl or obenzyl am ne. Exanpl e 158 2- Met hyl -
(5- met hyl - 6- oxo- 6, 7- di hydr o- 5H di benzo [ b, d]

w@2@pioswsZe yl ) - N - (4- trifluoromethyl -benzyl) - ne¢ DRP2ZOVH@00674

The title conpound, MS: W = 496.3 (M-H+), was
prepared in anal ogy to exanple-§51 from
4-trifluorobenzyl am ne. Exanple 159 N

( 3hetitk tbmpband GMS Mh/)e‘:zfim (fMXH- Nwas prepared in analogy to example 16

(5- net hyl - d|h enzo [b, d]
agr@m%amlw ﬁsm@ﬁlaﬁn*%}é fthiyg Emﬁg%nd, MS: me =
480. 2 (M+rH+), was prepared in anal ogy to exanple 16
from 7-ani no- 5- net hyl - 5H, 7H- di bemngslé b50] azepi n- 6- one
and N-(3,5-difluoro-benzyl)- 2-nmethoxy-mal onani c aci d.
Exanpl e 160 (28—cis) N-

(& melslen 14 G- xﬁe hexabye7-ditadep s Ho

dlfluoro benzyl ) -
(5@685““ Fu%ﬁlP“FfﬁT Qﬂ’ém%‘f i d phase synthesis was
performed on a benzhydryl am ne pol ystyrene resin,

f ld‘ﬂQIM@cﬁal'-Nz(gdeihtvh6%&0@@&%&614—&‘%@1&%,d]azepin-7-vl)-malonamic

p-1(R S)-a-1-(9Hfluoren-9 WO 2004/ 069826
@é@ﬁ@@ﬁm 74 -64

yl ) met hoxyf or mam do- 2, 4- di net hoxybenzyl ] phenoxyaceti c
aqioth co_BHﬂ sbliftiohni (QR@) iof anétﬁ?lhﬁa(o&ﬂfhdﬁ}mon@-t&tmml/eger (1.01 g,5.79

| oadi was. trea 20 % rlm

el et Ay A st hacnzoh B Gbesdonge (115 6483 mmoD in
Dgﬁﬂ” GORNGRANRAH h droxybenzotrlazole (652 mg, 4.83 mmol),

Ihsl_gc():llzgg)g)_/ gt ,(?%E!‘é;% v l%gg e 8¥>|mmo{ RaXE ?Sr Hl néﬁl}%nmpn%propy)f) N'-

a%ﬁﬁi’ld’é?&é’du%nae Ri:droakletige B26 Qﬁé} @33l thenrol)1 2d 13 mitidé was stirred
nmmol’) , -di hydr o- 2- oxop

B - e solbtais cromTE i o ke g dp gyl acetate
( RPIhed WhR wa[gar, Qrdﬂdhedmmgs)o}) %ﬂté‘@pﬂﬁﬁfﬂl(ﬁ{ btha %lﬂ@lt,(thé Bitle

dd h
TW@H}ﬁOﬂéﬂérMsmﬁ%esﬁ%%éWﬁ+ e o) P35 b

(S};OW% % dyqs 9 Dfadegd by c%romatographlc

{HcXan 8Mbe }&ﬁiu@iﬁl& 1MedHl teneh)and washed as
a ove. (131 nuy,

, TPTU (160 ng, 0.54 mmol),
, . 6

b.d]az mnﬁ;’-vl) malonamic

Preguct was cleaved fron1the resin u3|ng 90 %TFA
aqueous (5 mM) for 1 h. The filtrate was concentrated

Ul SgUCE B PR o0 AU LIL 0 Y ISP e 6o -

| YRB&Zb | & zep3R-70M) -nMonAfid add ¢é¥tbutyl ester (920 mg, 2.33 mmol) in
dichloromethane (3 ml) and the mixture was stirred at r.t. overnight. The mixture was
then taken up in more dichloromethane, washed with water, and dried (Na,SO,). After
evaporation of the solvent, the title compound, MS: m/e = 339.3 (M+H+), (580 mg, 73
%) was obtained by chromatographic purification of the residue (silica gel, MeOH,
CH,CL,).

¢) N-(2-Fluoro-benzyl)-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-

dibenzo[b,d]azepin-7-yl)-malonamide

2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-yl)-malonamic
acid (20 mg, 0.059 mmol) and 2-fluorobenzylamine (7.4 mg, 0.059 mmol) were placed in
a disposable polypropylene tube and dissolved in DMF (2 ml). TPTU (2-(2-pyridon-1-
y1)-1,1,3,3-tetramethyl uronium tetrafluoroborate, 19 mg, 0.065 mmol) was added, and



(60 %), 493.1 (MWNa+ (100), 426.3 (MH-CONH2) ;
Exanpl e 161
W@ 28406926 N- (2- Cyano- 4- oxo-1, 2, 4, 5, 6, 7- hexahy dPOF/BRBPI/000674
0 [3,2,1-hi]indol-5-yl)-N-(3,5- difluoro-benzyl)-
(2R, S ) - et hyl - mal onam de A mi xt&lr-e cont ai ni ng
(2S-ci s)-N-(2-carbanoyl -4-o0xo0-1, 2,4,5, 6, 7- hexahydr o-
aABpmig s wasshpken qvdoiigls-ay t.y. Tie title, compioith d oVIS: inéarz .2 (M+H+),

( 3 ' :

e R Ae Ram ERRPAm bt Maced, BB HpLGYMC

( BerpliSzep ¢ agpdimp 50 XF0ngn, solvest gradient 5 nOTUECHICH inf0)1 % TFA(aq)

was S gkeln for 3§0 hat 70 C under .an argon atnosphere.

TR AL = ) Ot doWat A9 Pat ed under reduced

pressure and ethyl acetate was added. The organic

phase was washed wth vvaterExa@k[ﬂleqjx( Na2SO4), filtered

and concentrated under reduced pressure. Purification

by prep. RP(C18) HPLC. 10 ng, Ms: 530.1 (MH(100 %),

532(2-Chd¥a-HeaW)-2- X BHPNE (5L thyl-6-0x0-6,7-dihydro-5H-

( ﬁ-?m s)-N-(3,.5-Di fl uoro-henzyl’) -2-met hyl -N - {4-oxo- 2-

[ dibenzpibspRespin7yill-malenamider no) - (2R S ) - met hyl |

-1,2,4,5, 6, 7- hexahydr o-azepino [3,2,1-hi] indol-5-yl}-

neiheRrlicpdhind MBS k)= 462 YNNS4, AXOp i

6,.7- hegg[]y ro-azepi nol3, 2,%4% [i ;bdgl s?%r%g%)e#ﬂlgg?ag%%tg example 151

adidn £ O-IB]BﬁryVlaE’é%%r WD 2004/ 069826 PCT/ EP2004/ 000674

- 65 9- Fnoc- am noxant hen- 3-yl oxy-nethyl resin (Sieber

Am de resin; Cal bi ochem I\bgﬁg}hﬁghgm AG (5 g, 0.52

mmol /g | oading) was treated with 20 % pi peri di ne/ DMF

(50 M, 10 mn) and then washed (3 x alternating

DiyEN &9 PN RaRRhyl- '5-'&%}'[-"6- -6,7-di -5H-

Fi uorgﬁ- 9- )(/2?) @%8&’5@?@0&5 Iﬁlgm no-‘h"-°o?<’g-dil,’yz‘fr?1,5%f 6, 7- he
?@D)&ﬂé%ﬂpﬁbﬁ}’lbmzloﬁaml‘{e i ndol e- 2- carboxylic (1.83

g, 3.9 nmol), TPTU (1.2 g, 3.9 mmol),

diTihg i AR £ 808 (vilE -

T o oS AR | S O R 220 Pl grample 151

plffé’é%%dmftbﬂbqnzbﬂWﬁhydri n test: negative) and the

resin was filtered and washed as before. Fnoc group

renmoval was followed by t-Bgg anoypsam ne protection

usi ng t-Boc anhydride (5.7 g, Z6 nmol)

di i sopropylethylamne (2.2. m, 13 mol) in 12 m

di chl oromet hane. The washed, dried resin was treated

VNG - Mt Sy RO RG-O Lk Ech IR 8- nfl ey i - S @@m g
py(i@di ne cgég 1 %fl? 26 n‘zol 2@?%@%}@%&%,& 0 orret%ane
f dibengo . dHezepiomyllemplomamidee. The filtrate was
col l ected and the resin
The title compound, MS: m/e = 458.3 (M+H+), was prepared in analogy to example 151

from 2-methoxybenzylamine.

Example 155

2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-N'-(2-

trifluoromethyl-benzyl)-malonamide

The title compound, MS: m/e = 496.3 (M+H+), was prepared in analogy to example 151

from 2-trifluoromethylbenzylamine.



washed (CH2Cl2a 2x10 m). The conbi ned organic
fractions were washed with 5 % NaHCO3, dried (MgSO4)
wo 2oos@6®Ae and concentrated under reduced presSPCEEP2004/000674

yielding a crude oil which was purified by flash
chromat ogr aphy (ethyl acetate-n-@3exanes 1:3): 0.71 gq;

MS: 328.3 (MH(20 %),; 228.2 (MH-Boc(100)). b)

(2S-ci s)-{4-Oxo-2-[(2-t hi opBzampleylb6acet yl anmi no) - met hy
11-1,2,4,5, 6, 7- hexahydr o-

azepino[ 3,2,1-hilindol-5-yl}-carbam c acid tert-butyl
ester

f 26(TMth Q@b&ramd b-2%4meyd-N'454n&hdl- @oj:eﬁdh&lﬁgdroaiﬁl pi no

: - Qi - car.hamic acid tert-butyl ester

gﬂ%§&0ﬁ>% %’ﬁﬁﬁﬁ wasaﬁ§grogenated over pall adi um on
carbon (10 9% O. 22 g) in 80 m acetic acid for 1 h.
Tﬁéle tithe tcamgpownad, S| mér 2 d5§ DEREH+ )evaaptphded ifl ahdlogtte example 151

33 g white solid. A part of this
Iyop |||Sa9g&%gﬂﬁgnnw 0.48 mmol) was dissolved in 8
m DMF and was coupl ed to t hi ophene- 2-acetic acid

(0.21 g, 1.45 mmol) in theEpamepledée of TPTU (0. 43 g,
1.45 mol ), diisopropylethylanmine (0.84 m, 5 mmol)
for 1 h. The reaction m xture was concentrated under
reduced pressure and the residue was dissolved in
eNh{3-Chtorb dieazdnd-methifeN'- 64+ oetisd iGvetoy6,fi dihydirb- T8 HCOS,

0, d th ic ph dri ed
(BB AP Tolea unoor 1 educed

pressure Purification by flash chromatgraphy (ethyl
adée sitle comipexad, e S3md = 46th2 { M -+Ebigdrwas A2pared jin Miilogy36 .e8ample 151

(
X%EEI?&P%%Qﬁ”%%aHH?% I1-1,2,4,5, 6, 7- hexahydr o- azel 2i no

[3,2,1-hilindol-5-yllI- (2R S) nmet hyl |
-1,2,4,5,6,7-hexahydro-azepEmmnﬁBJﬂSl-hiIindoI-

mal onam de nmal onam de (2S-cis)-{4-Oxo-2- |

(2-thi ophen-2-yl -acetyl am no) - net hyl ]

- 2;MethybN6( SZni&dmr(Sy@ifoles ,7- dllllyidro-SHbdlbenzo [b, d(]jazep1n—7 k})fl)—N; (4-
aze -5-y carbam c acid tert-buty
ei’?@ W&l‘etﬁléﬁ“é%l ﬁ’r“aim 1,4-dioxan (3 m) for
1 h at roomtenperature and the reaction m xture was

V‘IDhE @ﬂé/cﬁﬁﬁﬁﬁﬁd RAT! mR200%4. 9 QU6 TH), whbpregurediit aralagdl to example 151
r L8 uceg E sure and concentrated another two
THEHPTORERYGTTOFi | e. The hydrochloride salt (ca.

20 ng) was dissolved in 1 mM DWMF and the pH of the

sol ution was adjusted to 8. EMghpleile9aci d derivati ve,

(41 nmg, 0.17 mol) TPTU (50 ny, 0.17 nmol)

di i sopropyl ethylamne (87 I, 0.51 nmmol) in 0,5 m DWW

WeN-€3, a@:iﬂdoroan&zyb@ ﬁﬁﬂﬁxlyiN\' (BlotbthyE6\WRS-63Nalkedrd-oH- 1

h...The @ﬂgctlon n]?pgﬁ 1S acidified wwth acetic

aditgnze(byfHazaping5d QQ3§H§?Ier vol ume and directly

PUhE tikledoRpound, MS: m/e = 480.2 (M+H"), was prepared in analogy to example 16
from 7-amino-5-methyl-5H,7H-dibenzo[b,d]azepin-6-one and N-(3,5-difluoro-benzyl)-

2-methoxy-malonamic acid.

Example 160

(28-cis)-N-(2-Carbamoyl-4-0x0-1,2,4,5,6,7-hexahydro-azepino[3,2,1-hi]indol-5-y1)-N'-
(3,5-difluoro-benzyl)-(2R,S)-methyl-malonamide
Solid phase synthesis was performed on a benzhydrylamine polystyrene resin,

functionalized with an Fmoc-amide linker, p-[(R,S)-a-1-(9H-fluoren-9-



prep. RP(C18) HPLC: 14.5 ng, MS: 581.1 (M+(100 %);
Exanple 163 (2S-cis)-N-(3,5-D fluoro-benzyl)-N - (2-{
WO 20044698Raior 0- phenyl ) - acet yl am no] - et hyl } - 4- PCT/EP2004/000674
oxo-1, 2,4,5, 6, 7- hexahydr o-azepino [ 3, 2, 1-hi]
indol 5-yl)-(2R S )-met hyl - mal orfdri de  The title
Bpound was obt ai ned in conparabl e yields accordi ng
PEaamaride-2.4ddkecthoyetiensyt] phsmoxyhetit 6@dusi ng

o R W ————
oppyperidingBME (1§4nk PEmin)sandNhen washed (3 x alternating DMF/isopropanol).
( §2§c1@) f51('99f ﬁu&%ﬁ 79y§71 mgt?xg)ﬁ}{ya@tnﬁ)é%rhy? A 2X9: 425 6, b -hexahydro-

- - atet
- fze,Pmp g 1261 bu h@lﬁkh%altbomdedﬂ%n{gsc) 27 mmol]) 0-(1,2-dihydro-2-
T l T
Iola)?gllbyne afy Il%] lgginlgg\?g{)qgt ga/ﬁ;ggtﬁgfsu'rgﬂélggnﬁg?%g%@gb?rﬁ ¢ (TPTU) (80 mg, 0.41

pmggeﬂ;.dlsspr@hﬂwlhﬁﬁef( D40 ]ﬂ}(HEthﬁndl@ an&l SJME (3781 oRére added to the
acCl rivative

ki 468 e RUaR

TR I RTS8 0 ShokER don it QUGG et oiefive) and the rein was
N-ﬁ(t3n|\e}g-aﬂggvl'5aldﬁém€hbé¥éoot3a 1004 mufBl), TP @605 0. 54D,
?%gsqgrgyylﬂhylgngnﬁ %D ubrlgﬁzb’empyl a)ndI\IDM@ZS{mI) were added to the resin and
E))%(%&él égyeﬁ)rggg HJ_}SE%J)‘E Qﬁgglgé‘yeg?%%’? ﬁ%e r[e%;n éls%xgﬁO%A)TFA aqueous (5 ml) for
il dho[rh5 ﬁllta)te FaLeddicenstdtyd umddr oechried eréblvere bnd b&rlﬁéthbppkl’&

é@%gﬁpﬂéd espreﬁqn%;a st%vere égﬂlsg gm{i’ér Eg]izﬁCg 3b mg, tE\ES 471.2 (MH?

res escri Toree
4(60 WY, dphé rflyINe e(ﬂ@Qj 420. J(MHSt AN h) ;

t hi ophene-2-acetic acid and malonic acid derivative
N- (3, 5-di fl uorobenzyl)-2, 2-dj neth mal onam ¢ aci d

i nstead of N-(3,5- dlfluorobgﬁ?yﬂf¥ 1-msth | - mal onam ¢
acid: 5.4 ng, Ms: 607.1 (M+H(100 %9); MD 2004/ 069826

TR o o Rt T AR B T RSty Ry eepinplah bbirsol 5-v)-N' (3,5

[ difbjorabentyd)y- 2Ry$ ) mbthyphalytHamidel onam de a)
2- Met hyl - N- ( 5- rrethyl 6- 0X0- 6

ter@%‘%@ Rty O b ra Tl o e S et i

éaz;agtrm[ B, -2rmh1<]>m|(nj:'lol7 a&l)dN h(ﬁ@dtfhfo&o-b@h%)}_ﬁ!? %)r m@ﬁmyﬂ%rﬁiéonamlde (18.5
an ani i benz

a?’e%pPRE‘ér“DIBﬁlé Ph?th%%argan@yﬁ%mﬂ treqﬁwlaflnﬁw(r@u% dm@ie (Burgess

acdgehthydr myyheszmeidl) dzPHE (1.6 8N Was ¢ha8ST8213) h at 70 °C under an

diiso et hyl am ne
argon %{mgyphere )ﬂme feaction mixture was concentrated under reduced pressure and

ethyl acetate was added. The organic phase was washed with water, dried (Na,SO,),
filtered and concentrated under reduced pressure. Purification by prep.RP(CI8)HPLC: 10
mg, MS: 530.1 (MH+(100 %)), 552.1 (MNa+(30));

Example 162

(28-cis)-N-(3,5-Difluoro-benzyl)-2-methyl-N'-{4-0x0-2-[ (2-thiophen-2-yl-
acetylamino)-(2R,S)—methyl]-1,2,4,5,6,7-hexahydro-azepino[3,2,1-hi]indol-5-y1}—

malonamide

a) (2S-cis)-(2-Cyano-4-0x0-1,2,4,5,6,7-hexahydro-azepino(3,2,1-hilindol-5-y1)-
carbamic acid tert-butyl ester




(624 ng, 4.83 mmol)and

N- ( 3- di et hyl am nopropyl ) - N -et hyl carbodi i m de
whyenociskori de (925 ny, 4.83 mmol ), and the ni RC/ER200A800674

stirred overnight at r.t. The solvent was evaporated,

the residue was taken up in etdppl- acetate, washed with

water, and dried (Na2SO4). After evaporation of the

SeFmentmittranthdnt B yloayrmohgd resils(Siees Amidesest; Qaltioshem-

6\? c}va})?gg%rpg\n (fsvgﬁ 89 ?terg?lé%gag%%?%?{}%&?mﬁ/b g% piperidine/DMF

CCBI26;11,21)0 mhb)) and then washed (3 x alternating DMF/lsopropanol) (2S-cis)-5-(9H-

i% en 72’1%%&1%5(%%@7%&%8 40 dm%o’:ﬂb%éjcfi? %Zléhg)dpc? g%eg xfbcgg“z 1-

da)indolen- afrb@eytre(h&ﬂ &, 1%:9 |}, HJPTB{ bR @s 9 Tamphydr o- SH

RSBt BR8R Sl e IR ARG Gb ke ik ko the resin.

e(rtdlpﬂlhg wats 2l awesl mep;o@bd farelch 4tNinhydrirotest: negpititve) afidethe resin was

T 2 P B B PSR R group i

erafotiat igng 6Bot hehyslolde€hv g, 2dhmnhal} HESO(pwgydﬂ]hyiamNS (2.2.ml, 13

ﬁ%Mﬁéfﬁﬁpﬁ\@ Jﬁ?ﬁ%%iseortrggwaso dy e reépg\%% Qt%?l ca

geifinofdaciic anﬁiyﬂﬁdé()l 8 m) 12 -rn&ﬁb})ypyrhﬂmé-( el llmy 126 Gnmnb 4% 15 ml
,thﬂﬂ%mfg]gane fgr ng %P ooin le?nzp%P ture. Tﬁe }lftrate &as c@flected and the resin
AvdvhedCHIEL, 2xb@ iy The combrrﬁdbrghdwﬂa@}o&b-lwérdmnhed with 5 %

;}ﬁ?ﬁéﬂB ZﬁF Eeéln(a\’ésﬁj fi r@% gg%%qc)eg&é}eg &éggrg%guceﬁl pressﬁ%‘%’u}ldmg a

ddrﬁ@@@&{&ﬂh&h veR Ipypified ) G dhudeargchpiy $athiheekatenn-bhfane® 1:3): 0.71

MR GO é\’ﬁlﬂﬁﬁ%hog’ 565, %?;re e

added and the m xture was shaken overnight at r.t.

i yl-ace IR Ld 4 8. 6,7-hexahydro-
pdz@tﬁabﬁi,z Y&Ihﬁ&@i Waa@am ﬁ@grﬁsbswl eaﬁérurm 50 x 20mm

SOI \r%?ﬁqt(z%}%%lc’%ex% I‘h% {ﬁ%d{i@ aﬁ‘ffﬁ%‘%% Zal( wnd%\(g yl)-carbamic

2&@1‘% &s&@ﬁ@@@%@@%b Q61T 4vas h &o@&ﬁﬁ@i ével pdlladium on carbon (10

dro

["@ %rf-z éi%‘pﬁonmlraifi“f 2§if ?ﬁhﬁhﬁwwlx Mo tFiEe (BRGEe ang the fltrate
CRAEIPoHlizeN0. 3 5L vhite 4412d. A Iﬁd\"t“b‘ﬁ‘t}us 1W1Wawx@r1©% 048 mmol) was

anal ogy .to exanpl e (166 0
dlssolve in 8§ ml Dﬁ% and was couplegnt hlop%régg a{c%tlnl aod (0.21 g, 1.45 mmol)
in the presence of TPTU (0.43 g, 1.45 mmol), diisopropylethylamine (0.84 ml, 5 mmol)

for 1 h. The reaction mixture was concentrated under reduced pressure and the residue
was dissolved in ethyl acetate and washed successively with 1N NaHCOs3, 0.2 N KHSOy,
water and the organic phase was dried (MgSO,) filtered and concentrated under reduced
pressure, Purification by flash chromatgraphy (ethyl acetate.n.hexanes 3:1): white foam,
125 mg; MS: 456.3 (MH'(60 %)).

c) (25-cis)-N-(3,5-Difluoro-benzyl)-2-methyl-N'-{4-0x0-2-[(2-thiophen-2-yl-
acetylamino)-(2R,S)-methyl]-1,2,4,5,6,7-hexahydro-azepino[3,2,1-hilindol-5-yl}-
malonamide
(2S-cis)-{4-Oxo0-2-[(2-thiophen-2-yl-acetylamino)-methyl]-1,2,4,5,6,7-hexahydro-
azepino[3,2,1-hi)indol-5-yl}-carbamic acid tert-butyl ester was treated with 4 M HCl/

1,4-dioxan (3 ml) for 1 h at room temperature and the reaction mixture was



Exanple 168 N [ 2- (4-Fluoro-phenyl) -ethyl] -

2-nmet hyl -N - (5-net hyl - 6- oxo- 6, 7-di hydro- 5H
waledwenaspd, d] azepi n-7-yl)-mal onani de The tit|BCT/EP2004/000674

compound, MS: nfe = 460.3 (MrH+), was prepared in

anal ogy to exanple 166 from 4-féaror ophenet hyl am ne.

Exanpl e 169 N

[ Zopigentidtest wngshaedrichd presyird akl eoatchytrathl] afdtheetwoytiméEs foom

azaget%nﬂbnay ‘f'g-ng Ir}g#oc}qogg gga%’th L? ’26 %) was dlsgalr){ad 1%1:111 HI\@F and the pH of
4¢be QC>1(1M1h-Hv)1$ adjastedtoch Madonic ac1d rahhng,yvet <41engmp1|7enﬂzﬁ>ﬁ) TPTU (50

E %Icl)g} 4 &%%)%E%%'I?@rr)nﬁlam@e lpeSﬂ\l-]ﬁZano{\l-m L) 5 ml DMF were added
( ndehé Véac@o@iiﬁxtﬁrgwéi'shyl%%)ﬁﬁh ’P‘l'lebx%@@tfbn[ Ikﬁu&il]lre ire was aci ac1d1ﬁed with

- mal onam de The title conpound

az egt a(cr\ﬁp 966%&6 (P @ smaler Yoruae amfbéyecttbf pélmqé bE 166

f reep BP{CleorTPROCNES My PRI 5.1
Zpl\?/ébpfhlt-l\l-g?s met hyl - GOXOG@‘ ydro '5H-d|benzo

[b,d] azepin-7-yl)-N -pyridin-3-_ylnmethyl-nmal onam de
The title conpound, MsS: m eEXampl’l83(\MrH+), was
prepared in anal ogy to exanple 166 from

h di npl 172
g AT {«;)Qﬁa%w}ﬁfreym (8- (72-6 Ayareop byt trstybmino]-methyl}-4-

I
T e e

c dmsdiilsFompguniavas Oh@gleg it KuppYrableeyiel da aspendéng tiorthe procedures
a"@l@éc@@édtf@r &éﬁﬁypé 3211@ gdl ﬂl?&héﬁlé‘%l&%&c{ﬁ/ Jﬂ@’yeaa dF {ifophene-2-acetic

Fur an-
(5@%1%@%%&9827% mm%»m di benzo [ b, d]
azepin-7-yl)-mal onam de The title conpound, M5 W =
418. 3 (MtH+), was prepared Eﬁaxﬁf)‘l@'l%y to exanple 166
from 2-am nonet hyl f ur ane.

(2S8-cis)-N-(3,5-Difluoro-benzyl)-2,2-dimethyl-N'-{4-o0x0-2-[( 2-thiophen-2-yl-
acetylamino)-methyl]—1,2,4,5,6,7—hexahydro—azepino[3,2,1~hi]indol-S-yl}-malonamide

The title compound was obtained in comparable yields according to the procedures
described for example 162 using malonic acid derivative N-(3,5-difluorobenzyl)-2,2-
dimethyl-malonamic acid instead of derivative N-(3,5-difluorobenzyl)-2-methyl-
malonamic acid: 15.0 mg, MS: 595.1 (MH* (100 %));

Example 165

(28-cis)-N-(3,5-Difluoro-benzyl)-N'-(2-{ [2-(4-fluoro-phenyl)-acetylamino]-methyl}-4-
oxo-1,2,4,5,6,7-hexahydro-azepino[3,2,1-hi] indol-5-yl)-2,2-dimethyl-malonamide

The title compound was obtained in comparable yields according to the procedures
described for example 162 using 4-fluorophenylacetic acid instead of thiophene-2-acetic
acid and malonic acid derivative N-(3,5-difluorobenzyl)-2,2-dimethyl-malonamic acid
instead of N-(3,5-difluorobenzyl)-2-methyl-malonamic acid: 5.4 mg, MS: 607.1
(MH'(100 %));



Exanpl e 174 2- Met hyl -
(5- met hyl - 6- oxo- 6, 7- di hydr o- 5H di benzo [ b, d]

waz@pioswsZe yl ) - N - pyri din-4- yl met hyl - mal onam deCTEB2004/000674
title conpound, MS: We = 429.3 (M+rH+), was prepared in
anal ogy to exanpl e 166 f rom 4--avi nonet hyl pyri di ne.
Exanpl e 175 2- Met hyl -
(5- et hyl - f ur an- 2-yl rret hyl ) Expmpl-166t hyl - 6- oxo- 6, 7- di h

sl I LA e

i ielantwifde t o exanpl e 166 from 5-nethyl furfuryl ami ne.
Exanpl e 176 N-Benzo [b]

H&Q%@fh- IThie di

-malonamic

hydr o- I be =

t iagidetertcdngipl pater I\/IS Ve = 484.3 (I\/H-H+) was prepared in

a -

BW?mQ%Orlréec? o@v])ft %I if: helét%l}i B:(ﬂom? ac1d191f)no -tert-butyl ester (1.01g, 5.79

zwﬁwndl\l-é@mveﬁmwthﬁ Edr%ésHeqhbermolhly d}azelﬁhl-@loh)e(rizlﬁ g, 4.83 mmol) in

t i t e CO agidX%Yc[}r%}(b]eng&glgéchf ﬁ%@, )‘ Sgr%moq)a OéDd‘OP}ﬁethylamlne

anf6?bmg, 4. 63 mw&bdml N€8-difnethylaminopropyl)-N’- ethylcarbodnmlde

b EShIR Ot A 4 R g HuRRRE ired overnightat .t The

2 swktmwasme@rmdh@nb rf&icbbe(wa@ ftakediupyid rethybktethitéevazived with water, and

[ k?l’rfi Cé% %ﬁéfly\%aplg n’?t on ofipégr(g %{M‘%)“)de \?\ngllgllo)gl? n%i?% dfn/se =395.3

i iMarddl e @BZOtmg,é)S &h})‘l\’a dfgined bpchrietacopzyplat harifidasioh € the residue

(Egmﬁw igo8: g?%&k; ‘di hydr o- 5H di benzo [b, d]

azepin-7- Yl - N benzyl N - methyl - mal onam de The title
Mg ) - Q7 {dikstdd- 5 Hvdepra pat] @dpina7-yl)-malonamic
aqglldogy to exarrpl e 166 from N-net hyl benzyl am ne.

TFA (3 ml) was added to a solution of 2-methyl-N-(5-methyl-6-o0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamic acid tert-butyl ester (920 mg, 2.33 mmol) in
dichloromethane (3 ml) and the mixture was stirred at r.t. overnight. The mixture was
then taken up in more dichloromethane, washed with water, and dried (Na,SO4). After
evaporation of the solvent, the title compound, MS: m/e = 339.3 (M+H"), (580 mg, 73

%) was obtained by chromatographic purification of the residue (silica gel, MeOH,
CH,CL).

¢) 2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-y1)-N'-phenyl-
malonamide

2-Methyl-N-(5-methyl-6-o0x0-6,7-dihydro-5H-dibenzo [b,d]azepin-7-yl)-malonamic
acid (20 mg, 0.059 mmol) and aniline (6 mg, 0.059 mmol) were placed in a disposable
polypropylene tube and dissolved in DMF (2 ml). TPTU (2-(2-pyridon-1-y1)-1,1,3,3-

tetramethyl uronium tetrafluoroborate, 19 mg, 0.065 mmol) was added, and the mixture
was shaken overnight at r.t. The title compound, MS: m/e = 414.2 (M+H™), was isolated
from the reaction mixture by automated, preparative HPLC (YMC CombiPrep C18

column 50 x 20mm, solvent gradient 5-95 % CH3CN in 0.1 % TFA(aq) over 6.0min, A =

230 nm, flow rate 40 ml/min).



Exanpl e 180
2- Met hyl - N- ( 5- net hyl - 6- oxo- 6, 7- di hydr o- 5H di benzo

wQ boodpemzepi n- 7-yl ) - N - benzyl -N - PCT/EP2004/000674
(2-cyanoet hyl ) - mal onami de The title compound, Ms: nmfe
= 481.3 (MrH+), was prepared i @hal ogy to exanple 166
from N-benzyl -am noacetonitrile. Exanple 181
2- Met hyl - N- (5- net hyl - 6- oxo- 6, 7- di hydr o- 5H di benzo

[b,d] azepin-7-yl)-N - (12%;x§mle 167
t et r ahydr o- napht hal en- 1- vyl Ignam de The title
co%‘r%ﬁ%ﬁd -N(Bmeth- &014389,7@1 Mﬂehf)H dilkenzplbelazepdn-i7ryl)-N'-phenethyl-

ar}ﬁglggx mife exanple 166 from
, 2, 3, 4-tetrahydr o- napht hal en- 1-yl - am ne. Exanple 182

2 I\/bth | - N-(5- met hyl - 6- 0x0- 6, 7- di hydr o- 5H-di benzo
iez@@mwmdyMﬁ /e f|4ﬁaér6M+Hl 0> whY prepired amimhdogitte example 166

tlﬁrérgzc F{@ 454.3 (MrH+), was prepared in
anal ogy to exanpl e 166 from 1- am noi ndane Exanpl e

183 N (4,6-D fluoro-indan-1-yl)-2-nethyl -
(5- met hyl - 6- oxo- 6, 7- di hydro-EBFmPlfﬁano [ b, d]

490112!(4_75‘1&&)) ;{H%hgﬁ‘ 2 a% g‘E&hﬂl 2k ogy g rbgcfaé\ﬁ/gldlﬁ%é% -SH-

frcbhmoﬁ: d]afzemuﬁeyl -Imalmmmdendane WD 2004/ 069826
PCT/ EP2004/ 000674 -71 Exanpl e 184

N- L) -

lé}és tgyeg{o%ﬁ%’o&na l@]‘éen ééé ﬁg@éi@ﬂg—% f nas%r%s:{[‘%& E}?/éna%rﬁ?iég e)§ample 166
Tﬁ@mu%ﬂ@r@m@ﬂw@mm me = 470.4 (MtHt), was
prepared in anal ogy to exanple 166 from
2-am no- 1-indanol . Exanple 83 . 5lc1
N- | ndan- 2-yl -2-met hyl -N - (5-ne RI - 0X0- 6, 7-di hydro-5
Hhﬂw[g-éﬁ-fdﬂm phenabepliy]l-2-methyl- NaK.%mdl}di-é -tve6,idikysiro-5H-

IVHHH+ d
c ogyﬂ? 1Hi7e%l)'ﬂ)agc%a§?1(i ), was prepared in

Oom 2- ani noi ndane.

The title compound, MS: m/e = 476.2 (M+H"), was prepared in analogy to example 166
from 4-chlorophenethylamine.

Example 170
N-[2-(3-Fluoro-phenyl)-ethyl]-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 460.3 (M+H"), was prepared in analogy to example 166
from 3-fluorophenethylamine.

Example 171
2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-N'-pyridin-3-
ylmethyl-malonamide

The title compound, MS: m/e = 429.3 (M+H"), was prepared in analogy to example 166
from 3-aminomethylpyridine.

Example 172
2-Methyl-N-(5-methyl-6-ox0-6,7-dihydro-5H-dibenzo([b,d] azepin-7-y1)-N'-pyridin-2-
ylmethyl-malonamide



Exanpl e 186
N-(2,2-Di fluoro-1-phenyl -cycl opropyl net hyl ) - 2- net hyl -

WO 2q08/6meéyl - 6- oxo- 6, 7- di hydr o- 5H di benzo [ b, B§T/EP2004/000674
azepi n-7-yl)-mal onam de The title conpound, M5 me =
504.3 (M+H+), was prepared in anf#-ogy to exanple 166

fr m
ttlefompennd- MSpiény 14285 Mot Opyas praparhd fraariabegy to example 166
Bfwmb%rﬁl%zn%ﬁy@pﬁz d'H&éTEt hyl -1, 3]
di oxol an- 4-yl nét 2-met hyl - N - (5- net hyl - 6- oxo- 6, 7-
di hydr o- 5H—d|benzo [b d] azepin-7-yl)-mal onam de The
title conpound, MS: mie = 4B®ampleNVBH), was prepar ed
in anal ogy to exanple 166 fron1(RS) 2,2- dinmethyl -]

1
bﬁPuﬂhpZﬁ??@hﬁ%%ﬁﬂ?ﬁﬁMgggl6 77di hy é&ggl gﬁ%o
’\{gﬂn Mla;@p-’myml -Nalonamide

(tetrahydro furan-2-yl methyl )-mal onam de The title

C AR ®idlR G or¥oundl M S mAZ0 478 § M), %\Qsprgga?pc?{nea%alo%y to example 166

al ogy to exa le 166 from
(%@}“?é‘ﬁlﬁﬂ%wfﬂwan 2-yl met hyl ani ne. WD 2004/ 069826
PCT/ EP2004/ 000674 -72 Clainms 1. Conmpounds of the
general formula OO 2)1 ~ ~gNy5R174, 3 NR~RF RO
Aor OORI2RI OIB wheraln'l7is a bond,

- CH( CH3) is FFis acyclic ring
éﬁgz %’é(gﬁr E}W&6g}xecﬁ>7@8ﬁ@@15ﬁélbenzqigdﬂwﬂepln-7 -yl)-N'-pyridin-4-
PYIhéthfVinalohdhddy! . benzo[ b] t hi ophenyl,
tetrahydronaphthyl i ndanyl ,

ZT% di_met hyl - 3 di oxol anyl or t et rahydr of uranyl ;
e title compoun : m/e = 429.3 (M+H"), was prepared in analogy to example 166

from 4-aminomethylpyridine.
Example 175

2-Methyl-N—(5—methyl-furan-2-ylmethy1)—N'—(5-methyl—6-oxo-6,7-dihydro-5H—

dibenzo{b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 432.3 (M+H"), was prepared in analogy to example 166
from 5-methylfurfurylamine.

Example 176
N—Benzo[b]thiophen—3-ylmethyl—2-methyl—N'-(S-methyl-6-oxo-6,7-dihydro-5H—

dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 484.3 (M+H"), was prepared in analogy to example 166

from 3-aminomethylbenzothiophene.

Example 177
2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-yl)-N'-(1-phenyl-

ethyl)-malonamide

The title compound, MS: m/e = 442.3 (M+H?"), was prepared in analogy to example 166
from (R)-(+)-1-phenylethylamine.



R and R' are the sane or different and are hydrogen,
| oner al kyl, hal ogen, benzyl or |ower alkenyl;

W@ B¢ B28@ i s | ndependently from each ot her hyPeDERI004/000674
hydr oxy, hal ogen, |ower al kyl, |ower al koxy or
trifluoronmethyl; R3 - is phenyl7@r benzyl, which are
unsubstituted or substituted by one or two
substituents, selected fronExa@plgrlddp consisting of

hal P &éﬁﬂ&lﬁgéxd 67 dih'}cEW%'H AlbeHbo [b;a) EMBidY )2RE-
é}ﬂéyquzthwcm@lankrwde - (CH2)1,2-OH, - CH2OCH2- phenyl ,
or the groups WO 2004/ 069826 PCT/ EP2004/ 000674 -73- \

NTReqftle 'E'omBﬂ)uh& N/Igvi'ﬁf e 'a%??;(gM+Hr;2% p?éqa%cﬁnka)ﬁalo%g't QXample 166

or tr

g#ﬁﬁ%hqéﬁgﬁ ap?hﬂéﬂeor substituted by R5 to R10 , and
whi ch groups maybe |inked by -N(CH3) (CH2),1,2, to the

-C(O -group in formula IBg ﬁﬁ%@ t¢d fromthe group
conS|st|g? of 1\ O N _ND(Rs)1' g H\ o>\ / NON

| 2oMetqyl: meﬂlﬁ'@@m'@@l}g’ 1‘9’5H-911benzd bjd] ZepinoHyJHS -benzyl-N-
Clﬂ?’et.lllyl-rhlalonamlde

The title compound, MS: m/e = 442.3 (M+H"), was prepared in analogy to example 166
from N-methylbenzylamine.

Example 180
2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-yl)-N'-benzyl-N’-

(2-cyanoethyl)-malonamide

The title compound, MS: m/e = 481.3 (M+H"), was prepared in analogy to example 166

from N-benzyl-aminoacetonitrile.

Example 181
2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-N'-(1,2,3,4-
tetrahydro-naphthalen-1-yl)-malonamide

The title compound, MS: m/e = 468.3 (M+H™), was prepared in analogy to example 166
from 1,2,3,4-tetrahydro-naphthalen-1-yl-amine.

Example 182
2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-N'-(indane-1-

yl)-malonamide

The title compound, MS: m/e = 454.3 (M+H"), was prepared in analogy to example 166

from 1-aminoindane.

Example 183
N-(4,6-Difluoro-indan-1-yl)-2-methyl-N'-(5-methyl-6-o0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide
The title compound, MS: m/e = 490.3 (M+H"), was prepared in analogy to example 166

from 4,6-difluoro-1-aminoindane.



RE\NRe CHO vCH3 SCHCH 11333 iN4~R8RS
H H,, NHi9H3 OR9O )12 NNNRs \(1,2) H \ R10 or
WO s004inbmseei N (R5) 1,2 is independently from eaptm/arives/000674

hydr ogen, hal ogen, lower alkyl or -(CH2)1,20H R6 is

hydrogen, hal ogen or |ower alkox§t- R is hydrogen or

- CH2OCH3; WD 2004/ 069826 PCT/ EP2004/ 000674 -74- R8 is
hydrogen or hal ogen; RO is @‘ﬁ’f”@w | ower al koxy,

| ower al kyl or amno; (R10)1,2,3 is independently from
eaNtucHw*tﬁroxwﬂdﬁgzlyl) t-@ﬂﬁﬁymkw-m&w 0¥Y- K@’%hyd}oogﬁf
cycl oal k hal o }/droxy =0, ari no,

eRgol dﬂz yl) @alongmidCH3 N~ Ns N~ or the gr oups

H ‘the tNlé\Eomchn‘ar h/@l'lm/ e ='45"0 9 %q%wk#ﬁégﬂeg\?%ﬂgégy to example 166

rings R
gom 2- amlno 1- mdanol

Example 185

N-Indan-2-yl-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d] azepin-7-
yl)-malonamide
The title compound, MS: m/e = 454.3 (M+H"), was prepared in analogy to example 166

from 2-aminoindane.
Example 186

N-(2,2-Difluoro-1-phenyl-cyclopropylmethyl)-2-methyl-N'-(5-methyl-6-0x0-6, 7-
dihydro-5H-dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 504.3 (M+H"), was prepared in analogy to example 166
from C-(2,2-difluoro-1-phenyl-cyclopropyl)-methylamine.

Example 187

N-(2,2-Dimethyl-[1,3]dioxolan-4-ylmethyl)-2-methyl-N'-(5-methyl-6-0x0-6,7-
dihydro-S5H-dibenzo[b,d]azepin-7-yl)-malonamide

The title compound, MS: m/e = 450.3 (M-H"), was prepared in analogy to example 166
from (RS)-2,2- dimethyl-[1,3]dioxolan-4-ylmethylamine.

Example 188

2-Methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-N'-
(tetrahydro-furan-2-ylmethyl)-malonamide

The title compound, MS: m/e = 420.2 (M-H"), was prepared in analogy to example 166
from (RS)-tetrahydro-furan-2-ylmethylamine.



NN NNa), b), c) d 13O ON~ NHe) or f); wherein
Xis -CH, -S(0Q2 or -C(O-; R is hydrogen or |ower
welhoalos982R12 i s hydrogen or halogen; Riz 0 S @CRER2008/000674
hydrogen, CN, hydroxy, -C(ONH2, or Hor H Rl4 is
hydr ogen, |ower alkyl, -(CH2)20?|20r -(CH2)2CN; and to
phar maceutically suitable acid addition salts thereof.
2. Conpounds of the general f aOp?21l ( N (R
J1223 NNHR R HO IA or WO 2004/ 069826
PCT/ EP2004/ 000674 -75- OOR3 z ~-N(Ra (R )1,2,3H R
R, H-O{mnpaevnsks of theRenambfoRhulr e t he same or
di fferent and are hydrogen, |ower alkyl, hal ogen,
benzyl or |ower alkenyl; (R2)1,2,3 is independently

from each other hydrogen, hal oin(c‘il ovFr\ al kyl, I ower

al koxy or trifl lf]g)oms«@/
1,23

IA or

123@ 114 ! R" )\ﬂ/

wherein

. F
L  isabond, -(CHy)3-, -CH(CHj3)-, or is F

@ is a cyclic ring, selected from the group consisting of phenyl, pyridinyl, furanyl,
benzo[b]thiophenyl, tetrahydronaphthyl, indanyl, 2,2-dimethyl-[1,3] dioxolanyl or
tetrahydrofuranyl;

R'and R" are the same or different and are hydrogen, lower alkyl, halogen, benzyl or
lower alkenyl;

(R¥)13 s independently from each other hydrogen, hydroxy, halogen, lower alkyl, lower
alkoxy or triftuoromethyl;
R>  -isphenylor benzyl, which are unsubstituted or substituted by one or two
substituents, selected from the group consisting of halogen or cyano, or is
- lower alkyl,
- two hydrogen atoms,
-(CHa)1,2-S-lower alkyl,
- (CHy)1,2-cycloalkyl,
- (CH3)1,2-OH,
- CH,OCHj,-phenyl, or the groups



R3 is phenyl or benzyl, which are unsubstituted or
substituted by one or two substituents, selected from
woheo4geenap consi sting of hal ogen or cyano, or PET/EP2004/000674
| ower al kyl, - two hydrogen at%rs - (CH2) 1, 2-S- | owner
al kyl, - (CH2)1, 2-cycl oal kyl, (CH2) 1, 2-OH, -
CH2OCH2- phenyl, or the groups N S H or R4 is |ower
al koxy, - mgQ-or dial kyl y no, -
N( CH3) (CH2 C=CH, a/ mono-, di or tricyclic
jst t ut ed or\sstltuted by R5 to R10 , and
whi ch groups may be I|nkeHJI by -N(CH3) (CH2)o0,1,2, to
the -C(O -group®n fornula FPB, selected fromthe
®" oufs lowasilkdiyng of Y o /~~( R1,z N~ O~ O~N-O N~
-N) I N O-\/ ~l aa>aaaa OH
P%Q'Rid‘ﬁg‘%lamﬂo NI/ REN/NaaaaaW
2004f®6§8ﬂﬂ®@7{£@%@ﬂ4/000674 -76 -8 ~ 1 ~ 1 CH3 CH3

(I-)| \ ng% a%n)smg}@i br triclic ghoudp, uhsitfituted B dubstittbdbyBo R, and

which groups may be linked by ~N(CH3)(CHz)g,1,2, to the —C(O) —group in
formula IB, selected from the group consisting of

0\

@ 0
3 A oo OO
CH oJ O \NQ \N\BR N ﬁ

U

>

wherein

(R%), is independently from each other hydrogen, halogen, lower alkyl or
-(CH2)1,,0H;

R®is hydrogen, halogen or lower alkoxy;

R’ is hydrogen or ~CH,OCH3;



\'3~(1, ) Nhi -NRz ~N\~j-~-R~~.z,3 o0r is

wherein (R5)1,2 is independently from each ot her

waypduggerze hal ogen, | ower al kyl or - (CH2) 1, 20PCTRB2008/000674
hydr ogen, hal ogen or | ower al koz 7 R7 is hydrogen or

-CH20OCH3; R8 is hydrogen or hal ‘g'en R9 is hydrogen,

Iovverelgd ﬁl}’%{ Iovve aIkyI or amno; (R10)1,2,3 is

i ndep o8 Vgﬂ"f} g%el’il ot her hydrogen, |ower alkyl,

| over B i tiygirogen,dower atlxodydaivieyalkylalaogas, hydr oxy, =0,

am no %n Wt T Og m&;?g%mﬂa E:%&%Iﬁdﬁ,%k %grsalk)ﬁrolt}lvexlalkoxy,

r
rray beloquecmoaihyb h@geomm‘gom K5 aRino, Ritro,RCHCN, GQCH:CsHs,
NR120NR120NN- NNN\ a), - b) c) d RI30O

NNHe) or \ | fI relnX|s- , -S(Q)\\Sgoor
-C(O - R11 is ge”n Nal kyk R2nTS
hydr ogen[hgrrohual oge Jgfj/ m §' K/N~CH3

/@N

O may be the followings rings

11

o it_'_ ; @@
9 d)

Ji% ) % ,
wherein

X is—-CH,, -S(0), or ~C(O)-;

R is hydrogen or lower alkyl;

R'? is hydrogen or halogen;
R12
0 s\ 0
/\N/“\/Q /\N)k/g
RY s hydrogen, CN, hydroxy, -C(O)NHo,, or H or H ;
R™ is hydrogen, lower alkyl, -(CH;),OH or -(CH,),CN;

and to pharmaceutically suitable acid addition salts thereof.

2. Compounds of the general formula

(R2)1,2,3‘©/\ MN/\H/

0 TIA or

I=
m—--l
m_l

T



13 R is hydrogen, CN, hydroxy, -C(ONH2, or Hor H W
2004/ 069826 PCT/ EP2004/ 000674 -77 and
wohemroagRat i cal |y suitable acid addition saltsPCaEP2®H/000674
3. Conpounds of forrmula IAin cordance with claim 2.
4. Conpounds of formula I A in dccordance with claim 3,
wherein Rl N ON ANOis and O is phenyl. 5.
Compounds of for(SruI a I A;in accordance with claim 4,
whi ch conpounds R
orQ“ t hyl -
(é-?ﬁ?tsh - 0Xi0-8’ hydr o- 5H d| benzo [ b, d]
azepi n- 7-yl ) - mal onani de IB
N- (3, 5-di fl uoro-benzyl )-2-f| uor o- 2- net hyl - N - (5- et hyl
-6 0x0- 6, 7-di hydro-5H di benzo [b, d]
agieRbiR- 7-yl ) - mal onam de,

Neaned i S e & iricat i e B oY R tAsen chenzyl or
N- ( 3, owdt hlkewylp- benzyl )-2-ethyl-N -(5-nethyl -6-0xo0-6,7

- dizhy 7- - '

N L L R
7- di Ryifluordhethyl; benzo [b,d] azepin-7-yl)-mal onani de,

'\ila( 3_}589%{9)1 UPB%F %%(!h arguﬁﬂkt‘ﬁﬁ%ﬂ%r “shbstlcareA®Bl e of toe

enzo )
aZ epi HbFtitEytspglesisa Moawthe group cons1stmg of halogen or cyano, or is

N- (3, Spdef Lk ro benzyl) N - (5-nmet hyl - 6- oxo- 6, 7-di hydro
- 5H-di be % ! azepi n-7-yl)- 2-propyl - mal onam de,
N berizW IRF’ (5- net hyl - 6- oxo- 6, 7- di hydr o- 5H- di

benzo Cbizjﬂl]z Sam;erllkﬂ yl)- mal onam de, N (4-fluoro-b

snéy:q)(g%z)sggcp&ékkyw - (5-net hyl - 6- oxo -6,

(CH2)1 2-OH,
- CH,OCH,;-phenyl, or the groups

~

R*  islower alkoxy,
- mono-or dialkyl amino,
- N(CH3)(CH2)1,.-C=CH,
or is a mono-, di or tricyclic group, unsubstituted or substituted by R’ to R', and
which groups may be linked by -N(CH3)(CHz)o,1,2, to the —-C(O) —group in formula

IB, selected from the group consisting of
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~O B AL TG, 0@ L O

b b > b
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di benzo [ b, d] azepin-7-yl)-mal onam de,

N- (4- chl oro- benzyl ) -2-net hyl - N - (5- net hyl - 6- oxo- 6, 7- di
waypdumedde di benzo [ b, d] azepi n- 7-y| ) - mal onani #ET/EP2004/000674

N- (3-fl uoro-benzyl)-2-net hyl -

(5- et hyl - 6- oxo- 8, 7- di hydr o- 5H- T benzo [b, d]

azepi n-7-yl) - mal onam de,

N- (2, 5-di fl uoro-benz 2-meth N -

il

(5-met gy - 6- - BcHY © dr on, i be@4 d] CH,
azepi n< I L de, Zﬂﬂ@ﬁzyl
(5- net hy - 0X0- 6, i hydr o- o benz B, d] \O

azepin-7-yl)-N> (2, 3,5 M\D2004/069826

PCT/ EP26Q04 0674 - ro- benzyl) - mal onami de
N- (2- f Jaug Jt &nzyl )i- 2- /H - (5 | - 6- 007@5
hydr o- 5H* di benzo [ b;d], azé‘pl n-7-y | eng te; 1

(2-chl oro-benzyl) -2-nethyl -
- (5- et hyl - 6- oxo- 6, 7- di hydr o- 5H- di benzo [ b, d]
azepi Whérerh ) - mal onami de or

or.o- benzyl)-2-nmethy|-N -
(5- rre‘@%\]fi VK lélrifg §%<seylﬂg ffﬁ‘%l?aéil other diydeagee Habnggn, lower alkyl or
azepi F(CHMZ)OHaI onam de. 6. Conpounds of formula IAin

accor g aﬂ%‘?zd}% en,ha O%g{rlng% Oé(%fﬁgg%ﬁh hI I NOc is a) and

is a cyclic e group consi sting
of fuRarﬁthdrog@nqro{CEﬂIﬂfEthenyl or indanyl. 7.

ConpoRhg,sh fodeRronml, i n accordance with claim 6
whi ch %ge arlgg%\'ffuran 2-yl et hyl - 2- et hyl - -

(5- meBhySI -YéIQS?BJGW?I dkeryelooves kgl dremaioo] b, d] azepl n-
7-yl) 6Rfﬁj 1 9{1@%@’@)&3&@ ERdh other hydro%en lo%ver alkyl loyver alkoxy,

t hi opp i yl-N -
hydr o- loByer C@‘E@% TBgea‘] 8{% Cp awsm»rm r@rré]ﬁz@é\l ofOCH;CeHs,
N- (4, 6- di f | uor o- i petaus.] - yI.Q 2- et hyl - N (5%1%;qy| 6- 0X

0- 6, 7-di hydr o- 5H-C,Nehl benzol[ , d]f K1
azepi o thegrqupsalSnani de. npoun 8forf or mi

accordance with clains 1 or 2, vvherel n

4\]\/\1

@)

FHA in

may be one of the following rings

11

f‘” °I' - J@@ Y

c) Q d
JQ%@ %ﬂ

wherein

X is =CHa, -S(0); or -C(0)-;
R" is hydrogen or lower alkyl;
R" is hydrogen or halogen;

12
/\N x /\N

R" is hydrogen, CN, hydroxy, -C(O)NH,, or  H or H



O1I1-NR12 | OIl NN Ois 9. Conpounds of formula
A in accordance with claim8, wherein the conpounds
waneo4(sbs28, 5-di fl uoro-b enzyl) -2-nethyl-N -  PCT/EP2004/000674

(1- et hyl - 2- oxo- 5- phenyl - 2, 3-_d.Hwydr o-1 H benzo[ €]

[ 1, 4] di azepi n-3-yl)-nal onani de,”’ "~

N- 5-di f] uorQ- [ ). luqr oz 2y net Ayl - N - (1- net hyl

R R RS R AR

di azepi n- 3-yl ) - mal onam de,

NS gag“oi_.:qgr%@ggggfgﬁo}mmamh%&&M&géﬂfﬁ%ﬁa@ﬁeny' -2,

2004] 060558 Bt L0 B0 BT YA it Bhim 3, wherein

(3, 5-di f1 uor ogbenzyl ) - 2- et hyl - N - ( 1- met hyl - 2- oxo- 5- phe
_ y Y

nyl - 2, 3- di Wydig H benzo[ €]

[ 1, 44h gzepi(n- 3 -mal onam de or N (4-chl oro-benzyl)
- yl -N (1- met hyl<2- oxo- 5- phenyl - 2, 3-di hydro-1
H behzo [e]\[ . 4] di aZep n-ggw ) - mal onami de. 10.
Corrpv\zundés of Tormul 4 AT b8 dance with clains 1 or
2, erein

R11 o R1 Z:.  N(r)r N O.s_ 11, )
Conpounds>-¢OPRRAURES ool Iéeé&%ac&ﬂeyew{%de%%m}feb compounds
WheCh conpounds are
N- (5-benzyl - I - met hyl - 2- oxo- 2, 3, 4, 5-tetrahydro- | H benzo
[ Nl(3[5—éiﬂ%]ordibéﬂz(?li)izﬂnﬁﬂ?ﬁ-)l\f'N'5=methyl—6—oxo-6,7-dihydro-5H-

@@%&%@%&B%%&‘%W@tﬁgw anl(gnngdi 5-tetrahydro

- NE3beagRbE -bind)4-1dbRZ2Phéth@=N' - (5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-isopropyl-N'-(5-methyl-6-0x0-6,7 -dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-ethyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo(b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-fluoro-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2,2-dimethyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3,5-difluoro-benzyl)-N'-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-
2-propyl-malonamide,
N-benzyl-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-yl)-
malonamide,

N-(4-fluoro-benzyl)-2-methyl-N'-(5-methyl-6-o0x0-6,7-dihydro-5H-
dibenzo{b,d]azepin-7-yl)-malonamide,
N-(4-chloro-benzyl)-2-methyl-N'-(5-methyl-6-ox0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide,
N-(3-fluoro-benzyl)-2-methyl-N'-(5-methyl-6-o0x0-6,7-dihydro-5H-
dibenzo[b,d}azepin-7-yl)-malonamide,
N-(2,5-difluoro-benzyl)-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo|b,d]azepin-7-yl)-malonamide,
2-methyl-N-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d]azepin-7-y1)-N'-(2,3,5-



yl')-N -(3,5-difluoro-benzyl)-2-nethyl - mal onam de or

N- (5- benzoyl -1 - net hyl - 2- oxo- 2, 3, 4, 5-tetrahydr o-| H benz
wo2bj4/069824] di azepi n-3-yl)-N - (3, 5-difl uor o- beReYIEP2004/000674

- 2-met hyl - mal onam de. 12. Conpounds of formula A in

accordance with clainms 1 or 2, lerein RI1I3 11 NON
Q-' f forrruIaIAln accordance with
cflglﬁor ‘Senzm'%gﬂg?ﬁg npounds are

ETQ@dlI@)@-NﬂQZ?DQ-Mdth}ddi e(5bmﬁd1yl p-FormTdiydro-5 - ox0- 2-
2 0 . 2- 2R'S thyl] -1
Cég%’ggt%ggﬁﬁé%gﬁbj Fga?og}zaéjuagn nF) 3( 2,1- zn ]rrei néo? -5-yl}-
héd (2rhilirddenryl-28aahg)N I\(E( ﬁ;eﬁ}ywl-ﬁfcbxwe(s B-dilenzgi5H-N - (2- {

[ ce m thyl }-4-

oo lp ARESRISY HABESAL B 0L LY
|hﬁd6+ch5>ry+b)en2y122dmthylhlyl éﬁmied'ry&mm 6,I4ihdyoppdinds of
I B d th I 1 2. 15.

(ng;er}}é ﬁﬁ% agépq?g i 5 nr}ca/egn Fol BC| ﬁl ggcorggnce w th

clainms 1 or 2, vvhereln at l|east one of (R2)1,2,3 1is
fl uoro. m&mﬁwsﬁferrﬁ@lﬁllﬁﬁﬁ@wm@GMth clth lGvherein
process for preparing a conpound of formulas IA or IB
as & ited in claims 1 - 15, which process conprises
OO0 [(R?2) 1,2 l° 114 R1I R OHVI wth a conmpound
of f & nuisa) HRANA/Ns @ clic ridepseteceadnfpatinkle gloup aonaistmg@f @iranyl,

Jbenzcl)'['b thlop\heny 02r 1r§da’>|1]}714 -k A

7. Compounds of formula IA in accordance with claim 6, which compounds

are

N-furan-2-ylmethyl-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-dibenzo[b,d | azepin-
7-yl)-malonamide,
N-benzo[b]thiophen-3-ylmethyl-2-methyl-N'-(5-methyl-6-0x0-6,7-dihydro-5H-
dibenzo[b,d]azepin-7-yl)-malonamide or
N-(4,6-difluoro-indan-1-yl)-2-methyl-N'-(5-methyl-6-0xo0-6,7-dihydro-5H-
dibenzo([b,d]azepin-7-yl)-malonamide.

8. Compounds of formula IA in accordance with claims 1 or 2, wherein

R11

9. Compounds of formula IA in accordance with claim 8, wherein the compounds
are
(N-(3,5-difluoro-benzyl)-2-methyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-1H-
benzole][1,4]diazepin-3-yl)-malonamide,
N-(3,5-difluoro-benzyl)-2-fluoro-2-methyl-N'-(1-methyl-2-oxo-5-phenyl-2,3-dihydro-
1H-benzo[e][1,4]diazepin-3-yl)-malonamide,
N-(3,5-difluoro-benzyl)-N'-(1-methyl-2-oxo0-5-phenyl-2,3-dihydro-1H-
benzole][1,4]diazepin-3-yl)-2-propyl-malonamide,



11 NRRRHOIA wherein the substituents are

described in claiml, or b) reacting a conpound of
woanmmiess20© O R z1,2,3-}- R14 R1 RL OH VI W t RC&EP2004/000674

conpound of fornmula R3 R4 H2N 9 VIII to a conpound

of formula O o R3/ z L~ - /R4"7IR)1,2,3 C N14 1,

B SR SN RS e3s rdﬁfﬂ% .

r bercdol| d@l,a digapiothy) ohalpmamidearO O A N HONRL R1 H O
XN- (AMA1Br b &R MRLHR-N' Q1 TRyl oxé BopHedy B2 5 MRy drY-1H-

benzo[e][1,4]diazepin-3-yl)-malonamide.

10. Compounds of formula IA in accordance with claims 1 or 2, wherein

11. Compounds of formula JA in accordance with claim 10, which compounds are

N-(5-benzyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo[b][1,4] diazepin-3-y1)-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide,
N-(5-benzenesulfonyl-1-methyl-2-0x0-2,3,4,5-tetrahydro-1H-benzo [b][1,4]diazepin-3-
y1)-N'-(3,5-difluoro-benzyl)-2-methyl-malonamide or
N-(5-benzoyl-1-methyl-2-0xo0-2,3,4,5-tetrahydro- 1H-benzo[b]{1,4] diazepin-3-y1)-N'-
(3,5-difluoro-benzyl)-2-methyl-malonamide.

12. Compounds of formula IA in accordance with claims 1 or 2, wherein

O s

13. Compounds of formula IA in accordance with claim 12, wherein the

compounds are

(2S-cis)-N-(3,5-difluoro-benzyl)-2-methyl-N'-{4-ox0-2-[(2-thiophen-2-yl-
acetylamino)-(2R,S)-methyl}-1 ,2,4,5,6,7-hexahydro-azepino[3,2,1-hi]indol-5-yl}-
malonamide or
(28-cis)-N-(3,5-difluoro-benzyl)-N'-(2-{[2- (4-fluoro-phenyl)-acetylamino}-methyl}-4-
0XO- 1',2,4,5,6,7-hexahydro—azepino[3,2,1—hi]indol-5-yl) -2,2-dimethyl-malonamide.

14. Compounds of formula IB in accordance with claims 1 or 2.

15. Compounds of formulas IA or IB in accordance with claims 1 or 2, wherein at

least one of (R2)1,2,3 is fluoro.



to a conmpound of formula L, OO(AN 2 N(R)1,2,s--~

V) RI4RL Rr H ~~ OIlA wherein the substituents are
wdesaroeted in claim1l, and if desired, convert PAQG/EPR®4/000674

conpounds obtai ned into pharna @qtically accept abl e

acid addition salts. 17. A con% und according to any

on of, .c| ai ns 15 wheneve C .

ol ai et PRoPrEPeee 1o Eho Bl RIRR R LS oy B AR Redfh clims

riedl % avioht procst eompriggsone or nore conpounds as cl ai med

in any one of «clainms 1 - 15 and pharmaceutically

acceptabl e excipients. 19. A nedic nt according to

claim 18 for the treatnent oE zhe) ner' s di sease.

20. The use of a @@pou @ Yy ehgosf claims 1-15

for the manufacture'd Edi cagiEit & for theyt reat ment

of Al zheimer's disease. 21. The invention as

her ei nbef ore descri bed.
,Q;N
H,N

with a compound of formula
o vil

to a compound of formula

O 0

( )1.2,3—@ é14R1 R1. ﬁ/\l((

IA
wherein the substituents are described in claim 1,
or
b) reacting a compound of formula
O O
AL
(R%) N »OH
e R“R' R Vi
with a compound of formula
RS
R4
HZNJ\(
© vill
to a compound of formula
o o R
L. 4
Rz «@ NM N)\[(R
R'%'R" H 4
R IB

wherein the substituents are described in claim 1,
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-81-
c) reacting a compound of formula
0 o
oA Aoy LN
R'R" H/\g/
XI
with a compound of formula
L\
v
to a compound of formula
0 o0
- S W
( )1,2,3—@ é14R1 R1' H/\c[)]/

wherein the substituents are described in claim 1, and

if desired, converting the compounds obtained into pharmaceutically acceptable
acid addition salts.

17. A compound according to any on of claims 1 — 15, whenever prepared by a

process as claimed in claim 16 or by an equivalent method.

18. A medicament containing one or more compounds as claimed in any one of
claims 1 — 15 and pharmaceutically acceptable excipients.

19. A medicament according to claim 18 for the treatment of Alzheimer’s disease.

20. The use of a compound in any one of claims 1 — 15 for the manufacture of

medicaments for the treatment of Alzheimer’s disease,

21. The invention as hereinbefore described.

X3¢



