
AS ORIGINALLY FILED 5 Substituted N-aryl heterocycles,
process for their preparation and their use  as
medicaments The invention relates to substituted
N-aryl heterocycles and to the  physiologically
tolerated salts and physiologically functional
derivatives  10 thereof. Compounds having a
pharmacological effect and similar in their overall
structure to the N-aryl heterocycles described herein
have already been  described in the prior art. Thus,
for example, WO 00/35454 describes 15
ureido-substituted phenylpiperidines and -pyrrolidines
as agents for the  treatment of inflammatory and auto
immune diseases. Acylamido- substituted
phenylpyrrolidines are proposed in WO 02/042271 for
the  treatment of diabetes, obesity and disorders of
lipid metabolism. 20 The invention was based on the
object of providing compounds which bring  about a
weight reduction in mammals and are suitable for
preventing and  treating obesity and diabetes. The
invention therefore relates to compounds of the
formula I 25 R11 `KBE- I in which the meanings are 30
R1, R2 . independently of one another H,
(C1-C8)-alkyl, -(CR78R79)0- R12, (C  -C4)-alkoxy-(C1
-C4)-alkyl, aryloxy -(CI-C4)-alkyl,  (C3-C8)-alkenyl,
(C3-C8)-alkynyl, CO-(C1-C8 )-alkyl, -CO-(CH2)0- R12,
CO-aryloxy-(C1-C4)-alkyl, CO-(C2-C8)- alkenyl,
CO-(C2-C8)-alkynyl, COCH=CH(RI3) , COCC R14),
CO-(C1-C4) 35 alkyl-S(O)p -(C1-C4)-alkyl,
CO(C(R15)(R16))gN(R17)(R18), 2
CO(C(R19)(R20))rCON(R21)(R22) ,
CO(C(R23)(R24))sO(R25);  or R1 and R2 form together
with the nitrogen atom to which they  are bonded a 4
to 1 0-membered mono-, bi- or spirocyclic ring  which,
apart from the nitrogen atom, may comprise 0 to 4 5
additional heteroatoms selected from the group of
oxygen,  nitrogen and sulfur, where the heterocyclic
ring system may  additionally be substituted by F, Cl,
Br, CF3, NO2, CN, (C1-C6)- alkyl,  O-(C1-C8)-alkyl,
(C1-C4)- alkoxy-(Cj-C4)-alkyl, hydroxy-(Ci- C4)-alkyl,
(Co-C8)-alkylene-aryl, oxo,  CO(R26), CON(R27)(R28),
10 hydroxy, COO(R29),  N(R30)CO(C1 -C6)-alkyl,
N(R31)(R32) or  SO2CH3;  0 0, 1, 2, 3, 4, 5, 6;  15 p
0, 1,2 q, r, s independently of one another 0, 1, 2,
3, 4; R13, R14 independently of one another a 5-10
membered aromatic ring  20 system which may comprise
0-2 further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by  F, Cl,
Br, CF3, NO2 , CN, (Ci -C6)-alkyl, O-(C1-C8)-alkyl; 



R15, R16, R17, R19, R20, R21, R22, R23, R24, R25, R26,
R27, R28, R29,  25 R30, R31, R32 independently of one
another H, (C -C6)-alkyl; R18 H, (Ci -Cg)-alkyl, CO(Ci
-C6)-alkyl,  CO(R33);  or 30 R17 and R18, R21 and R22,
R27 and R28, R31 and R32  independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-( Ci-Cg)-alkyl, oxygen
35 and sulfur; R33 a 5-10 membered aromatic ring
system which may comprise 0-2  further heteroatoms
from the group of nitrogen, oxygen and 3 sulfur and
may be substituted by F, Cl, Br, CF3, NO2, CN,
(C1-C6)-alkyl, O-(Ci-C8)-alkyl; R12 OR
O-(Ci-C6)-alkyl, O(Cp-C8)-alkylene-aryl, CN,
S-(Ci-C6)- 5 alkyl, COO(R80), CON(R81)(R93 ),
N(R82)(R83), 3-12 membered mono-, bi- or spirocyclic
ring which may comprise one  or more heteroatoms from
the group of N, 0 and S, and the 3-12  membered ring
may comprise further substituents such as F, Cl,  Br,
I, OH, CF3, N02, CN, OCF3, oxo, O-(Ci-C6)-alkyl, 10
(C1-C4)-alkoxy-(Cl-C4)-alkyl, S-(C1-C6)-alkyl,
(C1-C6)-alkyl,  (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl,  (C3-C8)-cycloalkenyl,
O-(C3-C8)-cycloalkenyl, (C2-C6)-alkynyl,
O-(CO-C8)-alkylene-aryl, N(R34)(R3 5), COCH=CH(R36),
(C(R37)(R38))t(R39), CO (C(R37)(R38))t(R39),
CO(C1-C6)-alkyl, 15 COCOO(C1-C6)-alkyl, COO(R40) ,
S(O) u(R41) and COOH; 20 t 0, 1, 2, 3, 4, 5, 6;  u 0,
1, 2; R34, R35, R37, R38 independently of one another
H, (CI-C8)-alkyl; or  R34 and R35 25 optionally
together with the nitrogen atom to which they are
bonded a 5-6 membered ring which, apart from the
nitrogen  atom, may also comprise 0-1 further
heteroatoms from the group  of N-(Cl-C6)-alkyl, oxygen
and sulfur and may optionally be  substituted by 1-2
oxo groups; 30 R36, R39 independently of one another
(C3-C8)-cycloalkyl, 5-10 membered  aromatic ring
system which may comprise 0-2 further  heteroatoms
from the group of nitrogen, oxygen and sulfur and  may
be substituted by F, Cl, Br, CF3, N02, CN,
(C1-C6)-alkyl, 35 O-(C3-C8)-alkyl; 



R40 H, (C1-C8)-alkyl, (C2-C6)-alkenyl,
(Co-Cg)-alkylene-aryl; 4 R41 (C1-C6}-alkyl, 5-10
membered aromatic ring system which may  comprise 0-2
further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by F, Cl, Br,
CF3,  NO2,  CN, (C1-C6)-alkyl,  O-(C1-C8)-alkyl; 5
R78, R79 independently of one another H, (C1-C8)
-alkyl, hydroxy-(C1-C4)- alkyl, OH,
(C1-C4)-alkoxy-(C1-C4)-alkyl; R80, R81 10 R93
independently of one another H, (C1-C8)-alkyl,
(C2-C6)-alkenyl,  (Co-C8)-alkylene-aryl; R82, R83
independently of one another H, (C1-C6)-alkyl;  or 15
R82 and R83 optionally together with the nitrogen atom
to which they are  bonded a 5-6 membered ring which,
apart from the nitrogen  atom, may also comprise 0-1
further heteroatoms from the group  of
N-(C1-C6)-alkyl, oxygen and sulfur and may optionally
be 20 substituted by 1-2 oxo groups; R3 H,
(C1-C6)-alkyl; R4, R5 independently of one another H,
(C1-C6)-alkyl, OH,  25 O-(C1-C6)-alkyl, O-CO(C1
-C6)-alkyl, S-(C1-C6)-alkyl; R6, R7, R8, R9
independently of one another H, (C1-C8)-alkyl; or  30
R6 and R7, R8 and R9 independently of one another
optionally oxo; n, m independently of one another 0,
1, 2; 35 A, B, D, G independently of one another N,
C(R42);  or the groups A and B or the groups D and G
are each C(R42) and  together form a 5- or 6 membered
carbocyclic or heterocyclic 5 R42radical to result
overall in a bicyclic system; H, F, Cl, Br, I, OH,
CF3, NO2, CN, OCF3, O-(C1-C6)-alkyl,
5O-(C1-C4)-alkoxy-(C1-C4)-alkyl, S-(C1-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl, (C3-C8)-cycloalkenyl,
O-(C3-C8)-cycloalkenyl, (C2-C6)-alkynyl,
(CO-C8)-alkylene-aryl, O-(Co-C8)-alkylene-aryl,
S-aryl, 0N(R43)(R44), S02-CH3, COOH,
COO-(C1-C6)-alkyl, CON (R45)(R46), N(R47)CO(R48),
N(R49)SO2(R50), CO(R51), -(CR84R85)x-O(R86)  R43,R44,
R45, R46, R47, R49 orindependently of one another H,
(C1-C8)-alkyl; 15R43 and R44, R45 and R46 



independently of one another optionally together with
the nitrogen atom to which they are bonded a 5-6
membered ring 0which, apart from the nitrogen atom,
may also comprise 0-1 further hetero atoms from the
group of N-(C1-C6)-alkyl, oxygen and sulfur; R48, R50,
R51 independently of one another H, (C1-C8)-alkyl,
aryl; 25R84, R85 independently of one another H,
(C1-C3)-alkyl; R86H, (C1-C6)-alkyl, aryl;
x1,2,3,4,5,6; 30 R10H, (C1-C8)-alkyl, (C3-C6)-alkenyl,
(C3-C6)-alkynyl; N(R52), 0, a bond, C=C, C(R53)(R54),
C(R55)(R56)O, CO, 35XC=C, a group of the formula
-(CR87R88)y- in which one or more -(CR87R88)- groups
may be replaced by Y to result in a Ychemically
reasonable radical; 0, S, N(R89); 6 R52, R53, R54,
R55, R56 independently of one another H, (Cl-C8)-alkyl
; R87, R88 independently of one another H,
(Cl-C4)-alkyl, where R87 and 5R88 in the y groups may
in each case have the same or different meanings; y2,
3, 4, 5, 6; 10 R89 H, (Cl-C8)-alkyl;  E3-14 membered
bivalent carbo- or heterocyclic ring structure with
0-4 hetero atoms from the group of N, 0 and S, which
may optionally have substituents from the group of H,
F, Cl, Br, 1, OH, CF3, N02, CN, OCF3,  OXO,
0-(Cl-C6)-alkyl, O-(C1-C4)-alkoxy- 15(Cl-C4)-alkyl,
S-(Cl-C6 )-alkyl, (CI-C6)-alkyl, (C2-C6)-alkenyl,
(C3-C8)-CYClOal kyl, 0-(C3-C8)-CYcloalkyl,
(C3-C8)-cycloalkenyl, 0-(C3-C8)-cycloalkenyl,
(C2-C6)-alkynyl, (CO-C8)-alkylene-aryl,
0-(CO-C8)-alkylene-aryl, S-aryl, N(R57)(R58), S02-CH3,
COOH, 20COO-(Cl-C6)-alkyl, CON(R59)(R60),
N(R61)CO(R62), N(R63)SO2(R64), CO(R65) and may be
mono- or bicyclic; R57,R58, R59, R60, R61, R63
25orindependently of one another H, (Cl-C8)-alkyl; R57
and R58, R59 and R60 independently of one another
optionally together with the nitrogen atom to which
they are bonded a 5-6 membered ring which, apart from
the nitrogen atom, may also comprise 0-1 30further
hetero atoms from the group of N-(Cl-C6)-alkyl, oxygen
and sulfur; R62,R64,R65 



. independently of one another H, (Cl-C8)-alkyl, aryl;
35a bond, 0, OCH2, CH20, S, SO, S02, N(R66), N(R67)CO,
CON(R68), (C(R69)(R70))v, CO, C=-C, C=C, a group of
the 7 formula -(CR90R91)Z  in which one or more
-(CR90R91)- groups  may be replaced by Z to result in
a chemically reasonable  radical; 5 v 1,2,3,4 R66,
R67, R68, R69, R70 independently of one another H,
(C1-C8)-alkyl; 10 Z 0, S, N(R92) , CO, SO, S02; R90,
R91 independently of one another H, (C1-C8)-alkyl,
hydroxy-(C1-C4)- alkyl, hydroxy,
(C1-C4)-alkoxy-(C1-C4)-alky l, where R90 and R91  in
the z groups may in each case have the same of
different 15 meanings; z 2, 3, 4, 5, 6; R92 H,
(C1-C8)-alkyl; 20 R11 H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)-alkenyl,
(C3-C8)-alkynyl, a 3 to 10-membered mono-, bi- or
spirocyclic  ring which may comprise 0 to 4
heteroatoms selected from the  group of oxygen,
nitrogen and sulfur, where the ring system may 25
additionally be substituted by F, Cl, Br, C F3, N02,
CN, (C1-C6)- alky l, O-(C1-C8)-alkyl,  (C1-C4)-alkoxy
-(  C1-C4)-alkyl, (Co-C8)- alkylene-aryl, oxo, CO(R71)
CON(R72)(R73) , hydroxy, hydroxy- (C1-C4)- alkyl,
COO(R74),  N(R75)CO(C 1-C6)-alkyl, N(R76)(R77)  or
SO2CH3 , SCF 3; 30 R71, R72, R73, R74, R75, R76, R77
independently of one another H, (C1-C8)-alkyl  or  R72
and R73, R76 and R77 35 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
8 and sulfur; or E, K and R11 together form a
tricyclic system where the rings may  independently of
one another [lacuna] saturated, partially  saturated
or unsaturated and may each comprise 3-8 ring atoms;
and the N-oxides and physiologically tolerated salts
thereof. In a further embodiment, the invention
therefore relates to compounds of  10 the formula I in
which the meanings are: R111K,E  R7 R6 



R_~ NRIR2   ~ N I R4  R10 G-D R9 R8 R5 I R1, R2
independently of one another H, (C1-C8)-alkyl,
-(CH2)0-R12,  15 (C1-C4)-alkoxy-(Ct -C4)-alkyl,
aryloxy-( Cl-C4)-alkyl, (C3-C8) alkenyl
(C3-C8)-alkynyl, CO-(C1-C8)- alkyl,  -CO-(CH2)0-R12,
CO-aryloxy-(C1-C4)-alkyl, CO-(C2-C8)-alkenyl,
CO-(C2-C8)- alkynyl, COCH=CH(R13) , COCC(R14)
CO-(C1-C4)-alkyl-S(O)p- (C1  -C4)-alkyl,
CO(C(R15)(R16))gN(R17 )(R18), 20
CO(C(R19)(R20))rCON(R21)(R22) , C
(C(R23)(R24))SO(R25);  or RI and R2 form together with
the nitrogen atom to which they  are bonded a 4 to
10-membered mono-, bi- or spirocyclic ring  which,
apart from the nitrogen atom, may comprise 0 to 4
additional heteroatoms selected from the group of
oxygen, 25 nitrogen and sulfur, where the heterocyclic
ring system may  additionally be substituted by F, Cl,
Br, CF3, NO2, ON, (C1-C6)- alkyl, O-(C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl,  (Co-Cg)-alkylene-aryl,
oxo, CO(R26), CON(R27)(R28), hydroxy,  COO(R29),
N(R30)CO(Ci-C6)-alkyl, N(R31)(R32) or SO2CH3; 30 o
0,1,2,3,4,5,6; p 0, 1, 2 9 q, r, sindependently of one
another 0, 1, 2, 3, 4; RI 3, RI 4 independently of one
another a 5-10 membered aromatic ring 5system which
may comprise 0-2 further heteroatoms from the group of
nitrogen, oxygen and sulfur and may be substituted by
F, Cl, Br, CF3, NO2 , CN, (C1-C6)-alkyl,
O-(C1-C8)-alkyl; R15, R16, R17, R19, R20, R21, R22,
R23, R24, R25, R26, R27, R28, R29, R30, R31, R32
10independently of one another H, (CI-C6)-alkyl; R18H,
(C1-C6)-alkyl, CO(C1 -C6)-alkyl, CO(R33); 15R17 and
R18, R21 and R22, R27 and R28, R31 and R32
independently of one another optionally together with
the nitrogen atom to which they are bonded a 5-6
membered ring 0which, apart from the nitrogen atom,
may also comprise 0-1 further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen and sulfur;  R33a
5-10 membered aromatic ring system which may comprise
0-2 further heteroatoms from the group of nitrogen,
oxygen and 



5sulfur and may be substituted by F, Cl, Br, CF3, NO2,
CN, (Ci -C6)-alkyl, O-(C1-C8)-alkyl; R12OH, 3-12
membered mono-, bi- or spirocyclic ring which may
comprise one or more heteroatoms from the group of N,
0 and 0S, and the 3-12 membered ring may comprise
further substituents such as F, Cl, Br, 1, OH, CF3,
NO2, CN, OCF3, oxo, O-(C1-C6)-alkyl,
(C1-C4)-alkoxy-(Cl-C4)-alkyl, S-(C1-C6)-alkyl,
(Ci-C6)-alkyl, (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)- cycloalkyl, (C3-C8)-cycloalkenyl,
O-(C3-C8)-cycloalkenyl, (C2- 5C6)-alkynyl,
O-(Co-C8)-alkylene-aryl, N(R34)(R35), COCH=CH(R36),
(C(R37)(R38))t(R39), CO(C(R37)(R38))t(R39),
CO(C1-C6)-alkyl, COCOO(C1-C6)-alkyl, COO(R40),
S(O)u(R41) tand COOH; 0,1,2,3,4,5,6; 10 u 0, 1, 2;
R34, R35, R37, R38 5 independently of one another H.
(C1-Cs)-alkyl; R34 and R35 optionally together with
the nitrogen atom to which they are  bonded a 5-6
membered ring which, apart from the nitrogen 10 atom,
may also comprise 0-1 further heteroatoms from the
group  of N-(C1-C6)-alkyl, oxygen and sulfur and may
optionally be  substituted by 1-2 oxo groups; R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered  15 aromatic ring system which may comprise
0-2 further heteroatoms from the group of nitrogen,
oxygen and sulfur and  may be substituted by F, Cl,
Br, CF3, NO2 , CN, (C1-C6)-alkyl,  O-(C1-C8)-alkyl; 20
R40 H, (C1-C8)-alkyl, (C2-C6)-alkenyl,
(Co-C8)-alkylene-aryl; R41 (C1-C6)-alkyl, 5-10
membered aromatic ring system which may  comprise 0-2
further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by F, CI, Br,
CF3, NO2, 25 CN, (C1-C(3)-alkyl,  O-(C1-C8)-alkyl ; R3
H, (C1-C6)-alkyl; R4, R5 independently of one another
H, (C1-C6)-alkyl, OH,  30 O-(C1-C6)-alkyl, O-CO(C1
-C6)-alkyl,  S-(C1-C6)-alkyl; R6, R7, R8, R9
independently of one another H, (C1-C8)-alkyl; 35 R6
and R7, R8 and R9 independently of one another
optionally oxo; n, m independently of one another 0,
1, 2; 11 A, B, D, G independently of one another N,
C(R42) ; R42 H, F, Cl, Br, I, OH, CF3, N02, CN, OCF3,
O-(Ci -C6)-alkyl, O-(C1- 5 C4)-alkoxy-(C1-C4)-alkyl,
S-(C1-C6)-alkyl, (Ci-C6)-alkyl, (C2-C6)- 



alkenyl, (C3-C8)-cycloalkyl, O-(C3-C5)-cycloalkyl,
(C3-C8) cycloalkenyl, O-(C3-C8)-cycloalkenyl ,
(C2-C6)-alkynyl, (CO-C8)- alkylene-aryl,
O-(Co-C8)-alkylene-aryl, S-aryl, N(R43)(R44 ), SO2-
CH3, COOH, COO-(C1-C6)-alkyl,  CON(R45)(R46), 10
N(R47)CO(R48) , N(R49)SO2(R50) ,  CO(R51) R43, R44,
R45, R46, R47, R49 independently of one another H,
(Ci-C8)-alkyl; 15 R43 and R44, R45 and R46
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  20 and sulfur; R48,
R50, R51 independently of one another H,
(C1-C8)-alkyl, aryl; 25 R10 H, (Cl -C8)-alkyl,
(C3-C6)-alkenyl, (C3-C6)-alkynyl; N(R52 , 0, a bond,
C=C, C(R53)(R54) ,  C(R55)(R56)O; R52, R53, R54, R55,
R56 30 independently of one another H, (C1-Ca)-alkyl;
E 3-8 membered bivalent carbo- or heterocyclic ring
structure with  0-4 heteroatoms from the group of N, 0
and S, which may  optionally have substituents from
the group of H, F, Cl, Br, I, OH, 35 CF3, N02, CN,
OCF3  O-(C1-C6)-alkyl,  O-(CI-C4)-alkoxy-(C1-
C4)-alkyl,  S-(C1-C6)-alkyl  (C1-C6)-alkyl,
(C2-C6)-alkenyl,  ( C3- C8)-cycloalkyl,
O-(C3-C8)-cycloalk , (C3-C8)-cycloalkenyl, 0-
(C3-Cg)-cycloalkenyl, (C2-C6)-alkynyl,
(Co-C8)-alkylene-aryl, 0 12 (Co-C8)-alkylene-aryl,
S-aryl, N(R57)(R58) , S02-CH3 , COOH,
COO-(C1-C6)-alkyl, CON(R59)(R60 ), N(R61)CO(R62),
N(R63)SO2(R64), CO(R65 ) and may be mono- or bicyclic;
5 R57, R58, R59, R60, R61, R63 independently of one
another H, (C1-C8)-alkyl; R57 and R58, R59 and R60
independently of one another optionally together with
the 10 nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; 15 R62,
R64, R65 independently of one another H,
(Ci-Cs)-alkyl, aryl; K a bond, 0, OCH2, CH20, S, SO,
S02, N(R66), N(R67)CO  20 v 1,2,3,4; R66, R67, R68,
R69, R70 independently of one another H,
(Ci-Ca)-alkyl; 25 



R11 H, (Ci-C8)-alkyl, (C1-C4)-alkoxy-(Ci-C4)-alkyl,
(C3-C3)-alkenyl ,  (C3-C8)-alkynyl, a 3 to 10-membered
mono-, bi- or spirocyclic  ring which may comprise 0
to 4 heteroatoms selected from the  group of oxygen,
nitrogen and sulfur, where the ring system may 30
additionally be substituted by F, Cl, Br, CF3, NO2
Co-Cg)- alkylene-aryl, oxo, CO(R71), CON(R72)(R73),
hydroxy,  COO(R74), N(R75)CO(C1-C6)-alkyl, N(R76)(R77)
or SO2CH3; 35 R71, R72, R73, R74, R75, R76, R77
independently of one another H, (Ci-Cg)-alkyl; R72 and
R73, R76 and R77 13 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
5 and sulfur; or E, K and R11 together form a
tricyclic system where the rings may  independently of
one another [lacuna] saturated, partially 10 saturated
or unsaturated and may each comprise 3-8 ring atoms;
and the physiologically tolerated salts thereof. The
invention relates to compounds of the formula I in the
form of their  15 racemates, enantiomer-enriched
mixtures and pure enantiomers, and to  their
diastereomers and mixtures thereof. The alkyl, alkenyl
and alkynyl radicals in the substituents R1, R2, R3,
R4,  R5, R6, R7, R8, R9, R10, R11, R12, R13, R14, R15,
R16, R17, R18, R19, 20 R20, R21, R22, R23, R24, R25,
R26, R27, R28, R29, R30, R31, R32, R33,  R34, R35,
R36, R37, R38, R39, R40, R41, R42, R43, R44, R45, R46,
R47,  R48, R49, R50, R51, R52, R53, R54, R55, R56,
R57, R58, R59, R60, R61,  R62, R63, R64, R65, R66,
R67, R68, R69, R70, R71, R72, R73, R74, R75,  R76,
R77, R78, R79, R80, R81, R82, R83, R84, R85, R86, R87,
R88, R89,  25 R90, R91, R92 and R93 may be either
straight-chain, branched or optionally halogenated.
The term "aryl" means in particular a phenyl or
naphthyl group. 30 A "tricyclic system" means
structures having 3 rings which are connected
together by more than one bond. Examples of such
systems are fused  systems with 3 rings and
spirocycles with a ring system fused on. In the case
where R1 and R2 form together with the nitrogen atom
to which  35 they are bonded a ring, this ring may be
substituted by one or more of the  substituents
mentioned. The bivalent carbo- or heterocyclic ring
structure E includes structures  which are linked by
one and the same atom to the two adjacent groups K 14
and X. Pharmaceutically acceptable salts are, because
their solubility in water is  greater than that of the
initial or basic compounds, particularly suitable for 



5 medical applications. These salts must have a
pharmaceutically acceptable  anion or cation. Suitable
pharmaceutically acceptable acid addition salts of
the compounds of the invention are salts of inorganic
acids such as  hydrochloric acid, hydrobromic,
phosphoric, metaphosphoric, nitric, sulfonic  and
sulfuric acid, and of organic acids such as, for
example, acetic acid, 10 benzenesulfonic, benzoic,
citric, ethanesulfonic, fumaric, gluconic, glycolic,
isethionic, lactic, lactobionic, maleic, malic,
methanesulfonic, succinic,  p-toluenesulfonic,
tartaric and trifluoroacetic acid. For medical
purposes the  chlorine salt is particularly preferably
used. Suitable pharmaceutically  acceptable basic
salts are ammonium salts, alkali metal salts (such as
15 sodium and potassium salts), alkaline earth metal
salts (such as  magnesium and calcium salts). Salts
with a pharmaceutically unacceptable anion likewise
belong within the  framework of the invention as
useful intermediates for the preparation or 20
purification of pharmaceutically acceptable salts
and/or for use in  nontherapeutic, for example in
vitro, applications. The term "physiologically
functional derivative" used herein refers to any
physiologically tolerated derivative of a compound of
the formula I of the 25 invention, for example an
ester, which on administration to a mammal such  as,
for example, a human is able to form (directly or
indirectly) a compound  of the formula I or an active
metabolite thereof. Physiologically functional
derivatives include prodrugs of the compounds of  30
the invention. Such prodrugs can be metabolized in
vivo to a compound of  the invention. These prodrugs
may themselves be active or not. The compounds of the
invention may also exist in various polymorphous
forms, for example as amorphous and crystalline
polymorphous forms. All 35 polymorphous forms of the
compounds of the invention belong within the
framework of the invention and are a further aspect of
the invention. All references to "compound(s) of
formula (1)" hereinafter refer to  compound(s) of the
formula (I) as described above, and their salts,
solvates 15 and physiologically functional derivatives
as described herein. If radicals or substituents can
occur more than once in the compounds of  the formula
I, they may all have independently of one another the
stated  5 meanings and be identical or different. In a
particularly preferred embodiment, the present
invention relates to  compounds of the formula I in
which the meanings are: 10 R1, R2 independently of one
another, H,  (C1-C8)-alkyl, - (CH2)0 -R12,  (C1-C4)-
alkoxy-(C1-C4)-alkyl,  CO-(C1-C8)-alkyl, -CO- (CH2)o
-- R12, COCH= CH(R13),  COCC(R14),
CO-(C1-C4)-alkyl-S(O)p-  (C1-C4)-alkyl,
CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22),  15
CO(C(R23)(R24))SO(R25); or R1 and R2 form together
with  the nitrogen atom to which they are bonded a 4
to  10-membered mono-, bi- or spirocyclic ring which,
apart from  the nitrogen atom, may comprise 0 to 2
additional  



heteroatoms selected from the group of oxygen,
nitrogen and 20 sulfur, where the heterocyclic ring
system may additionally be  substituted by F,
(Ci-C6}-alkyl, O-(Ci-Ca)-alkyl, (Co-Cg)-
alkylene-aryl, oxo,  CO(R26),  CON(R27)(R28), hydroxy,
COO(R29),  N(R30)CO(Ci-C6)-alkyl,  N(R31)(R32) or
SO2CH3, where R1 and R2 are preferably not both H, and
R1 25 and R2 together with the nitrogen atom are
preferably not a  morpholino radical; 0 0, 1,2,3,4; 30
p 0, 1, 2; 16  q, r, s independently of one another 0,
1, 2, 3, preferably q, s are independently of one
another 1, 2, 3 and r is 0, 1, 2, 3; 10 R13, R14
independently of one another a 5-10 membered aromatic
ring  system which may comprise a further heteroatom
from the  group of nitrogen, oxygen and sulfur and may
be substituted  by F, Cl, (C1-C6}-alkyl,
O-(CI-C8)-alkyl ; R15, R16, R17, R19, R20, R21, R22,
R23, R24, R25, R26,  R27, R28, R29, R30, R31, R32
independently of one another H, (C1-C6)-alkyl; R18 H,
(C1-C6)-alkyl, CO(C1-C6)-alkyl,  CO(R33); 15 R17 and
R18, R21 and R22, R27 and R28, R31 and R32
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C i-C6)-alkyl, oxygen  .20 and sulfur; R33
a 5-10 membered aromatic ring system which may
comprise  a further heteroatom from the group of
nitrogen, oxygen and  sulfur and may be substituted by
F, Cl, (C1-C6)-alkyl, O-(C1 25 Cg)-alkyl; 30 R12 OH,
3-12 membered mono-, bi- or spirocyclic ring which may
comprise one or more heteroatoms from the group of N,
0  and S, and the 3-12 membered ring may comprise
further  substituents such as F, Cl, CF3, CN, oxo ,
O-(C1-C6)-alkyl, (C1-C6)-alkyl, O-(Co-Cg)-alkylene
-aryl,  N(R34)(R35), 5 t 17  COCH=CH(R36),
(C(R37)(R38))t (R39),  CO(C(R37)(R38))t  (R39),
CO(C1-C6)-alkyl, COCOO(C1 -C6)-alkyl, COO(R40)  and
S(O)u (R41), where in a preferred embodiment the
substituent O-(C1-C6)-alkyl is excluded when the 3-12
membered ring is phenyl; 



0,1,2,3,4; u 0, 1, 2;  10 R34, R35, R37, R38
independently of one another H, (C1-C5)-alkyl; 15 R34
and R35 optionally together with the nitrogen atom to
which they are  bonded a 5-6 membered ring which,
apart from the nitrogen  atom, may also comprise 0-1
further heteroatoms from the  group of
N-(C1-C6)-alkyl, oxygen and sulfur and may optionally
be substituted by 1-2 oxo groups; 20 R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered aromatic ring system which may comprise a
further heteroatom from the group of nitrogen, oxygen
and  sulfur and may be substituted by F, Cl,
(C1-C6)-alkyl, O-(C1- C8)-alkyl; 25 30 R40 H,
(C1-C8)-alkyl, (C2-C6)-alkenyl, (Co-Cg)-alkylene-aryl;
R41 (C1-C6)-alkyl, 5-10 membered aromatic ring system
which  may comprise 0-2 further heteroatoms from the
group of  nitrogen, oxygen and sulfur and may be
substituted by F, Cl, 18 (C1-C6)-alkyl,
O-(C1-C8)-alkyl;  R3 H, (C1-C6)-alkyl; 5 R4, R5
independently of one another H, ( C1-C6)-alkyl, OH,
O-(C1-C6)-alkyl, O-CO(C1-C6)-alkyl; R6, R7, R8, R9
independently of one another H, (C1-C8)-Alkyl; 10 R6
and R7, R8 and R9 independently of one another
optionally oxo; n, m independently of one another 0,
1, 2, preferably m is 0, 1, 2  15 and n is 1; A, B, D,
G independently of one another N, C(R42); R42 is H, F,
Cl, Br, CF3 , CN, O-(C1-C6)-alkyl, (C1-C6)-alkyl, 20
(C3-C8)-cycloalkyl , (Co-C2)-alkylen -aryl,
O-(Co-C2)-alkylene- aryl, N(R43)(R44), S02-CH3 ,
COO-(C1-C6)-alkyl,  CON(R45)(R46), N(R47)CO(R48),
N(R49)S02(R50),  CO(R51) 25 R43, R44, . R45, R46, R47,
R49 independently of one another H, (C1-C8)-alkyl; R43
and R44, R45 and R46 .independently of one another
optionally together with the 30 nitrogen atom to which
they are bonded a 5-6 membered ring 19 



which, apart from the nitrogen atom, may also comprise
0-1  further heteroatoms from the group of N-(CI
-C6)-alkyl, oxygen  and sulfur; 5 R48, R50, R51
independently of one another H, (Ci -C8)-alkyl, aryl;
R10 H, (C1-C8)-alkyl; 10 X N(R52 ), 0, a bond, C=C,
C(R53)(R54 ), C(R55)(R56)O;  R52, R53, R54, R55, R56
independently of one another H, (Ci-C8)-alkyl 15 E 3-8
membered bivalent carbo- or heterocyclic ring
structure  with 0-4 heteroatoms from the group of N, 0
and S, which  may optionally have substituents from
the group of H, F, Cl,  CF3, NO2, OH, CN,
O-(C1-C6)-alkyl , (C1-C6)-alkyl, (Co-C8) 20 25
alkylene-aryl, O-(Co-C8)-alkylene-aryl,  N(R57)(R58),
SO2- CH3, COO-(C1-C6)-alkyl, CON(R59)(R60 ),
N(R61)CO(R62),  N(R63)SO2(R64),  CO(R65 )  a nd may be
mono- or bicyclic,  preferably the group E has no
substituents from the group of  (Co-C8)-alkylene-aryl,
O-(Co-C8)-alkylene-aryl and  N(R57)(R58),  in which
R57 and R58 form together with the  nitrogen atom a
5-6 membered ring, in the position ortho to  the point
of attachment of X; particularly preferably E is
monocyclic; 30 R57, R58, R59, R60, R61, R63
independently of one another H, (C1-C8)-alkyl; 20 R57
and R58, R59 and R60 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur, where R59 and R60 are preferably not both
H; R62, R64, R65 10 independently of one another H,
(Ci-C8)-alkyl, aryl; 15 K a bond, 0, CH2O, N(R66),
(C(R69)(R70))v, C=C, OCH2,  CON(R68), preferably a
bond, 0, CH2O, ((CR69)(R70))v,  C=C, N(R66); v 1, 2;
R66, R68, R69, R70 independently of one another H,
(C1-C8)-alkyl; .20 25 R11 H, (Ci-Cg)-alkyl,
(CI-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)- alkenyl, a 3 to
10-membered mono-, bi- or spirocyclic ring  



which may comprise 0 to 4 heteroatoms selected from
the  group of oxygen, nitrogen and sulfur, where the
ring system  may additionally be substituted by F, Cl,
Br, CF3, NO2, CN, (C1-C6)-alkyl, O-(C1-C8)-alkyl,
(C1-C4)-alkoxy-(Ci-C4)-alkyl,  (Co-C8)-alkylene-aryl,
oxo, CO(R71), CON(R72)(R73),  hydroxy, COO(R74),
N(R75)CO(Ci-C6)-alkyl, N(R76)(R77) or  SO2CH3,
preferably R11 is not COO(R74); 30 21  R71, R72, R73,
R74, R75, R76, R77 independently of one another H,
(Cl-C8)-alkyl; 5 10 15 20 25 R72 and R73, R76 and R77
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur.
Particularly preferred compounds of the formula I are
those in which A, B, D, G are independently of one
another N or C (R42), and the total  number of
nitrogen atoms in this ring is 0-2, preferably 0 or 1.
Very particularly preferred compounds of the formula I
are those in which n is 1 and m is 1 or 2. Especially
preferred compounds of the formula I are those in
which A, B, D, G are independently of one another N or
C(R42) preferably 0 or 1; is 1 and is I or 2. 30 In a
further preferred embodiment, the present invention
relates to  compounds of the formula I in which the
meanings are: 22  R1, R2 independently of one another
are H, (C1-C8)-alkyl,  (CR78R79 )0 -R12,
(C1-C4)-alkoxy-(Ci-C4)-alkyl, (C3-C8)- alkenyl,'
CO-(C1-C8)-alkyl, -CO-(CH2)0-R12 , CO-aryloxy-
(Ci-C4)-alkyl, COCH=CH(R13) , COCC(R14 ), 5
CO(C(R15)(R16))gN(R17)(R18) ,
CO(C(R19)(R20))rCON(R21)(R22) ,
CO(C(R23)(R24))SO(R25);  or R1 and R2 form together
with  the nitrogen atom to which they are bonded a 4
to  10-membered mono-, bi- or spirocyclic ring which,
apart from 10 the nitrogen atom, may comprise 0 to 2
additional  



heteroatoms selected from the group of oxygen,
nitrogen and  sulfur, where the heterocyclic ring
system may additionally be  substituted by F,  Cl,
CF3, (Ci-C6)-alkyl, O-(C1-C4)-alkyl,
(C1-C4)-alkoxy-(Ci-C4)-alkyl, hydroxy-(C1-C4)-alkyl,
(Co-C2)- 15 alkylene-aryl, oxo, CO(R26 ),
CON(R27)(R28), hydroxy,  COO(R29) ,
N(R30)CO(C1-C6)-alkyl N(R31)(R32) or 20 . 25 SO2CH3 ;
preferably independently of one another H,
(C1-C8)-alkyl,  -(CR78R79 0 -R12,
(C1-C4)-alkoxy-(C1-C4)-alkyl, CO-(Ci- C8)-alkyl,
-CO-(CH2  -R12, COCH= CH(R13), COCC(R14),
CO(C(R15)(R16))gN(R17)(R18) , CO(C(
R23)(R24))SO(R25);  or R1 and R2 form together with
the nitrogen atom to which  they are bonded a 4 to
10-membered mono- or bicyclic ring  which, apart from
the nitrogen atom, may comprise 0 to 2  additional
heteroatoms selected from the group of oxygen,
nitrogen and sulfur, where the heterocyclic ring
system may  additionally be substituted by F, Cl, CF3,
(CI-C6)-alkyl, 0- (C1-C4)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (CO-C2)- alkylene-aryl,
23  oxo, CO(R26), hydroxy, N(R31)(R32) or SO2CH3;
particularly preferably independently of one another
H,  (C1-C8)-alkyl, -(CR78R79)0 -R12,
(C1-C4)-alkoxy-(C1-C4)- alkyl, CO-(Ci-Ca)-alkyl,
-CO-(CH2)o -R12,  CO(C(R15)(R16))gN(R17)(R18), or R1
and R2 form together  with the nitrogen atom to which
they are bonded a 4 to 10- membered mono - or bicyclic
ring which, apart from the  nitrogen atom, may
comprise 0 to 2 additional hetero atoms  selected from
the group of oxygen and nitrogen, where the
heterocyclic ring system may be additionally
substituted by F,  (C1-C6)-alkyl, (C1-C4)-aIkoxy-(C
j-C4)-alkyl, oxo, CO(R26),  hydroxy, N(R31)(R32); 0,
1, 2, 3, 4, 5, 6; preferably 0, 1, 2, 3, 4;
particularly  preferably 0, 1, 2, 3; independently of
one another 1, 2, 3; preferably q is 1 or 2; 0, 1, 2,
3, 4; preferably 0, 1, 2, 3; particularly preferably
0, 1,  2; R13, R14 independently of one another are a
phenyl ring which may  comprise 0-1 nitrogen atoms;
25R15,R16, R17, R19, R20, R21, R22, R23, R24, R25,
R26, R27, R28, R29, R30, R31, R32 independently of one
another H, (C1-C6)-alkyl; R18H, (C1-C6)-alkyl,
CO(C1-C6)-alkyl, CO(R33); preferably H,
30(C1-C6)-alkyl, CO(C1-C6)-alkyl; particularly
preferably H, (C1-C6)-alkyl; 



24 5 or  R17 and R18, R21 and R22, R27 and R28, R31
and R32 independently of one another optionally form
together with the  nitrogen atom to which they are
bonded a 5-6 membered ring  which, apart from the
nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur; preferably the ring is pyrrolidine,
piperidine, N- methylpiperazine, morpholine; 10 R33 a
5-10 membered aromatic ring system which may comprise
a further heteroatom from the group of nitrogen,
oxygen and  sulfur and may be substituted by F, CI,
(C1-C6)-alkyl, O-(C1-C8)-alkyl; 15 R12 OH,
O-(C1-C6)-alkyl,  O-(Co-Cg)-alkylene-aryl, CN,
S-(C1-C6)- alkyl, COO(R80), CON(R81)(R82) , 3-12
membered mono-, bi- or spirocyclic ring which may
comprise one or more heteroatoms from the group of N,
0 and S, and the 3-12  membered ring may comprise
further substituents such as F,  20 Cl, Br, OH, CF3,
CN, oxo, O-(C1-C6 )-alkyl, (C1-C4)-alkoxy
(C1-C4)-alkyl, (C1-C6)-alkyl, O-(CO-C8)-alkylene-aryl,
(Co-C8) 25 30 alkylene-aryl, N(R34)(R35) ,
COCH=CH(R36), (C(R37)(R38))t  (R39), CO(C(R37)(R38))t
(R39), CO(C1 -C6)-alkyl,  COCOO(C1-C6)-alkyl, COO(R40)
, S(O)u  (R41); preferably OH, O-(C1-C6)-alkyl,
O-(C6-C8)-alkylene-aryl, CN,  3-10 membered mono- or
bicyclic ring which may comprise 1- 3 heteroatoms from
the group of N, 0 and S, and the 3-10  membered ring
may comprise further substituents such as F,  CI, Br,
OH, CF3, CN, oxo, O-(C1-C6)-alkyl, ( C1-C4)-alkoxy-
(C1-C4)-alkyl , (C1-C6)-alkyl, (CO-C2)-alkylene-aryl,
25  N(R34)(R35  CO(C1 -C6)-alkyl; particularly
preferably OH, 0-(C1-C6)-alkyl , 3-10 membered  mono-
or bicyclic ring which may comprise 1-2 heteroatoms
from the group of N, 0 and S, and the 3-10 membered
ring  may comprise further substituents such as F, OH,
oxo, (C.1-C6)-alkyl, CO(C1  -C6)-alkyl; t 0, 1, 2, 3,
4, 5, 6; 10 u 0, 1, 2; preferably 0 or 2; particularly
preferably 2;  R34, R35, R37, R38 independently of one
another H, (Cl -C8)-alkyl; or  R34 and R35 15 



20 25 optionally together with the nitrogen atom to
which they are  bonded a 5-6 membered ring which,
apart from the nitrogen  atom, may also comprise 0-1
further heteroatoms from the  group of
N-(C1-C6)-alkyl, oxygen and sulfur and may optionally
be substituted by 1-2 oxo groups; R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered aromatic ring system which may comprise 0-2
further heteroatoms from the group of nitrogen, oxygen
and  sulfur and may be substituted by F, Cl, (C1-C6
)-alkyl, O-(C1 - C8)-alkyl ; R40 H, (C1-C8)-alkyl,
(C2-C6)-alkenyl, (Co-Cg)-alkylene-aryl; R41
(CI-C6)-alkyl, 5-10 membered aromatic ring system
which  30 may comprise 0-2 further heteroatoms from
the group of 26  nitrogen, oxygen and sulfur and may
be substituted by F, Cl,  (Cl-C6)-alkyl,
O-(C1-C8)-alkyl; 5 R78, R79 independently of one
another H, (C1-C8)-alkyl,  hydroxy (C1-C4)-alkyl, OH,
(C1-C4)-alkoxy-(C1-C4)-alkyl;  R80, R81 independently
of one another H, (C1-C8)-alkyl;  R3 H, (C1-C6)-alkyl
; preferably H; 10 R4, R5 independently of one another
H, (C1-C6)-alkyl, OH,  O-(C1-C6)-alkyl ,
O-CO-(C1-C6)-alkyl, S-(C1-C6)-alkyl;  preferably
independently of one another H, (C1-C6)-alkyl, OH,
O-(Ci-C6)-alkyl, O-CO-(C1-C6)-alkyl ; particularly
preferably  independently of one another H, OH,
O-(C1-C6)-alkyl; 15 20 R6, R7, R8, R9  H; or  R6 and
R7, R8 and R9 independently of one another optionally
oxo;  preferably R6, R7, R8, R9 are H; n 1 m 1 or 2;
preferably 1; 25 A, B, D, G independently of one
another N, C(R42) ;   or the groups A and B or D and G
are each C(R42 ) and together  form an ortho-phenylene
unit to result overall in a 1,4- bisubstituted
naphthalene system; 30 preferably 27  B is N, C(R42);
and A, D, G C(R42)   



particularly preferably A, B, D, G are C(R42); 5 R42
H, F, Cl, Br, CF3, CN, O-(C1-C6)-alkyl, O-(C1-C4
)-alkoxy-(C1- C4)-alkyl, S-(C1-C6)-alkyl,  (C
i-C6)-alkyl, (Co-C8)- alkylene- aryl,
O-(Co-C8)-alkylene-aryl, N(R43)(R44) , S02 -CH3,
CON(R45)(R46) , N(R47)CO(R48) , CO(R51) , -(CR84R85)
x- O(R86); 10 preferably H, F, Cl, Br, CF3, CN,
O-(C1-C6)-alkyl, (C1-C6)- alkyl, S02 -CH3,
CON(R45)(R46), N(R47)CO(R48),  CO(R51 ),
-(CR84R85)x-O(R86);  particularly preferably H, F, Cl,
CF3, CN, (C1-C6)-alkyl,  -(CR84R85)x-O(R86)  15 R43,
R44, R45, R46, R47 independently of one another H,
(C1-C8)-alkyl; 20 or  R43 and R44, R45 and R46
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; 25 R48,
R50, R51 independently of one another H,
(C1-C8)-alkyl, aryl; preferably  independently of one
another H, (C1-C8)-alkyl; R84, R85 H; 28 R86 H,
(C1-C6)-alkyl; x 0, 1, 2; preferably 0, 1;
particularly preferably 1;  R10 H, (C1-C8)-alkyl;
N(R52), a bond, C=C,  C(R53)(R54),  C(R55)(R56)O, CC,
CH2-CH2, YCH2; preferably  N(R52), a bond, C=C,
C(R53)(R54), CH2-CH2; particularly preferably a bond,
C=C,   C(R53)(R54), CH2-CH2; 10 Y 0, S, N(R89); R89 H,
(Ci-C8)-alkyl; R52, R53, R54, R55, R56 15
independently of one another H, (Ci-Cg)-alkyl; 20 25 E
3-8 membered bivalent carbo- or heterocyclic ring
structure  with 0-4 heteroatoms from the group of N, 0
and S, which  may optionally have substituents from
the group of H, F, Cl,  Br, OH, CF3,  NO2, CN, OCF3,
O-(C1-C6)-alkyl, O-(C1-C4) alkoxy-(Ci-C4)-alkyl,
S-(C1-C6)-alkyl, (C1-C6)-alkyl, (C2-C6)-  alkenyl,
0-(C3-C8)-cycloalkyl, (C3-C8)- cycloalkenyl, (C2-C6)- 



alkynyl, (Co-Cg)-alkylene-aryl,
O-(Co-Cg)-alkylene-aryl, S-aryl,   N(R57)(R58),
S02-CH3,  N(R61)CO(R62),  N(R63)SO2(R64),   CO(R65)
and may be mono- or bicyclic; preferably 5-7 membered
bivalent carbo- or heterocyclic ring  structure with
0-3 heteroatoms from the group of N, 0 and S,  which
may optionally have substituents from the group of H,
F, Cl, Br, OH, CF3, N02, C.N, OCF3, O-(C1-C6)-alkyl,
29  S-(C1-C6)-alkyl, (C1-C6)-alkyl, (C2-C6)-alkenyl,
O-(Cp-C8) 5 10 N-N O 1\ 11  S N-O and which may
optionally have substituents  from the group of H, F,
Cl, Br, OH,  15 CF3, NO2 , OCF3 , O-(C1-C6)-alkyl ,
(C1-C6)-alkyl, (C2-C6)-alkenyl,  N(R57)(R58),  S0
2-CH3, CO(R65) ; alkylene-aryl, S-aryl, N(R57)(R58 ),
S02 -CH3,  N(R61)CO(R62),  CO(R65)  and may be mono-
or bicyclic;  particularly preferably 5-7 membered
bivalent carbo- or  heterocyclic ring structure with
0-2 heteroatoms from the  group of N, 0 and S, which
may optionally have substituents  from the group of H,
F, Cl, Br, OH, CF3, NO2,  OCF3 , O-(C1-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl, N(R57 )(R58),
S02-CH3, CO(R65)  e.g_ E is selected from the group
consisting of preferably 30 O S Q/ \/ -N N- N- , , N-N
and which may optionally have the aforementioned
substituents;  5 R57, R58, R61, R63 independently of
one another H, (C1-C8)-alkyl; 10 15 R62, R64, R65
independently of one another H, (C1-C8)-alkyl, aryl;
preferably  independently of one another H,
(C1-C8)-alkyl; K a bond, 0,  OCH2,  CH20, S, SO,  SO2,
N(R66),  N(R67)CO,   CON(R68),  (C(R69)(R70))v, CO,
C=C, CSC, SCH2,  SO2CH2;  preferably a bond, 0,  OCH2,
CH2O,  N(R66),  CON(R68),  



(C(R69)(R70)),,, CO, C=C, SCH2; particularly
preferably a  bond, 0,  OCH2,  CH2O,  CON(R68),
(C(R69)(R70))v, CO,  C=C; v 1, 2, 3, 4; preferably 1,
2, 3; particularly preferably 1,2;  20 R66, R67, R68,
R69, R70 independently of one another H,
(C1-C8)-alkyl; R11 H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(Cj-C4)-alkyl, (C3-C8) 25 alkenyl,
(C3-C8)-alkynyl, a 3 to 10-membered mono-, bi-, tri 31
or spirocyclic ring, which may comprise 0 to 4
heteroatoms  selected from the group of oxygen,
nitrogen and sulfur,  where the ring system may
additionally be substituted by F,  Cl, Br, CF3, CN,
(C1-C6)-alkyl, O-(C1-C8)-alkyl, (C1-C4) 5 10 15 20
alkoxy-(CI-C4)-alkyl , hydroxy-(CI-C4)-alkyl , (
Co-Cg)-alkylene- aryl,  oxo, CO(R71 ), CON(R72)(R73),
hydroxy, COO(R74),  N(R75)CO(C1 -C6)-alkyl, N(R76)(R77
or  SO2CH3; preferably (C1-C8)-alkyl ,
(C1-C4)-alkoxy-(C1-C4)-alkyl, a 3 to  10-membered
mono-, bi-, tri - or spirocyclic ring which may
comprise 0 to 3 heteroatoms selected from the group of
oxygen, nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br, CF3, CN,
(C1-C6)- alkyl, O-(C1-C8)-alkyl, (Co-C2)-alkylene-ary
l, oxo, CO(R71),  CON(R72)(R73 ), hydroxy, N(R75)CO(C1
-C6)-alkyl,  N(R76)(R77)  or SO2CH3;  partic  a 3 to
10-membered mono- or bicyclic ring which may  comprise
0 to 2 heteroatoms selected from the group of  oxygen,
nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br, CF3, CN,
(C1-C6)- alkyl, O-(C1-C8)-alkyl, oxo,  CO(R71),
CON(R72)(R73),  N(R75)CO(C1 -C6)-alkyl, or  SO2CH3;
R71, R72, R73, R74, R75, R76, R77 25 independently of
one another H, (C1-C8)-alkyl;  or R72 and R73, R76 and
R77 independently of one another optionally together
with the  nitrogen atom to which they are bonded a 5-6
membered ring 32  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; or 5 the
N-oxides and the physiologically tolerated salts
thereof. 



In a further preferred embodiment, A, B, G and D in
formula I are CH or:  If E is 1,4-phenylene, the
preferred meanings for A, B, G and D are 10
furthermore those listed in table I below:  Table I:
ABGD NCHCHCH CHNCHCH C-ClNCHCH C-FCHC-FCH CHCHC-FCH
CHC-FCHCH CHCHCHCF CHC-BrCHCH CHCHC-BrCH CHC-ClCHCH
CHCHC-ClCH CHCHC-CNCH CHCHCHC-CN CHCHC-CH3CH
CHCHCHC-CH3 CHCHC-CF3CH CHCHCHC-CF3 CHCHCHCH20H 33
CHC-FCHC-F CHC-FC-FCH CHCHC-FC-F CHCHC-FC-Cl CHCHC-Cl
C-CN CHC-CH3C-ClCH CHNCHC-CH3 CHC-CH3CHN CHNC-CH3CH
CHCH 0i 5 If E is , the preferred meanings for A, B, G
and D are furthermore those listed in table II below:
Table It: ABGD CHC-CH3CHCH CHC-FCHCH CHCHC-CH3CH
CHCHC-FCH CHNCHCH 



CHCHCHN C-FCHC-FCH If E is ` '' , the preferred
meanings for A, B, G and D are  furthermore those
listed in table III below: 10 34 Table III: ABGD
CHCHC-FCH CHNCHCH CHCHCHN Further preferred
combinations for E and A, B, G and D are listed in
table  5 IV. Table IV: E NH, CI H,CO ABGD CHC-FCHCH
CHCHC-FCH CHC-FCHCH CHC-FCHCH CHCFCHCH CHCFCHCH
CHC-FCHCH CHC-FCHCH CHC-FCHCH CHC-FCHCH CHC-FCHCH 1 1
35 CHC-FCHCH CHC-FCHCH CHC-FCHCH CHC-FCHCH CHC-FCHCH
The radicals R11, K, X and E in formula I have in a
particularly preferred  embodiment one of the
following meanings: 5 R11 is preferably selected from
the group consisting of: n-propyl, n-butyl, iso-butyl,
iso-pentyl, cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl, cyclohex-(1)-enyl, phenyl, p-fluorophenyl,
p-chlorophenyl, p- bromophenyl, p-tolyl,
p-methoxyphenyl, p-trifluoromethylphenyl, p 10
methylthiophenyl, o-fluorophenyl, o-chlorophenyl,
o-cyanophenyl, m- fluorophenyl, 2,4-difluorophenyl,
3-fluoro-4-methylphenyl, 2-nitro-4- 



methyiphenyl, 2-amino-4-methylphenyl, 15 =N `N H3C S K
is preferably selected from the group consisting of:
-0-, bond, C=-C, CH2, CH20, CONH, OCH2, CO, SCH2 and
(CH2)20. X is preferably selected from the group
consisting of bond, NH and CH2. 36 5 E is preferably
selected from the group consisting of: N - ^ /-\ / N
-N \ N -CN Nll~~  S and N Preferred combinations of
R11, K, X and E are listed below: 10 If K and X are
each a bond, the particularly preferred meanings for E
and  R11 are as follows: ^ If E is 1,4-phenylene, R11
is selected from the group consisting of:  cyclohexyl,
p-tolyl , p-fluorophenyl, o-fluorophenyl,
p-methoxyphenyl,  15 p-chlorophenyl, o-chlorophenyl,
2,4-difluorophenyl, 3-fluoro-4 methylphenyl,
o-cyanophenyl, N H3C  0  and ^ -CN- If E is , R11
selected from the group consisting of: 20
p-chlorophenyl, p-tolyl, p-fluorophenyl,
p-methoxyphenyl,  trifluoromethylphenyl,
o-fluorophenyl, phenyl and p 37 Further combinations
of E and R11 for the case where K and X are each a
5bond are listed in table V.- Table V: R11E
p-Chlorophenyl1,4-Cyclohexylene
2-Nitro-4-methylphenyl0  - p-Chlorophenyl' - ( N 



p-Bramophenyl-N N- \/ p-Fluorophenyl- C N
p-Chlorophenyl~ \ -N N I =N CN p-Tolyl n-Butyl
p-Chlorophenyl F 38 p-Methylthiophenyl
2-Amino-4-methylphenyl s 0 If K is -0- and X is a
bond, NH or CH2, the particularly preferred meanings
for E and R11 are as follows: 5 ^ If E is
1,4-phenylene, R11 is selected from the group
consisting of:  phenyl, cyclopentyl, n-butyl,
iso-butyl, iso-pentyl, 2,4-difluorophenyl  and
p-fluorophenyl. 10 Further combinations of E and R11
for the case where K is -0- and X is a bond, NH or CH2
are listed in table VI: Table VI: R11 Phenyl   Phenyl
n-Butyl n-Butyl 15 E N 0 01~\' If K is C--EC and X is
a bond, the particularly preferred meanings of E and
R11 are as follows: 39 ^ If E is  , R11 is selected
from the group consisting of:  phenyl, p-fluorophenyl
and p-chlorophenyl. 



5 If K is CH2  and X is a bond, the particularly
preferred meanings of E and R11 are indicated in table
VII below: Table VII: RI E  Phenyl 1,4-Phenylene /
1,4-Phenylene  N CI -C N p-Chlorophenyl 10 If K is
CH2O and X is a bond, the particularly preferred
meanings of E and R11 areas follows: 15 ^ If E is
1,4-phenylene, R11 is selected from the group
consisting of:  phenyl, cyclopropyl and cyclohexyl. If
K is CONH  and X is a bond, the particularly preferred
meanings of E and  20 R11 are indicated in table VIII
below: Table VIII: R11 E  Cyclopentyl 1,4-Phenylene
Cyclohex-(1)-enyl 1,4-Phenylene 40 Cyclopentyl If K is
OCH2  and X is a bond, the particularly preferred
meanings of E and R11 are indicated in table IX below:
5 Table IX: R11 E o-Chlorophenyl p-Tolyl 1,4-Phenylene
n-Propyl 1,4-Phenylene  Cyclobutyl 1,4-Phenylene The
combinations of R11, K and E listed in table X below
are furthermore  particularly preferred in addition to
the aforementioned combinations, with  10 X very
particularly preferably being a bond: Table X: R11
o-Fluorophenyl  Phenyl K  CO SCH2  E 11  0
1,4-Phenylene Cyclopropyl  (CH2)20  



15 The compounds of the formula I are in a very
particularly preferred  embodiment compounds of the
formula la 41  R42 NR1R2  R11-K la in which the
radicals R1, R2, R10, R11, R42, and groups X, E, K
have the  aforementioned meanings, and R42' is defined
as R42, where R42 and 5 R42' in the compounds of the
formula la may be identical or different, or the
N-oxides and the physiologically tolerated salts
thereof. 10 15 20 In a preferred embodiment of the
invention, the radicals R1, R2, R10, R11,  R42, R42'
and groups X, E, K have the following meanings: R1, R2
independently of one another H, ( Ci-C8)-alkyl,
-(CR78R79)o  -R12, (C1-C4)-alkoxy-(C1-C4)-alkyI,  or
R1 and R2 form  together with the nitrogen atom to
which they are bonded a 4  to 10-membered mono-, bi-
or spirocyclic ring which, apart  from the nitrogen
atom, may comprise O to 2 additional  heteroatoms
selected from the group of oxygen, nitrogen and
sulfur, where the heterocyclic ring system may
additionally be  substituted by F, (Ct-C6)-alkyl,
O-(C1-C4)-alkyl, (C1-C4) alkoxy-(C1-C4)-alkyl,
hydroxy-(C1-C4)-alkyl (CO-C2)-alkylene- aryl, oxo, C ;
where R1 and R2 are not both  CO(R26), preferably H,
(Cl-C8)-alkyl, -(CR78R79)0-R12 , (C1-C4) 25
alkoxy-(Cl-C4)-alkyl,  or R1 and R2 form together with
the  nitrogen atom to which they are bonded a 4 to
10-membered  mono- or bicyclic ring which, apart from
the nitrogen atom,  may comprise 0 to 2 additional
heteroatoms selected from the  group of oxygen and
nitrogen, where the heterocyclic ring 42  system may
additionally be substituted by F, (CI-C6)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl , oxo,  CO(R26),
hydroxy,  N(R31)(R32)  5 o q 10 independently of one
another H, (C1-C6)-alkyl; 15 or R17 and R18, R27 and
R28, R31 and R32 20 25 30 



S 0, 1, 2, 3, 4, preferably  0, 1, 2, 3; 1, 2, 3,
preferably  1 or 2; 0, 1,2; R15, R16, R17, R18, R23,
R24, R25, R26, R27, R28, R31, R32 R12 independently of
one another optionally together with the  nitrogen
atom to which they are bonded a 5-6 membered ring
which, apart from the nitrogen atom, may also comprise
0-1  further heteroatoms from the group of
N-(C1-C6)-alkyl, oxygen  and sulfur, preferably the
ring is a pyrrolidine, piperidine,
N-methylpiperazine, morpholine ring; OH,
O-(C1-C6)-alkyl, O-(Co-C2)-alkylene-aryl, CN,
S-(C1-C6)- alkyl, 3-12 membered mono-, bi- or
spirocyclic ring which may  comprise 1 to 3
heteroatoms from the group of N, 0 and S,  and the
3-12 membered ring may comprise further  substituents
such as F, OH, CF 3, CN, oxo, P -C6)-alkyl,  (Cp-
C2)-alkylene-aryl, N(R34)(R35) ,  COO(R40),
CO(C1-C6}-alkyl,  preferably OH, O-(CI-C6)-alkyl ,
3-10 membered mono- or  bicyclic ring which may
comprise 1-2 heteroatoms from the 43 group of N, 0 and
S, and the 3-10 membered ring may  comprise further
substituents such as F, OH, oxo, (Cj-C6)- alkyl,
CO(C1-C6)-alky l; R34, R35 independently of one
another H, (C1-C4)-alkyl; R40 H, (C1-C6)-alkyl,
(Co-C2)-alkylene-aryl ; 10 R78, R79 independently of
one another H, (C1-C8)-alkyl, hydroxy (C1-C4)-alkyl,
OH, (C1 -C4)-alkoxy-(C1-C4)-alkyl; 15 R42, R42'
independently of one another H, F, Cl, Br, CF3, CN,
(Ci-C6)- alkyl;  R10 H, (C1-C8)-alkyl ; X N(R52) , a
bond, C=C, C(R53)(R54)   CH2CH2;  20 R52, R53, R54
independently of one another H, (CI-C8)-alkyl  25 E
5-7 membered bivalent carbo- or heterocyclic ring
structure  with 0-3 heteroatoms from the group of N, 0
and S, which  may optionally have substituents from
the group of H, F, Cl,  Br, CF3, OH, CN, OCF3 , NO2 ,
O-(C1-C6)-alkyl, (C1-C6)-alkyl, S02-CH3,  CO(R65) ;
preferably 5-7 membered bivalent carbo- or
heterocyclic ring 44  



structure with 0-2 heteroatoms from the group of N, 0
and S,  which may optionally have substituents from
the group of H,  F, Cl, Br, OH, CF3, N02, OCF3,
O-(C1-C6)-alkyl, (C1-C6) alkyl, (C2-C6)-alkenyl,
N(R57)(R58), S 02-CH3, CO(R65)  5 e.g. E is selected
from the group consisting of N S 1~ _ 1 1 _ s/_I N N ,
0-, O  1 S 1 ' N and N-O 10 which may optionally have
substituents from the group of H, F, Cl, Br, OH,  CF3,
NO2, OCF3, O-(C1-C6)-alkyl, (C1-C6)-alkyl,
(C2-C6)-alkenyl,  N(R57)(R58), S02-CH3, CO(R65 );
preferably 15 45 O S -N N- N-- N-N N  and f which may
optionally have the aforementioned substituents; 5 R65
H, (CI-C8)-alkyl; 10 K a bond, 0,  OCH2, CH2O5S , SO2
, N(R66 ), N(R67)CO,  CON(R68) , (C(R69)(R70))v , CO,
C=C, SCH2 , SO2CH2;  preferably a bond, 0, OCH2 ,
CH2O, CON(R68),  (C(R69)(R70))v , particularly
preferably CH2 , CO, C=C; v 1, 2, 3, preferably  1,2;
15 R66, R67, R68, R69, R70 independently of one
another H, (C1-C8)-alkyl; R11 (Ci-C8)-alkyl,
(CI-C4)-alkoxy-(Ci-C4)-alkyl , a 3 to 10- membered
mono-, bi-,  tri-  or spirocyclic ring which may 20
comprise 0 to 4 heteroatoms selected from the group of
oxygen, nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br,  CF3 , CN,
(C1-C6)- alkyl, O-(Cl -C8)-alkyl, oxo, CO(R71) ,
hydroxy,  N(R75)CO(Cj 6)-alkyl, or SO2CH3 ; 25
preferably (CI-C8)-alkyl, (C1-C4)-
alkoxy-(Cj-C4)-alkyl, a 3 to 



46  10-membered mono- or bicyclic ring which may
comprise 0 to  2 heteroatoms selected from the group
of oxygen, nitrogen  and sulfur, where the ring system
may additionally be  substituted by F, Cl, Br, CF3
CN, (C1-C6)-alkyl, O-(C1-C8) 5 alkyl, oxo, CO(R71 ),
CON(R72)(R73) ,  N(R75)CO(C1-C6) alkyl, or SO2CH3;
R71, R72, R73, R74, R75, R76, R77 independently of one
another H, (C1-C8)-alkyl; 10 or R72 and R73, R76 and
R77 15 20 independently of one another optionally
together with the  nitrogen atom to which they are
bonded a 5-6 membered ring  which, apart from the
nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur. In a preferred embodiment, the present
invention relates to compounds of  the formula Ia, in
which X is CH2CH2, N(R52), CH2, OCH2 , SCH2 CH=CH,
preferably  CH2CH2, CH=CH; 25 E is 47 11 N i 2 N K is
a bond, 0 or C(R69)(R70);  5 preferably and the other
symbols R1, R2, R10, R11, R42, R42', R52, R69 and R70
have the meanings indicated above in relation to a
definition of the radicals  of the compound of the
formula Ia. 10 In a further preferred embodiment, the
present invention relates to  compounds of the formula
Ia, in which 15 X is N(R52), preferably NH, or
C(R53)(R54);   E is ~N\ _ ir  NN-S S preferably I or
N 20 K is a bond, 0 or C(R69)(R70) , preferably 0; 



48 preferably 0 and the other symbols R1, R2, R10,
R11, R42, R42 ,R52, R53, R54, R69  and R70 have the
meanings indicated above in relation to a definition
of the 5 radicals of the compound of the formula Ia.
In a further particularly preferred embodiment, the
compounds of the  formula I are compounds of the
formula lb N R1 RZ  N~ 10 RW R10 in which the radicals
R1, R2, R10 and R11 and the groups E and D have  the
aforementioned meanings, or the N-oxides and the
physiologically  tolerated salts thereof. 15 In a
preferred embodiment, the radicals R1, R2, R10 and R11
the groups E  and D have the following meanings: R1,
R2 independently of one another H, (C1-Cg)-alkyl,
-(CR78R79)0 20 25 -R12, (C1-C4)-alkoxy-(C1-C4)-alkyl,
(C3-C3)-alkenyl, CO- (C1-C8)-alkyl, -CO-(CH2)o -R12,
CO-aryloxy-(Ci-C4)-alkyl,  COCH=CH(R13), COCC(R14),
CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22),
CO(C(R23)(R24))SO(R25); or R1 and R2 form together
with  the nitrogen atom to which they are bonded a 4
to 10- membered mono-, bi- or spirocyclic ring which,
apart from the  nitrogen atom, may comprise 0 to 2
additional heteroatoms  selected from the group of
oxygen, nitrogen and sulfur, where 49  the
heterocyclic ring system may additionally be
substituted  by F, Cl, CF3, (C1-C6)-alkyl,
O-(C1-C4)-alkyl,  (C1-C4)-alkoxy- (C1-C4)-alkyl,
hydroxy-(C1-C4)-alkyl, (CO-C2)-alkylene-aryl,  oxo,
CO(R26),  CON(R27)(R28), hydroxy,  COO(R29), 5
N(R30)CO(C1-C6)-alkyl,  N(R31)(R32) or  SO2CH3, where
R1  and R2 are not both  CO(R26); preferably
independently of one another H,  (Ci-C8)-alkyl,  -
(CR78R79)0 -R12,  (C1-C4)-alkoxy-(C1-C4)-alkyl, CO-
(C1- Ca)-alkyl, -CO-(CH2)o -R12, COCH= CH(R13),
COCC(RI 4), 10  CO(C(R15)(R16))gN(R17)(R18),
CO(C(R23)(R24))SO(R25);  or R1 and R2 form together
with the nitrogen atom to which  they are bonded a 4
to 10-membered mono- or bicyclic ring  which, apart
from the nitrogen atom, may comprise 0 to 2
additional heteroatoms selected from the group of
oxygen, 15 nitrogen and sulfur, where the heterocyclic
ring system may  



additionally be substituted by F, Cl, CF3,
(C1-C6)-alkyl, O-(C1- C4)-alkyl,
(C1-C4)-alkoxy-(Cj-C4)-alkyl, (C6-C2)-alkylene-aryl,
oxo, hydroxy,  N(R31)(R32) or  SO2CH3, where RI and R2
are  not both  CO-(C1-C8)-alkyl; 20 particularly
preferably independently of one another H,
(C1-Cg)-alkyl, - (CR78R79)0 -R12,
(C1-C4)-alkoxy-(C1-C4)- alkyl, CO-(C1-C8)-alkyl, -CO-
(CH2)o -R12,   CO(C(R15)(R16))gN(R17)(R18), or RI and
R2 form together  with the nitrogen atom to which they
are bonded a 4 to 10 25 membered mono- or bicyclic
ring which, apart from the  nitrogen atom, may
comprise 0 to 2 additional heteroatoms  selected from
the group of oxygen and nitrogen, where the
heterocyclic ring system may additionally be
substituted by F,  (C1-C6)-alkyl, (C1-C4)-
alkoxy-(Ci-C4)-alkyl, oxo,  CO(C1-C8) 50 alkyl,
hydroxy, N(R31)(R32), where R1 and R2 are not both
CO(C1-C8)-alkyl; 0 0, 1, 2, 3, 4, 5, 6; preferably 0,
1, 2, 3, 4; particularly  5 preferably 0, 1, 2, 3; q,
r independently of one another 1, 2, 3; preferably q
is I or 2;  s 0, 1, 2, 3, 4; preferably 0, 1, 2, 3;
particularly preferably 0, 1,  10 2; R13, R14
independently of one another a phenyl ring which may
comprise 0-1 nitrogen atoms; 15 R15, R16, R17, R19,
R20, R21, R22, R23, R24, R25, R26, R27, R28, R29,
R30, R31, R32 independently of one another H,
(C1-C6)-alkyl; 20 25 30 R18 H, (C1-C6)-alkyl,
CO(C1-C6)-alkyl, CO(R33); preferably H,
(C1-C6)-alkyl, CO(C1-C6)-alkyl; particularly
preferably H,  (CI-C6)-alkyl; or  R17 and R18, R21 and
R22, R27 and R28, R31 and R32 independently of one
another optionally together with the  nitrogen atom to
which they are bonded a 5-6 membered ring  which,
apart from the nitrogen atom, may also comprise 0-1
further heteroatoms from the group of N-(C1-C6)-alkyl,
oxygen  and sulfur; preferably the ring is
pyrrolidine, piperidine,  N-methylpiperazine,
morpholine; R33 a 5-10 membered aromatic ring system
which may comprise  a further heteroatom from the
group of nitrogen, oxygen and 51  sulfur and may be
substituted by F, Cl, (C1-C6)-alkyl,  O-(C1-C8)-alkyl;



10 15 20 25 R12 is OH, O-(C1-C6)-alkyl,
0-(Co-C8)-alkylene-aryl, CN, S- (C1-C6)-alkyl,
COO(R80), CON(R81)(R82 ), 3-12 membered  mono-, bi- or
spirocyclic ring which may comprise one or more
heteroatoms from the group of N, 0 and S and the 3-12
membered ring may comprise further substituents such
as F,  Cl, Br, OH, CF3, CN, oxo, O-(C1-C6}-alkyl,
(C1-C4)-alkoxy- (C1-C4)-alkyl, (C1-C6)-alkyl,
O-(Co-Cg)-alkylene-aryl, (Co-Cg)- alkylene-aryl,
N(R34)(R35), COCH=CH(R36), (C(R37)(R38))t  (R39),
CO(C(R37)(R38))t (R39), CO(C1-C6}-alkyl,
COCOO(C1-C6)-alkyl, COO(R40), S(O)u (R41); preferably
OH, O-(C1-C6)-alkyl, O-(Co-C8)-alkylene-aryl, CN,
3-10 membered mono- or bicyclic ring which may
comprise 1- 3 heteroatoms from the group of N, 0 and
S, and the 3-10  membered ring may comprise further
substituents such as F,  Cl, Br, OH, CF3, CN, oxo,
O-(C1-C6)-alkyl, (C1-C4)-alkoxy- (C1-C4)-alkyl,
(C1-C6)-alkyl, (CO-C2)-alkylene-aryl,  N(R34)(R35),
CO(C1-C6)-alkyl; particularly preferably OH,
0-(C1-C6)-alkyl, 3-10 membered  mono- or bicyclic ring
which may comprise 1-2 heteroatoms  from the group of
N, 0 and S and the 3-10 membered ring  may comprise
further substituents such as F, OH, oxo, (C1-
C6)-alkyl, CO(C1-C6)-alkyl; t 0, 1, 2, 3, 4, 5, 6; 52
u 0, 1, 2; preferably 0 or 2; particularly preferably
2;  R34, R35, R37, R38 independently of one another H,
(C1-C8)-alkyl; 5or R34 and R35 10 R36, R39 15
optionally together with the nitrogen atom to which
they are  bonded a 5-6 membered ring which, apart from
the nitrogen  atom, may also comprise 0-1 further
heteroatoms from the  group of N-(C1-C6)-alkyl, oxygen
and sulfur and may optionally be substituted by 1-2
oxo groups; independently of one another
(C3-C8)-cycloalkyl, 5-10  membered aromatic ring
system which may comprise 0-2  further heteroatoms
from the group of nitrogen, oxygen and  sulfur and may
be substituted by F, Cl, (C1-C6)-alkyl, 0
(CI-C8)-alkyl,  



R40 H, (C1-C8)-alkyl, (C2-C6)-alkenyl,
(Co-C8)-alkylene-aryl; 20 R41 (C1-C6)-alkyl, 5-10
membered aromatic ring system which  may comprise 0-2
further heteroatoms from the group of  nitrogen,
oxygen and sulfur and may be substituted by F, Cl,
(C1-C6)-alkyl, O-(Cj-C8)-alkyl; 25 R78, R79
independently of one another H, (C1-C8)-alkyl, hydroxy
(C1-C4)-alkyl, OH, (C1-C4) -alkoxy-(C1-C4)-alkyl;
R80, R81 independently of one another H,
(C1-C8)-alkyl;  30 R10 H, (C1-C8)-alkyl; 53 E 3-8
membered bivalent carbo- or heterocyclic ring
structure  with 0-4 heteroatoms from the group of N, 0
and S, which  may optionally have substituents from
the group of H, F, Cl,  Br, OH, CF3, N02, CN, OCF3,
O-(C1-C6)-alkyl, O-(C1-C4) alkoxy-(Ci-C4)-alkyl,
S-(C1-C6)-alkyl, (Ci-C6)-alkyl, (C2-C6)- alkenyl,
O-(C3-C8)-cycloalky l,  (C3-C8)-cycloalkenyl, (C2-C6)-
alkynyl, (Co-Cg)- alkylene-aryl, O-(Co-Cg)-
alkylene-aryl, S-aryl,   N(R57)(R58), S02-CH3,
N(R61)CO(R62),  N(R63)SO2(R64),   CO(R65) and may be
mono- or bicyclic; preferably 5-7 membered bivalent
carbo- or heterocyclic ring  structure with 0-3
heteroatoms from the group of N, 0 and S,  which may
optionally have substituents from the group of H,  F,
Cl, Br, OH, CF3, NO2, CN, OCF3, O-(C1-C6)-alkyl,
S-(Ci- C6)-alkyl, (C1-C6)-alkyl, (C2-C6)-alkenyl,
O-(Co-C8)-alkylene- aryl, S-aryl,  N(R57)(R58),
S02-CH3,  N(R61)CO(R62), CO(R65) and may be mono- or
bicyclic; particularly preferably 5-7 membered
bivalent carbo- or  heterocyclic ring structure with
0-2 heteroatoms from the  group of N, 0 and S, which
may optionally have substituents  from the group of H,
F, Cl, Br, OH, CF3, NO2, OCF3, O-(Ci- C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl, N(R57)(R58),  S02-CH3,
CO(R65) e.g. E is selected from the group consisting
of 25 54 0 N  N-N S -N N--- -N N- N O N-O and which
may optionally have substituents from the group of H,
F, Cl, Br, OH,  5 CF3 ,  NO2 , OCF3,  O-(C1-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl,  N(R57)(R58)  S02-CH3
, CO(R65 ; 



preferably O S \ -N N- - - O\/ --~\ ~/ - , N---N  N
10 , N and , which may optionally have the
aforementioned substituents; 55 R57, R58, R61, R63
independently of one another H, (CI-C8)-alkyl; 5 R62,
R64, R65 independently of one another H,
(C1-C8)-alkyl, aryl; preferably  independently of one
another H, (C1-C8)-alkyl; 10 15 K a bond, 0, OCH2,
CH2O,  S, SO, SO2, N(R66), N(R67)CO,  CON(R68),
(C(R69)(R70))v , CO, C=C, CSC, SCH2, SO2CH2;
preferably a bond, 0, OCH2 , CH2O , N(R66), CON(R68),
(C(R69)(R70))v, CO, C=C, SCH2; particularly preferably
a  bond, 0, OCH2, CH2O,  CON(R68) , (C(R69)(R70))v,
CO,  C=C; v 1, 2, 3, 4; preferably 1, 2, 3;
particularly preferably 1,2; R66, R67, R68, R69, R70
independently of one another H, (C1-C8)-alkyl; 20 25
R11 H, (C1-C8)-alkyl, (C1-C4)-alkoxy-(Ci-C4)-alkyl,
(C3-C8)- alkenyl, (C3-C8)-alkynyl, a 3 to 10-membered
mono-, bi-, tri- or spirocyclic ring which may
comprise 0 to 4 hetero atoms  selected from the group
of oxygen, nitrogen and sulfur, where  the ring system
may additionally be substituted by F, Cl, Br,  CF3,
CN, (C3-C6)-alkyl, 0-(CI-C8)-alkyl, (C1-C4)-alkoxy-
(C1-C4)-alkyl, hydroxy-(C1-C4)-alkyl,
(Co-C8)-alkylene-aryl,  oxo, CO(R71), CON(R72)(R73),
hydroxy, COO(R74),  N(R75)CO(C1-C6)-alkyl, N(R76)(R7
7) or  SO2CH3 SCF3; 5 10 15 56  preferably
(C1-C8)-alkyl, (C1-C4)-alkoxy-(C1-C4)-alkyl, a 3 to
10-membered mono-, bi-, tri - or spirocyclic ring
which may  



comprise 0 to 3 heteroatoms selected from the group of
oxygen, nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br, CF3, CN,
(C1-C6)- alkyl, O-(C1-C8)-alkyl,
(Co-C2)-alkylene-aryl, oxo, CO(R71),  CON(R72)(R73) ,
hydroxy, N(R75)CO(C1 -C6)-alkyl,  N(R76)(R77 ) or
SO2CH3 ; particularly preferably (C1-C8)-alkyl,
(C1-C4) -alkoxy-(C1-C4)- alkyl, a 3 to 10-membered
mono- or bicyclic ring which may  comprise 0 to 2
heteroatoms selected from the group of  oxygen,
nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, B CON(R72)(R73),
N(R75)CO(C1 -C6)-alkyl, or SO2CH 3; R71, R72, R73,
R74, R75, R76, R77 independently of one another H,
(C1-C8)-alkyl; or  20 R72 and R73, R76 and R77
independently of one another optionally together with
the nitrogen atom to  which they are bonded a 5-6
membered ring which, apart from the nitrogen  atom,
may also comprise 0-1 further heteroatoms from the
group of  N-(C1-C6)-alkyl, oxygen and sulfur. 25 In a
preferred embodiment, the present invention relates to
compounds of  the formula lb in which 30 57 5 X is a
bond, E is T O S ~ _ 11 1I ~ ~~~ N-N S S N --N N- -N N
.. N V  N Ik /N- or 1 , where  N-O. the aforementioned
groups may optionally have substituents from the
group of H, F, Cl, Br, OH, CF3,  NO2,  OCF3 ,
O-(C1-C6)-alkyl, (C1-C6)-alkyl,  10. (C2-C6)-alkenyl,
N(R57)(R58),  S02-CH3,  CO(R65); preferably E is 



58 or S , N-N in which the groups may have the
aforementioned  substituents; 5 K is a bond; and /-Z
the other radicals R1, R2, R10 and R11 and the group D
have the  meanings indicated above in relation to the
definition of the radicals of the  10 compound of the
formula lb. R11 in the aforementioned compounds of the
formula lb is particularly  preferably a substituted
mono- or bicyclic ring system with 5-10 members,
which may have 0-3 heteroatoms, in particular N, 0
and/or S, particularly 15 preferably phenyl with 0-1 N
atom, cyclohexyl or a bicyclic system with 8-10
members and 1-2 heteroatoms, in particular N, 0 and/or
S. In a further preferred embodiment, the present
invention relates to  compounds of the formula lb 20
in which X is a bond; 59 is or S where the
aforementioned groups may optionally have substituents
from  5 the group of H, F, Cl, Br, OH,  CF3,  NO2,
OCF3,  O-(C1-C6)-alkyl, (C1-C6)- alkyl,
(C2-C6)-alkenyl, N(R57) (R58), SO2CH 3 and  CO(R65);
preferably 10 N N 11 or in which the groups may have
the aforementioned substituents; K is CH2,  CH2CH2, 0,
CH2O,  OCH2,  CON(R68),  N(R67)CO, S,  SO2,  15 SCH2,
SO2,  SO2CH2, CO or a triple bond; preferably CH2, 0,
CH2O,  OCH2,  CON(R68), SCH2, CO or a triple  bond;
and the other radicals RI, R2, R3, R4, R5, R6, R7, R8,
R9, R10, R11, R67 and  20 R68 and the group D have the
meanings indicated above in relation to the
definition of the radicals of the compound of the
formula lb. The amount of a compound of formula (I)
necessary to achieve the desired  biological effect
depends on a number of factors, for example the
specific 25 compound chosen, the intended use, the
mode of administration and the 60 



clinical condition of the patient. The daily dose is
generally in the range  from 0.3 mg to 100 mg
(typically from 3 mg to 50 mg) per day and per
kilogram of bodyweight, for example 3-10 mg/kg/day. An
intravenous dose  may be, for example, in the range
from 0.3 mg to 1.0 mg/kg, which can 5 suitably be
administered as infusion of 10 ng to 100 ng per
kilogram and  per minute. Suitable infusion solutions
for these purposes may contain, for  example, from 0.1
ng to 10 mg, typically from 1 ng to 10 mg, per
milliliter.  Single doses may contain, for example,
from 1 mg to 10 g of the active  ingredient. Thus,
ampoules for injections may contain, for example, from
10 1 mg to 100 mg, and single-dose formulations which
can be administered  orally, such as, for example,
tablets or capsules, may contain, for example,  from
1.0 to 1000 mg, typically from 10 to 600 mg. In the
case of  pharmaceutically acceptable salts, the
aforementioned weight data are  based on the weight of
the free compound from which the salt is derived. 15
For the prophylaxis and therapy of the abovementioned
conditions, the  compounds of formula (1) may be used
as the compound itself, but they are  preferably in
the form of a pharmaceutical composition with an
acceptable  carrier. The carrier must, of course, be
acceptable in the sense that it is  compatible with
the other ingredients of the composition and is not
harmful 20 for the patient's health. The carrier may
be a solid or a liquid or both and is  preferably
formulated with the compound as a single dose, for
example as  a tablet, which may contain from 0.05% to
95% by weight of the active  ingredient. Other
pharmaceutically active substances may likewise be
present, including other compounds of formula (I)_ The
pharmaceutical 25 compositions of the invention can be
produced by one of the known  pharmaceutical methods,
which essentially consist of mixing the  ingredients
with pharmacologically acceptable carriers and/or
excipients. Pharmaceutical compositions of the
invention are those suitable for oral,  30 rectal,
topical, peroral (for example sublingual) and
parenteral (for example subcutaneous, intramuscular,
intradermal or intravenous) administration,  although
the most suitable mode of administration depends in
each  individual case on the nature and severity of
the condition to be treated and  on the nature of the
compound of formula (1) used in each case. Coated 35
formulations and coated slow-release formulations also
belong within the  framework of the invention.
Preference is given to acid- and gastric juice-
resistant formulations. Suitable coatings resistant to
gastric juice comprise  cellulose acetate phthalate,
polyvinyl acetate phthalate,
hydroxypropylmethylcellulose phthalate and anionic
polymers of 61 methacrylic acid and methyl
methacrylate. Suitable pharmaceutical compounds for
oral administration may be in the  form of separate
units such as, for example, capsules, cachets,
suckable 5 tablets or tablets, each of which contain a
defined amount of the compound  of formula (1); as
powders or granules; as solution or suspension in an
aqueous or nonaqueous liquid; or as an oil-in-water or
water-in-oil  emulsion. These compositions may, as
already mentioned, be prepared by  



any suitable pharmaceutical method which includes a
step in which the 10 active ingredient and the carrier
(which may consist of one or more  additional
ingredients) are brought into contact. The
compositions are  generally produced by uniform and
homogeneous mixing of the active  ingredient with a
liquid and/or finely divided solid carrier, after
which the  product is shaped if necessary. Thus, for
example, a tablet can be 15 produced by compressing or
molding a powder or granules of the  compound, where
appropriate with one or more additional ingredients.
Compressed tablets can be produced by tableting the
compound in free- flowing form such as, for example, a
powder or granules, where  appropriate mixed with a
binder, glidant, inert diluent and/or one or more 20
surface-active/dispersing agent(s) in a suitable
machine. Molded tablets  can be produced by molding
the compound, which is in powder form and is
moistened with an inert liquid diluent, in a suitable
machine. Pharmaceutical compositions which are
suitable for peroral (sublingual)  25 administration
comprise suckable tablets which contain a compound of
formula (I) with a flavoring, normally sucrose and gum
arabic or tragacanth,  and pastilles which comprise
the compound in an inert base such as gelatin  and
glycerol or sucrose and gum arabic. 30 Pharmaceutical
compositions suitable for parenteral administration
comprise preferably sterile aqueous preparations of a
compound of  formula (I), which are preferably
isotonic with the blood of the intended  recipient.
These preparations are preferably administered
intravenously,  although administration may also take
place by subcutaneous, 35 intramuscular or intradermal
injection. These preparations can preferably  be
produced by mixing the compound with water and making
the resulting  solution sterile and isotonic with
blood. Injectable compositions of the  invention
generally contain from 0.1 to 5% by weight of the
active  compound. 62 Pharmaceutical compositions
suitable for rectal administration are  preferably in
the form of single-dose suppositories. These can be
produced  by mixing a compound of the formula (I) with
one or more conventional 5 solid carriers, for example
cocoa butter, and shaping the resulting mixture.
Pharmaceutical compositions suitable for topical use
on the skin are  preferably in the form of ointment,
cream, lotion, paste, spray, aerosol or  oil. Carriers
which can be used are petrolatum, lanolin,
polyethylene 10 glycols, alcohols and combinations of
two or more of these substances.  The active
ingredient is generally present in a concentration of
from 0.1 to  15% by weight of the composition, for
example from 0.5 to 2%. Transdermal administration is
also possible. Pharmaceutical compositions  15
suitable for transdermal uses can be in the form of
single plasters which are suitable for long-term close
contact with the patient's epidermis. Such  plasters
suitably contain the active ingredient in an aqueous
solution which  is buffered where appropriate,
dissolved and/or dispersed in an adhesive or
dispersed in a polymer. A suitable active ingredient
concentration is about 



20 1 % to 35%, preferably about 3% to 15%. A
particular possibility is for the  active ingredient
to be released by electrotransport or iontophoresis as
described, for example, in Pharmaceutical Research,
2(6): 318 (1986). The compounds of the formula I are
distinguished by beneficial effects on  25 lipid
metabolism, and they are particularly suitable for
weight reduction and for maintaining a reduced weight
after weight reduction has taken place in  mammals and
as anorectic agents. The compounds are distinguished
by  their low toxicity and their few side effects- The
compounds can be  employed alone or in combination
with other weight-reducing or anorectic 30 active
ingredients. Further anorectic active ingredients of
this type are  mentioned, for example, in the Rote
Liste, chapter 01 under weight- reducing
agents/appetite suppressants, and they also include
active  ingredients which increase the energy turnover
of the organism and thus lead to weight reduction or
else those which influence the general 35 metabolism
of the organism in such a way that an increased
calorie intake  does not lead to an enlargement of the
fat depots and a normal calorie  intake leads to a
reduction of the fat depots of the organism. The
compounds are suitable for the prophylaxis and, in
particular, for the  treatment of excessive weight or
obesity. The compounds are further 63 suitable for the
prophylaxis and, in particular, for the treatment of
type II  diabetes, of arteriosclerosis and for
normalizing lipid metabolism and for  the treatment of
high blood pressure. The compounds act as MCH
antagonists and are also suitable for the treatment of
disturbances of 5 wellbeing and of psychiatric
indications such as, for example, depressions,
anxiety states, anxiety neuroses, schizophrenia and
for the treatment of  disorders associated with the
circadian rhythm and for the treatment of  drug abuse.
10 In a further aspect of the invention, the compounds
of the formula I can be  administered in combination
with one or more other pharmacologically  active
substances which are selected, for example, from
antidiabetics,  antiobesity agents, active ingredients
which lower blood pressure, lipid- lowering agents and
active ingredients for the treatment and/or prevention
15 of complications caused by diabetes or associated
with diabetes. Further pharmacologically active
substances suitable in particular are: all
antidiabetics mentioned in the Rote Liste 2001,
chapter 12. They may be  20. combined with the
compounds of the formula I of the invention in
particular  for a synergistic improvement of the
effect. Administration of the active ingredient
combination may take place either by separate
administration of  the active ingredients to the
patient or in the form of combination products  in
which a plurality of active ingredients are present in
one pharmaceutical 25 preparation. Most of the active
ingredients listed below are disclosed in the  USP
Dictionary of USAN and International Drug Names, US
Pharmacopeia, Rockville 2001. Suitable antidiabetics
include insulin and insulin derivatives such as, for
30 example, Lantus(r)  or HMR 1964, fast-acting
insulins (see US 6,221,633),  



amylin, GLP-1 and GLP-2 derivatives such as, for
example, those disclosed in WO 98/08871 of Novo
Nordisk A/S, and orally effective  hypoglycemic active
ingredients. 35 The orally effective hypoglycemic
active ingredients include, preferably,
sulfonylureas, biguanidines, meglitinides,
oxadiazolidinediones,  thiazolidinediones, glucosidase
inhibitors, glucagon receptor antagonists,  GLP-1
agonists, potassium channel openers such as, for
example, those  disclosed in WO 97/26265 and WO
99103861 of Novo Nordisk A/S, insulin 64 20
sensitizers, activators of insulin receptor kinase,
inhibitors of liver enzymes  involved in the
stimulation of gluconeogenesis and/or glycogenolysis,
for  example inhibitors of glycogen phosphorylase,
modulators of glucose  uptake and glucose excretion,
compounds which alter lipid metabolism,  such as
antihyperlipidemic active ingredients and
antilipidemic active  ingredients, e.g. HMGCoA
reductase inhibitors, inhibitors of cholesterol
transport/of cholesterol uptake, inhibitors of bile
acid reabsorption or  inhibitors of microsomal
triglyceride transfer protein (MTP), compounds  which
reduce food intake, PPAR and RXR agonists and active
ingredients  which act on the ATP-dependent potassium
channel of the beta cells. In one embodiment of the
invention, the present compounds are  administered in
combination with insulin. In one embodiment of the
invention, the compounds of the formula I are
administered in combination with an HMGCoA reductase
inhibitor such as  simvastatin, fluvastatin,
pravastatin, lovastatin,  atorvastatin,  cerivastatin,
rosuvastatin. In one embodiment of the invention, the
compounds of the formula I are  administered in
combination with a cholesterol absorption inhibitor
such as,  for example, ezetimibe, tiqueside,
pamaqueside. In one embodiment of the invention, the
compounds of the formula I are  25 administered in
combination with a PPAR gamma agonist, such as, for
example, rosiglitazone, pioglitazone, JTT-501, GI
262570. In one embodiment of the invention, the
compounds of the formula I are  administered in
combination with PPAR alpha agonist, such as, for 30 .
example, GW 9578, GW 7647. In one embodiment of the
invention, the compounds of the formula I are
administered in combination with a mixed PPAR
alpha/gamma agonist,  such as, for example, GW 1536,
AVE 8042, AVE 8134, AVE 0847, or as 35 described in
PCT/US 11833, PCT/US 11490, DE10142734.4. In one
embodiment of the invention, the compounds of the
formula I are  administered in combination with a
fibrate such as, for example,  fenofibrate,
clofibrate, bezafibrate. 65 In one embodiment of the
invention, the compounds of the formula I are
administered in combination with an MTP inhibitor such
as, for example,  implitapide, BMS-201038, R-103757. 



5 In one embodiment of the invention, the compounds of
the formula I are  administered in combination with
bile acid absorption inhibitor (see, for  example, US
6,245,744 or US 6,221,897), such as, for example,  HMR
1741. 10 In one embodiment of the invention, the
compounds of the formula I are  administered in
combination with a CETP inhibitor, such as, for
example,  JTT-705. 15 In one embodiment of the
invention, the compounds of the formula I are
administered in combination with a polymeric bile acid
adsorbent such as,  for example, cholestyramine,
colesevelam. In one embodiment of the invention, the
compounds of the formula I are  20 administered in
combination with an LDL receptor inducer (see US
6,342,512), such as, for example,  HMR1171,  HMR1586.
In one embodiment of the invention, the compounds of
the formula I are  administered in combination with an
ACAT inhibitor, such as, for example,  25 avasimibe.
In one embodiment of the invention, the compounds of
the formula I are  administered in combination with an
antioxidant, such as, for example,  OPC-14117. 30 In
one embodiment of the invention, the compounds of the
formula I are  administered in combination with a
lipoprotein lipase inhibitor, such as, for  example,
NO-1886. 35 In one embodiment of the invention, the
compounds of the formula I are  administered in
combination with an ATP-citrate lyase inhibitor, such
as, for  example, SB-204990. In one embodiment of the
invention, the compounds of the formula I are 66
administered in combination with a squalene synthetase
inhibitor, such as,  for example, BMS-188494_ In one
embodiment of the invention, the compounds of the
formula I are  5 administered in combination with a
lipoprotein(a) antagonist, such as, for  example,
CI-1027 or nicotinic acid. In one embodiment of the
invention, the compounds of the formula I are
administered in combination with a lipase inhibitor,
such as, for example,  10 orlistat. In one embodiment
of the invention, the compounds of the formula I are
administered in combination with insulin. 15 In one
embodiment, the compounds of the formula I are
administered in  combination with a sulfonylurea such
as, for example, tolbutamide,  glibenclamide,
glipizide or glimepiride. In one embodiment, the
compounds of the formula I are administered in  20
combination with a biguanide, such as, for example,
metformin. In one further embodiment, the compounds of
the formula I are  



administered in combination with a meglitinide, such
as, for example,   repaglinide. 25 In one embodiment,
the compounds of the formula I are administered in
combination with a thiazolidinedione, such as, for
example, troglitazone,  ciglitazone, pioglitazone,
rosiglitazone or the compounds disclosed in WO
97/41097 of Dr. Reddy's Research Foundation, in
particular 5-[[4-[(3,4- 30
dihydro-3-methyl-4-oxo-2-quinazolinylmethoxy]phenyl]me
thyl]-2,4-  thiazolidinedione. In one embodiment, the
compounds of the formula I are administered in
combination with an a-glucosidase inhibitor, such as,
for example, miglitol  35 or acarbose. In one
embodiment, the compounds of the formula I are
administered in  combination with an active ingredient
which acts on the ATP-dependent  potassium channel of
the beta cells, such as, for example, tolbutamide, 67
glibenclamide, glipizide, glimepiride or repaglinide.
In one embodiment, the compounds of the formula I are
administered in  combination with more than one of the
aforementioned compounds, e.g. in 5 combination with a
sulfonylurea and metformin, with a sulfonylurea and
acarbose, repaglinide and metformin, insulin and a
sulfonylurea, insulin and  metformin, insulin and
troglitazone, insulin and lovastatin, etc. The
compounds of the invention may moreover be
administered in combination  with one or more
antiobesity agents or appetite-controlling active 10
ingredients. In a further embodiment, the compounds of
the formula I are administered  in combination with
CART modulators (see "Cocaine-amphetamine- regulated
transcript influences energy metabolism, anxiety and
gastric 15 emptying in mice" Asakawa, A, et al., M.:
Hormone and Metabolic  Research (2001), 33(9),
554-558), NPY antagonists, e.g. naphthalene-1-
sulfonic acid
{4-[(4-aminoquinazolin-2-ylamino)methyl]cyclohexyl-
methyl}amide; hydrochloride (CGP 71683A)), MC4
agonists (e.g. 1-amino- 1,2,3,4-tetrahydronaphthalene
-2-carboxylic acid [2-(3a-benzyl-2-methyl-3 20
oxo-2,3,3a,4,6,7-
hexahydropyrazolo[4,3-c]pyridin-5-yl)-1-(4-chloropheny
l)- 2-oxoethyl] -amide; (WO 01/91752)), orexin
antagonists (e.g. 1-(2- methylbenzoxazol-6-yl)-3-
[1,5]naphthyridin-4-ylurea; hydrochloride (SB-
334867-A)),  H3 agonists
(3-cyclohexyl-1-(4,4-dimethyl-1,4,6,7-
tetrahydroimidazo[4,5-c ]pyridin-5-yl)propan-1-one
oxalic acid salt (WO 25 00/63208)); TNF agonists, CRF
antagonists (e.g. [2-methyl-9-(2,4,6-
trimethylphenyl)-9H
-1,3,9-triazafluoren-4-yl]dipropylamine (WO
00/66585)),  CRF BP antagonists (e-g. urocortin),
urocortin agonists, 03 agonists (e.g. 1-
(4-chloro-3-methanesulfonylmethylphenyl)-2-[2-(2,3-dim
ethyl-1 H-indol-6- yloxy)ethylam  ino] -ethanol
hydrochloride (WO 01/83451)), MSH 30
(melanocyte-stimulating hormone) agonists, CCK-A
agonists (e.g. {2-[4-(4- chloro-2,5-dimethoxyphenyl
)-5-(2-cyclohexylethyl)thiazol-2-ylcarbamoyl]-
5,7-dimethylindol-1-yl?acetic acid trifluoroacetic
acid salt (WO 99/15525)),  



serotonin reuptake inhibitors (e.g. dexfenfluramine),
mixed sertoninergic  and noradrenergic compounds (e.g_
WO 00/71549), 5HT agonists e.g. 1-(3 35
ethylbenzofuran-7 -yl)piperazine oxalic acid salt (WO
01/09111), bombesin  agonists, galanin antagonists,
growth hormone (e.g. human growth  hormone), growth
hormone-releasing compounds (6-benzyloxy-l-(2-
diisopropylaminoethylcarbamoyl )-3,4-dihydro-1
H-isoquinoline-2-carboxylic  acid tert-butyl ester (WO
01/85695)), TRH agonists (see, for example, EP 0 68
462 884), uncoupling protein 2 or 3 modulators, leptin
agonists (see, for  example, Lee, Daniel W.; Leinung,
Matthew C.; Rozhavskaya-Arena,  Marina; Grasso,
Patricia. Leptin agonists as a potential approach to
the  treatment of obesity. Drugs of the Future (2001),
26(9), 873-881), DA 5 agonists (bromocriptine,
Doprexin), lipase/amylase inhibitors (e.g. WO
00/40569), PPAR modulators (e.g. WO 00/78312), RXR
modulators or TR- (3 agonists. In one embodiment of
the invention, the other active ingredient is leptin;
10 see,. for example, "Perspectives in the therapeutic
use of leptin", Salvador, Javier; Gomez-Ambrosi,
Javier; Fruhbeck, Gema, Expert Opinion on
Pharmacotherapy (2001), 2(10), 1615-1622. In one
embodiment, the other active ingredient is
dexamphatamine or  15 amphetamine. In one embodiment,
the other active ingredient is fenfluramine or
dexfenfluramine. 20 In another embodiment, the other
active ingredient is sibutramine or the  mono- and
bisdemethylated active metabolites of sibutramine. In
one embodiment, the other active ingredient is
orlistat. 25 In one embodiment, the other active
ingredient is mazindol or phentermine. In one
embodiment, the compounds of the formula I are
administered in  combination with bulking agents,
preferably insoluble bulking agents (see,  for
example, carob/Caromax(r) (Zunft H J; et al., Carob
pulp preparation for 30 treatment of
hypercholesterolemia, ADVANCES IN THERAPY (2001 Sep-
Oct), 18(5), 230-6.) Caromax is a carob-containing
product from  Nutrinova, Nutrition Specialties & Food
Ingredients GmbH, Industriepark  Hochst , 65926
Frankfurt/Main)). Combination with Caromax(r) is
possible in  one preparation or by separate
administration of compounds of the formula 35 I and
Caromax(r). Caromax(r) can in this connection also be
administered in  the form of food products such as,
for example, in bakery products or  muesli bars. 69 CH
ONH  cH3 JTT-705 CH3 NO-1886 JTT-501 SB-204990 



HOF v -OH The present compounds may additionally be
administered in combination  with one or more
antihypertensive active ingredients. Examples of anti
hypertensive active ingredients are beta blockers such
as alprenolol,  atenol, timolol, pindolol, propanolol
and metoprolol, ACE (angiotensin  converting enzyme)
inhibitors such as, for example, benazepril,
captopril,  enalapril, fosinopril, lisinopril,
quinapril and rampril, calcium channel CH3 70 blockers
such as nifedipine, felodipine, nicardipine,
isradipine, nimodipine,   diltiazem and verapamil, and
alpha blockers such as  doxazosin, urapidil,  prazosin
and terazosin. Reference may furthermore be made to
Remington: The Science and Practice of Pharmacy, 19th
edition, Gennaro, 5 editor, Mack Publishing Co.,
Easton, PA, 1995. It will be appreciated that every
suitable combination of the compounds of  the
invention with one or more of the aforementioned
compounds and  optionally one or more other
pharmacologically active substances is to be 10
regarded as covered by the scope of protection of the
present invention. 15 Examples  The efficacy of the
compounds was tested as follows:  Biological test
model: The anorectic effect was tested on female NMRI
mice. After withdrawal of  food for 17 hours, the test
product was administered by gavage. The 20 animals
were housed singly with free access to drinking water
and were  offered condensed milk 30 minutes after
administration of the product. The  condensed milk
consumption was determined every half hour for 7
hours,  and the general wellbeing of the animals was
observed. The measured milk  consumption was compared
with the vehicle-treated control animals. 25 Table 1:
Anorectic effect measured as the reduction in the
cumulative milk  consumption of treated compared with
control animals ExampleOralNumber ofNumber ofReduction
in doseanimals/-animals/-the cumulative milkcumulative
milkcumulative [mg/kg]consumption ofconsumption ofmilk
the treatedthe controlconsumption animalsanimalsas %
of the control N/[ml]N/[ml]  Example 4305/3.555/1.7650
Example 13305/3.705/1.3464 71 DESCRIPTION OF
EXPERIMENTS 5 Functional measurements to find IC50
values 



The cloning of the cDNA for the human MCH receptor,
preparation of a  recombinant HEK293 cell line which
expresses the human MCH receptor,  and functional
measurements with the recombinant cell line took place
in 10 analogy to the description by Audinot et al. (J.
Biol. Chem. 276, 13554- 13562, 2001). A difference
from the reference was, however, the use of the
plasmid pEAK8 from EDGE Biosystems (USA) to construct
the expression  vector. The host used for the
transfection was a transformed HEK cell line  named
"PEAK Stable Cells" (likewise from EDGE Biosystems).
The 15 functional measurements of the cellular calcium
flux after addition of  agonist (MCH) in the presence
of ligand of the invention took place with the  aid of
the FLIPR apparatus from Molecular Devices (USA) using
the  protocols of the apparatus manufacturer. 20 The
examples and preparation methods detailed below serve
to illustrate  the invention without, however,
restricting it. The compounds of the formula I of the
invention can be prepared with the  aid of reactions
which are known in principle. For example, the
compounds 25 were obtained in accordance with the
following general reaction schemes. 72 NR1Rz H2,
Pd(OH)2 K2CO3, DMF Method B Method C NR1R2 A A R' RI =
H Alkyl-X, NaH  Method F R1 = Alkyl 3 (for R2 = Ac,
Boc) COI, NHR3R4 R9` Method A N  R4z R3COOH, TOTE!
Method E R3 0 NHR, R2COOH  TOTES Method E NR1R2 NRkR2
R' R2=AC  R2=H  R2=Boc  



R2 = H A NaOH  Method D TFA  Method G Other compounds
of the invention can be obtained by further routes
which  are outlined by way of example in the following
scheme. 73 A A 1) HO 2) R3-X, Cs2CO3  Method H NR1R2
R3COCI Method Q R3 NR1R2  N NR1R2  NR1H  O=CR2R3 }
Methods N, M, K R" R" R" R NR1R2  74 Yet other
examples were obtained as indicated in the following
scheme. HNRI R2 Method L Y HO 1) Nu- 2) MOH  Methods P
3) A, Methods E (M = Metal Nu- = nucleophile) NR1R2
Method R R" 



Descriptions of the general methods used are to be
found by way of  example described at the following
places: Methods A, B and C in example 1;  10 Method D
in example 2; Method E in example 3; Method E-a in
example 275;  15 Method E-b in example 286; R1 NR1R2
NR1 R2 75 Method F in example 4;  Method F-a in
example 264; 5 Method G in example 15; Method H in
example 237;  Method H-a in example 298;  Method I in
example 238;  Method J in example 245; 10 Method J-a
in example 297;  Method K in example 250;  Method L in
example 254;  Method M in example 274;  Method N in
example 277; 15 Method 0 in example 279;  Method O-a
in example 292;  Method O-b in example 280;  Method P
in example 285;  Method Q in example 290; 20 Method R
in example 309. General explanations a) Mode of
drawing the structural formulae 25 Only non-hydrogen
atoms are depicted for clarity in the structural
formulae  of the given examples. 76  In tables 6-13,
enantiomer-enriched compounds are identified by a
marked  hydrogen atom on the stereogenic center.
Unless expressly noted  otherwise, the
enantiomer-enriched examples shown have the (R)
configuration on the 3-aminopyrrolidine stereocenter.
5 b) Salt forms Many of the compounds of the invention
are bases and can form salts with  appropriately
strong acids. In particular, after purification of the
compounds  by HPLC chromatography using a
trifluoroacetic acid-containing mobile 10 phase they
may be in the form of hydrotrifluoroacetates. These
can be  converted into the free bases shown by simple
treatment of a solution of  



the salts for example with sodium carbonate solution.
c) Units of the characterizing data 15 The unit of the
stated molecular weight is "g/mol". Peaks observed in
the  mass spectrum are indicated as the integral
quotient of the molar molecular  ion mass and the
charge of the molecular ion (m/z). Example 1 20
N-Methyl-N-(1-{4-[3-(4-phenoxyphenyl)ureido]phenyl}pyr
rolid in- 3-yl)acetamide Method A 25 A solution of
4-phenoxyaniline (3.33 g) in DMF (10 ml) was added
dropwise  to a solution of carbonyldiimidazole (2.92
g) in DMF (12 ml) cooled to 0C.  After 30 minutes,
N-[1-(4-aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
(3.80 g) in DMF (10 ml) was added dropwise. The
reaction solution was  kept initially at room
temperature for 2 hours and then at 80C for 30 30
minutes. The mixture was added dropwise to water (600
ml) and the  resulting precipitate was filtered off
with suction and washed with water.  Alternatively,
the product can also be extracted with ethyl acetate
and 77 purified by chromatography after concentration.
This resulted in the product  with the molecular
weight of 444.54  (C26H28N403); MS (ESI): 445  (M+H+).
5 N-[1 -(4-Aminophenyl)pyrro lid
in-3-yl]-N-methylacetam ide  Method B A suspension of
N-methyl-N-[l-(4-nitrophenyl)
pyrrolidin-3-yl]acetamide  (3.5 g) and palladium(ll )
hydroxide (20% on carbon; 0.9 g) in ethanol  (150 ml)
and ethyl acetate (300 ml) was vigorously stirred
under a 10 hydrogen atmosphere (atmospheric pressure)
for 3 hours. The catalyst was  then removed by
filtration, and the filtrate was concentrated. This
resulted  in the product with the molecular weight of
233.32  (C13H19N30); MS  (ESI): 234 (M+H+). 15
N-Methyl-N-[1-(4-nitrophenyl
)pyrrolidin-3-yl]acetamide  Method C
4-Fluoronitrobenzene  (25.0 g) was slowly added to a
suspension of  N-methyl-N-pyrrolidin-3-ylacetamide
(25.2 g) and cesium carbonate  (57.6 g) in DMF (300
ml). After 2 hours, the reaction mixture was poured 20
into water, and the resultant precipitate was filtered
off with suction.  Alternatively, the product can also
be extracted with ethyl acetate and  purified by
chromatography after concentration. This results in
the product  with the molecular weight of 263.30 (Cl
31-11 7N303): MS (ESI): 264  (M+H+). 25 Example 2
1-[4-(3-Methylaminopyrrolidin-1-yl)phenyl]-3-(4-phenox
yphenyl)urea N H 30 



Method D A mixture of
N-methyl-N-(1-{4-[3-(4-phenoxyphenyl)ureido]phenyl}pyr
roldin- 3-yl)acetamide (6.0 g), ethanol (250 ml),
water (60 ml) and sodium  hydroxide solution (10 M; 80
ml) was heated under reflux for 12 hours. The 35
alcohol was distilled out and the resulting
precipitate was filtered off with 78 suction and
washed with dichloromethane. Additional product was
obtained  by concentration of the organic phase and
chromatography (silica gel,  dichloromethane/methanol
9:1 with 1 % triethylamine). This resulted in the
product with the molecular weight of 402.50
(C24H26N402); MS (ESI): 403  5 (M+H+). Example 3
N-Methyl-N-(1-{4-[3-(4-
phenoxyphenyl)ureido]phenyl}pyrrolidin-3-yl)-
2-phenylacetamide  10 Method E TOTU (327 mg) was added
to a solution of  1-[4-(3-methylaminopyrrolidin- 15
1-yl)phenyl]-3-(4-phenoxyphenyl)urea (402 mg) in DMF
(3 ml) at 0C. After  10 minutes,  Hunig's base (130
mg) and then a solution of phenylacetic acid  (136 mg)
in DMF (1 ml) was added. After a reaction time of 12
hours at  room temperature, water was added to the
mixture, and it was extracted  with ethyl acetate. The
organic phase was dried over magnesium sulfate 20 and
concentrated. The residue was purified by preparative
HPLC. This  resulted in the product with the molecular
weight of 520.64  (C32H32N403);  MS (ESI): 521 (M+H+)
as hydrotrifluoroacetate. 25 Example 4
(R)-N-Methyl-N-(1-{4-[3-(4-phenoxyphenyl)ureido]phenyl
}pyrrolidin- 3-yl)acetamide  .30
(R)-N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-
methylacetamide was reacted 79 with 4-phenoxyaniline
by method A. This resulted in the product with the
molecular weight of 444.54 (C26H28N403); MS (ESI): 445
(M+H+). (R)-N-[1-(4-Aminophenyl)pyrrolid i
n-3-yl]-N-methylacetamide 5
(R)-N-Methyl-N-[1-(4-nitrophenyl)pyrrolidin-3-ylacetam
ide was  hydrogenated by method B. This resulted in
the product with the molecular  weight of 233.32
(C13H19N30);  MS (ESI): 234 (M+H+).
(R)-N-Methyl-N-[1-(4-nitrophenyl
)pyrrolidin-3-yl]acetamide 10 Method F
(R)-N-[1-(4-Nitrophenyl)pyrrolidin-3-ylacetamide (1.3
g) was added in  portions to a suspension of sodium
hydride (50% in oil; 0.25 g) in DMF  (50 ml). After
gas evolution had ceased, iodomethane (0.82 g) was
added. 15 After one hour, the reaction mixture was
cautiously hydrolyzed with water  and extracted with
ethyl acetate. The organic phase was dried over
magnesium sulfate and concentrated. This resulted in
the product with the  



molecular weight of 263.30 (C13H17N303); MS (ESI): 264
(M+H+). 20
(R)-N-[1-(4-Nitrophenyl)pyrrolidin-3-yl]acetamide
(R)-N-pyrro lid in-3-ylaceta mide was reacted with
4-fluoronitro benzene by  method C. This resulted in
the product with the molecular weight of 249.27
(C12H15N303); MS (ESI): 250 (M+H+). 25 Example 5
(S)-N-Methyl-N-(1-{4-[3-(4-phenoxyphenyl)ureido]phenyl
}pyrrolid in- 3-yl)acetamide 30 The sequence described
in example 4 was applied to (S)-N-pyrrolidin-
3-ylacetamide. This resulted in the product with the
molecular weight of  444.54 (C26H28N403); MS (ESI):
445 (M+H+). 80 Example 6 (R)-1
-[4-(3-Methylaminopyrrolidin-1
-yl)phenyl]-3-(4-phenoxyphenyl)urea 5
(R)-N-Methyl-N-(1-{4-[3-
(4-phenoxyphenyl)ureido]phenyl}pyrrolidin-
3-yl)acetamide was reacted by method D. This resulted
in the product with  the molecular weight of 402.50
(C24H26N402); MS (ESI): 403 (M+H+). 10 Example 7 (S)-1
-[4-(3-Methylaminopyrrolidin-1
-yl)phenyl]-3-(4-phenoxyphenyl)urea 15
(S)-N-Methyl-N-(1-{4-[3-(4-phenoxyphenyl)ureido]phenyl
}pyrrolidin- 3-yl)acetamide was reacted by method D.
This resulted in the product with  the molecular
weight of 402.50 (C24H26N402); MS (ESI): 403 (M+H+).
20 Example 8
(R)-N-(1-{4-[3-(4-Cyclopentyloxyphenyl)ureido]phenyl}p
yrrolidin-3-yl)-N- methylacetamide 25 (R)-N-[l
-(4-Amino ph e n yl) pyrrol id i n-3-yl)- N-m ethyl
acetam ide was reacted 81 with 4-cyclopentyloxyaniline
by method A. This resulted in the product with  the
molecular weight of 436.56 (C25H32N403); MS (ESI): 437
(M+H+).
(S)-N-(1-{4-[3-(4-cyclopentyloxy-phenyl)-ureido]-pheny
l}-pyrrolidin-3-yl)-N- 5 methyl-acetamide was obtained
analogously from (S)-N-[I-(4-amino phenyl)-pyrrolid i
n-3-yl]-N-methyl-acetamide. 4-Cyclopentyloxyaniline  A
mixture of 4-nitrophenol (63.7 g), bromocyclopentane
(68.2 g), potassium 10 carbonate (63.3 g) and DMF (300
ml) was heated at 80C for 24 hours.  After cooling, it
was diluted with water and extracted with ethyl
acetate. The  organic phase was washed with water,
dried over magnesium sulfate and  concentrated. The
residue was hydrogenated by method B. This resulted in
the product with the molecular weight of 177.25 (C11
H15NO); MS (ESI): 15 178 (M+H+). 



Example 9
1-(4-Cyclopentyloxyphenyl)-3-[4-(3-methylaminopyrrolid
in-I -yl)phenyl]urea 20 H  N
N-(1-{4-[3-(4-Cyclopentyloxyphenyl)ureido]phenyl}pyrro
lid in-3-yl)-N- methylacetamide was reacted by method
D. This resulted in the product 25 with the molecular
weight of 394.52 (C23H30N402); MS (ESI): 395  (M+H+).
(R)- and
(S)-1-(4-cyclopentyloxy-phenyl)-3-[4-(3-methylamino-py
rrolidin-1- yl)-phenyl]-urea was obtained analogously
from (R)- and (S)-N-(1-{4-[3-(4 30
cyclopentyloxy-phenyl)-ureido]-phenyl}-pyrrolidin-3-yl
)-N-methyl-acetamide. Example 10. Ethyl
(1-{4-[3-(4-Cyclopentyloxyphenyl)ureido]phenyl}pyrroli
din-3-yl)methyl- carbamate 35 82 Ethyl chloroformate
(8 l) was added dropwise to a solution of 1-(4
cyclopentyloxyphenyl)-3 -[4-(3-methylaminopyrro lid
in- 1 -yl)phenyl]urea  5 (20 mg) and Hunig's base (10
mg) in dichloromethane (3 ml). After 12 hours, the
reaction mixture was concentrated and the residue was
purified by preparative HPLC. This resulted in the
product with the  molecular weight of 466.59
(C26H34N404); MS (ESI): 467 (M+H+) as  hyd rotrif l uo
roacetate. 10 Example 11  1-(1-{4-[3-(4-
Cyclopentyloxyphenyl)ureido]phenyl}pyrrolidin-3-yl)-3-
ethyl-1- methylurea  15 Ethyl isocyanate (7 .I) was
added dropwise to a solution of 1-(4-cyclo-
pentyloxyphenyl)
-3-[4-(3-methylaminopyrrolidin-1-yl)phenyl]urea (20
mg)  and Hunig's base (10 mg) in dichloromethane (3
ml). After 12 hours, the 20 reaction mixture was
concentrated and the residue was purified by
preparative HPLC. This resulted in the product with
the molecular weight of  465.60 (C26H35N503); MS
(ESI): 466 (M+H+) as hydrotrifluoroacetate. 25 Example
12
1-(4-Cyclopentyloxyphenyl)-3-(4-{3-[methyl-((R)-5-oxo-
pyrrolidin-2-
ylmethyl)amino]pyrrolidin-1-yl}phenyl)urea 83
(R)-5-Bromomethylpyrrolidin -2-one (15 mg) was added
to a suspension of  1
-(4-cyclopentyloxyphenyl)-3-[4-(3-methyaminopyrrolid
in-1-yl)phenyl]urea 5 (30 mg) and potassium carbonate
(20 mg) in DMF (3 ml). After 2 hours, the  reaction
mixture was filtered and concentrated, and the residue
was  purified by preparative HPLC. This resulted in
the product with the  molecular weight of 491.64
(C28H37N503); MS (ESI): 492 (M+H+) as
hydrotrifluoroacetate. 



10 Example 13 4-(4-Ch lorophenyl)piperidine
-1-carboxylic acid {4-[3-(acetyl methylami no)-
pyrrolidin-1-yl]phenyl}amide  15 Cl
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  carbonyldiimidazol e and then with
4-(4-chlorophenyl)piperidine by 20 method A. This
resulted in the product with the molecular weight of
455.00  (C25H31 CIN4O2);  MS (ESI): 455 (M+H+). (R)-
and (S)-4-(4-chlorophenyl) piperidine-1-carboxylic
acid {4-[3-(acetyl- methylamino)pyrrolidin-1-yl
]phenyl}amide were obtained analogously from  (R)- and
(S)-N-[1-(4-am inophenyl)pyrrolid
in-3-yl]-N-methyacetamide. 25 Example 14 tert-Butyl
(R)-[1-(4-{[4-(4-
chlorophenyl)piperidine-1-carbonyl]amino}-
phenyl)pyrrolidin-3-yl]methy lcarbamate tert-Butyl
(R)-[1-(4-aminophenyl )pyrrolidin-3-yl]methylcarbamate
was  reacted with carbonyldiimidazol e and then with
4-(4-chlorophenyl)pi pe ridine 5 by method A. This
resulted in the product with the molecular weight of
513.09  (C28H37CIN403); MS (ESI): 513 (M+H+).
tert-Butyl (R)-[1-(4-amino p henyl)pyrro lid i
n-3-yl]m ethyl ca rbamate 10 tert-Butyl (R)-methyl-[1
-(4-n itrop he nyl)pyrro lid i n-3-yl]ca rbamate was
hydrogenated by method B. This resulted in the product
with the molecular  weight of 291.40  (C16H25N302); MS
(ESI): 292 (M+H+). 15 tert-Butyl (R)-methyl-[1-
(4-nitrophenyl)pyrrolidin-3-yl]carbamate tert-Butyl
(R)-[1 -(4-n itrophenyl)pyrrolidin-3-yl]carba mate was
alkylated with  iodomethane by method F. This resulted
in the product with the molecular  20 weight of 321.38
(C16H23N304); MS (ESI): 322 (M+H+). tent-Butyl
(R)-[1-(4-nitrophenyl)pyrrolidin-3-yl]carbamate 25
tert-Butyl (R)-pyrrolidin-3-ylcarbamate was reacted
with 4-fluoronitro- benzene by method C. This resulted
in the product with the molecular  weight of 307.35
(C1 5H21 N304); MS (ESI): 308 (M+H+). 30 Example 15
(R)-4-(4-Ch to rophenyl)piperidine-l -carboxylic acid
[4-(3-methylamino- pyrrolidin-1-yl)phenyl]amide 85 C1
Method G NCH 5 Trifluoroacetic acid (6.67 g) was added
to a solution of tert-butyl (R)-[1-(4- {[4-(4-
chlorophenyl)piperid
in-1-carbonyl]amino}phenyl)pyrrolidin-
3-yl]methylcarbamate (1.5 g) in dichloromethane (50
ml). After 3 hours,  volatile fractions were removed
and the residue was taken up in  



dichloromethane. After washing with sodium carbonate
solution, the 10 organic phase was dried over
magnesium sulfate and concentrated. This  resulted in
the product with the molecular weight of 412.97
(C23H29CIN40); MS (ESI): 413 (M+H+). Example 16 15
4-(4-Chlorophenyl)piperidine-1-carboxylic acid
(4-{(R)-3-[methyl-(1-methyl-
piperidin-3-ylcarbonyl)amino]pyrrolidin-1-yl}phenyl)am
ide Cl 20 (R)-4-(4-Ch lo ro ph enyl)p ipe rid i ne- 1
-carboxylic acid [4-(3-methylamino-
pyrrolidin-1-yl)phenyl]amide was reacted with
1-methylpiperidine-3- carboxylic acid by method E.
This resulted in the product with the molecular
weight of 538.14 (C30H40CIN502); MS (ESI): 538 (M+H+).
25 Example 17 4-(4-Ch
lorophenyl)piperidine-1-carboxylic acid
(4-(R)-{3-[methyl-(2-
piperidin-1-ylacetyl)amino]pyrrolidin-1-yl}phenyl)amid
e 86 C1 (R)-4-(4-Chlorophenyl)piperidine-l-carboxylic
acid [4-(3-methylamino- pyrrolidin-1 -yl)phenyl]amide
was reacted with piperidin-l-ylacetic acid by 5 method
E. This resulted in the product with the molecular
weight of 538.14  (C30H40CIN502) ; MS (ESI): 538
(M+H+). Example 18 10 4-(4-Ch lorophenyl)piperidine
-l-carboxylic acid (4-(R)-{3-[methyl-(2-oxo-
thiazolidine-4-carbonyl) amino]pyrrolidin-1
-yl}phenyl)amide C1 (R)-4-(4-Chlorophenyl)piperidin -l
-carboxylic acid [4-(3-methylamino- 15
pyrrolidin-1-yl)phenyl]amide was reacted with
2-oxothiazolidine 4-carboxylic acid by method E. This
resulted in the product with the  molecular weight of
542.10  (C27H32C1N503S); MS (ESI): 542 (M+H+). 20
Example 19 (R)-4-(4-Chlorophenyl)piperidine -l
-carboxylic acid (4-{3-[methyl-(2,2,2-
trifluoroacetyl)amino]pyrrolidin-l-yl}phenyl)amide Cl
25 (R)-[N-[l
-(4-aminophenyl)pyrrolidin-3-yl]-2,2,2-trifluoro-N-met
hylacetamide  was reacted with carbonyldiimidazole and
then with 4-(4-chlorophenyl)- piperidine by method A.
This resulted in the product with the molecular 87
weight of 508.98 (C25H28CIF3N402); MS (ESI): 509
(M+H+). (R)-[N-[1-(4-Ami nophenyl)pyrro lid
in-3-yl]-2,2,2-trifluoro-N-methylacetamide 5
(R)-2,2,2-Trifluoro-N-methyl-N-[1-(4-nitrophenyl)pyrro
lid i n-3-yl] aceta mid e  was hydrogenated by method
B. This resulted in the product with the  molecular
weight of 287.29 (C13H16F3N30); MS (ESI): 288 (M+H+).
10
(R)-2,2,2-Trifluoro-N-methyl-N-[1-(4-nitrophenyl)pyrro
lidin-3-yl]acetamide 



Trifluoroacetic anhydride (0.5 ml) was added dropwise
to a solution of
(R)-methyl-[1-(4-nitrophenyl)pyrrolidin-3-yl]amine
(0.48 g) in pyridine (2 ml).  After 3 hours, the
reaction mixture was diluted with water and extracted
15 with ethyl acetate. The organic phase was washed
with citric acid solution,  dried over magnesium
sulfate and concentrated. This resulted in the
product with the molecular weight of 317.27
(C131-114F31\1303); MS (ESI):  318 (M+H+). 20
(R)-Methyl-[1-(4-nitrophenyl)pyrrolidin-3-yl]amine A
solution of tert-butyl (R)-methyl-[1-(4-nitro
phenyl)pyrrolidin-3-yl]- carbamate (0.7 g) in
dichloromethane (5 ml) was treated with
trifluoroacetic  acid (3 ml) for 1 hour. The reaction
solution was concentrated and the 25 residue was taken
up in dichloromethane. After washing with sodium
carbonate solution, the organic phase was dried over
magnesium sulfate  and concentrated. This resulted in
the product with the molecular weight of  221.26 (C11
H1 5N302); MS (ESI): 222 (M+H+). 30 Example 20
4-(4-Chlorophenyl)piperidine-1-carboxylic acid
{4-[3-(acetylmethylamino)- pyrrolidin-I
-yl]phenyl}methylamide 35 88 Cl
4-(4-Chlorophenyl)piperidine -1-carboxylic acid
{4-[3-(acetyl methylamino)- pyrrolidin-1-yl]pheny
l}amide was reacted with iodomethane by method F.  5
This resulted in the product with the molecular weight
of 469.03 (C26H33CIN4O2);  MS (ESI): 469 (M+H+).
Example 21 10 (R)-4-(4-Ch
lorophenyl)piperidine-1-carboxylic acid
(4-{3-[acetyl-(2- diethylaminoethyl)amino]pyrrolid
in-1-yl}phenyl)amide Cl 15
(R)-N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-(2-d
iethylaminoethyl)acetamide  was reacted with
4-(4-chlorophenyl)piperidine by method A. This
resulted in  the product with the molecular weight of
540.15 (C30H42CIN502); MS  (ESI): 540 (M+H+). 20
(R)-N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-(2-d iethyl
ami n oethyl)aceta mid e  (R)-N-(2-Diethyla mi
noethyl)-N-[1-(4-nitrophenyl)pyrro lid in-3-yl]acetam
ide  was hydrogenated by method B. This resulted in
the product with the  molecular weight of 318.47
(C181-130N40); MS (ESI): 319 (M+H+). 25
(R)-N-(2-Diethylaminoethyl)-N-[1-(4-nitrophenyl)pyrrol
idin-3-yl]acetamide
(R)-N-[1-(4-nitrophenyl)pyrrolidin-3-yl]acetamide was
reacted with 30 2-chloroethyldiethylamine by method F.
This resulted in the product with  the molecular
weight of 348.45 (C18H28N4O3); MS (ESI): 349 (M+H+).
89 Example 22 



I -[4-(3-Dimethylaminopyrrolid
in-l-yl)phenyl]-3-(4-phenoxyphenyl)urea 5
Dimethylpyrrolidin-3-ylamine  was reacted with
4-fluoronitro benzene, the  resulting nitro compound
was reduced with hydrogen and finally the aniline  was
reacted with CDI and  4-phenoxyaniline by method A, B
and C. This 10 resulted in the product with the
molecular weight of 416.53 (C25H28N402);  MS (ESI):
417 (M+H+). Example 23  N-{4-[3-(Acetylmethylamino
)pyrrolidin-1-yl]phenyl}-2-(4-isobutoxy- 15
phenyl)propionamide N-[1-(4-aminophenyl) nyl)propionic
acid by method E. This resulted in the product with
the molecular weight of 437.59 (C26H35N303); MS (ESI):
438  (M+H+). 25 Example 24  N-(1-{4-[3-(4-
Cyclopentyloxyphenyl)ureido]phenyl}pyrrolidin-3-yl)ace
tamide 90 N-Pyrrolidin-3-ylacetamide was reacted with
4-fluoronitrobenzene, the  resulting nitro compound
was reduced with hydrogen and finally the aniline 5
was reacted with CDI and 4-cyclopentyloxyaniline by
method A, B and C.  This resulted in the product with
the molecular weight of 422.53  (C24H30N403); MS
(ESI): 423 (M+H+). (R)- and (S)-N-
(1-{4-[3-(4-cyclopentyloxyphenyl)ureido]phenyl}pyrroli
din-3- 10 yl)acetamide were obtained in an analogous
manner starting from (R)- and
(S)-N-pyrrolidin-3-ylacetamide. Example 25 15
N-(1-{4-[3-(4  20 N-Ethyl-N-pyrro lid in-3-ylacetamide
was reacted with 4-fluoronitrobenzene,  the resulting
nitro compound was reduced with hydrogen and finally
the  aniline was reacted with CDI and
4-cyclopentyloxyaniline by method A, B  and C. This
resulted in the product with the molecular weight of
450.59  (C26H34N403); MS (ESI): 451 (M+H+). 25 Example
26 4-(4-Chlorop he nyl)pi pe rid i n- 1 -carboxyl ic
acid {4-[3-(acetyl methyl-
amino)pyrrolidin-1-yl]-3-methylphenyi}amide 91 Cl
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
1-fluoro-2-methyl- 4-nitrobenzene, the resulting nitro
compound was reduced with hydrogen  and finally the
aniline was reacted with CDI and 4-(4
chlorophenyl)piperidine by method A, B and C. This
resulted in the product  with the molecular weight of
469.03 (C26H33CIN402); MS (ESI): 469  (M+H+). 10
Example 27 4-(4-Chlo rop henyl)pi pe rid i ne- 1 -ca
rboxyl ic acid {4-[3-(acetyl methyla mino)- 



pyrrolidin-1-yl)-3-fluorophenyl}amide 15 Cl
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
1,2-difluoro- 4-nitrobenzene, the resulting nitro
compound was reduced with hydrogen 20 and finally the
aniline was reacted with CDI and 4-(4-
chlorophenyl)piperidine by method A, B and C. This
resulted in the product  with the molecular weight of
472.99 (C25H30CIFN402); MS (ESI): 473  (M+H+). 25
Example 28 4-(4-Chlorophenyl)piperidine-1-carboxylic
acid {4-[3-(acetylmethylamino)-
pyrrolidin-1-yl]-2,6-difluorophenyl}amide 92 Cl 0
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
1,3,5-trifluoro-2- nitrobenzene, the resulting nitro
compound was reduced with hydrogen and 5 finally the
aniline was reacted with CDI and
4-(4-chlorophenyl)piperidine by  method A, B and C.
This resulted in the product with the molecular weight
of 490.99 (C25H29CIF2N4O2); MS (ESI): 491 (M+H+). 10
Example 29 4-(4-Chlorophenyl)piperidine-1-carboxylic
acid {4-[3-(acetylmethylamino)-
pyrrolidin-1-yl]-2-methylphenyl}amide Cf 15
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
4-fluoro-2-methyl- 1- nitrobenzene, the resulting
nitro compound was reduced with hydrogen and  finally
the aniline was reacted with CDI and
4-(4-chlorophenyl)piperidine by  method A, B and C.
This resulted in the product with the molecular weight
of 469.03 (C26H33CIN402); MS (ESI): 469 (M+H+). 20
Example 30 4-(4-Chlorophenyl)piperidine-1-carboxylic
acid {4-[3-(acetylmethylamino)- pyrrolidin-I
-yl]-2-fluorophenyl}amide 25 Cl
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
2,4-difluoro-1 93 nitrobenzene, the resulting nitro
compound was reduced with hydrogen and  finally the
aniline was reacted with CDI and
4-(4-chlorophenyl)piperidine by  method A, B and C.
This resulted in the product with the molecular weight
of 472.99 (C25H30CIFN4O2); MS (ESI): 473 (M+H+). 5
Example 31 tert-Butyl
(R)-[1-(5-{[4-(4-Chlorophenyl)piperidin-l-carbonyl]ami
no}pyridin- 2-yl)pyrrolidin-3-yl]methylcarbamate 



10 Cl The synthetic sequence for preparing tert-butyl
(R)-[1-(4-{[4-(4-chloro- phenyl)piperidin-1
-carbonyl]amino}phenyl)pyrrolidin-3-yl]methylcarbamate
15 was carried out starting from
2-chloro-5-nitropyridine instead of
4-fluoronitrobenzene. This resulted in the product
with the molecular weight  of 514.07 (C27H36CIN503);
MS (ES!): 514 (M+H+). Example 32 20
(R)-[4-(4-Chlorophenyl)piperidine-1-carboxylic acid
[6-(3-methylamino- pyrrolid in-l-yl)pyridin-3-yl]amide
Cl 25 tert-Butyl (R)-[l
-(5-{[4-(4-chlorophenyl)piperidine-l
-carbonyl]amino}pyridin-
2-yl)pyrrolidin-3-yl]methylcarbamate was treated with
trifluoroacetic acid by  method G. This resulted in
the product with the molecular weight of 413.95
(C22H28CIN50); MS (ESI): 414 (M+H+). 30 It was
possible to obtain racemic
[4-(4-chlorophenyl)piperidine-1 -carboxylic  acid
[6-(3-methylaminopyrrolidin-yl)pyridin-3-yl]amide in a
similar manner. 94 Example 33
4-(4-Chlorophenyl)piperidine-l-carboxylic acid
{6-[3-(acetylmethylamino)- pyrrolidin-1
-yl]pyridin-3-yl}amide Cl 5
N-Methyl-N-pyrrolidin-3-ylacetamide was reacted with
2-chloro-5-n itro- pyridine, the resulting nitro
compound was reduced with hydrogen and  finally the
aniline was reacted with CDI and
4-(4-chlorophenyl)piperidine by 10 method A, B and C.
This resulted in the product with the molecular weight
of 490.99 (C25H29CIF2N402); MS (ESI): 491 (M-t-H+).
Example 34
1-[4-(4-Dimethylaminopiperidin-1-yl)phenyl]-3-(4-pheno
xyphenyl)urea 15 Dimethylpiperidin-4-ylamine was
reacted with 4-fluoronitrobenzene, the  resulting
nitro compound was reduced with hydrogen and finally
the aniline
([1-(4-aminophenyl)piperidin-4-yi]dimethylamine) was
reacted with CDI and  4-phenoxyaniline by method A, B
and C. This resulted in the product with 20 the
molecular weight of 430.55 (C26H30N402); MS (ESI): 431
(M+H+). Example 35
1-(4-Cyclopentyloxyphenyl)-3-[4-(4-morpholin-4-ylpiper
idin-l-yl)phenyl]urea 25 95 4-Piperidin-4-ylmorpholine
was reacted with 4-fluoronitrobenzene, the  resulting
nitro compound was reduced with hydrogen and finally
the aniline  was reacted with CDI and
4-cyclopentyloxyaniline by method A, B and C. 5 This
resulted in the product with the molecular weight of
464.61  (C27H36N403); MS (ESI): 465 (M+H+). Example 36



10 4-B
utoxy-N-[4-(4-dimethylaminopiperidin-1-yl)phenyl]benza
mide N
([I-(4-Aminophenyl)piperidin-4-yl]dimethylamine) was
reacted with 4- 15 4-butoxybenzoic acid by method E.
This resulted in the product with the molecular weight
of 395.55 (C24H33N302); MS (ESI): 396 (M+H+). Example
37 4-(4-Chlorophenyl)piperidin -1-carboxylic acid
{4-[3-(acetylmethylamino)- 20
azetidin-I-yl]phenyl)amide  Cl N-[1-(4-aminophenyl)
azetidin-3-yl]-N-methylacetamide was reacted with
carbonyldiimidazole and 4-(4-chlorophenyl)piperidine
by method A. This  25 resulted in the product with the
molecular weight of 440.98 (C24H29CIN402); MS (ESI):
441 (M+H+).
N-[1-(4-Aminophenyl)azetidin-3-yl]-N-methylacetamide
30
N-Methyl-N-[1-(4-nitrophenyl)azetidin-3-yl]acetamide
was hydrogenated by method B. This resulted in the
product with the molecular weight of 219.29
(C12H17N3O); MS (ESI): 220 (M+H+). 96
N-Methyl-N-[1-(4-nitrophenyl)azetidin-3-yl]acetamide
N-[1-(4-nitrophenyl)azetidin-3-yl]acetamide was
alkylated with iodomethane  by method F. This resulted
in the product with the molecular weight of 5 249.27
(C12H15N3O3); MS (ESI): 250 (M+H+).
N-[1-(4-Nitrophenyl)azetidin-3-yl]acetamide  Acetic
anhydride (0.6 ml) was added to a solution of
1-(4-nitrophenyl) 10 azetidin-3-ylamine (0.5 g) in
pyridine (1.2 ml). After one hour, volatile  fractions
were removed. This resulted in the product with the
molecular  weight of 235.24 (C11 H1 3N303); MS (ESI):
236 (M+H+). 15 1-(4-Nitrophenyl)azetidin-3-ylamine
tert-Butyl [1-(4-nitro ph enyl)azetid in-3-yl]carba
mate was treated with  trifluoroacetic acid by method
G. This resulted in the product with the  molecular
weight of 193.21 (C9H11 N302); MS (ESI): 194 (M+H+).
20 tert-Butyl
[1-(4-nitrophenyl)azetidin-3-yl]carbamate tert-Butyl
azetid i n-3-ylca rba mate was reacted with
4-fluoronitrobenzene by  method C. This resulted in
the product with the molecular weight of 293.33
(C14H19N3O4); MS (ESI): 294 (M+H+). 25 Example 38
tert-Butyl
[1-(4-{[4-(4-Chlorophenyl)piperidin-1-carbonyl]amino)-
phenyl)azetidin-3-yl]methylcarba mate 30 Cl tert-Butyl
[1-(4-aminophenyl)azetidin-3-yl]methylcarbamate was
reacted  with carbonyldiimidazole and
4-(4-chlorophenyl)piperidine by method A.  35 This
resulted in the product with the molecular weight of
499.06 (C27H35CIN403;  MS (ESI): 499 (M+H+). 



97 tert-Butyl
[1-(4-aminophenyl)azetidin-3-yl]methylcarbamate
tert-Butyl methyl-[1 -(4-n itrophenyl)azetid
in-3-yl}carba mate was 5 hydrogenated by method B.
This resulted in the product with the molecular
weight of 277.37 (C15H23N302); MS (ESI): 278 (M+H+).
tert-Butyl methyl- [ 1 -(4-n itro ph enyl)azetid i
n-3-yl]ca rb am ate 10 tert-Butyl [1 -(4-nitrop hen
yl)azetid i n-3-yl]carba mate was alkylated with
iodomethane by method F. This resulted in the product
with the molecular  weight of 307.35 (C15H21 N304); MS
(ESI): 308 (M+H+). 15 Example 39
4-(4-Chlorophenyl)piperidin-1-carboxylic acid
[4-(3-methylaminoazetid in- 1-yl)phenyl]amide Cl 20
tert-Butyl [1 -(4-{[4-(4-chlorophenyl)piperidin-l
-carbonyl]amino}- phenyl)azetidin-3-yl]methylcarba
mate was reacted with trifluoroacetic acid  by method
G. This resulted in the product with the molecular
weight of  398.94 (C22H27CIN40); MS (ESI): 399 (M+H+).
25 Example 40
N-Methyl-N-[l-(4-{3-[4-(pyridin-3-yloxy)phenyl]ureido}
phenyl)pyrrolidin- 3-yl]acetamide 30
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with 98 carbonyldiimidazole and then with
4-(pyridin-3-yloxy)phenylamine by  method A. This
resulted in the product with the molecular weight of
445.53  (C25H27N503); MS (ESI): 446 (M+H+). 5 Example
41
N-Methyl-N-(1-{4-[3-(4-piperidin-1-ylphenyl)ureido]phe
nyl}pyrrolidin- 3-yl)acetamide 10 N-[1 -(4-Amino
phenyl )pyrrolid i n-3-yl]- N-methyl aceta mid e was
reacted with  carbonyldiimidazole and then with
4-piperidin-1-ylphenylamine by method A. This resulted
in the product with the molecular weight of 435.57  15
(C25H33N502); MS (ESI): 436 (M+H+). Example 42
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phenyl}-4-p
henoxybenzamide 20
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  4-phenoxybenzoic acid by method E.
This resulted in the product with the  molecular
weight of 429.52 (C26H27N303); MS (ESI): 430 (M+H+).
25 Example 43 N-{4-[3-(Acetylmethylamino)pyrrolidin-I
-yl]phenyl}-4-butoxybenzamide 99 



N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  4-butoxybenzoic acid by method E.
This resulted in the product with the 5 molecular
weight of 409.53 (C24H31  N303); MS (ESI): 410 (M+H+).
Example 44 4-(4-Chlorophenyl)cyclohexanecarboxylic
acid {4-[3-(acetylmethylamino)- 10
pyrrolidin-l-yl]phenyl}amide CI
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  15
4-(4-chlorophenyl)cyclohexanecarboxylic acid by method
E. This resulted in the product with the molecular
weight of 454.02  C26H32CIN302); MS  (ESI): 454
(M+H+), 20 Example 45 N-{4-[3-(Acetyl
methylamino)pyrrolidin-1-yl]phenyl}-3-(4-isopropylphen
yl)- acrylamide  25 N-[1
-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  3-(4-isopropylphe.nyl)acryli c
acid.by method E. This resulted in the product 100
with the. molecular weight of 405.54 (C25H31 N302); MS
(ESI): 406  (M+H+). 5 Example 46 Tetra hyd
rofuran-2-carboxylic acid
(1-{4-[3-(4-cyclopentyloxyphenyl)-
ureido]phenyl}pyrrolidin-3-yl)methylamide 10
1-(4-Cyclopentyloxyphenyl)-3-[4-(3-methylaminopyrrolid
in-1-yl)phenyl]urea  was reacted with
tetrahydrofuran-2-carboxylic acid by method E. This
resulted in the product with the molecular weight of
492.62 (C28H36N404);  MS (ESI): 493 (M+H+). 15 Example
47 1-Acetylpyrrolidin-2-carboxylic acid
(1-{4-[3-(4-cyclopentyloxyphenyl)-
ureido]phenyl}pyrrolidin-3-yl)methylamide 20
1-(4-Cyclopentyloxyphenyl)-3-[4-(3-methylaminopyrrolid
in-1-yl)phenyl]urea  was reacted with
1-acetylpyrrolidine-2-carboxylic acid by method E.
This  resulted in the product with the molecular
weight of 533.68 (C30H39N504);  25 MS (ESI): 534
(M+H+). Example 48 5-Oxopyrrolidine-2-carboxylic acid
(1-{4-[3-(4-cyclopentyloxyphenyl)- 30
ureido]phenyl}pyrrolidin-3-yl)methylamide 101 1
-(4-Cyclopentyloxyphenyl)-3-[4-(3-m ethyla m i no
pyrro lid in-1-yl)phenyl]urea  was reacted with
5-oxopyrrolidine-2-carboxylic acid by method E. This
resulted in the product with the molecular weight of
505.62 (C28H35N504);  MS (ESI): 506 (M+H+). Example 49



10 2-Oxothiazolidine-4-carboxylic acid
(1-{4-[3-(4-cyclopentyloxyphenyl)- .u reid o]
phenyl}pyrro lid in-3-yl)methylamide 15 1 -(4-Cyclo pe
ntyloxyphenyl)-3-[4-(3-methyla m in o pyrro lid i n-1
-yl)phenyl]urea  was reacted with
2-oxothiazolidine-4-carboxylic acid by method E. This
resulted in the product with the molecular weight of
523.66  (C27H33N5O4S); MS (ESI): 524 (M+H+). 20
Example 50 (R)-1-Methylpiperidine-3-carboxylic acid
{1-[4-(4-cyclohexylbenzoyl- amino)phenyl]pyrro lid
in-3-yl}methylamide 25
(R)-4-Cyclohexyl-N-[4-(3-methylaminopyrrolid
in-1-yl)phenyl]benzamide was 102 reacted with
1-methylpiperidine-3-carboxylic acid by method E. This
resulted in the product with the molecular weight of
502.71 (C31 H42N402);  MS (ESI): 503 (M+H+). 5 Example
51 N-(1 -{4-[3-(6-Cyclo pentyloxypyrid
in-3-yl)ureido]phenyl}pyrrolidin-3-yl)-
N-methylacetamide 0,,t aN (III N N 10
N-[1-(4-aminophenyl)pyrrolidin
-3-yl]-N-methylacetamide was reacted with
carbonyldiimidazole  and then 6-
cyclopentyloxypyridin-3-ylamine by  method A. This
resulted in the product with the molecular weight of
437.55  (C24H31 N503); MS (ESI): 438 (M+H+). 15
6-Cyclopentyloxypyridin -3-ylamine A mixture of
5-nitropyridin-2-ol (14.0 g), bromocyclopentane (8.0
g),  potassium carbonate (14 g) and DMF (200 ml) was
heated at 80C for 20 6 hours. After cooling, the
reaction mixture was diluted with water and  extracted
with ethyl acetate. The organic phase was washed with
water,  dried over magnesium sulfate and concentrated.
The residue was purified  by chromatography on silica
gel. The resulting product (2-cyclopentyloxy-
5-nitropyridine) was hydrogenated by method B. This
resulted in the .25 product with the molecular weight
of 178.24 (Cl OH14N20); MS (ESI): 179  (M+H+). Example
52 30 1-(6-Cyclopentyloxypyrid
in-3-yl)-3-[4-(3-methylaminopyrrolid in-1-yl)-
phenyl]urea 103 N-(1 -{4-[3-(6-Cyclopentyloxypyrid
in-3-yl)ureido]phenyll}pyrrolid in-3- yl)-N-
methylacetamide was treated with sodium hydroxide
solution by method D. 5 This resulted in the product
with the molecular weight of 395.51  (C22H29N502);  MS
(ESI): 395 (M+H+). 



Example 53 10 4'-Fluorobipheny l-4-carboxylic acid
{4-[3-(acetyl methylamino)pyrrolIdin-1 -
yl]phenyl}amide  15
N-[1-(4-Aminophenyl)pyrrolidin-3-yl
]-N-methylacetamide was reacted with 4'-
fluorobiphenyl-4 -carboxylic acid by method E. This
resulted in the product with  the molecular weight of
431.51 (C26H26FN302) ; MS (ESI): 432 (M+H+).  Example
54 4'-Trifluoromethylbipheny l-4-carboxylic acid
{4-[3-(acetylmethylamino)- 20
pyrrolidin-1-yl]phenyl}amide
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  25 4'-trifl uorom ethyl bi phe
nyl-4-carboxyl ic acid by method E. This resulted in
104 the product with the molecular weight of 481.52
(C27H26F3N302); MS  (ESI): 482 (M+H+). 5 Examples
55-103
1-(4-Phenoxyphenyl)-3-[4-(3-methylaminopyrrolidin-l-yl
)phenyl]urea was  reacted with various carboxylic
acids by method E. The products are  compiled in table
2. 10 Examples 104-144
1-(4-Cyclopentyloxyphenyl)-3-[4-(3-methylaminopyrrolid
in-1-yl)phenyl]urea  was reacted with various
carboxylic acids by method E. The products are
compiled in table 3. 15 Examples 145-185
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  various carboxylic acids by method
E. The products are compiled in table  20 4. Examples
186-234
N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
was reacted with  carbonyldiimidazole and then with
various amines by method A. The 25 products are
compiled in table 5. U) 0 + A A w CO + T 1M_ 1_ f-
lC,^^ + 
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N-(1-{4-[3-(4-
Cyclopentyloxyphenyl)ureido]phenyl}pyrrolidin-3-yl)-N-
methyl- 2-piperidin-1-yl-acetamide I
-(4-Cyclopentyloxyphenyl)-3-[4-(3-methylaminopyrrol id
in-1-yl)phenyl]urea  was reacted with
piperidin-1-ylacetic acid by method E. This resulted
in the  product with the molecular weight of 519.69
(C30H41 N503); MS (ESI): 520  (M+H+). Example 236 1-
Methylpiperidine-3-carboxylic acid {(R)-1-[5-(4-
cyclohexylbenzoylamino)pyridin-2-yl]pyrrolidin-3-yl}me
thylamide (R)-4-Cyclohexyl-N-[6-(3-methylaminopyrrol
id in-1-yl)pyridin-3-  yl]benzamide was reacted with
1-methylpiperidin-3-carboxylic acid by  method E. This
resulted in the product with the molecular weight of
503.69  (C30H41 N502); MS (ESI): 504 (M+H+). 20
Example 237 N-{4-[3-(Acetyl m ethyl amino)pyrrolidin
-1 -yl]phenyl}-2-(4- butoxyphenyl)propionamide 155
Method H Caesium carbonate (36 mg) and n-butyl bromide
(15 mg) were added to a  solution of
N-{4-[3-(acetylmethylamino)pyrrolidin-l-yl]phenyl}-2-(
4 5 hydroxyphenyl)propionamide (27 mg) in DMF (1 ml).
After a reaction time  of 2 hours at room temperature,
water was added to the mixture, and it was  extracted
with ethyl acetate. The organic phase was dried over
sodium  sulfate and concentrated, and the residue was
crystallized from diethyl  ether/methanol. This
resulted in the product with the molecular weight of
10 437.59 (C26H35N303) ; MS(ESI): 438 (M+H+).
N-{4-[3-(Acetylmethylamino)pyrrolidin -1 -yl]pheny
}-2-(4- hyd roxyphenyl)propionamide
N-[1-(4-Aminophenyl) yrrolidin-3-yl]-N-methylacetamid
was reacted with 2 15 (4-hydroxyphenyl)propionic acid
by method I. This resulted in the product  with the
molecular weight of 381.48 (C22H27N303 ; MS(ESI) : 382
(M+H+). Example 238 20
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phenyl}-2-(
4 isobutoxyphenyl)acetamide N
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phe
l}-2-(4- hydroxyphenyl)acetamide was reacted with
isobutyl bromide by method H. 25 This resulted in the
product with the molecular weight of.423.56
(C25H33N303); MS(ESI): 424 (M+H+). 156
N-{4-[3-(Acetylmethylamino)pyrrolidin-1
-yl]phenyl}-2-(4- hydroxyphenyl)acetamide Method I
4-Hydroxyphenylacetic acid (305 mg),
1-hydroxybenzotriazole (300 mg) 5 and
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide
hydrochloride (480 mg)  



in DMF (5 ml) were stirred with
N-[1-(4-aminophenyl)pyrrolidin-3-yl]-N-
methylacetamide (470 mg) at room temperature for 3
hours. Water was  then added to the mixture, which was
extracted with ethyl acetate. The  organic phase was
washed with saturated sodium chloride solution, dried
10 over sodium sulfate, concentrated and crystallized
from diethyl ether. This  resulted in the product with
the molecular weight of 367.45 (C21 H25N303);
MS(ESI): 368 (M+H+). 15 Example 239
(R)-N-{4-[3-(Acetyl
methylamino)pyrrolidin-l-yl]phenyl}-2-(4-
butoxyphenyl)acetamide 0 -IN
(R)-N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-N-methylaceta
mide was reacted  20 with 4-butoxyphenylacetic acid by
method E. This resulted in the product with the
molecular weight of 423.56 (C25H33N303); MS(ESI): 424
(M+H+). Example 240 25
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phenyl}-2-(
4- cyclopropylmethoxyphenyl)propionamide 157
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phenyl}-2-(
4- hydroxyphenyl)propionamide  was reacted with
bromomethylcyclopropane  by method H. This resulted in
the product with the molecular weight of  435.57
(C26H33N303);  MS(ESI): 436 (M+H+). 5 Example 241
N-{4-[3-(Acetylmethylamino )
pyrrolidin-1-yl]phenyl}-2-(4-
cyclobutylmethoxyphenyl)propionamide 0 10 N
N-{4-[3-(Acetylmethylamino)pyrrolidin-1-yl]phenyl
-2-(4- hydroxyphenyl)propionamide was reacted with
bromomethylcyclobutane  by  method H. This resulted in
a product with the molecular weight 449.60
(C27H35N303)  MS(ESI): 450 (M+H+). 15 Example 242
1-(4-Methoxyphenyl)cyclopropanecarboxyli c acid
{4-[3-(acetyl methyl -
amino)pyrrolidin-1-yl]phenyl}amide  20 N-[1-(4-Amino
phenyl)pyrrolidin-3-yl]-N- methyl acetamide  was
reacted with
1-(4-methoxyphenyl)-1-cyclopropanecarboxylic acid by
method E. This  resulted in the product with the
molecular weight of 407.52 ( C24H29N303);  MS(ESI):
408 (M+H+). 25 158 Example 243 



1-(4-Butoxyphenyl)cyclopropanecarboxylic acid
{4-[3-(acety[methyl  amino)-
pyrrolidin-1-yl]phenyl}amide 5 1 -(4-Hyd
roxyphenyl)cyc lo pro panecarboxyl ic acid
{4-[3-(acetyl methyl- amino)pyrrolidin-1yl]phenyl}
amide was reacted with n-butyl bromide by  method H.
This resulted in the product with the molecular weight
of 449.60  (C27H35N303); MS(ESI): 450 (M+H+). 10
1-(4-Hydroxyphenyl)cyclopropanecarboxylic acid
{4-[3-(a cetyl m ethyl- amino)pyrrolidin-1
-yl]phenyl}amide Boron tribromide-dimethyl sulfide
(460 mg) was added to a solution of 1-(4-
methoxyphenyl)cyclopropanecarboxylic acid {4-[3-
(acetylmethylamino)pyrrolidin-1-yl]phenyl}amide (540
mg) in 15 dichloromethane (5.5 ml) at 0C. After a
reaction time of 12 hours at room  temperature, water
was added to the mixture, the phases were separated,
and the aqueous phase was extracted with
dichloromethane. The  combined organic phases were
dried over sodium sulfate, concentrated  and purified
by chromatography (silica gel, toluene/ethanol/ethyl
acetate 2.0 8:1:1 with addition of 0.1 %
triethylamine). This resulted in the product with  the
molecular weight of 393.49 (C23H27N303); MS(ESI): 394
(M+H+). Example 244 25
(R)-4-(4-Fluorophenyl)piperidine-l-carboxylic acid
{4-[3-(acetylmethyl-
amino)pyrrolidin-1-yl]phenyl}-N-methylamide 159
(R)-4-(4-Fluorophenyl)piperidi  ne-l-carboxylic acid
{4-[3-(acetylmethyl -
amino)pyrrolidin-1-yl]phenyl}amide (22 mg) was added
to a suspension of  sodium hydride (95% in oil; 0.005
g) in DMF (1 ml). After evolution of gas  ceased,
iodomethane  (0.02 ml) was added. After two hours, the
reaction 5 mixture was cautiously hydrolyzed with
water and extracted with  dichioromethane . The
organic phase was dried over magnesium sulfate  and
concentrated, and the residue was crystallized from
pentane. This  resulted in the product with the
molecular weight of 452,58 (C26H33FN402);  MS (ESI)
453 (M+H+). 10 Example 245 5-2-[(2-Fluoro
phenyl)ethynyl]furan -2-carboxylic acid {4-[3- (acetyl
methylamino)pyrrolidin-1-yl]phenyl}amide 15 Method J
Firstly diisopropylamine (14.9 mg) and then a solution
of 5-bromofuran-2- carboxylic acid
{4-[3-(acetylmethylamino)pyrrolid in-1 -yl] phenyl}a
mid e (50.0 mg) and 1-ethynyl-2-fluorobenzene (17.7
mg) in dioxane (0.5 ml) and  20 DMF (0.2 ml) were
added under inert conditions to a suspension of
palladium bis(tri-tert-butylphosphine) dichloride (3.8
mg) and copper(l)  iodide (0.9 mg) in DMF (0.5 ml).
After a reaction time of 12 hours at room
temperature, the mixture was diluted with ethyl
acetate and filtered through  silica gel, and the
filtrate was concentrated and purified by preparative
25 HPLC. This resulted in the product with the
molecular weight of 445.18  



(C26H24FN303); MS(ESI): 446 (M+H+) as
hydrotrifluoroacetate. 5-Bromofuran-2-carboxylic. acid
{4-[3-(acetyl methylamino)pyrrolidin-1-
yl]phenyl}amide 160  N-[1 -(4-Am inophenyl)pyrrolid
in-3-yl]-N -m ethyl acetam id e was reacted with
5-bromo-2-furancarboxylic acid by method E. This
resulted in the product  with the molecular weight of
406.28 (CI8H2OBrN303); MS(ESI): 407  (M+H+). 5 Example
246 5-2-[(4-Fluorophenyl)ethynyl]furan-2-carboxylic
acid {4-[3-
(acetylmethylamino)pyrrolidin-1-yl]phenyl}amide o-k 10
15 20 Cl .5-Bromofuran-2-carboxylic acid
{4-[3-(acetylmethylamino)pyrrolidin-1- yl]phenyl}amide
was reacted with 1-ethynyl-2-chlorobenzene by method
J.  This resulted in the product with the molecular
weight of 461.15  (C2.6H24CIN303); MS(ESI): 462 (M+H+)
as hydrotrifluoroacetate. 5-Bromofuran-2-carboxylic
acid {4-[3-(acetyl methyl amino)pyrrolidin-I -
yl]phenyl}amide was reacted with 1 -ethynyl-4-fl uoro
benzene by method J.  This resulted in the product
with the molecular weight of 445.18  (C26H24FN303);
MS(ESI): 446 (M+H+) as hydrotrifluoroacetate. F
Example 247
5-2-[(2-Chlorophenyl)ethynyl]furan-2-carboxylic acid
{4-[3- (acetylmethylam ino)pyrro lid
in-1-yl]phenyl}amide 161 Example 248
R-4-Butoxy-N-(3-fluoro-4-{3-[(2-hyd
roxy-2-methylpropyl)methylamino]- 5
pyrrolidin-1-yl}-phenyl)benzamide O A solution of
(R)-4-butoxy-N-[3-fluoro-4-(3-methylaminopyrrolidin-1-
yl)phenyl]benzamide (0,03 g) and isobutylene oxide in
ethanol (5 ml) were  heated under reflux for 3 hours.
It was then concentrated in vacuo. This 10 resulted in
the product with the molecular weight of 457.59
(C26H36FN303); MS (ESI): 458 (M+H+). Example 249 15
R-4-Butoxy-N-(3-fluoro-4-{3-[(3-hydroxy-3-
methylbutyl)methylamino]pyrrolidin-1-yl}-phenyl)-N-met
hylbenzamide 0 A solution of (R)-4-butoxy-N-[3-f1
uoro-4-(3-methylaminopyrrolidin-1- yl)phenyl]benzamide
(0.03 g), triethylamine (0.02 g) and 4-bromo-2 20
methylbutan-2-ol (0.03 g) in DMF (2 ml) was heated at
80C for 16 hours.  



After cooling, ethyl acetate (100 ml) was added, the
mixture was washed  with water (2 x 50 ml), and the
organic phase was dried with sodium  sulfate, filtered
and concentrated. The residue was purified by
preparative  HPLC. This resulted in the product with
the molecular weight of 471.62 25 (C27H38FN303); MS
(ESI): 472 (M+H+). 162 4-Bromo-2-methylbutan-2-ol
Methylmagnesium bromide (3M in diethyl ether, 46 ml)
was added to a  solution of ethyl 3-bromopropionate
(10 g) in diethyl ether (100 ml) at room  temperature
under argon. During this, the mixture was kept at
above 20C 5 and below 35C. After 2 hours, the mixture
was poured into a saturated  ammonium chloride
solution. This was followed by extraction with diethyl
ether, drying with sodium sulfate, filtration and
concentration. This resulted  in the desired product.
10 Example 250
R-4-Butoxy-N-[6-(3-dicyclopropylaminopyrrolidin-1-yl)-
pyridin-3- yl]benzamide 15 Method K A solution of
(R)-N-[6-(3-aminopyrrolidin-1-yl)pyridin-3-yl]-4-
butoxybenzamide (0.065 g) in methanol (2 ml) was mixed
with glacial  acetic acid (0.11 ml) and
[(1-ethoxycyclopropyl)oxy]trimethylsilane (0.19 g).
Then sodium cyanoborohydride (0.051 g) was added and
the mixture was 20 heated under reflux for 16 hours.
The mixture was then filtered,  concentrated, taken up
in dichloromethane, washed with sodium hydroxide  (2N;
20 ml) and sodium chloride solution (20 ml), dried
with magnesium  sulfate and concentrated. The residue
was purified by preparative HPLC.  This resulted in
the product with the molecular weight of 434.59 25
(C26H34N402); MS (ESI): 435 (M+H+). Example 251
R-4-Butoxy-N-[6-(3-d
icyclopropylaminopyrrolidin-1-yl)pyridin-3-yl]-N- 30
methylbenzamide 163 1-11-~~o   N  ,-~ N~,N
(R)-4-Butoxy- N- [6-(3-d icyclop ro pyl amino
pyrrolidin-1-yl)pyridin-3- yl]benzamide was methylated
by method F. This resulted in the product  with the
molecular weight of 448.61 (C27H36N402); MS (ESI): 449
5 (M+H+). Example 252
R-4-Butoxy-N-{6-[3-(cyclopropylmethylamino)pyrrolidin-
1-yl]pyridin-3- 10 yl}benzamide (R)-4-B
utoxy-N-[6-(3-methyla mi no pyrro lid i n-I
-yl)pyridin-3-yl]benzamide  



was cyclopropylated by method K. This resulted in the
product with the  molecular weight of 408.551
(C24H32N402); MS (ESI): 409 (M+H+). 15 Example 253
tert-Butyl
{1-[4-(2-amino-4-butoxybenzoylamino)-3-fluorophenyl]py
rrolidin- 3-yl}methylcarbamate 20 tert-Butyl
[1-(4-amino-3-fluorophenyl)pyrrolidin-3-yl]methylcarba
mate was 164  reacted with 4-butoxy-2-nitrobenzoic
acid by method E, followed by  hydrogenation. This
resulted in the product with the molecular weight of
500.62 (C27H37FN404); MS (ESI): 501 (M+H+). 5
4-Butoxy-2-nitrobenzoic acid A solution of
4-fluoro-2-nitrobenzoic acid (1.81 g) in butanol (20
ml) was  mixed with sulfuric acid (3 ml) and stirred
at 110C for 4 hours. Ethyl  acetate (100 ml) was
added, and the mixture was washed with saturated
sodium bicarbonate solution (3 x 50 ml), dried with
sodium sulfate, filtered 10 and concentrated in vacuo.
The residue (2.2 g) was added dropwise at - 10C to a
sodium butoxylate solution prepared from butanol (20
ml) and  sodium hydride (2.18 g) at -10C under argon
and then stirred for 20  hours. Ethyl acetate (100 ml)
was added, and the mixture was washed with  water (2 x
50 ml), dried over sodium sulfate, filtered and
concentrated in 15 vacua The residue was purified by
preparative HPLC. The butyl 4-butoxy- 2-nitrobenzoate
was hydrolyzed with sodium hydoxide (5N; 100 ml) in
ethanol at room temperature for 3 hours. The mixture
was acidified with  hydrochloric acid (1 ON; 100 ml)
and extracted with dichiloromethane, and  the organic
phase was dried over sodium sulfate, filtered and
concentrated. 20 This resulted in the product with the
molecular weight of 239.23  (C11 H13N05); MS (ESI):
240 (M+H+). Example 254 25 N-{4-[3-(7-Azabicyclo[2.2.1
]hept-7-yi)-2-oxopyrrolidin-1-yl]phenyl}-4-
cyclohexyl-N-methylbenzamide Method L A mixture of
N-[4-(3-bromo-2-oxopyrrolidin-1-yl)phenyl]-4-cyclohexy
l-N- 30 methylbenzamide (100 mg), potassium carbonate
(60 mg), 7- azabicyclo[2.2.1]heptane (44 mg) and DMF
(2 ml) was kept at 50C for 6  hours. The mixture was
diluted with water and extracted with ethyl acetate.
165  The organic phase was dried over magnesium
sulfate and concentrated.  The residue was purified by
preparative HPLC. This resulted in the product  with
the molecular weight of 471.65 (C30H37N302); MS (ESI):
472  (M+H+). 5 N-[4-(3-B romo-2-oxo- pyrrolidin-1-yl)
p he nyl]-4-cyclohexyl- N- methylbenzamide
N-(4-Aminophenyl)-4-cyclohexyl-N-methylbenzamide (3.0
g) in acetonitrile  



(30 ml) was mixed with trisodium phosphate (0.95 g)
and, at 0C, 2-bromo- 10 4-chlorobutyryl bromide (2.9
g) was added. After one hour, a solution of sodium
hydroxide (0.85 g) in water (10 ml) was added and the
mixture was  stirred vigorously at room temperature
for 6 hours. The same amount of  sodium hydroxide
solution was then added, and stirring was continued
for  48 hours. The reaction solution was diluted with
water and extracted with 15 ethyl acetate. The organic
phase was dried over magnesium sulfate and
concentrated. The residue was purified by
chromatography on silica gel  (mobile phase ethyl
acetate/heptane 1:2). This resulted in the product
with  the molecular weight of 455.40 (C24H27BrN202);
MS (ESI): 456 (M+H+). 20
N-(4-Aminophenyl)-4-cyclohexyl-N-methylbenzamide
4-Cyclohexylcarboxylic acid (5.0 g) and
4-nitrophenylisocyanate (4.0 g)  were stirred in
toluene (150 ml) for 3 hours and then left to stand
overnight.  The precipitate was filtered off with
suction and washed with diethyl ether.  The resulting
amide was ethylated by method F and hydrogenated by 25
method B. This resulted in the product with the
molecular weight of 308.43  (C20H24N20); MS (ESI): 309
(M+H+). Example 255 30 4-Cyclohexyl-N- methyl-
N-[4-(3- morphol i n-4-yl-2 -oxo pyrro lid in-1-
yl)phenyl]benzamide ~~O 166
N-[4-(3-Bromo-2-oxo-pyrrolidin-1
-yl)phenyl]-4-cyclohexyl-N methylbenzamide was reacted
with morpholine by method L. This resulted  in the
product with the molecular weight 461.61 (C28H35N303);
MS (ESI):  462 (M+H+). 5 Example 256 4-Cyclohexyl-
N-methyl-N- [4-(2-oxo-3-p ipe rid i n- 1
-ylpyrrolidin-I - yl)phenyl]benzamide 10
N-[4-(3-Bromo-2-oxopyrrolidin-1-yl)phenyl]-4-cyclohexy
l-N- methylbenzamide was reacted with piperidine by
method L. This resulted in  the product with the
molecular weight of 459.64 (C29H37N302); MS (ESI):
460 (M+H+). 15 Example 257
4-Cyclohexyl-N-methyl-N-[4-(2'-oxo[
1,3']bipyrrolidInyl-1'- yl)phenyl]benzamide 20
N-[4-(3-Bromo-2-oxo
pyrrolidin-1-yl)phenyl]-4-cyclohexyl-N-
methylbenzamide was reacted with pyrrolidine by method
L. This resulted  in the product with the molecular
weight of 445.61 (C28H35N302); MS  (ESI): 446 (M+H+).
Example 258
4-Cyclohexyl-N-methyl-N-[4-(3-methylamino-2-oxopyrroli
din-1- 



5 yl)phenyl]benzamide H  N
N-[4-(3-Bromo-2-oxopyrrolidin-1
-yl)phenyl]-4-cyclohexyl-N- methylbenzamide was
reacted with methylamine by method L. This  resulted
in the product with the molecular weight of 405.54
(C25H31 N302);  10 MS (ESI): 406 (M+H+). Example 259
4-Cyclohexyl-N-[4-(3-cyclohexylamino-2-oxopyrrolidin-l
-yl)phenyl]-N- 15 methylbenzamide
N-[4-(3-Bromo-2-oxo-pyrrolidin-1-yl)phenyl]-4-cyclohex
yl-N- methylbenzamide was reacted with cyclohexylamine
by method L. This  resulted in the product with the
molecular weight of 473.66 (C30H39N302);  20 MS (ESI):
474 (M+H+). Example 260
4-Cyclohexyl-N-{4-[3-(cyclopropylmethyl ami
no)-2-oxopyrrolidin-1 168 yl]phenyl)-N-methylbenzamide
N-[4-(3-Bromo-2-oxopyrrolidin-1
-yl)phenyl]-4-cyclohexyl-N- methylbenzamide was
reacted with cyclopropylmethylamine by method L.  This
resulted in the product with the molecular weight of
445.61  (C28H35N302); MS (ESI): 446 (M+H+). Example
261 10
N-(4-[3-(Acetylmethylamino)-2-oxopyrrolidin-1-yl]pheny
l)-4-cyclohexyl-N- methyl-benzamide
4-Cyclohexyl-N-methyl-
N-[4-(3-methylamino-2-oxopyrrolidin-1-
yl)phenyl]benzamide (52 mg) was mixed with pyridine
(0.5 ml) and acetic 15 anhydride (130 mg) and, after 3
hours, volatile fractions were removed in  vacuo. This
resulted in the product with the molecular weight of
447.58  (C27H33N303); MS (ESI): 448 (M+H+). Example
262 20
4-Cyclohexyl-N-methyl-N-[4-(4-methylamino-2-oxopyrroli
din-1- yl)phenyl]benzamide 169 tert-Butanol (8 ml),
triethylamine (350 mg) and finally diphenylphosphoryl
azide (1.18 g) were added to 1-{4-[(4-
cyclohexylbenzoyl)methylamino]phenyl}-5-oxo-pyrrolidin
-3-carboxylic acid 5 (1.5 g), and the mixture was
heated at 95C for 48 hours. The reaction  solution was
diluted with ethyl acetate and washed twice with
water. The  organic phase was dried over magnesium
sulfate and concentrated. The  crude product was
reacted further by method G. This resulted in the
product with the molecular weight of 405.54 (C25H31
N302); MS (ESI): 406  10 (M+H+). 1
-{4-[(4-Cyclohexylbenzoyl)methylamino]phenyl}-5-oxo-py
rrolIdine-3- carboxylic acid
N-(4-Aminophenyl)-4-cyclohexyl-N-methylbenzamide (3.0
g) was heated  



15 with itaconic acid (1.27 g) at 100C for 3 hours.
Purification took place by filtration through silica
gel (mobile phase ethyl acetate/methanol 5:1). This
resulted in the product with the molecular weight of
420.51 (C25H28N204);  MS (ESI): 421 (M+H+). 20 Example
263 N-{4-[4-(Acetyl
methylamino)-2-oxopyrrolidin-l-yl]phenyl}-4-cyclohexyl
-N- methylbenzamide 25
4-Cyclohexyl-N-methyl-N-[4-(4-methylamino-2-oxo-pyrrol
idin-1- yl)phenyl]benzamide (101 mg) was mixed with
pyridine (20 mg) and acetic 170  anhydride (25 mg)
and, after 3 hours, volatile fractions were removed in
vacuo. This resulted in the product with the molecular
weight of 447.58  (C27H33N303); MS (ESI): 448 (M+H+).
5 Example 264 tert-Butyl
(1-{5-[(4-cyclohexylbenzoyl)propylamino]pyridin-2-yl}p
yrrolidin-3- yl)methyl-carbamate 10 Method F-a
tert-Butyl {1 -[5-(4-cyclohexyl benzoylam ino)pyrid
in-2-yl] pyrrlidin-3- yl}methylcarbamate (50 mg),
cesium carbonate (249 mg), potassium iodide  (17 mg),
N-methylpyrrolidone (1.5 ml) and propyl iodide (40 mg)
were  stirred at 60C for 5 hours. If conversion was
incomplete, the mixture was 15 heated to 100C and,
after addition of further propyl iodide (40 mg),
heated  at 140C for 12 hours. The reaction mixture was
diluted with ethyl acetate,  washed with water and
sodium bicarbonate solution, dried over  Chromabond
XTR and concentrated. The residue was purified by
preparative HPLC. This resulted in the product with
the molecular weight of 20 520.72 (C31 H44N403); MS
(ESI): 521 (M+H+). Example 265 tert-Butyl
(1-(5-[(4-cyclohexylbenzoyl)-(1-ethyl
propyl)amino]pyridin-2- 25
yl}pyrrolidin-3-yl)-methylcarbamate 171 tert-Butyl
{1-[5-(4-cyclohexylbenzoylamino)pyridin-2-yl]pyrrolidi
n-3-  yl}methylcarbamate was reacted with 2-ethylbutyl
bromide by method F-a.  This resulted in the product
with the molecular weight of 548.78 5  (C33H48N403);
MS (ESI): 549 (M+H+). Example 266 tert-Butyl (1
-{5-[(4-cyclohexylbenzoyl)-(3-methylbut-2-enyl)amino]p
yridin-2- 10 yl}pyrrolidin-3- yl)methylcarbamate
tert-Butyl {1-[5-(4-
cyclohexylbenzoylamino)pyridin-2-yl]pyrrolidin-3-
yl}methylcarbamate was reacted with 3-methyl-2-butenyl
bromide by  method F-a. This resulted in the product
with the molecular weight of 15 546.76 (C33H46N403);
MS (ESI): 547 (M+H+). Example 267 tert-Butyl
(1-{5-[(4-cyclohexyl benzoyl
)methylamino]pyridin-2-yl}pyrrolidin-3- 



20 yl)methylcarbamate 172 tert-Butyl
{1-[5-(4-cyclohexylbenzoylamino)pyridin-2-yl]pyrrolIdi
n-3- yl} methylcarbamate was reacted with methyl
iodide by method F-a. This  resulted in the product
with the molecular weight of 492.67  (C29H40N403);  5
MS (ESI): 493 (M+H+). The following further compounds
were obtained by method F-a from tert- butyl
{1-[5-(4-cyclohexylbenzoylam ino)pyridin-2-yl]
pyrrolidin-3- yl}methylcarbamate and the appropriate
alkylating agent: tent-Butyl
(1-{5-[sec-butyl-(4-cyclohexylbenzoyl)
amino]pyridin-2- 10 yl}pyrrolidin-3-yl)methylcarbamate
tert-Butyl (1-{5-[(4-
cyclohexylbenzoyl)isopropylamino]pyridin--2-yl}pyrroli
din- 3-yl) methylcarbamate tert-Butyl
(1-{5-[(4-cyclohexylbenzoyl)prop-2-inylamino]pyridin-2
- yl}pyrrolidin-3-yl)-methylcarbamate 15 Example 268
5-p- Tolylethinylfuran-2-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1- yl)phenyl]amide 20
0.042 ml of dilsopropylamine was added under argon to
3.8 mg of  Pd(tBu)2CI2 and 0.95 mg of Cul in 0.2 ml of
DMF. A solution of 94.6 mg of 173
5-bromofuran-2-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]- amide in
0.3 ml of DMF and a solution of 4-ethynyltoluene in
0.3 ml of DMF  were then added dropwise. The solution
was stirred at room temperature  overnight. The
precipitate which had separated out was filtered off
with 5 suction and the filtrate purified by
preparative HPLC. The desired product  with the
molecular weight of 413.52; MS (ESI): 414 was obtained
as  hyd rotrifluoroacetate. 5-Bromofuran-2-carboxylic
acid [4-(3-d imethylaminopyrrolidin-1- 10
yl)phenyl]amide [1
-(4-Aminophenyl)pyrrolidin-3-yl]dimethylamine was
reacted with 5-bromo- 2-furancarboxylic acid by method
E_ The product with a molecular weight of  378.27
(C17H2OBrN3O2); MS (ESI): 379 (M+H+) was obtained as
hyd rotrifi u o roacetate. 15 Examples 269-273 were
prepared analogously:
Ex.No.StructureMolecularMolecularM+H+ formulaweight
269C261-127N303429.21430 N a N
270FC25H23F2N302435.18436 F ~ ~ - ~ 1 N  



O  1N~ 271C261-127N303429.21430 O N ~ I / NV 174
272FC25H24FN302417.19418 O a N
2731C25H24C1N302433.16434 N  o C L  N Example 274
(R)-4'-Fluorobiphenyl-4-carboxylic acid
[6-(3-dimethylaminopyrrolidin-l- 5
yl)pyridin-3-yl]-amide Method M (R)-4'-
Fluorobiphenyl-4-carboxylic acid
[6-(3-methylaminopyrrolidin-1- yl)pyridin-3-yl]-amide
(390 mg) dissolved in formic acid (230 mg) was 10
mixed with formaldehyde solution (37% aq.; 0.4 ml) and
the mixture was  heated at 80C for 3 hours. The cooled
reaction solution was concentrated  and partitioned
between ethyl acetate and a saturated sodium carbonate
solution. The organic phase was dried over magnesium
sulfate and  concentrated. The crude product was
purified by preparative HPLC. This 15 resulted in the
product with the molecular weight of 404.49
(C24H25FN40);  MS (ESI): 405 (M+H+). Example 275
1-(4-Fluorophenyl)piperidine-4-carboxylic acid {4-[3-
20 (acetylmethylamino)pyrrolidin-1-yl]phenyl}amide 175
0 Method E-a A mixture of 0.048 g of
1-(4-fluorophenyl)piperidine-4-carboxylic acid and
0.5 ml of SOCI2 and one drop of DMF were stirred at
room temperature for  5 2 hours. The excess SOC12 was
then removed in vacuo. The residue was dissolved in
0.4 ml of DMF, and 0.033 ml of triethylamine and 0.048
g of N-
[1-(4-aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
were added. The  solution was stirred at room
temperature overnight. The solution was then  filtered
and purified by preparative HPLC. This resulted in the
product with 10 the molecular weight of 438.20 (C25H31
FN402); MS (ESI): 439 (M+H+) as  hyd rotrifluo ro
acetate. 



1-(4-Fuuorophenyl)piperidine-4-carboxylic acid 0.875 g
of 4-bromofluorobenzene, 0.016 g of Pd(dba)3*CHCI3,
0.022 g  15 2-(dicyclohexylphosphino)biphenyl and 2.28
g of cesium carbonate were  put in a heat-dried and
argon-flushed flask, and 0.943 g of ethyl 4-
piperidinecarboxylate in 5 ml of degassed toluene was
added. The solution  was heated at 100C overnight. The
mixture was cooled and then  concentrated in vacuo.
The residue was taken up in ethyl acetate/water. 20
The organic phase was washed with 10% NaHC03 solution,
dried over  sodium sulfate and concentrated in vacuo.
The residue was purified by  preparative HPLC. 4.4 ml
of a 2N potassium hydroxide solution were added to a
solution of 1.1  25 g of ethyl
1-(4-fluorophenyl)piperidine-4-carboxylate in 100 ml
of methanol. The mixture was stirred at room
temperature overnight. The pH was then  adjusted to 6
with 5% hydrochloric acid, and the solution was
concentrated 176  in vacuo. The residue was purified
by preparative HPLC. Example 276
4-Phenoxycyclohexanecarboxylic acid {4-[3-(acetyl
methylamino)pyrrolidin- 1-yl]phenyl}amide 0 0 0-----'~
0.251 g of PyBOP and 0.135 ml of triethylamine were
added to a solution of  0.106 g of
4-phenoxycyclohexanecarboxylic acid and 0.113 g of
N-[1-(4 10
aminophenyl)pyrrolidin-3-yl]-N-methylacetamide in 9 ml
of DMF at 0C.  After 10 minutes, the solution was
allowed to reach room temperature and  was stirred at
this temperature overnight. The solvent was then
removed in  vacuo, and the residue was taken up in
water/ethyl acetate. The ethyl  acetate phase was
washed with 10% citric acid and 10% NaHCO3 solution 15
and dried over sodium sulfate, and the solvent was
removed in vacuo. The  residue was purified by
preparative HPLC. The desired product was  obtained.
Molecular weight 435.25 (C26H33N303), MS: 436 (M+H+).
4-Phenoxycyclohexanecarboxylic acid 20 0.63 g of
p-toluenesulfonyl chloride was added to a solution of
0.522 g of  ethyl 4-hydroxycyclohexanecarboxylate in
5.0 ml of pyridine. The reaction  was stirred at room
temperature for 3 hours. The reaction mixture was
concentrated in vacua. The resulting solid was taken
up in water and ethyl  acetate, and the organic phase
was washed three times with 2N 25 hydrochloric acid
and once with saturated NaCl solution. The organic
phase was dried over sodium sulfate and concentrated
in vacuo. The  resulting product was employed without
further purification in the next step.  The resulting
product (0.55 g) was dissolved in 11.2 ml of DMF, and
0.159  g of phenol and 0.549 g of cesium carbonate
were added. The solution was 177  then heated at 80C
for 6 hours. After cooling, the mixture was
concentrated in vacuo and purified by column
chromatography on silica gel  



(eluent: ethyl acetate /n-heptane 1:1). The desired
product was obtained.  Molecular weight 248.32
(C151-120O3), MS: 249 (M+H+). 5 0.06 ml of 2N
potassium hydroxide solution was added to a solution
of 0.12  g of ethyl 4-phenoxycyclohexanecarboxylate in
8 ml of waterlTHF (1:1).  The solution was heated at
60C for 3 hours. Ethyl acetate and 10% citric  acid
were added to the mixture. The aqueous phase was
extracted three  times with ethyl acetate, dried over
sodium sulfate and concentrated in 10 vacuo.  The
resulting compound was employed without further
purification in  the next stage. Example 277 15
N-[4-(3-Cyclo hexylaminopyrro lid in-1 -yl)phenyl]-4-
isobutoxybenzamide 0  Method N
(4-lsobutoxy-N-[4-(3-oxopyrrolidin-1-yl)phenyl]benzami
de (50 mg) in  methanol (2 ml) was mixed with
aminocyclohexane (28 mg) and glacial  20 acetic acid
(10 mg), and a solution of sodium cyanoborohydride (1
M in toluene; 0.17 ml) was added. After 8 hours, the
reaction solution was  concentrated and partitioned
between ethyl acetate and water. The organic  phase
was dried over magnesium sulfate and concentrated. The
crude  product was purified by preparative HPLC. This
resulted in the product with 25 the molecular weight
of 435.61 (C27H37N302); MS (ESI): 436 (M+H+).
4-lsobutoxy-N-[4-(3-oxopyrrolidin- 1
-yl)phenyl]benzamide 4-I sobutoxybenzoic acid was
reacted with 4-(1,4-dioxa-7-azaspiro[4.4]non-
7-yl)phenylamine by method E-a. The resulting amide
(0.25 g) in acetone  30 (10 ml) was mixed with
para-toluene sulfonic acid (monohydrate, 109 mg),  and
the mixture was boiled under reflux for 8 hours. After
adding triethylamine (0.5 ml), the mixture was diluted
with water and extracted with  ethyl acetate. The
organic phase was dried over magnesium sulfate and
concentrated. This resulted in the product with the
molecular weight of 178  352.44 (C21 H24N203); MS
(ESI): 353 (M+H+).   4-Butoxy-N-[4-(3-oxopyrrolidin-1
-yl)- phenyl]benzamide was obtained using
4-butoxybenzoic acid in an analogous way. Likewise,
4-butoxybenzoic acid  and
4-(1,4-dioxa-7-azaspiro[4.4]non-7-yl)-3-fluorophenylam
ine initially 5 resulted in
4-butoxy-N-[4-(1,4-dioxa-7- azaspiro[4.4]non-7-yl)-3-
fluorophenyl]benzamide which, after methylation by
method F and  treatment with para-toluenesulfonic acid
as described above, afforded
4-butoxy-N-[3-fluoro-4-(3-oxopyrrolidin-1
-yl)phenyl]benzamide.
4-(1,4-Dioxa-7-azaspiro[4.4]non-7-yl)phenylamine  10
Trimethylchiorosilane (9.3 g) was slowly added to a
solution of 1-benzyl-3 pyrrolidinone (5.0 g) in
dichloromethane (30 ml) and ethylene glycol (2.67  g).
After 18 hours, the mixture was poured into sodium
hydroxide solution  (1 N). The organic phase was
separated off, dried over magnesium sulfate  and
concentrated. The residue was dissolved in methanol
(30 ml) and 15 ammonium formate (5.2 g) and palladium
hydroxide (10% on carbon, 300  



mg) were added. The mixture was boiled under reflux
for 8 hours, filtered  and concentrated. The residue
was reacted with 4-fluoronitrobenzene by  method C.
Hydrogenation was finally carried out by method B.
This resulted in the product with the molecular weight
of 220.27 (C12H16N2O2);  20 MS (ESI): 221 (M+H+).
4-(1,4-Dioxa-7-azaspiro[4.4]non-7-yl)-3-fluorophenylam
ine was obtained  analogously using 3,4-difl uoronitro
benzene. 25 Example 278 (R)-4-(4-Ch
lorophenyl)pipendin-l-carboxylic acid {4-[3-(
methylpyrim id in-2- yl-amino)pyrrolidin-l
-yi]-phenyl}amide Cl
(R)-4-(4-Chlorophenyl)piperidine-l-carboxylic acid
[4-(3 30 methylaminopyrrolidin-l-yl)phenyl]amid e (100
mg) was reacted with  potassium carbonate (100 mg) and
2-bromopyrimidine (50 mg) in N- methylpyrrolidone (3
ml) at 100C for 4 hours. The reaction solution was
then partitioned between ethyl acetate and water. The
organic phase was  dried over magnesium sulfate and
concentrated. The crude product was 179  purified by
preparative HPLC. This resulted in the product with
the  molecular weight of 491.04  (C27H31  CIN60); MS
(ESI): 491 (M+H+). 5 Example 279 tert-Butyl
[1-(4-{[5-(2-fluorophenyl)furan-2-
carbonyl]amino}phenyl)pyrrolidin-3-yl]methylcarbamate
F  10 Method 0 Tetrakis (triphenylphosphine)
palladium(0) (20 mg) was added to a solution  of
tert-butyl (1-{4-[(5-bromofuran-2-carbonyl)
amino]phenyl}pyrrolidin-3- yl) methylcarbamate (252
mg) in degassed touene (4 ml) under argon in a  10 ml
two-necked flask and stirred at room temperature for
10 minutes. 15 Then a solution of
2-fluorobenzeneboronic acid (73 mg in 1 ml of ethanol)
and 0.35 ml of 2M sodium carbonate solution were
added, and the mixture  was stirred at 100C for 24
hours. Then water (5 ml) and ethyl acetate (5 ml) were
added to the reaction  mixture, the organic phase was
separated off, and the aqueous phase was  20 extracted
2 x with ethyl acetate (10 ml). The combined organic
phases were concentrated and the residue was purified
by preparative HPLC. The  desired product with the
molecular weight of 479.56 (C27H30FN304); MS  (ESI):
480 (M+H+) was obtained as hydrotrifluoroacetate. It
is alternatively  possible to use cesium carbonate as
base and to heat the reaction at 25 150C in a
microwave apparatus for 3 minutes. tert-Butyl
(1-{4-[(5-bromofuran-2-carbonyl)amino]phenyl}pyrrolidi
n-3- yl)methylcarbamate 5-Bromofuran-2-carboxylic acid
was reacted with tert-butyl [1-(4 30
aminophenyl)pyrrolidin-3-yll]methylcarbamate by method
E. This resulted in 180  the product with the
molecular weight of 464.36 (C21 H26BrN304); MS  



(ESI): 464 (M+H+). The following compounds were
prepared analogously: 5-Bromofuran-2-carboxylic acid
[4-(3-dimethylaminopyrrolidin- 5 yl)phenyl]amide
tert-Butyl
(1-{4-[(5-bromothiophene-2-carbonyl)amino]phenyl}
pyrroIidin-3- yl)methylcarba mate 2-B ro moth
iazole-4-ca rboxyl lc acid [4-(3-d
imethylaminopyrrolidin-1- yl) ph enyl]amide 10
4-lodo-N-[4-(3-dimethylaminopyrrolidin-1
-yl)phenyl]benzamide
(R)-N-[4-(3-Dimethylaminopyrrolidin-1
-yl)-3-fluorophenyl]-4-iodobenzamide
4-Bromo-N-[4-(3-d
imethylaminopyrrolidin-1-yl)phenyl]-3-fluorobenzamide
15 Example 280 (3R)-3'-Cyanobiphenyl-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1-
yl)-3-fluorophenyl]amide Method O-b 20 0.002 mg of
Pd(PPh3)4 were added to a solution of 0.022 g of
(R)-N-[4-(3-
dimethylaminopyrrolidin-1-yl)-3-fluorophenyl]-4-iodobe
nzamide in 0.45 ml  of degassed DMF and stirred at
room temperature for 10 minutes. 0.035 ml  of water,
0.021 g of K3PO4 and 0.008 g of 3-cyanophenylboronic
acid were  then added to the solution. The reaction
solution was heated at 80C 25 overnight. The solution
was then filtered and purified by preparative HPLC.
This resulted in the product with the molecular weight
of 428.20 181  (C26H25FIN40); MS (ESI): 429 (M+H+) as
hydrotrifluoroacetate. Example 281 5
3,2',4'-Trifluorobiphenyl-4-carboxylic acid [4-(3-di
methylaminopyrrolidin - yl)phenyl]-amide
1-Bromo-2,4-difluorobenzene was reacted with N-[4-(3-
dimethylaminopyrrolidin-1
-yl)phenyl]-2-fluoro-4-boronic acid benzamide by 10
method O-b. This resulted in the product with the
molecular weight of  439.19 (C25H24F3N30); MS (ESI):
440 (M+H+) as hydrotrifluoroacetate.
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-2-fluoro-
4-boronic  acid  benzamide 15
4-Carboxy-3-fluorophenylboronic acid was reacted with
[1-(4- aminophenyl)pyrrolidin-3-yl]dimethylamine by
method E-b. This resulted in  the product with the
molecular weight of 371.18 (C19H23BFN303); MS  (ESI):
372 (M+H+) as hydrotrifluoroacetate. 20 Example 282
5-(2,4-Difluorophenyl)thiophen-2-carboxylic
dimethylaminopyrrolidin-1-yl)-phenyl]amide acid [4-(3
25 1-Bromo-2,4-difluorobenzene was reacted with
2-boronic acid thiophen-5 182  carboxylic acid [4-(3-d
imethylaminopyrrolidin-1-yl)phenyl]amide  by method  



O-b. This resulted in the product with molecular
weight of 427.52  (C23H23F2N30S); MS (ESI): 428 (M+H+)
as hydrotrifluoroacetate. 5 2-Boronic acid
thiophene-5-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1 - yl)phenyl]amide
5-Carboxy-2-thiopheneboronic acid was reacted with
[1-(4- aminophenyl) pyrrolidin-3-yl]-dimethylamine by
method E-b. This resulted in  the product with the
molecular weight of 359.15 (C17H22BN303S);  MS  10
(ESI): 360 (M+H+) as hydrotrifluoroacetate. Example
283 N-[4-(3-Dimethylami nopyrro lid in- 1
-yl)phenyl]-6-(4- 15 fluorophenyl)nicotinamide
5-[4-(3-Dimethylaminopyrrolidin-1-yl)phenylcarbamoyl]p
yridin-2-yI [trifluoro- methanesulfonate was reacted
with 4-fluorobenzeneboronic acid under the  conditions
of method O-b. (Heating at 140C in a microwave
apparatus for 20 15 minutes). This resulted in the
product with the molecular weight of  404.20
(C24H25FN40); MS (ESI): 405 (M+H+) as
hydrotrifluoroacetate. 5-[4-(3-Dim ethyl amino
pyrroIidin-I -yl)phenylcarbamoyl]pyridin-2-yl
[trifluoromethanesulfonate 25 A suspension of 0.0.5 g
of N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]-6-
hydroxynicotinamide in 0.4 ml of DME was added to a
solution of 0.084 ml  of LDA solution (2M) in 0.4 ml
of DME at 0C. The mixture was stirred at  0C for 2
hours. A solution of 0.055 g of N-
phenyltrifluoromethanesulfonimide in 0.2 ml of DME was
then added to the 30 mixture. The reaction solution
was allowed to reach room temperature and 183  was
heated at 80C for 3 hours. After cooling, the solution
was  concentrated in vacuo. The residue was taken up
in ethyl acetate/water,  and the aqueous phase was
extracted three times with ethyl acetate. The
combined organic phases were dried over sodium
sulfate, concentrated in 5 vacuo and purified by
preparative HPLC. N-[4-(3-Di methylaminopyrrol id i
n-1-yl)-phenyl]-6-hyd roxynicotinamide
6-Hydroxynicotinic acid was reacted with [1-
(4-aminophenyl)pyrrolidin-3- yl]dimethylamine by
method E-b. This resulted in the product with the 10
molecular weight of 326.17 (C18H22N402); MS (ESI): 327
(M+H+) as  hyd rotrifluoroacetate. Example 284 15
N-[4-(3-Dimethylaminopyrrolid in-1-yl)phenyl]-6-(2,4-
difluorophenyl)nicotinamide 2,4-Difluorophenylboronic
acid was reacted with 5-[4-(3- 20
dimethylaminopyrrolidin-1
-yl)-phenylcarbamoyl]pyridin-2-yI
[trifluoromethanesulfonate by method O-b. This
resulted in the product with  the molecular weight of
422.00 (C24H24F2N40); MS (ESI): 423 (M+H+) as  hyd
rotrifl u oro acetate. 25 Example 285
2',4'-Difluorobiphenyl-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1- 



yl)phenyl]amide 184
2',4'-Difluorobiphenyl-4-carboxylic acid was reacted
with [1-(4- aminophenyl)pyrrolidin-3-yl]dimethylamine
by method E-a. This resulted in  the product with the
molecular weight of 421.20 (C251-1251721\130); MS  5
(ESI): 422 (M+H+) as hydrotrifluoroacetate.
2',4'-Difluorobiphenyl-4-carboxylic acid  Method P
0.098 ml of 1 N lithium hydroxide solution was added
to a solution of 0.051  10 g of ethyl
2',4'-difluorobiphenyl-4-carboxylate in 1 ml THE/water
(1:1), and  the mixture was stirred at room
temperature overnight. 5% hydrochloric  acid was used
to neutralize the solution, which was concentrated in
vacuo,  and the residue was purified by preparative
HPLC. 15 Ethyl 2',4'-difluorobiphenyt-4-carboxylate
0.009 g of Pd(PPh3)4 was added to a solution of 0.091
g of ethyl  4-iodobenzoate in 0.96 ml of degassed
toluene and stirred at room  temperature for 10
minutes. Then a solution of 0.047 g of 2,4-
difluorophenylboronic acid in 0.114 ml of ethanol and
0.201 ml of a 2N 20 Na2CO3 solution was added to the
reaction solution. The solution was  heated at 100C
overnight. The reaction mixture was then concentrated
in  vacuo, and water/ethyl acetate were added to the
residue. The aqueous  phase was extracted three times
with ethyl acetate and dried over sodium  sulfate, and
the solvent was removed in vacuo and purified by
preparative  25 HPLC. Example 286
2',4'-Difluorobiphenyl-4-carboxylic acid
{4-[3-(acetylmethylamino)pyrrolidin-
1-yl]phenyl)-amide F 5 Method E-b 0.095 g of HATU,
0.068 g of HOBT and 0.035 ml of triethylamine were
added to a solution of 0.047 g of
2',4'-difluorobiphenyl-4-carboxylic acid and  0.058 g
of
N-[1-(4-aminophenyl)pyrrolidin-3-yl]-N-methylacetamide
in 2 ml  of DMF at 0C. After 10 minutes, the solution
was allowed to reach room 10 temperature and was
stirred at this temperature overnight. The solvent was
then removed in vacuo, and the residue was taken up in
water/ethyl  acetate. The ethyl acetate phase was
washed with 10% NaHCO3 solution  and water. The ethyl
acetate phase was dried over sodium sulfate, and the
solvent was removed in vacuo. The residue was purified
by preparative 15 HPLC. The desired product was
obtained. Molecular weight 449.19  (C26H25F2N302), MS:
450 (M+H+). Example 287 20
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-3-fluoro-
4-(4-methylpiperidin- 1-yl)-benzamide 186  3-F luo
ro-4-(4-m ethyl pipe rid i n- 1 -yl) benzoi c acid was
reacted with [1-(4- 



aminophenyl)-pyrrolidin-3-yl]dimethyl amine by method
E-a. This resulted in  the product with the molecular
weight of 424.00 (C25H33FN40);  MS (ESI):  5 425
(M+H+) as hydrotrifluoroacetate.
3-Fluoro-4-(4-methylpiperidin-1-yl)benzoic acid Methyl
3-Fluoro-4-(4-methylpiperidin-1-yl)benzoate was
treated with lithium  hydroxide by method P. This
resulted in the product with the molecular  10 weight
of 237.28 (C13H16FNO2); MS (ESI): 238 (M+H+). Methyl
3-f uoro-4-(4-methylpiperidin-1-yl)benzoate 0.076 g of
potassium carbonate was added to a solution of 0.086 g
of  methyl 3,4-difluorobenzoate and 0.050 g of
4-methylpiperidine in 0.5 ml of  15 DMF. The reaction
was heated at 60C for 2 days, filtered and purified by
preparative HPLC. This resulted in the product with
the molecular weight of  251.3 (C14H'I8FNO2); MS
(ESI): 252 (M+H+) as hydrotrifluoroacetate. 20 Example
288
4-Butoxy-N-(4-{3-[(2-dimethylaminoacetyl)methylamino]p
yrrolidin-1- yl)phenyl)-N-methylbenzamide 187
4-Butoxy-N-m ethyl-N- [4-(3-m ethyl amino pyrro I id i
n-1 -yl)phenyl]benzamide  was reacted with
N,N-dimethylglycine by method E. This resulted in the
product with the molecular weight of 466.63
(C27H38N403); MS (ESI): 467  5 (M+H+). (R)-4-B utoxy-
N-(4-{3-[(2 -dimethylaminoacetyl )methyl
amino]pyrrolidin-1- yl}phenyl)-N-methyl benzamide was
obtained analogously. 10 Example 289
N-{4-[3-(Acetylmethylami
no)pyrrolidin-1-yl]phenyl}-4-butoxy-N- methylbenzamide
0
4-Butoxy-N-methyl-N-[4-(3-methylaminopyrrolidin-l-yl)p
henyl]benzamide  15 was mixed with pyridine and acetic
anhydride. Volatile fractions were removed after 2
hours. This resulted in the product with the molecular
weight of 423.56 (C25H33N303); MS (ESI): 424 (M+H+).
20 Example 290
4-Butyrylamino-N-[4-(3-dimethylaminopyrrolidin-1-yl)ph
enyl]benzamide 188 Method Q
4-Amino-N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]be
nzamide (32 mg) in  dichloromethane (2 ml) was mixed
with potassium carbonate (50 mg) and  5 butyryl
chloride (11 mg). The mixture was filtered and
concentrated after 12 hours. The residue was purified
by preparative HPLC. This resulted in the  product
with the molecular weight of 394.52 (C23H30N403); MS
(ESI): 395  (M+H+). An alternative possibility is to
react 4-amino-N-[4-(3- 10
dimethylaminopyrrolidin-1-yl)-phenyl]benzamide with
butyric acid by  method E.
4-Amino-N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]be
nzamide 4-tert-Butoxycarbonylaminobenzoic acid was
reacted with 1-(4 



15 aminophenyl)pyrrolidin-3-yl]dimethylamine by method
E, and the product  was treated by method G. This
resulted in the product with the molecular  weight of
324.43 (C19H24N40); MS (ESI): 325 (M+H+). 20 Example
291 2-Phenylethynylthiazole-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-l- yl)phenyl]-amide N
2-Bromothiazole-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1 - 25 yl)phenyl]amide
(100 mg) was dissolved in tetrahydrofuran (2 ml), and
phenylacetylene (52 mg), triethylamine (52 mg),
triphenylphosphine (17  mg),
bis(triphenylphosphine)palladium dichloride (89 mg)
and copper (I)  iodide (9.6 mg) were added. The
reaction mixture was heated at 150C in a  microwave
apparatus for 3 minutes and then concentrated. The
residue 30 was purified by preparative HPLC. This
resulted in the product with the 189  molecular weight
of 416.55 (C24H24N40S); MS (ESI): 417 (M+H+). Example
292 5 5-(4-Fluorophenyl)pyridine-2-carboxylic acid
[4-(3-dimethylaminopyrrolid in- 1-yl)phenyl]-amide
Method O-a 5-Chloropyridine-2-carboxylic acid
[4-(3-dimethylaminopyrrolid in-1- 10 yl)phenyl]amide
(100 mg) dissolved in toluene was mixed with 4
fluorophenylboronic acid (81 mg), POPD (15 mg) and
cesium carbonate  (2M aq.; 0.5 ml). The reaction was
heated at 150C in a microwave  apparatus for 10
minutes and then concentrated. The residue was
purified  by preparative HPLC. This resulted in the
product with the molecular weight  15 of 404.49
(C24H25FN40); MS (ESI): 405 (M+H+).
5-Chloropyridine-2-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1- yl)phenyl]amide
[1-(4-Aminophenyl)pyrroildIn-3-yl]dimethylamine was
reacted with 5 20 chloropyridine-2-carboxylic acid by
method E. This resulted in the product  with the
molecular weight of 344.85 (C1 8H21 CIN4O); MS (ESI):
345  (M+H+). 25 Example 293
5-(4-Fluorophenyl)pyridine-2-carboxylic acid [4-(3-d
imethylaminopyrrolidin- 1-yl)phenyl]-amide 190
5-Chloropyridine-2-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1 - yl)phenyl]amide was
reacted with 4-methylphenylboronic acid by method
O-a. This resulted in the product with the molecular
weight of 400.53  5 (C25H28N40); MS (ESI): 401 (M+H+).
Example 294 1-Benzenesulfonylpiperidine-4-carboxylic
acid [4-(3- 10
dimethylaminopyrrolidin-1-yl)-phenyl]amide 0 11 



Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1- yl)phenyl]amide (70
mg) dissolved in N-methylpyrrolidone (2 ml) was mixed
with potassium carbonate (45 mg) and benzenesulfonyl
chloride (35 mg). 15 After 12 hours, the mixture was
filtered and the filtrate was purified by  preparative
HPLC. This resulted in the product with the molecular
weight of  456.61 (C24H32N403S); MS (ESI): 457 (M+H+).
20 Example 295 1-(4-Fl
uorobenzenesulfonyl)piperidine-4-carboxylic acid
[4-(3- dimethylaminopyrrolidin-1 -yl)phenyl]amide 191
Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-l- yl)phenyl]amide (70
mg) dissolved in N-methylpyrrolidone (2 ml) was mixed
with potassium carbonate (45 mg) and
4-fluorobenzenesulfonyl chloride (40 5 mg). After 12
hours, the mixture was filtered and the filtrate was
purified by  preparative HPLC. This resulted in the
product with the molecular weight of  474.60 (C24H31
FN4O3S); MS (ESI): 475 (M+H+). Example 296 10
1-(Butane-1 -sulfonyl)piperidine-4-carboxylic acid
[4-(3- dimethylaminopyrrolidin-l-yl)-phenyl]amide O  H
N I Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1- yl)phenyl]amide (70
mg) dissolved in N-methylpyrrolidone (2 ml) was mixed
1.5 with potassium carbonate (45 mg) and butylsulfonyl
chloride (30 mg). After  12 hours, the mixture was
filtered and the filtrate was purified by  preparative
HPLC. This resulted in the product with the molecular
weight of  436.62 (C22H36N403S); MS (ESI): 437 (M+H+).
20 Example 297 5-(4-B
utoxyphenylethynyl)furan-2-carboxylic acid [4-(3-
dimethylaminopyrrolidin-l-yl)-phenyl]amide 192 0
Method J-a 5-Bromofuran-2-carboxylic acid [4-(3-d
imethylaminopyrro lid in-1- 5 yl)phenyl]amide (75 mg)
was dissolved together with 1-butoxy-4- ethynylbenzene
(35 mg) in N,N-dimethylformamide (1 ml) and, under
argon, added dropwise to a suspension of Pd(tBu3P)2CI2
(4 mg), copper  (I) iodide (75 mg) and
N,N-diisopropylamine (20 mg) in anhydrous
tetrahydrofuran (3 ml)_ The mixture was stirred at
room temperature for 10 8 hours. The reaction was
worked up by filtration through a syringe filter  and
concentrated, and the crude product was purified by
preparative  HPLC. This resulted in the product with
the molecular weight of 471.6  (C29H33N303); MS (ESI):
472 (M+H+) as hydrotrifluoroacetate. 



15 Example 298
6-Butoxy-N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]n
icotinamide O N , 0 Method H-a 20 A solution of 0.1 g
of potassium hydroxide in 1 ml of DMSO was stirred at
room temperature for 10 minutes and then 0.1 g of
N-[4-(3-
dimethylaminopyrrolidin-1-yl)-phenyl]-6-hydroxynicotin
amide was added.  The reaction solution was stirred
for 10 minutes and then 0.084 g of 1- bromobutane was
added. The mixture was stirred at room temperature 25.
overnight. After addition of water and ethyl acetate,
the aqueous phase was  extracted three times with
ethyl acetate. The combined organic phases  were dried
over sodium sulfate, concentrated in vacuo and
purified by 193  preparative HPLC. This resulted in
the product with the molecular weight of  382.24
(C22H30N402); MS (ESI): 383 (M+H+) as
hydrotrifluoroacetate. 5 Example 299
6-Cyclopropylmethoxy-N-[4-(3-dimethylaminopyrrolidin-I
- yl)phenyl]nicotinamide (B romomethyl)cyclopropane
was reacted with N-[4-(3- 10
dimethylaminopyrrolidin-1-yi)-phenyl]-6-hydroxynicotin
amide by method H a. This resulted in the product with
the molecular weight of 380.22  (C22H28N402); MS
(ESI): 381 (M+H+) as hydrotrifluoroacetate. 15 Example
300
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-6-isobuto
xynicotinamide 10 r 11 N--, 1-Bromo-2-meth ylpropane
was reacted with N-[4-(3-
dimethylaminopyrrolidin-1-yl)-phenyl]-6-hydroxynicotin
amide by method H 20 a. This resulted in the product
with the molecular weight of 382.24  (C22H30N402); MS
(ESI): 383 (M+H+) as hydrotrifluoroacetate. Example
301 25
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-6-(4
fluorophenoxy)nicotinamide O N~ 0 194 49 mg of
potassium carbonate were added to a solution of 0.041
g of 6-  chloro-N-[4-(3-dimethylaminopyrrolidin-1
-yl)phenyl]nicotinamide and 4 5 fluorophenol (30 mg)
in 0.8 ml of DMF, and the reaction was heated at  140C
in a microwave apparatus for 90 minutes. After
addition of water and  ethyl acetate, the aqueous
phase was extracted three times with ethyl  



acetate. The combined organic phases were dried over
sodium sulfate,  concentrated in vacuo and purified by
preparative  HPLC. This resulted in 10 the product
with the molecular weight of 420.2  (C24H25FN402); MS
(ESI):  421 (M+H+) as hydrotrifluoroacetate.
6-Chloro-N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]n
icotinamide  6- Chloronicotinic acid was reacted with
[1-(4-amino- phenyl)pyrrolidin-3 15 yl]dimethylamine
by method E-b. This resulted in the product with the
molecular weight of 344.14 (C18H21 CIN4O); MS (ESI):
345 (M+H+) as  hyd rotrifluoroacetate. 20 The
following examples were prepared analogously.
Ex.StructureMolecular formulaMole-M+H+ No.cular weight
302C24H26N402402.21403 0 N-   303CI I / N,~ N NC(
C24H25C1N402436.17437 0 f- 195  304'a
C25H28N402416.22417 / I Na O ~- Example 305
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-2-fluoro-
4-phenoxybenzamide O_ ,F 5 Powdered molecular sieves
(4 A), 0.01 g of copper acetate and 0.02 g of
N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]-2-fluoro-
4-boron ic acid  benzamide were added to a solution of
0.008 g of phenol in 0.5 ml of  methylene chloride and
stirred at 40C for 24 hours. The solvent was then 10
removed in vacuo, the residue was taken up in
water/ethyl acetate, and the  aqueous phase was
extracted three times with ethyl acetate. The combined
organic phases were dried over sodium sulfate,
concentrated in vacuo and  purified by preparative
HPLC. This resulted in the product with the  molecular
weight of 419.2 (C25H26FN302); MS (ESI): 420 (M+H+) as
15 hydrotrifluoroacetate.
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-2-fluoro-
4-boronic acid  benzamide
4-Carboxy-3-fluorophenylboronic acid was reacted with
[1-(4- 20 aminophenyl)pyrrolidin-3-yl]dimethylamine by
method E-b. This resulted in  the product with the
molecular weight of 371.18 (C19H23BFN303); MS  (ESI):
372 (M+H+) as hydrotrifluoroacetate. 25 Example 306 



196
4-(3-Cyanophenyl)-3,6-dihydro-2H-pyridine-1-carboxylic
acid [4-(3- dimethylaminopyrrolidin-1-yl)phenyl]amide
N N  1
4-(4,4,5,5-Tetramethyl-[1,3,2]dioxaborolan-2-yl)-3,6-d
ihydro-2H-pyridine-1- 5 carboxylic acid [4-(3-di
methylaminopyrrolIdin-1-yl)phenyl]amide was reacted
with 3-bromobenzonitrile by method O-a. This resulted
in the  product with the molecular weight of 415.54
(C25H29N50); MS (ESI): 416  (M+H+) 10
4-(4,4,5,5-Tetramethyl-[1,3,2]dioxaborolan-2-yl)-3,6-d
ihydro-2H-pyridine-1- carboxylic acid [4-(3-d
imethylaminopyrrolidin-1-yl)phenyl]amid e
4-(4,4,5,5-Tetramethyl-[1,3,2]dioxaborolan-2-yl)-1,2,3
,6-tetrahydropyridine  was reacted with
[1-(4-aminophenyl)pyrrolidin-3-yl]dimethylamine by
method A. This resulted in the product with the
molecular weight of 440.40 15 (C24H37BN403); MS (ESI):
441 (M+H+) Example 307
4-(2-Cyanophenyl)-3,6-dihydro-2H-pyridine-1
-carboxylic acid [4-(3- 20
dimethylamino-pyrrolidin-1-yl)phenyl]amide NI i/  N N
I
4-(4,4,5,5-Tetramethyl-[1,3,2]dioxaborolan-2-yl)-3,6-d
ihydro-2H-pyridine-l- carboxylic acid
[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]amide was
reacted with 2-bromobenzonitrile by method O-a. This
resulted in the 25 product with the molecular weight
of 415.54 (C25H29N50); MS (ESI): 416  (M+H+) 197
Example 308
4-(3-Methylsulfanylphenyl)-3,6-dihydro-2H-pyridine-1-c
arboxylic acid [4-(3 5 dimethylaminopyrrolidin-1
-yl)phenyl]amide N N  I
4-(4,4,5,5-Tetramethyl-[1,3,2]d
ioxaborolan-2-yl)-3,6-dihydro-2H-pyridine-l -
carboxylic acid
[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]amide was
reacted with 3-bromothioanisole by method O-a. This
resulted in the 10 product with the molecular weight
of 436.62 (C25H32N40S); MS (ESI):  437 (M+H+) Example
309 15
4-(5-Chloropyridin-2-yloxy)-N-[4-(3-dimethylaminopyrro
lidin-1 - yl)phenyl]benzamide 



CI 0 0.143 g of potassium carbonate was added to a
solution of 0.19 g of 4-[4-
(3-dimethylaminopyrrolidin-1-yl)phenylcarbamoyl]phenyl
acetate in 2 ml of 20 DMF, and the solution was heated
at 130C in a microwave apparatus for  15 minutes. The
solution was then mixed with water and ethyl acetate,
the  aqueous phase was freeze-dried, and the residue
was employed without  further purification in the next
stage. 25 Method R A solution of 0.05 g of
N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]-4-
hydroxybenzamide, 0.017 g of 2,5-dichloropyridine and
0.064 g of 198  potassium carbonate in 0.8 ml of DMF
was heated at 230C in a microwave  apparatus for 30
minutes. The solution was filtered and purified by
preparative HPLC. This resulted in the product with
the molecular weight of  436.17  (C24H25CIN402); MS
(ESI): 437 (M+H+) as hydrotrifluoroacetate. 5 4-[4-(3-
Dimethylaminopyrrol Id in-1-yl) phenylcarbamoyl]phenyl
acetate  4-Acetoxybenzoic acid was reacted with [1-
(4-aminophenyl)pyrrolidin-3- yl]dimethylamine by
method E-b. This resulted in the product with the
molecular weight of 367.19 (C21H25N303); MS (ESI): 368
(M+H+) as  10 hydrotrifluoroacetate. Example 310
N-[4-(3-Dimethylaminopyrrolidin-1
-yl)phenyl]-4-(5-fluoropyridin-2- 15 yloxy)benzamide F
O  f-~rA ". iN 2-Chloro-5-fluoropyridine was reacted
with N-[4-(3-dimethylaminopyrrolidin-
1-yl)phenyl]-4-hydroxybenzamide by method R. This
resulted in the product  with the molecular weight of
420.2 (C24H25FN402); MS (ESI): 421  20 (M+H+) as
hydrotrifluoroacetate. Example 311
4-(6-Chloropyridin-3-yloxy)-N-[4-(3-dimethylaminopyrro
lId in-1- .25 yl)phenyl]benzamide O  CI N was obtained
as by-product of the reaction in example 310. This
resulted in 199  the product with the molecular weight
of 436.95 (C24H25CIN4O2); MS  (ESI): 437 (M+H+) as
hydrotrifluoroacetate. 5 Example 312
5-Chloro-3',6'-dihydro-2'H- [2,4']bipyrid
inyl-1'-carboxylic acid [4-(3- dimethylamino-
pyrrolidin-1-yl) phenyl]amide O CI 



N [1 - (4-Aminophenyl)pyrrolidin-3-yl]dimethylamine
(32 mg) and  10  carbonyldiimidazole (27.1 mg) were
dissolved in acetonitrile (1.5 ml), and the mixture
was stirred for 3 hours. Triethylamine (63.4 pl) was
added to a  solution of 5-chloro-1',2',3',6'-
tetrahydro-[2,4']bipyridine (40.7 mg) in THE  (1 ml)
and chloroform (0.5 ml). After 15 minutes, the mixture
was added  dropwise to the first solution and stirred
overnight. The mixture was 15 concentrated and the
residue was partitioned between dichloromethane  and
water. The organic phase was dried over sodium
sulfate, filtered and  concentrated. Contamination by
the primary and/or secondary amine was  removed by
dissolving the residue in dichloromethane (1.5 ml) and
adding  the solution to a stirred suspension of
polymer-bound p-toluenesulfonyl 20 chloride (0.5 g) in
dichloromethane (6 ml) and triethylamine (128 pl).
After 3  hours, the resin was filtered off and washed
several times with  dichloromethane. The combined
organic phases were concentrated. The  residue was
purified by chromatography (silica gel, mobile phase:
ethyl  acetateldichloromethane (5%), ammonia (7N in
methanol, 2%), later ethyl 25 acetate/dichloromethane
(5%), ammonia (7N in methanol, 3%). This  resulted in
the product with the molecular weight of 425.97
(C23H28CIN50); MS (ESI): 426 (M+H+).
5-Chloro-1',2',3',6'- tetrahydro-[2,4']bipyridine 30 A
solution of tert-butyl
5-chloro-3',6'-dihydro-2'H-[2,4']bipyridine-1'-
carboxylate (50 mg) in chloroform (2.4 ml) was mixed
with hydrogen  chloride (4N in dioxane; 0.8 ml) and
the mixture was concentrated after 13 200  hours. This
resulted in the product with the molecular weight of
194.67  (C10HI 1 CIN2); MS (ESI): 195 (M+H+).
tert-Butyl
5-chloro-3',6'-dihydro-2'H-[2,4']bipyridine-1'-carbama
te 5 A solution of 2-bromo-5-chloropyridine (131 mg)
in DMF (degassed with  nitrogen; 4.5 ml) was added to
a mixture of tert-butyl 4-(4,4,5,5-
tetramethyl-[1,3,2]dioxaborolan-2-yl)-3,6-dihydro-2H-p
yridin-1-carbamate  (Eastwood, Paul R., Tetrahedron
Lett, 41, 19, 2000, 3705-3708; 200 mg),  potassium
carbonate (0.265 g) and Pd(dppf)Cl2 (50 mg)_ The
mixture was 10 heated at 80C for 8 hours. After
cooling, the mixture was diluted with  dichloromethane
and washed with sodium carbonate solution and water.
The organic phase was dried over sodium sulfate,
filtered and  concentrated. The residue was purified
by chromatography (silica gel,  mobile phase:
heptane/ethyl acetate (2%)/dichloromethane (5%), later
15 heptane/ethyl acetate (5%)/dichloromethane (5%).
Example 313
5-(2-Amino-4-methylphenyl)furan-2-carboxylic acid
[4-(3-d imethylamino- 20 pyrrolidin-1-yl)-
phenyl]amide I
5-(2-Nitro-4-methylphenyl)furan-2-carboxylic acid
[4-(3-d imethylamino- pyrrolidin-1-yl)- phenyl]amide
was hydrogenated by method B. This  resulted in the
product with the molecular weight of 404.22
(C24H28N402);  



25 MS (ESI): 405 (M+H+). Example 314
5-(2-Acetylamino-4-methylphenyl)furan-2-carboxylic
acid [4-(3- 30 dimethylaminopyrrolidin-
1-yl)phenyl]amide 201 Na 1
5-(2-Amino-4-methylphenyl)furan-2-carboxylic acid
[4-(3-dimethyla mino-  pyrrolidin-1-yl)- phenyl]amide
was reacted with acetyl chloride by method  Q. This
resulted in the product with the molecular weight of
446.23  5  (C26H30N403); MS (ESI): 447 (M+H+). Example
315 5-(2- [sob utyryl ami no-4-m ethyl phe nyl)fu ra
n-2-ca rboxyl ic acid [4-(3- 10 dimethylamino-
pyrrolidin-1-yl) phenyl]amide 1
5-(2-Amino-4-methylphenyl)furan-2-carboxylic acid
[4-(3-d imethylamino- pyrrolidin-1-yl)- phenyl]amide
was reacted with isobutyryl chloride by  method Q.
This resulted in the product with the molecular weight
of 474.26  15 (C28H34N403); MS (ESI): 475 (M+H+).
Example 316
5'-Chloro-3,4,5,6-tetrahydro-2H-[1,2']bipyridi
nyl-4-carboxylic acid [4-(3- 20 dimethylamino-
pyrrolidin-1-yl)phenyl]methylamide CI C
Piperidine-4-carboxylic acid
[4-(3-dImethylaminopyrrolidin-1-yl)phenyl]-
methylamide (44.4 mg) and 2,5-dichloropyridine (60 mg)
were heated at  160C for 15 minutes. o-Xylene (0.5 ml)
was added and heating at 160C 202  was continued for 2
hours. The cooled crude mixture was purified by
chromatography (silica gel, eluent: ethyl
acetate/ammonia (7N in  methanol)). This resulted in
the product with the molecular weight of 442.01
(C24H32CIN50); MS (ESI): 442 (M+H+).
Piperidine-4-carboxylic acid [4-(3-dimethyla ml
nopyrrolidin-l- yl)phenyl]methylamide tert-Butyl
4-{[4-(3-dimethylaminopyrrolidin-l-yl)phenyl]methylcar
bamoyl}- piperidine-1-carboxylate was treated with
trifluoroacetic acid by method G.  10 This resulted in
the product with the molecular weight of 330.48
(C19H30N40); MS (ESI): 331 (M+H+).
Piperidine-4-carboxylic acid
[4-(3-dimethylamino-pyrrolidin-1 -yl)phenyl]- amide
can be prepared analogously. tert-Butyl 4-{[4-(3-d
imethylam inopyrrolid in-1-yl)phenyl]methylcarbamoyl}-
15 piperidine-1-carboxylate A solution of
N-Boc-piperidine-4-carboxylic acid (550 mg) and
pyridine  (0.47 ml) in dichloromethane (15 ml) was
mixed with thinoyl chloride (0.21  ml) and, after 30
minutes, a solution of dimethyl[1-(4-
methylaminophenyl)pyrrolidin-3-yl]amine (0.5 g),
triethylamine (1.17 ml), 



20 DMAP (0.44 g) and dichloromethane (10 ml) was added
dropwise. After 16  hours, the mixture was diluted
with dichloromethane, washed with water  and saturated
brine, dried over sodium sulfate and concentrated. The
residue was purified by chromatography (silica gel,
eluent: ethyl  acetate/ammonia (7N in methanol)). This
resulted in the product with the  25 molecular weight
of 430.60 (C24H38N403); MS (ESI): 431 (M+H+).
tert-Butyl
4-{[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]carbamoyl
}piperidin- 1-carboxylate can be prepared analogously.
30 The following examples were prepared analogously.
203 Ex.StructureMolecular formulaMole-M+H+ No.cular
weight 317\C25H30CIN50466.03466 C1- N-  N 318/ \
C24H30CIN503471.99472 cI  N / \ N NO2  N-
319\C24H30FN503455.54456 N NO2  N Example 320 5
3,4,5,6-Tetrahydro-2H-[1,2']bipyridinyl-4-carboxylic
acid [4-(3- dimethylaminopyrrolidin-1-yl)phenyl]amide
Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-l-yl)phenyl]- amide (30
mg) and 2-chloropyridine (90 mg) were heated at 160C
for 2 10 hours. 2-Chloropyridine (0.2 ml) was added
and the mixture was again  heated at 160C for 4 hours.
The cooled crude mixture was purified by
chromatography (silica gel, eluent: ethyl
acetate/ammonia (3N in  methanol)). This resulted in
the product with the molecular weight of
393.54(C23H31 N50); MS (ESI): 394 (M+H+). 15 The
following examples were prepared analogously. 204 Ex.
Mole-  



No.StructureMolecular formulacular M+H+ weight / \
3211 C25H32C1N503486.02486 2 N  _  cI  , Noe  N-
322C24H30FN5O3469.56470 N / \ N NO2 /  N Example 323 5
5'-Chloro-3,4,5,6-tetrahydro-2H-[1,2']bipyridinyl-4-ca
rboxylic acid [4-(3- dimethylamino-
pyrrolidin-1-yl)phenyl]amid 0 Cl
Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-1 yl)phenyl]amide (30
mg), 2,5-dichloropyridine (30 mg) and tributylamine
10 (0.2 ml) were heated at 160C for 2 hours. The
cooled crude mixture was washed with heptane and
purified by chromatography (silica gel, eluent:  ethyl
acetate/ammonia (3N in methanol)). This resulted in
the product with  the molecular weight of 427.98
(C23H30CIN5O); MS (ESI): 428 (M+H+). 15 Example 324
1-(4-Chloro-2-cyanophenyl)piperid ine-4-carboxylic
acid [4-(3- dimethylaminopyrrolidin-l- yl)phenyl]amide
205 Cl \\  N I Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-I- 



yl)phenyl]amide was reacted with
2,5-dichlorobenzonitrile as described in  example 323.
This resulted in the product with the molecular weight
of  5 452.00 (C25H30CIN50); MS (ESI): 452 (M+H+).
Example 325
1-(2-Acetylamino-4-chlorophenyl)piperidine-4-carboxyli
c acid [4-(3- 10 dimethylamino-
pyrrolidin-l-yl)phenyl]methylamide CI 0 Palladium on
carbon (10%; 10 mg) was added to a solution of
1-(4-chloro- 2-nitro-phenyl)piperidine-4-carboxylic
acid [4-(3-dimethylaminopyrrolidin-1-
yl)phenyl]methylamide (50 mg) in glacial acetic acid
(5 ml). The solution 15 was stirred under a hydrogen
atmosphere (1 bar), and acetic anhydride (14  pl) was
added. After one hour, further acetic anhydride (6 pl)
were added  and the mixture was stirred for 15
minutes. The suspension was filtered  and the filtrate
was concentrated. The residue was purified by
chromatography (silica gel, eluent: ethyl
acetate/ammonia (7N in 20 methanol)). This resulted in
the product with the molecular weight of 498.07
(C27H36CIN5O2); MS (ESI): 498 (M+H+). The following
examples were prepared analogously.
Ex.StructureMolecularMole-M+H+ No.formulacular weight
206 326C27H36FN502481.62482 F N  N \ /N  / N  N 327~
C26H34C1N502484.05484 N  CE~ N ~ I IV I N  O
328C26H34FN503467.59468 F N N N  -Q- N  N 



O=~ Example 329
(R)-N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]-2-(4-
phenylpiperidin-1- 5 yl)acetamide N Cesium carbonate
(100 mg) and 4-phenylpiperidine (48 mg) were added to
a solution of (R)-2-chloro-N-[4-(3-dimethylaminopyrro
lid in-l- yl)phenyl]acetamide (80 mg) in acetonitrile
(5 ml) and DMF (1 ml), and the 10 mixture was kept at
65C for 12 hours. The mixture was freed of volatile
fractions and the residue was partitioned between
water and  dichloromethane. The organic phase was
dried over sodium sulfate, filtered  and concentrated.
The residue was purified by chromatography (silica
gel,  eluent: methanol/dichloromethane). This resulted
in the product with the  15 molecular weight of 406.58
(C25H34N40); MS (ESI): 407 (M+H+). It is alternatively
possible to use potassium carbonate or pyridine as
auxiliary bases, to add potassium iodide as catalyst,
or to carry out the  reaction at 150C in a microwave
apparatus. 20 207
(R)-2-Chloro-N-[4-(3-dimethylaminopyrrolid
in-l-yl)phenyl]acetamide  Triethylamine (2.03 g) was
added to a solution of (R)- [1-(4-
aminophenyl)pyrrolid in-3-yl]-dimethylamine (3.15 g)
in dichloromethane  (120 ml), and then chloroacetyl
chloride (2.26 g) was added dropwise. After 5 3 hours,
the mixture was diluted with dichloromethane and
washed with  water and brine. The organic phase was
dried over sodium sulfate, filtered  and concentrated.
The residue was purified by chromatography (silica
gel,  eluent: methanol/dichloromethane). This resulted
in the product with the  molecular weight of 281.79
(C14H2OCIN3O); MS (ESI): 282 (M+H+). 10 The following
were obtained analogously:
N-{4-[3-(Acetylmethylamino)pyrrolid in-'I
-yl]phenyl}-2-chloroacetamide
2-Chloro-N-[4-(3-dimethylaminopyrrolidin-1-yl)phenyl]a
cetamide  (R)-2-Chloro-N-[6-(3-d
imethylaminopyrrolidin-1-yl)pyridin-3-yl]acetamide 15
The following examples were prepared in analogy to the
method given in  example 329: Ex.StructureMolecular
formulaMole-M+H+ No.cular weight 330= + N ;
C25H34N4O406.58407 N~N 331= , o NN C26H34N4O2434.59435
1 N~N ~ I 332~, = 4 0 N ~C26H33C1N4O2469.03469 



333C27H30N4O3458.57459 ~  I  \ N'A II I  N 208 Q
334N"K C25H29N502431.54432 \ N N  / I \ o-;  335.Cl
C25H28CIN502465.99466 NJ~  N / II I \\  N
336jLC26H33N503463.59464 N j  N 337CI
C25H33CIN40441.02441 NN, N N \ 338o I
N~~C25H34N402422.58423 N  " O~ 3390 I0-
NC24H33N502423.56424 N Example 340
(R)-4-Benzylpiperidine-l -carboxylic acid
[6-(3-dimethylaminopyrrolidin-l - 5
yl)pyridin-3-yl]-amide 



o / N,,/,-N 1  N N \ N
(R)-6-(3-Dimethylaminopyrrolidin-1-yl)pyridin-3-ylamin
e was added to a  solution of carbonyldiimidazole (53
mg) in DMF (0.5 ml) at 0C. After 15  minutes,
4-benzylpiperidine (57 mg) was added and the mixture
was 10 heated at 90C for one hour. The cooled mixture
was freed of volatile  fractions. The residue was
purified by chromatography (silica gel, eluent:
methanol/dichloromethane). This resulted in the
product with the molecular  weight of 407.56
(C24H33N50); MS (ESI): 408 (M+H+). l 209  The
following examples were prepared analogously:
Ex.StructureMolecular formulaMolecuM+H+ No.lar weight
341C24H31 N502421.55422 o N  o Y 0 342N;
C241-1331\150407.56408 r'N N" v  ~ NJ 343 N
;C261-134N403450.59451 fN" N  O 344O N ; C251-131
CIN402455.00455 f fN" N  O 345HC261-1301\140414.56415
346N,';C24H39N50413.61414 ~N N" v
347C261-1371\150435.62436  5 Example 348
(R)-4-Cyclopro pylmethoxy-N-[4-(3-dimethylam inopyrro
I id in-1-yl)-3- fluorophenyll- benzamide 210 



N (R)-4-Benzyloxy-N-[4-(3-d imethylaminopyrrolidin-I
-yl)-3- fluorophenyl]benzamide underwent debenzylating
hydrogenation by  method B. The resulting
(R)-N-[4-(3-dimethylaminopyrrol id in-1-yl)-3 5
fluorophenyl]-4-hydroxybenzamide was alkylated with
cyclopropylmethyl  bromide by method H. This resulted
in the product with the molecular  weight of 397.50
(C23H28N302); MS (ESI): 398 (M+H+). The following
examples were likewise obtained by method H:
Ex.StructureMolecular formulaMole-M+H+ No.cular weight
3490C26H34FN302439.58440  o 350NNE
C25H32FN303441.55442 0  \  / H F  cr 351N
C24H30FN302411.52412 0 a eN'  F  oo 10 Example 352
(R)-N-[4-(3-Dimethylaminopyrrolid
in-1-yl)-3-fluorophenyl]-4-(pyrid in-2-
yloxy)benzamide 211 Qo
(R)-N-[4-(3-Dimethylaminopyrrolidin-1
-yl)-3-fluorophenyl]-4- hydroxybenzamide was reacted
with 2-chioropyridine by method R. This  resulted in
the product with the molecular weight of 434.52
(C25H27N402);  5 MS (ESI): 435 (M+H+). Example 353 -
example 507 Various pyrrolidinylanilines were reacted
with diverse amines by method A.  10 The resulting
products are summarized in table 6. Example 508 -
example 1130 



Various pyrrolidinylanilines were reacted with diverse
acids by methods E.  The resulting products are
summarized in table 7. 15 Example 1131 -example 1232
Various (hetero)aryl halides were reacted with diverse
boronic acids by  methods 0. The resulting products
are summarized in table 8. 20 Example 1233 - example
1237 Various aryl halides were reacted with diverse
acetylenes by methods J.  The resulting products are
summarized in table 9. Example 1238 -- example 1403 25
Various aminopyrrolidines and N-arylpyrrolidinones
were reacted with  diverse aldehydes, ketones and
amines by method N. The resulting  products are
summarized in table 10. Example 1404 - example 1423 30
Various aminopyrrolidines were reductively methylated
with formaldehyde  by method E. The resulting products
are summarized in table 11. 212 Example 1424 - example
1443 Various amides were alkylated by method F. The
resulting products are  summarized in table 12.
Example 1444 - example 1618 Various tert-butyl
carbamates were cleaved by method G. The resulting
products were summarized in table 13. Table 6
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 353H - "C25H31FN402438.24439 N1\N
1\-~jN~ O  F~    354NN C25H30N404450.23451 o o  o
aNAN:I 355~C251-131 C1N403470.21471 H  1 \ -'N 1 = N
oo  



J CI 356o N_C26H30N402430.24431 !~ ~ 1 o N'~I  NON ~ !
357N_C24H29CIN40424.20425  CI 358N~C25H35N50421.28422
NON' \N  N J 359N_C23H3OBrN50471.16472 1 \ N'~'  CO N
Br / \ 360I ` c Nr N C24H34N40394.27395 I N 361o ON
C26H28N403444.22445 o NO NxN I 213
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 362N-C24H29N50403.24404 N ` ND  ~ N
363N C27H29N50S471.21472 N i  S / NON \ 364 ~~ N N
C26H30N402430.24431 



I O  Q NxN 365o' N-C25H30N603462.24463 ,  N  -~  N O
N    N'Or 366N-C22H25N502391.20392 (NI N O ~ O CI NAN
l 367N`r0C26H28N60440.23441 N I I N N NQ N-
368N_C24H29FN40408.23409 o  ~ ~ I NON / ~ N F 369N-
C26H30N403446.23447 0. r{  I~ 0 ~I N/ N N 370QO-Ca
C25H27C1N402450.18451 N1>N N  CI  N " 



O Nr N  371A C25H27FN402434.21435 I  CIC F  N  N \
372N-C26H30N402430.24431 O N  I~ ()N N CI
373N-C26H30N402430.24431 &O,C~ ~ Nom/  A I N  N 214
Ex.StructureMolecular formulaMonoisotopicM+H*
No.molecular wt. 374N-C26H30N403446.23447 I n p ' N
p0NAN I 375ci p N C25H27CIN402450.18451 I I - p N
376`N_C23H32N402396.25397 NO  gyp , p,  I NON I `N-
377o 



C25H29N502431.23432 N N  = i NON \ I
378`N_C24H27N502417.22418 NC p I . p Nr~  I  '  A N  N
p \ N~`N  379I o C25H35N502437.28438 I NAN F p NO-N'
~ ~ p i  380I C25H27FN402434.21435 I  I  O ~  N ~  Q N
381F F' p NNC261-127173N402484.21485 F \I I/ N0N \I
382F FC26H27F3N40468.21469 F Ii  N0 p  



NANa 383N_C24H31 CIN402442.21443 0 NA N/ Nr) 1  C[
384`N-C25H28N40400.23401 p N  I\ NON a
385N-C26H301\1402430.24431 o N aNpON a 215
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 386N_C23H32N402396.25397 N w0 0 i I
I  xN- N 387N-C25H34N402422.27423 o _  NON \ / N
388N_C24H31 CIN40426.22427 NON
389N,C25H34N40406.27407 o  1-\ NAN 1 N
390N_C25H31F3N40460.24461 -'N 1 \ N-  ~ F 391N_C251131
F3N402476.24477 F F 0 0  F~N"uN 



0.N N  392O C23H31N504441.24442 N \fNN \I
393N_C24H30N403422.23423 o _  ON~N \ / N ci  394N
C24H32C1N50441.23442 I N 0 NxN \ c r  395o N N
C25H27C1N40434.19435 I I~NxN~ 396N-C25H28N40400.23401
0 eE I~ NON I 216 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt.
397N-C24H28N60416.23417 N  Y'N O i N  l  A N  , N~
398N_C25H34N402422.27423 O  -4N N
399N-C28H34N40442.27443 \ ' \ --k \ N 



400C25H27N503445.21446 N O  ONIN a
401NNC25H27C1N40434.19435 CI I 0  i NAN I 402N-C24H31
CIN402442.21443 -CN-4N \ N-'  ` p  CI N-  403N p
C24H33N50407.27408 N  I I  NxN~
404N-C22H30N402382.24383 O O N  NON I
405N-C25H34N40406.27407 p Nb  A  C N  N 406Cl NN
C22H22C12F6N402558.10559 F p p  I 



FF Jl  CI N N f F F 407NC26H27F3N402484.21485 I  O N
F I I NxN  F F 408N_C24H31FN40410.25411 NON F 217
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 409N-C24H31FN40410.25411 o r  F 0-0
-4 N-Cr N,) 410N-C24H31FN40410.25411 F o  WaNr)
411NC25H34N40406.27407 0 r 412N-C25H34N40406.27407 r
4 N_GrNj  413N C24H32N402408.25409 N- o  O_CN 0 0
414N-t C22H26N60390.22391 fl N 



N Na   415Br NO- N /C26H27BrN40490.14491 0  fl-N N
416NJ 0 C21 H24N60S408.17409 N-(D-Na N- 417N y
0C26H27N50425.22426  N-)-N, N 418N-C24H32N40392.26393
o r  0-0 A N-GrND 419Cro,(~L 0
,,r)-N,C25H27CIN402450.18451 cj  N A N
420N-C24H3ON403422.23423 0 NI  r~ o  IXO)aN A N'Cr 218
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 421ON N. C24H29CIN402440.20441 O N  N
! O CI 422NC26H31 CIN402466.21467 H 



1 \ N JflN / \ N,~ o  CI  423HJC28H35CIN40478.25479 N
/ \ N'ON 1 \N~ CI a0 \ NrYN,,  0  424,
C28H38N404494.29495 \ , OHO  x N  N 425H N-C241131
CIN402442.21443 N'u 1 \ 'O  \ N  CI  426H
N-C25H33C1N402456.23457 1 \ NJ(N N~H  / \ CI
427N_C25H28N403432.22433 O  O ~ 0 ~fN  -  I  x v -N 



N" 428NC25H29FN402436.23437 1\ 1 O  -AN 1\ N~
429NC24H30BrN5O2499A6500 \ JN0N 1 \ N~ 0  Br
430NC25H29C1N402452.20453 / \ ! NON / \ N~ 0 CI
431N/C25H321\1403436.25437 O O  219
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 432N-C24H32BrN502501.17502 -0 o
433N-C22H3ON60394.25395 o r  r~N-~ N,)  -0- -N_j N  QN
434N-C24H3OF3N50461.24462 F F o  r- N NO  X  F &  N--/
435N-C21H29N70395.24396 o 



N -N,  N-4  N  N r  N 436NC23H31N50393.25394 0 'D  NA
-N N  GrN 437N-C22H3ON60394.25395 NA  0 r Na/ N __Ij N
438N-C21H29N70395.24396 o r  N-A  N  -(:YN') N  __j  N
439N-C23H30CIN50427.21428 C1 o r  r~NA  N-CrND
440N-C23H30CIN50427.21428 o r  



Ci r~NA  N-  11 \ N  441N-C23H30CIN50427.21428 o  r~NA
N  -aN~) Cl__Cr  N  442N-C23H30FN50411.24412 F o
r-N-4  N  N-aNr) __,  & 220 Ex.StructureMolecular
formulaMonoisotopicM+H + No.molecular wt.
443N-C23H30FN50411.24412 o r  CN-k  -(:~-N~' N  J
444N-C24H33N50407.27408 N-4 -N  -(:~  



o ~3 N  C~ _j N 445NC24H33N50407.27408 0 r  N'~ A  aND
P,  W 446N-C24H33N50407-27408 o  1  Q~O AaN~)
447N-C24H33N50407.27408 o  A  -CN~3 N 448%
C24H3OF3N50461.24462 F N- 6 F -4  ~Nr N ON-aNrj
449N-C24H3OF3N50461.24462 o  -'  -aN N F
450N-C241-13ON60418.25419 o  r~N-k 



-aNrj N-, N N 451N-C24H33N502423.26424 o  O -Q  -aNrj
N  a 0 452N-C241-133N502423.26424 r  _CrNj  A N 0 221
Ex.StructureMolecular formulaMonoisotopic+ M+H
No.molecular wt. 453N-C24H33N502423.26424 N-9  \ Nr N
N  O\ a 454N_C25H33N502435.26436 A  '  NJ 1~ J  N O
455NC24H29CIF3N50495.20496 ON  Nr)  



CI F  F F 456cl N-C24H32CIN50441.23442 NAN  ND
457N-C251-1351\150421.28422 rOC q
458N_C23H29C12N50461.17462 NIN ' ` Nr) CI 459F
N-C23H29F3N60462.24463 ~N~  , \ N~ \ N  N N  N
460NC23H29F3N60462.24463 N. NJ(N ND  F F
461NC23H28C1F3N60496.20497 F ' N JNN \ Nr)  F F CI
462N-C251-135N502437.28438 NA \ N~ O  I J  N 222
Ex.StructureMolecular formulaMonoisotopicM+H*
No.molecular wt. 463C23H29C12N50461.17462 o  ~N~ N 



Cf 464N-C25H35N50421.28422 I \ N'D  J -A N
465N_C23H29C12N50461.17462 CI N \ Nr  N -k C1
466N-C25H35N503453.27454 o 1~  O \ ~ J O
467NC24H32CIN502457.22458 Cl ~NJ~N ~ \ Nr O
468N_C23H38N60414.31415 N~  NN-L \ N  N
469N-C23H29F2N50429.23430 F -NAN ~ \ NJ F '
470N-C241-1301\160418.25419 N'4  ' \ N N  NY -Gr ~
471NC25H35N50421.28422 \ Nj  N NA N
472N_C231-137N50399.30400 O-N .j N ' \ NO 223
Ex.StructureMolecular formulaMonoisotopic+ 



M+H No.molecular wt. 473NC231-1321\160408.26409 N  N N
1 ` N~  J 474N_C231-1321\160408.26409 \ J -k  1 \ N~ N
1 475N-C26H37N50435.30436 N N Z 1 ` Nrj  N C5,---(\H
476C281-136C1N502509.26510 HN  1 \ 0N ' \ N~ O  CI
477N- NrD _H C251-1341\140406.27407 N N \ 1 F N  478NA
1 \ Nr C25H31FN402438.24439 N O
479NaC23H27CIFN5O443.96444 F "  480N
C23H30FN502427.53428 O 481F {C23H29F2N502445.52446 O 



482N~ C23H27F2N50427.50428 N 1  483c1 \ IN
NNC23H29C[FN502461.97462 O 4840 C28H37FN404512.28513
~O N-N NAN \ 0 F fi 224 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. \\`0 0  485U
1~ C28H32FN504521.24522 O  rl 07K NC-  N F
4860C23H30C1N502443.98444 487' iC23H29CIFN502461.97462
488N-C26H34N402434.27435 ~ NON \ I N O
489N_C301-1361\140468.29469 0 ON \ 1 Nrj  N 1 /
490N_C261-134N403450.26451 b 1 \ N \ 1 O
491N_C25H32N402420.25421 O rD  O NON ~ / N  492o N-
C26H34N403450.26451 



0 ~N-kN \ 1 Nr3  (::\  493N-C25H30N403434.23435 o  O O
NON ` 1 N  1 / 494N_C261-135N502449.28450 OrN D-0 AN \
1Nr 495F NC25H30FN502451.24452 0~_O-0 N1\ N- O-N 225
Ex.Structu Molecular formulaMonolsotopicM+H+ re
No.molecular wt. 496NC25H31N50S449.23450 0  S _Grq-~
N  N 497N-C26H33N50431.27432 o  N-A N_aNr)  C -  N
498N-C27H35N50445.28446 o  1, NA"_aND IN 499F F
C25H31F3N402476.24477 N 



F 0  .-CN-AN-aN-'  500N-C26H35N503S497.25498 0 'D
N-jt N  N-Cr  N-  501o C251-131N503449.24450 -A  GrN9
-  N  N ~-o 0 N-  o  502NA C23H29CIN40412.20413 C'-C~-
aNr) C  N- F N-  503r C23H29FN40396.23397 aN) L-i N-
504N-C25H31N50417.25418 o  



N NA N-GrNr3  0 505N-C241-13ON603450.24451 0  N-k
-GrN~)  N N 0 0 506NC24H31FN402426.24427 OH 0 j  ~
-4N_CrNr F-~ 226 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. 507N-C251-131
FN4O422.25423 F / NAN 1 \ N~) Table 7 5
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. a N,  5081\ N N~ C26H33N3O2419.26420
N  \ 1 0  -- 509NC261-134N4O2434.27435 oN o  N 1\N \ 1
510NC26H27N3O2413.21414 o p  0-0-1 N\ 1 N
511NC301-1351\13O2469.27470 a r o  



1\ 1\ N\ 1 N 512C271-129N3O2427.23428 o r o  1 \ N \ /
N 513N-/C271-128N4O6S536.17537 o 1 \ N~ O  \ 1 O
514NC25H33N3O3423.25424 N p  0 1 \ ~  N \ 1 r-ri 227
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 515C241-129N303407.22408 o   1 \ Nr
'~  516C251-133N303423.25424 0--k _N~ o  N\ /  517N-
C27H29N303443.22444 / ,  OWN \ 1 N
518NC27H29N302427.23428  \ 1 o  N N
519NC27H29N302427.23428 o -j   b-ID-4 N ; / N
520NC271-1291\1302427.23428 



O _ O  N \ 1 N  F F  N  521F I \ C27H26F3N302481.20482
/ \ Nrj O / \  N 522NC27H26F3N30248'1.20482 F F O 0  F
- 1 \ / N N 523NC281-131 N304473.23474 ` o
524NC27H28N404S504.18505 S \ 1 N ON 525/
\C26H25CIFN303481.16482  / \ 1 \ Nj  F  228
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 526NC24H25N303403.19404 /  O O  ~ O N
I _ 0 0  527_ N C24H25N302S419.17420 S I N I N / t / 0
0  528-a C25H28N402416.22417 



N \ 1N 529C1 N,C24H24C1N303437.15438 6-0/ O No O  1N
530N-~ C24H24FN303421.18422 C1 to N I  N O
531N-C25H33N30391.26392 O  N \ /
532N-C25H27N302401.21402 I \ O  O-QN  /  1
533N-C25H27N30385.21386 1   o Nrj  \ I 534N_C23H31
N302381.24382 o  I  N  O~N  1 535N_C26H29N302415.23416
1\ O I  N 1 N~ 536N_C25H27N30385.21386 o  I\ 1~ N 1 N
537N-C24H31N30377.25378  /  o ~N~  229
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 538N- C25H26N404446.20447 U- 0 ao
539N-C26H29N30399.23400 o 



N-aN~) 540D N' C26H29N302415.23416 N
WN-C28H33N302443.26444 o N-  5420 N
C25H29N504463.22464 ' 'ro 0  N  ~- -0
543N-C231-13IN302381.24382 o 0  N-GrN~3
544N-C251-127N302401.21402 a o 0
545N-C25H31N302405.24406 0  O-C~AN-aN-'
546N-C27H31N30413.25414 o -aNrj  _~N
547N-C28H33N30427.26428 o k  548F-Ck N-
C21H22FN502395.18396 0 r  ~ 'r-AN-Or N, O-N 549o 



C25H25N302399.20400 I- ~  \0 0 r  , N_GrND  230
Ex.StructureMolecular formulaMonoisotopic+ M+H
No.molecular wt. 550NC29H35N30441.28442 0 r Q+  551cl
NO 0 N- C231-123CIN404454.14455 N ,Cr 552F
C25H26FN302419.20420 N- o  O-C~AN-CrNf-
553N-C26H29N30399.23400 o r 554N-
C271-1291\1302427.23428 0 r   555N OX
C28H38N403478.29479 N-C C)_( N 0  0 1
556N-C25H26FN30403.21404 o _CNrj  F-(~N  F-O~ N- 



557o C23H24FN30S409.16410 N _aNr
558N-C26H26F3N302469.20470 0  --kWaNr)  F r  F F
559N-C291-134N402470.27471 0 r  0-()--J,N-CrN') C5
:560N~C251-1261\1404446.20447 0 r 0% 231
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 561N-C24H33N302395.26396 0 N
562N-C24H33N302395.26396 0-()-kN-aN-
563N-C25H26FN30403.21404 F 0 r  &~WaNj
564N-C26H29N302415.23416 o  ~~N-GNr) 0- 5651
C25H26CIN30419.18420 N- cl o 566N-C26H29N302415.23416
0 0  



567N-C26H29N302415.23416 0  0,~N-GrNrj
568N-C25H26FN30403.21404 o r 569N-C26H27N303429.20430
o r  0,~:~WaND L-0 570N-C26H29N30399.23400 o  N -a Nfj
5711 C26H29N30399.23400 N- o  (~~NZrNr)  232
Ex.StructureMolecular formulaMonoisotopicM+H.+
No.molecular wt. 572N- C26H26F3N30453.20454 F F 0  N
-a Nrj 573N-C26H26F3N30453.20454 F F o  574N
-C26H35N302421.27422 0  C~-O-C~~WaNr~' 575k
C271-131N302429.24430 N- o  (~N-GrNr) 0-
576N-C25H26CIN30419.18420 



o  577N-C25H25Cl2N30453.14454 ci o  O-O-AN-aN~) C1
578N-C24H28N402404.22405 o 0  N-GrN~)
579N-C27H31N303S477.21478 o  _Cr N~)  ,q  N  O-s o
5800 NrD, C251-131N503449.24450 ON N- N
581N-C241-1311\1302393.24394 0 rj
582N-C23H3IN302381.24382 o  O-C~-AN-aN~:'  'Y 233
Ex.StructureMolecular formulaMonoisotopicM+H}
No.molecular wt. 583F F N_C251-1251731\1402470.19471 p
Q / \ N  O'~N`1J  584,N_C24H39N30385.31386 



o  H N  H N 585N_C25H25C12N30453.14454 CI \ / - N CI
586N_C25H26BrN3O463.13464 Br  587_C25H32C1N30425.22426
H O / \-Nj  N `U  //  Cl`  ~ 588N\~/ Na
oC251-132N402420.25421 \ / Q NA . N-  589NC)
C241-126N404434.20435 o ,/ N 590O N'~
C24H30FN302411.23412 N\/ N F 591N\< )
C26H28FN30417.22418 )".'Yo NO-N F 592_
C25H25N502427.20428 N" N o  O \ / N \  r
593NC26H26N40410.21411 



o rj  /  /  N / N  N= - - 234 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt.
594FC26H32FN302437.25438 0  A q - Nrj  ~H 0
595NC25H26CIN30419.18420 cl 0 r 596NC24H26N40386.21387
_GNrj 597N-C26H26F3N30453.20454 o r  A-~N-a N,) F
598N-C271-1311\1303445.24446 o  0 -q r  )a-Q' WaN)  I
o 0 Nr:>-N'  5990 C28H29N303455.22456 0  CJ'~Nja 0
600,LO r:)-N/C241-133N302395.26396
601N-C25H27N30385.21386 o  



(9-0 WaN~)  602N-C281-13ON402454.24455 o r-'
0-0-0~"NN-CrN- 603N N 0 C261-136N404468.27469 -? _<  N
0/  N H 0 604-N NIf 0 C281-138N403478.29479 Na~ O X N-
605o C22H28FN302S417-55418 CL  r O--S--4 N -Q' N  '~ F
235 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 6060 C231-129N303395.22396 Ol . I N
607N r \ NJ C27H33N303447.25448 >-, o  \ O H 67  H 



6080 N~N, C27H37N304467.28468 ~N~ O  k  0 0  0 N'D_H
609N C29H39N303477.30478 N \ / ,b  a 0  F r \ r \ 0 N
N-If 0f-  610N / C27H29FN403476.22477 ` N o - )--O N k
N0  611HN N o C25H34N404454.26455 \ r O 6120 H
C271-135N302433.27434 F H 6130 N'H~ C25H31
N303421.24422 O Il N ~ / N Y O 614N o
NONC281-132N404488.24489 0  00  c, 0 N IN o~  615- H N
r , N 



C27H35CIN403498.24499 0  616N C26H29N504475.22476 / N~
f~ \  ~{N O.1  o N-' 0 617N 0C28H36F3N304535.27536 1 0
N o~  O N /  F  F F 6180 r \ 0 _N 0y
C27H38N404482.29483 N \ / N 236 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. -N  619N
C27H38N404.482.29483 05  - ~  1  0 N 0  q/ I .6200
C281-139N305497.29498 Wt 0 



NJ 07"-  O_C~~ N -13~ 0 N  621N-C\/
C23H23N503417.18418 0 -~  ) HN 0 o  N 622'N--
C251-126N402414.21415 / ~  0 _a Nr~ 0  N N (3230
C281-135CIN404526.23527 N -~ 0  -  r 0  CI "' N 6240
C28H39N304481.29482 N-t 0 0  625C1 N
C271-136CIN304501.24502 &N  C~A N- 



O- 0  6260 F N -~ / C27H35F2N304503.26504 - 07 -j-j F
6270 C27H36FN304485.27486 N-~ 0 N 0  O-O~N-Qr -J--j F
0  628F N-t C27H36FN304485.27486 &N  ~ N-  O-O  -f-i
237 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 629N ~0C28H39N304481.29482 / O N~ O~
pN 630N-~0C28H36F3N304535.27536 O `N F  O XN 0  F F
631C27H35CIFN304519.23520 O / ` 1 'rN -"-'-o  F CI  



6320C281-136N404492.27493  r O7  p~N N N 0  633aNr
C28H38C1N304515.26516 O7< O N  CI  634N-t 0C31
1-139N304517.29518 o N~ O7<  p N 635N
0C27H36BrN304545.19546 \ r r  N  fl o  O~N Br 636N
0C28H36N404492.27493 O - N~ O7<  a N N 637cl N
~oC26H35C1N404502.23503 NNa OX  6380
C27H35F2N304503.26504 N O  1 J Nr O]<  O N  F F  



238 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. Br NOD  639N~ O~
C27H36BrN3O4545.19546 1 O 1 ` N  \ 640F N
C27H35F2N304503.26504 Nr O-- O 1 \ N 1 \  641H N%
~C23H31N303397.24398 o  O N\ 1 N HO
642H_C241-133N303411.25412 O _  HO
6430-~C271-137N305483.27484 D O  N  o-(:-)--IN-C1 O r"
ND y~  644N O C25H34N404454.26455 N/ H  F H' 0  645\
C27H36FN304485.27486 \ N 07< 1  1 



ON F Q  646N C27H24FN303457.18458 O   \ Nr O /  / N-
647o C27H33N302431.26432 C \ N / N  648H_C23H31
N303397.24398 o _  O 1~ N \ / N HO 649F ~ i
NC25H24FN302417.18418 O o 1 \ N~  1/ N" 239
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 650_ N C27H36N403464.28465 HN O"~ \ /
O 651NN-I(C251-126N402414.21415 O o 652NC31
H33FN403528.25529 N  O O N~ O  I  I N'~ \ O H ,  6531\
1 N \1NrN C32H38N402510.30511 , 



N  o 6541 \ O NDH,C28H38N402462.30463 a ,N. 655O
C291-134N402470.27471 1 \ N \ 1 O IN- 656N-
C261-126C1N302447.17448 / ,  Icy 1\ ~ 1\ N~ o 0
N/~)_HN  657N \ 1 ~ C29H38N402474.30475 o N-
658N/C27H29N303443.22444 o a  1\ 1~ N\ 1 N  659N
cC241-129N504451.22452 / l OcNS o~ O i t N \ 1  N-N
660N_C251-133N302407.26408 O-N \ 1 N-  N 0  661N -t
C25H30N403S2498.18499 O BSI S  1 \ N~ O7~,  1I FA 



N 240 Ex.StructureMolecular formulaMonoisotopicM+H{
No.molecular wt. 662F I HN 0 C28H29FN403488.22489 O O
1 \ N~ N  1 / N'~  663(C31 H44N402.504.35505 O  / ` NP
N S  \ / N O 664(C321-1401\1402512.32513 O 'H S)  N
I\ 1\ N\ N N O N 0  665 7 C25H30N603462.24463 ~0N N \
f  t r N-N 666_ N 0f C25H30N603462.24463 N i t r 0 -N-
O/` N-N N \ / N 0  667O O C301-133N504527.25528 



G N N,  ]  N 1 \N  O 668N-C27H27N304457.20458 O O  / \
1 \ N \ N  O ~O N O  669O C26H31N503461.24462 N`~ 0~ /
N NN 670N0C21 1-127N304385.20386 10 N \ 1 N~ O~
671C25H30N603462.24463 O O/`  NE`1, N / \ N  N~
672NC31H35FN403530.27531 F,3 O H O  / \ N~  1/ N 241
Ex.StructureMolecular formulaMonoisotopicM+H-
No.molecular wt. 673N-~0C261-1321\1603476.25477 / \ N~
O IVJ  1 ~ 



674NC27H42FN304491.32492 O  O N \ j F N-  675
C25H32N40404.26405 r N  N\I N-1 \ ~
676NC27H30N402442.24443 OrN r 3 677C29H34N402470.27471
N   O 1 \ 1 \ N \ / NJ  6780 N_ .. C26H28FN30417.22418
N  679N-C25H32FN302425.55426 (gyp /\ o
680N_C23H30N402394.24395 O  N / \ N \ 1 N
681N_C251-132N402420.25421 o _  / \ N  N-ON 682N o
C24H30N402406.24407 N, ~  N \ / N
683N_C26H28N402428.22429 /\ N 1` N aNrj / N _NN 



684>-P C23H28N402392.22393 ~/ a  242
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 685N-C261-134N402434.27435
C~AN-C~~N-GrN-' 6860 / N~N, C24H27N503433.21434 N/ N E
o 687_ C24H32N402408.25409 N N /  o f-'  ~ /
688N_C22H30N402382.24383 N O  N  N
689N-C24H33N50407.27408 o _  _ON ~ N I N
690N_C251-128N402416.22417 N-\ -0  &0N `1 Nr)
691N_C24H26N40386.21387 N/ 1  N \ / N
692N_C22H24N40S392.17393 N I Nrj  



} S  e\N 693N-C21H24N40S380.17381 s  Nr  I I N"~
694N-C19H21 N3OS2371.11372 o U >~  g 1 N IN cl N_
695O 0 C23H24C1N302409.16410 / N'D 243
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 696_ C22H24C1N30S413.13414 cl 0
697N-C21 H21 CIFN30S417.11418 S  N~  F  ( N /  CI
698~_ C21 H21 C12N3OS433.08434 cl 0 cl 699N_C21 H21
CIN4O3S444.10445 s o Nr cl 700N_C22H23C12N302463.09464
cl S -'~  cl 



701cl N-C22H24C1N302S429.13430 0 N_  702cl
C23H26CIN30S427.15428 N  O ` N~
703N-C24H26CIN302S455.14456 cl 0 0 N
704N_C22H24F3N50S463.17464 F N-N  F  `S/ N \ Nr) F
705F F FC24H23CIF3N30477.14478 N-  4 ~o  N~ 2 cl N
706F F F ,C24H24F3N302443.18444 N-  o r  N 244
Ex.StructureMolecular formulaMornoisotopicM+H+
No.molecular wt. 707N_C23H28BrN5O2485.14486 o  Nr  B4
N 708F F NC24H25F3N4O2S490.17491 F , N O N  N r
709N-C22H22N4OS390.15391 o  



N~,  S N / \N 710N-C23H25N3O2375.20376 o _ O  la N \ /
N  r~  r~ 711N-C24H27N3O2S421.18422 1~ / N  s N o
712c1 N_C24H26C1N3O3439.17440 N 713N-C21
H22CIN3OS399.12400 s  ~  / N / -CND 714F F
FC25H23F6N3O2511.17512 N-  F la N  F F
715C23H30FN3O2399.51400 o  ^,o / \ N / \ N F 716F N
`C26H34FN3O4471.25472   fit  /\ N~ o   N
717N-C26H29N3O2415.23416  \/ N \/ N~ 245
Ex.StructureMolecular formulaMonoisotopicM+H"' 



No.molecular wt. 718N_C27H31N302429.24430 0 \ 1 N  1
1 719N-C26H33N3O2419.26420 o  o  1 \ 1N 720~~
C25H28N4O4448.21449 D o 1 \ Nrj  721\ I
o~C24H33N3O2395.26396 N-/NU  722F
~_C26H28FN3O2433.22434 O  \I1\ N 1\ N
723N_C26H27N3O2413.21414 d7jN3 r 72
iv_C25H33N3O2407.26408 4 N N/- I
725N_C26H28BrN3O477.14478 1\ , N,. ND  B r iq_  726O
C24H26FN30S423.18424 / \ Na  4 1 /  N'
727N_C26H28FN3O417.22418 &~N-C'Nr)  I 



728N-C27H31 N3O2429.24430 o Nr  o 1 \ I N 1  246
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 729_C26H28CIN30433.19434 '\ N N  clr
730N-C26H28CIN30433.19434 cl  731C26H28CIN30433.19434
&o-;i 1` N~  cl  732O C24H25CIN404468.16469 0 1 \ N~D
733N_C26H28FN30417.22418 F o r  \ 1 - N
734N-C27H29N303443.22444 o  \ I N  o  \ ~ \ 1  ~
735N_C27H31 N30413.25414 N  1 \ 1 w \ 1 



736N-C27H31N30413.25414 \ 1\ 1N \ 1N
737FC26H26FN302431.20432 N-  o 0 1\ N~  N_C
738N-C27H29N302427.23428 o  Io N N
739N-C25H35N302409.27410 o  N  O \ ~ N \ 1 247
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 740N_C261-34C1N30439.24440  N~ \ N~
Clr  741~ C32H36N603552.28553 N N  oko
742C26H36FN302411.59412  743C25H32N402420.25.421 0 _
o ` N \ / N O-N 744N_C24H30N402406.24407 1`  N GND O-N
745N_C261-128N402428.22429 



0  -aN  o ()N\ ~  N 746N_C27H30N402442.24443 O 1` -aN~
N ~ ~ N 747N_C24H32N402408.25409 o  _  N \ ~  I \ -aN
~  0  7480 oC24H30N402406.24407
749C24H32N402408.25409 N-  N 1`  NG  Nrj  0
750N_C25H32N402420.25421 o  QN   1` N\ ~  248
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 751N_C24H30N402406.24407 o _ r) 



1 N  ,-(:_)-AN  752N-C251-134N402422.27423 Nr  N 0
753N " NaC221-130N402382.24383
Ot,6-C27H35FN406530.25531 0  o _  0 1 N \ I Nfj'N 0  F
755N-C241-132N402408.25409 o _  N I\ N I N -\/-"o
756NC26H27FN402446.21447 F  I\ N I\ N I N
757N_C251-134N402422.27423 0  N \N \ N d-4 O
758N-C241-132N402408.25409 o _ N    NON  I O
759N_C24H26N403418.20419  o N~  NCN  I 0 



I o 760N_C241-130N402406.24407 0 o  f N I N\ I
761N_C261-132N402432.25433 N I \ N \ I N~ 249
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 762N_C26H34N402434.27435 o _  N / \ N
\ 1 N 0-40 763N_C26H34N403450.26451 O _  N N  0-10
764N_C25H31 C1N402454.21455 O 1 \ N~  N U\/  0-10 C1
765N-C24H30N402406.24407 o or  N~N \ /
766N-C25H34N402422.27423 / \ O N  N-N \ /
767N_C24H26N402S434.18435 S O O -N  1 / N~N
768N-C26H34N402434.27435 / \ N N~  N 



769N-C23H30CIN302415.20416 o _  \ N  O-N \ 1 C1
770N-C24H32FN302413.25414 O  O \ / N"1 \ Nr- F
771N-C23H28FN302397.22398 q 7  , \ Nr  o V / N F 250
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 772N _C24H30FN302411.23412  Nr  O\ Q
N-  F 773N-C24H30FN302411.23412  / \ N~ F
774N-C25H33FN402440.26441 O  -N, QJc-C F
775N-C26H33FN403468.25469 N~  1 \ N~  O O \ 1 N- F
776N-C23H26N40374.21375 / \ N / \ N GN 777N-
C28H30N40438.24439 O I 



N~  N N  1 ~ N_  778o C21H25N502379.20380 N N  N N.
779N-C26H27N302413.21414 o  O N\ / _ N
780N_C26H26N40410.21411 -aN  N \ / T/j/
781N-C25H31N50417.25418 o  N i N\ N I\ N  251
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 782N_C21H24N60S408.17409 0  N~  N \1
N~ 5  - N 783N-C221-125N50375.21376  0 1  Nr)  ONO e N



784N_C24H28F3N50459.23460 O 1  ~  I~  JN  / NON F'N F
F 785N-C25H30N60430.25431 o _ N~    NN  I  r
786N-C26H32N60444.26445 NN `  787N_C25H27N30S417.19418
/ 5 /  N 1  N~  788N_C301-134N40466.27467  1  N~  N  1
N'~ 789C24H30N40S422.21423 SI N N I  N 7900 , s
0C24H26C1N303S503.11504 CI O N r N2 791ci . a
C23H23C12N303459.11460 N- 010-// N I  N~:' 252
Ex.StructureMolecular formulaMonoisotopicM+Hf
No.molecular wt. 792N-C241-126C1N302423.17424 O o N ~
N 1 /  Ck N-  793~ C23H26N40S406.18407 



~ ~ SJ N ~  N  794N-C25H27N303S449.18450 a  p ~  ~  N
O  c~ N-  7955 O C23H25CIN40S440.14441 y  r) .  E
NVNO N  796N_C23H25N303391.19392 o  ' O N \ ' N ~ / O
797F F F N_C23H23F3N402444.18445 O~ ` Nr o y / - N~
798o C23H28N403408.22409 a ~ nr.o W 799_ N-
C25H30N40402.24403 o 'D  i N  N 800o
C26H29N302415.23416 o 



_  d  ~  N \ / NaN 801N_C271-129N50439.24440    802O '
C22H24F3N302419.18420 N-OrNJ~'N' V OxF F F 253
Ex.StructureMolecular formulaMonoisotopicM+H-i
No.molecular wt. 803-C22H25N303379.19380 a  _aNr  o \
1 \ oN  \  804~_C22H24N40360.20361 o~Nr  N= ~1 N ~1
8050 '~ C22H23F4N30421.18422 1\ 1 N~ 1 N F FF  F
806_C23H29N302379.23380 o >  807C26H29N302415.23416 -
N4  



/ N  / Na 808; FC27H30FN30431.24432 H N \ N~N
809N_C22H23F3N402432.18433 N o \ Nr)  F / N F- F
810N_C25H25N302399.20400 C _  l fl N\ N
811N_C25H28N40400.23401 J o Nr:~ N 8120
C21H24F3N303423.18424 O N 1 N O a  F+ F  F
813N_C22H30N40366.24367 o  N 254 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt.
814N_C24H31FN402426.24427 O  N~  0-(\j F N-  8150
C25H31FN403454.24455 ~  



1 O  p \ ' ~'\ N F 816N-C25H30FN302423.23424 4 O  N \
N3  k -k  F 817N_C23H30N40378.24379 o _ rj
818N_C241-127N304421.20422 \ ,4 Nr)  ~~ 0 0 F H[N~0
819O C30H34FN304519.25520  N' /  /  N  4ao  \ HN-~0
820I F C30H34FN304519.25520   0- _  ' \ N 



/  O-Al 821F HN-t0C29H34FN304S539.22540 dc~A"-&Nj 07<
O \ I ` F H o  822N / ` N~ O C29H38FN303495.29496 , 1
823F HN 0 C30H40FN303509.30510  \ N~ 0 /  N  255
Ex_StructureMolecular formulaMonoisotopicM+H+
No,molecular wt. 824F 1C31H35F2N303535.27536 1 \ NN~ O
/ N  F N o  825H C28H38FN304499.29500 o 7  F H N-fC0
826N C30H39CIFN303543.27544 ~ 0  ` /  ,  



N/  cl 1 r  8271 oC29H33CIFN305557.21558 0 0 N r `F r
3 N NY-o  a C ! !  828H 0 F N~0 C29H38FN304511.29512 0
\ , \  N / \ N~j o~<  829C29H33FN406552.24553 F N-~  O
N 1  N1H 7< ~ F HN 0  830O C28H38FN304499.29500 NJ O7<
N  ~O  F H N 01  831o C30H34FN303503.26504 N- 0  \ I
l  \ / 1 N  1 0 F H N-'? 



832Q C31 H36FN304533.27534 O  r 0/'  N  J N F H N-t 0
833~ N C33H37FN404572.28573 "  7<  o -~  r 0 r~ N N I
LJ -  F HN 0  834` N 0 C31H36FN303517.27518 0  ` 1  /
\ 1 1 N  / o F H N-.o  835r C29H40FN304513.30514 (
N'7 O 7 



N  256 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 836F 0 C30H33F2N303521.25522 r O NJ
O7 F \ / \  N  837N-C25H32N402420.25421 0 _N  O  N1N \
O 838N_C23H30N402S426.21427 O  O \Nr)  ~ N  N
839N-C23H30N403410.23411 o  O  NNQ ~  0
840N-C25H36N402424.28425 O Nr  O N9N \
841N-C24H36N402412.28413 O ~  O N1N \ N
842N-C231-134N402398.27399 0 _ 



O  N~N \~ N 843N_C23H34N40239827399 Nr o D--4N-\_N  E~
r O 844N_ C25H31FN402438.24439 F _  \~  i\N'3  N9 N _
0 845N-C26H34N402434.27435 O  NaN Nr) 257
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. N-  846cl O C25H31 C1N402454.21455 \
N I  N  eN_j  O 847N,C231-1361\1402400.28401 o N'~S O
848N-C23H36N402400.28401 O N  



N~N / 84900 N-C26H25N304S475.16476 1 sI\  I N'j O 8500
N-C21H23N30333.18334 \ N / Nj
851N-C221-1251\150375.21376 N- /  N   r 852N- C21
H23N50S393.16394 n ~ - I 0 - N s 853N
N-C20H22N60S394.16395 N  854N-C20H25N50S383.18384 ~ /~
~  NN N  S 855N-C23H29N504439.22440 o  N  r'N \ I N OJ
856of  N_C25H32N403S468.22469 ~ ~ N  /  N~  sN  258
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 857N_C22H30N40S2430.19431 s ~ \ N  c
N en N 



858N_C241-131 BrN40S502.14503 SO 1\ N  N N Br
859C24H24FN303421.18422 N -  F  a O o / \ N~  li N
860N-C28H27CIN40470.19471 O Nj  \ I N N I \  P  CI N-
861N o C23H31 N50S425.23426 r  N N  /  ~  8620 0
\oC22H30N405S462.19463 N O \ N I N N  J
863N-C23H32N404S460.21461 o  N  O N  



864N_C27H29N50439.24440 I/NI\I\N~
865N-C221-125N502391.20392 O  ` I N \ I N  )--
866N_C26H29N304S479.19480 o  O I \ N~  ' N-a O:S.O 259
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 867F F F_C23H23F3N40S460.15461 NO~\N
Nr  1 ~ 868N_C22H29N702423.24424 ~c N'{ / N~  N Nom( N
O 869N- C25H26N60426.22427  N N ~  C N
870N_C26H32N402432.25433 IN-  N  N a /
871N-C24H27N30238921390 / N / N
872N-C27H29N50439.24440 N N / \ N~  



N/ O  l 873N-C23H28N403S440.19441 N 5 N_  874N
C28H34N40S474.24475 A ~  N 875N- C24H28N403S452.19453
4 I  / ~ N~  / N N 876N` NC23H23C1N403438.15439 -  C!O
o N/ NrD 877N-C23H26FN50407.21408 o  0 WVN-aN) F 260
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 878N-C251-127C1N402450.18451 O \ / N
N  Gf 879N-C241-127N50401.22402 NJ' Z o _
880N_C24H30F3N50461.24462 O \ N~  N. NN 



F  F 881N-0 0C22H23CIN402410.15411
882C23H26N40S406.18407 S'N N-   883NC24H26N40386.21387
o  N N \ / N 884oC241-1261\140386.21387 N  / N
8885N_C24H26N40386.21387 N / N
886N-C21H23F3N60S464.16465 o  F F N N  F N
887N_C23H30N403S442.20443  888N_C241-126N402402.21403
N / \ N~ N  261 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt.
889N_C24H25F3N40S474.17475 FFF NN 1 \ N'
890N_C271-1291\130411.23412 o ND  N\ 1
891NC26H29N30399.23400 



jor O N  892N C281-1311\1302441.24442 R N-
893N-C23H28N402392.22393 O~" o  N \ /  N ~ / N
894N_C27H29N302427.23428 o N~  9--%-~N  aO 8950 N~
C21H25N70391.21392 rAN / N N-~ 896O a C21
H28N40S384.20385 S N\ / N  897r-A / N'~
N,C23H26CIN5O423.18424 N  NN  e-I P/ CE 898__ C21
H23N50S393.16394 D N i SJ N /  N
899_C26H26C1N50459.18460 0 Na  )  N\ / O N  e 



c) 262 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. N_  900fi  O D C23H27N50389.22390 N
1\ N-N N 901N-C25H34N40406.27407 a _  ~N 1  N \ 1 NrD
902N_C24H30N402406.24407 /  O NJ  0_ N N ci N_  9030
C23H30CIN302415.20416 ~ 01\  1\ ~ 904F
N-C25H25F2N302437.19438 /o / O 1 Nr H  905F N-~
C29H39FN402494.31495 0  / N  1  1  N~  906F
HN~C29H32F2N402506.25507 F\ 1  1 0 1\ Nr W 



907o F HN-~ C30H35FN402502.27503 / ;1 \1 N 1\ N N  -r
1  F ~, N 0  908F C27H37FN403484.29485 o ~.0 \/ N /\ N
N 909o F N~ C27H37FN403484.29485 /  N\~ N  O \ / N
910F N-C25H34FN303443.26444 ~ O /  N~  -&  O\ I  0 263
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 911CI 0 F HN_ C24H30C12FN30 481.17482
~, I N~2 CI F H N_  912 N3 C24H31FN404458.23459 -  /
0 N- ON 



HN-  913 F C241-131 CIFN302447.21448 O I  fir,O \ I
Ci 914F H N_C26H36FN302441.28442 O \ / N  915cE F H
N-0 CI/ N/ N~ C25H32CI2FN30 511.18512 -3 0  0 916F  F
HN-C24H28F5N302485.21486 F F 917_ C241-131
F21\1302431.24432 F N  ~1.   F 918F H
N_C26H34FN303455.26456  O 0 F N_  919H
C28H40FN303485.30486 I  ~ /  N~ J F H N_  9200
C25H34FN50439.27440 N  



/!  N N N I  264 Ex.StructureMolecular
formulaMonoisotopicM+H} No.molecular wt. 921F N_
C23H31FN402414.24415 o N  N N 922FN_
C24H26FN303423.20424 N N& O 923N_ C26H28FN302433.22434
N 1  F_  924~ C26H33FN402452.26453  ~N  N-(-) 1  -V  N
O  F N-  925cI C26H32C1FN402486.22487  1 ~  



&N  N  O  926N-C25H31FN402438.24439  1 ~  N \ / N N~)
O  F 927N-C26H31 F3N403504.23505 O _ O / N~  LJ N  1
N'C OX F F F N_  928o _ o C26H33CIN403484.22485 /~ N~)
(N 1 NO CI 929N-C251-131 C1N402454.21455 1_/ N \ / N
CI cI  F N-  930O C241-131 C1FN302447.21448 N  r5 N  O
265 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 



F N_  931 N C25H34FN302427.26428 N 932F H N _
C27H33FN402464.26465 0 0 -1 r! CrI N \ I N  F N_  933
C26H28FN302433.22434 \ N/D I 934r o F
C25H28FN302S453.19454 5 O `  r  NN. 935F H N_
C25H32FN30409.25410 N / \ N1  F H ~_  936
C26H34FN30423.27424 \ NJ I  \ I N  "
937FC27H29F2N30449.23450 I\ O F HN-  938\ I  F H_
C24H32FN302413.25414 N N~  



939F H N_C26H33C1FN30457.23458 I  CI -0  F_  940
C24H32FN302413.25414 \ N I  F H N-  941Nr
C26H28FN30417.22418 ) ,  \ I \ I N _&  266
Ex.StructureMolecular formulaMonoisotopicM+H}
No.molecular wt. 942F rDH N C27H30FN302447.23448 N
943F N-C29H31FN402486.24487  1  N~  O  O  N N  F H N~-
944o C27H30FN30431.24432 \ N _  \ I \ I N  



945I o F H N_ C25H34FN302427.26428 -40  946F
N_C26H27F2N30435.21436   Nr  F I \' N
947N_C25H27FN402434.52435 N F
948Q+C25H27FN404466.20467 c F N-  0. I \ N 5 / N o F H
N_  949of i C24H29FN403440.22441  Nr3 5  NFO N 950o o
o C27H30FN302447.23448 F N /  d  _  N-0,Nj  951F
N-C23H31FN40398.25399 \ o N~  /  N ,  N 952N
OC24H26CIFN4OS472.15473 



CI I S N FN N" 953F_ C25H25F2N303453.19454 N  N/D 1 /
ro F  O 267 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. o  954~N , \
F n_ C24H27F2N5O439.22440 N N  r 0 F HN-  9550
C26H31F2N302455.24456 \ N3 F 1  N  F  Hl 0
956_C23H31N302381.24382 0 _ro
957N_C241-133N302395.26396 o _  1 \ N \ 1 N r0
958N-C24H33N3O2395.26396 o _ 



1 \ N \ 1 N ~0 959N-C261-129N3O2415.23416 1\ O 1\ N \1
Nr) 960N-C251-129N5O2431.23432 o 0 ~  eN-(\N 1\ N N
961N_ C24H24C1FN4O3470.15471 F " N 1 \ N )  0  W-I r
ci 962N-C27H36FN3O2453.61454 N F
963N_C241-130N4O2406.24407 o _ 3  0' P 268
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 964ti oC241-1281\1402404.22405 N / N
965C27H29N50439.24440 \ N \ N~D
966N-C25H28N404S480.18481 IN \\ o  o \ i N~ &S0
967N_C241-126N402402.21403 Q- o 968I~ ~,~
C27H27BrN4O2518.13519 0 



969N-N o C22H24CIN50409.17410 N CI  1 N~'N 0 U'V  970N
\ 1 .N- C22H23F2N303415.17416 \f o  F+o  F 971N-C21
H23N50S393.16394 N o N  N' 972N-C23H24CIN30S425.3426
lS o N  N  1 ~ C1 973NC221-1241\1403392.18393 o  `o N
; N 0  269 Ex.StructureMolecular
formulaMonoisotopicM+H-r No.molecular wt.
974N-C25H27C1N402450.18451 1 \  r1 \ N~  - `N-` , \  N
cl 975N-C25H30N40402.24403 



aNr  N \ / N 976N-C22H25N50375.21376 N / \  1 \ N~  NN
9770 N`a , C22H27N303S413.18414 \ N  N -s \ 1  O 978s
NJ .. C20H23F3N40S424.15425 N  F  F 979s 1 N',)- C21
H24F3N30S423.16424 N _  F\ 1 F  F 980F
C26H24BrF3N6O572.11573 F N_ F  N+ ON 1 \NrD  N Br
981-0 C23H25CIN4OS440.14441 N _ N,  CI s N- 



982C24H32N403S456.22457 N-  ~N 1 ~ Nr 983N-C24H31
CIN403S490.18491 O  Nr  N~N"- CI/ \ O  984`0
C23H25N304S439.16440 N   -  s  N 270
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 985N_C26H32N403448.25449 o _ r  \ / N
O  O 986\ N C261-132N40416.26417 N N ~ ~ \~  N 987o Nr
C22H27N30S381.19382 jr, N / N 5 \ / 988N_C24H31
N3O2393.24394 o  989o N'J- , C22H24F3N30S435.16436 N\
/ N 



S \ /  F F F 990N_C24H33N30379.26380 \ / N \ /
991N-C22H29N302367.23368 NO  992C25H35N30393.28394 _
N-  N \ / N  993\ N \ N'~N, C25H30N40402.24403 `N _ S
0  994S C22H26N4OS2426.15427 f i  N 1/N  /\N N-
995oC29H32N402468.25469 N  \ i  C N  _  N, 996TN
C23H26FN50407.21408 



NN - / ~  F \ / NJ 271 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt.
997ci_C281-28C1N5O485.20486 N N
998N-C20H23N5O2S397.16398  N, N / \ N N-  s _  999N
C25H26N6O426.22427 ` I \  1 \ NID  N N
1000N_C22H24N4O2376.19377 o / \  N'D  (N \ 1 N
1001N-C26H35FN4O2454.27455  1\ N~  a\1 N~  F  N-
1002N-C25H34FN3O2427.57428  1 \ ND  \ 1 N F
1003N-C24H25FN4O404.20405 ~1 \ 1 N`a  N F 



1004N-C25H30N4O2418.24419 o  N 1 \ N \ / N  Cr4o F N_
1005 C26H31FN402450.24451 ~ 1 \ N  N / \ N LJ o
1006N-C25H34N4O2422.27423 O _  I\ N\ I N N  o 272
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1007_C24H30N402406.24407 o  ~ ~ N  ON
\ / N  0 1008N 0C27H30N402442.24443 N , N 1 / N_
1009~C27H29FN402460.23461 0 1 \ o N  N C N-' F 10100 0
C26H34N402434.27435 N 1\ N'` N' I 



1011_C26H26CIFN402480.17481 CI a  \ N I N~ F/  r
1012NC26H27FN402446.21447 F I` N 1~ N/~ r
1013C25H27N502429.22430 N 0 ~ O~Nr  ~ 1 N~N ~ 1
1014C27H36N402448.28449    1015_C25H29N503447.23448 o
_  I\ N\ I N N  4  ' / _  N4  0 1016% y
C29H32N402468.25469 ~ N _  `  N / N,J 0
1017NC26H27FN402446.21447 F_ O ' \ 0 1 N~  273
Ex.StructureMolecular formulaMono isotopicM+H+ 



No.molecular wt. 1018N-C23H30N403410.23411 1 O N~  N \
!  ~ O O  r 1019N-C23H30N403410.23411 o _  N ! ` N \ 1
N OO  1020N-C24H30N402406.24407 N \ 1 1 N~ N
1021NC24H28N602432.23433 N 1 \ N / \ N-  0 r-'
1022NC251-127N502429.22430 N N !  N \! Nrj
1023N_C25H34N402422.27423 o _  N 1~ N  1 N
1024N_C25H28N402S448.19449 O O r  N \ 1 N S
1025N-C25H29N502431.23432 N -k -N  I / NN
1026NC26H26F2N402464.20465 F  0  



F ! \0 1  N ! N'-  1027N-C24H27N502417.22418 NONO N
274 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1028N_C29H38N4O2474.30475 o  N /- N\
N   1029NC27H36N4O3464.28465 N ; / N-  C~AN-C~A0
1030N-C24H27N5O2417.22418 N  \   1 / N-N
1031N_C27H36N4O2448.28449  ~Nr  N \ /
1032N-C27H36N4O2448.28449 o  N / \ N \ / N a-ho
1033N-C271-138N402450.30451 o >~  /= N ; 1 N N
1034N-C291-132N4O2468.25469 N/\ N\ 1 N H VV---"o
1035Hn .N Q oC27H34N4O2446.27447 H  N N N-
1036N-C26H27C1N4O2462.18463  



1037N-C22H24N6O2S436.17437 Sr,  N N
1038N_C231-1251\15O3419.20420 1 \ o  NN \ 1 O  N-/ 0
275 Ex.StructureMolecular formulaMonoisotopicM}H+
No.molecular wt_ 1039N_C25H32N402420.25421 1\ O N
N-QN \ 1 0 1040NC26H27CIN402462.18463 CIO O  N1 \ N1 \
N-  ~  1041N_C27H30N402442.24443 1\ N 1~ N~ 1 N~
1042N-C241-1301\1403422.23423 O N~  N / \ N \ J 1~/ O
1043N_C27H30N402442.24443 -aN-'  1\ NC o N\
1044N_C30H38N402486.30487 N  HN \ 1 N / H
1045N_C29H34N403486.26487 



~-CI o 0 \ 1 N~ 1046N- C27H28F2N403494.21495 F OCI N I
\ N C N  F 1047N-C25H32N403436.25437 O N-()' N\ 1 NrD
r -A -4  1048N_C27H36N402448.28449
1049N_C23H27F3N402448.21449 --S  F N N O F ~  F 0 276
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1050N_C26H32N402432.25433 o _  ~N I \
N  1 N 1051N_C26H36N402436.28437 O N~  N  N  1 O 1052F
N-C22H28FN302385.22386  I  Nr
1053N-C27H30N402442.24443 a    N  1  N~N  I
1054N_C211-1241\160376.20377 N1NAN /  N o ~N 



1055N N_C25H27N50S445.19446 S
1056N-C241-1261\140386.21387 o  N  /  N  / N  1057N-
C22H24N402376.19377 N~ N \ I ON
1058N-C271-30N40426.24427 1 o~Nr  / ` N N  /
1059C241-1321\140392.26393 N-  N /  N~
1060N_C22H26N60390.22391 N ,~(N I  N~  qN 277
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1061N-C24H27N502417.22418 o _  / \ N
O- N \!  N--\  N _ 1062N_C23H26CIN50423.18424 / \ N 1
J Nr  C1 1063C24H26CIN302423.17424 o o Nr)  CI
1064N_C24H25CIN602464.17465 



a ~J o (N / \ N  N  N  cl \N
1065N-C24H27N30S405.19406 N / \ ND 1066N_C201-121
CIN4O2S416.11417 pN, O  N! \ Nr)  S  Cl \ 1
1067N-C25H26N403S462.17463 S \ / N ! \ -N ON
1068N-C26H28N404460.21461 N  p \ ! N O
10691C30H42FN304527.32528 p  o  N H p  0 N F  278
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1070C31H42FN304539.32540 D  O I\ N\ 1
N "~  _  



1071Nr C27H30N402442.24443 N l\ N;1 o 10720
N_C281-132N403472.25473 1 \ O_aN  N \ 1 N O 1073Q F
C25H32FN302425.25426 N~ ~{  Q N / NJ I F wN-  1074
C27H30FN302447.23448 \ Nj 1 C Y F H N_  10751 \ N
C27H30FN30431.24432 N 1076F N_C28H27FN403486.21487 o _
0 1 \ NI 1  N \ 1 N  1077arF _C28H28BrFN402550.14551 /
ON 1 \ 0 1 ` N~ 1078/ C28H31FN402474.24475 N F  ~  N 1
N O N\ 1 1 



1079\ Q F H N_ C26H31FN40434.25435 N N 0 F N-  1080
C26H29FN402448.23449 ~ \ 1 N1 \ N    NJ 279
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1081_ C28H30FN50471.24472 F N  N  N'1
\ N  1) N  F ,  1082QAN N YN_ C29H31FN40470.25471 _ i
N F H N~  1083 C27H30FN30S463.21464 \ Nj 1  N  ~S
1084F N_C25H28FN50S465.20466   



N` ~N  C1-S N 1085F N-C26H29FN40S464.20465  \ N  N  C
Y S  N 1086F N~ C28H29FN402472.23473 O O r  1087F
N_C27H30FN302447.23448  Nr oO F HN_  1088~ N~
C27H29C1FN302481.19482  /  1 N  - ci 1 1089 F N_
C25H34FN30411.27412 H   1090N- C25H34FN302427.26428 F
1 N  0  O \ 1 N  1091F N-C23H30FN302399.23400 



o N   N  Ex.  No. 1092 1093 1094 1095 1096 1097 1098
1099 1100 1101 1102 1103 1104 1105 Structure 280
Molecular formulaMonoisotopic M+H{ molecular wt.
C24H32FN3021413.25414 C26I32FN3 O21 43 7251438
C30M6N4041516.27517 C25H31 F2N3021443.24444
C25H31F2N3021443.24444 C26H27F2N3021451.21- 1 452
C26H34F2N4O1456-27457 C27H27FN4021458.21F45-9
C27H27FN402145 8,21459 C24H30FN3021411.23412
C23H25FN40S1424.171425 C28H29FN4021472,23- 1 473 C25}
32FN3O21425.25426 C24H27FN40S438.191439 281
Ex.StructureMolecular formulaMonoisotopicM+H-r
No.molecular wt. 1106Jl "'INNNC25H34FN3O3443.26444
1107FC26H27F2N3O2451.21452 F  f 



1108\ N~C27H36FN3O2453.28454 1109\ I
C26H26F3N3O2469.20470 N ~ 1110C25H27FN4O2434.21435
1111C25H34FN3O2427.26428 N / "
1112\C26H34FN3O2439.26440 1113O-C271-136FN3O2453.28454
1114C25H34FN3O2427.26428 1115C25H33C1FN3O3477.22478 O
1116/ C241-131 F2N3O2431.24432 N N
1117C25H32FN3O2425.25426 1118/ \ H
NC27H30FN3O3S495.62496  282 Ex. StructureMolecular
formulaMonoisotopic M+H+ No.molecular wt.
11190C23H27F4N30437.21438 1120C26H36FN302441.28442
1121/ \ -C25H27FN402434.21435
1122C251-133N302407.26408. 1123/ \ H \ /C241-131
N302393.24394 1124C25H34FN302427.26428
1125C23H30FN302399.23400 1126/
\CC27H29CIFN302481.19482 1127F~ /
NC22H25F4N30S455.17456 1128cr-C25H32FN302425.25426
1129C25H32F2N40442.25443 1130C26H29FN402448.23449 5
Table 8 283 Ex.StructureMolecular
formulaMonoisotopicM+H No.molecular wt. 1131c cl
N_C23H23C12N302443.12444 1 / `C 



1132ci FC23H23C1FN302427.15428 i  1 N-\IJ 1133F
N-C24H26FN302407.20408  1134N-(0C28H33N304475.25476  N
7<  0 N 1135C291-134N405518.25519 N  rOJNJNO N-(
11360C33H41 N3O4543.31544 N~   Na
1137INC29H36N404504.27505 \ N~     7~  1 N  O  N0
1138p ~ C29H32N404500.24501 ~ N~ 0 I  ' 1139F F
v~C28H30F3N304529.22530 F 1p N 0 J Nr 0  /` 284
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 1140C22H22C12N40S460.09461 



O  ND  CI S  ~ NO _ CI 1141N-C22H23CIN40S426.13427 o
N / N~  1i  CI 1142N-C22H23FN40S410.16411 o  s-k~N /_
N 6 N 1  F 1143C23H25FN40S424.17425 r `N \ Nj  S ` N
1 F 1144N-C23H22CIF3N40S494.12495 o  SN /  N N  CI  F
F F 1145N-C26H26N40S442.18443 N 



1146N_C25H25C12N30453.14454 CI o CI
1147N_C23H25N30S391.17392 o N~)  S N
1148NC23H23F3N40S460.15461 o  S'" N / Y N F  F 1  F
285 Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 1149NC22H23N503S437.15438 o NrD  S N
N \ Q + N  1150N C22H24N40S392.17393 C  r _ u  N \ N 5
1151NC22H22C12N40S460.09461 SN \ N~ N  CI i ~ CI
1152N-C22H22CIFN40S444.12445 o N 



cI 1 F 1153N-C20H22N4OS2398.12399   1154o
C23H26N402S422.18423 N N-  SJ N
1155N-C23H23F3N40S460.15461 ^ ~o  S ~`N ~ \ N eN F F F
1156N_ C23H26N40S406.18407 \ N~ ~ N  N  1157h
C23H26N402S422.18423 \  ~) C  N  i N~  N  1158ei
C24H27N502S449.19450 \ N~ sI N  0 N 286
Ex.StructureMolecular formulaMonoisotopicM+H 



No.molecular wt. 1159C22H23CIN4OS426.13427 o  S'N 1  N
N  1160N-C22H23FN40S410.16411 o  S  :  " N  F V  N-
1161- C26H26N4OS442.18443 00 1 \ N  ---r J N
1162_C23H26N4OS2438.15439 '  N- S N
1163N-C22H22C12N4OS460.09461 o  N 1 \ N  S`~)A N  '~
c!p 1164N.C241-128N4O2S436.19437
1165_C24H28N4O2S436.19437  



1166N-C26H32N4OS448.23449 N o 1  N S N 1167_
N-C23H23N5OS417.16418 N  ' N  S N-  1168N~
C28H28N4OS468.20469 ! ' S ! / `  N 1169N_
C24H28N4O2S436.19437 ) S 1 \ N  N 0 287
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt.+ 11700  N-C23H24N403S436.16437  N
1171C26H32N402S464.23465 N-  i gJ N  N3  1172fi N Q
C23H26N4OS2438.15439 ~ ~  N  N ,S g 1  



1173N- C24H28N4OS2452.17453 S I  ) / gJ N \ N~ N_
1174N C24H28N40S420.20421 Q  ~ !  I  N  N S
1175N-C23H23F3N402S476.15477 S N  N~ N F /  F`f'O F N-
1176J0 C24H28N403S452.19453 ' ,  /   N- J  N  a
1177N_C25H30N40S434.21435 p  N N  N~D  



N  N 0 j  1178r C25H30N40S434.21435 f  I N N S 1179N_
C23H26N402S422.18423 \ N  S  N o N-  1180~
C22H25N502S423.17424  ! N  N S  N
1181N-C24H24N40S2448.14449 S i 5oN Nr  288
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt.{ 1182N_C23H23F3N402S476.15477 F \  N
F F  S eN 118 3N-C24H22F6N40S528.14529 o 



S - \ N -N  F /  F - F  F F F
1184N-C23H25FN40S424.17425 o  S~N ~ \ N e N F N  1185'
\ Nr C24H28N40S420.20421 D s N N-  11869
C24H28N40S420.20421 o0 - 1187NC25H26N403430.20431 0
ON \ N \ N 1188N-C27H31N302429.24430 do  r
1189N-C25H25C1FN30437.17438 CI'\ N  F
1190N_C25H25C12N3O453.14454 - C  9 1
1191NC26H26N40410.21411 



N O  T  `\ \ N \ N 289 Ex.StructureMolecular
formulaMonoisotopicM+H No.molecular wt. 1192o o
NC27H29N302427.23428  1193N_C27H29N302427.23428 o i \
N~  1194N-C25H25F2N30421.20422 F _ \ O N \ N3  \ _ F
1195NC25H25F2N30421.20422 F \ F
1196N_C26H28N403444.22445  O 1197N-C27H32N40428.26429
o  1198N .C251-128N402416.22417 o  ` N \ \ N ` N  o N
o  1199\ ~ N C27H29N303443.22444 o b  Icr N  -
1200N-C24H28N402404.22405 o \ _ N 



_ N \ ~  0  290 Ex.StructureMolecular
formulaMonoisotopicM+H No.molecular wt.
1201N_C231-125N3O2375.20376 N
1202N-C24H25FN4O404.20405 r-  N \ I \ N I \ N  N  F
1203N-C221-1251\15O375.21376 1 \  a ND  ND  NN
1204N-C26H28FN3O417.22418 N F
1205N_C26H28FN3O417.22418 o  I \ 1 \ N  N
1206N-C241-125C1N4O420.17421 o r3  N\ / \ N / N
1207N_C24H25FN4O404.20405 1 \ N 1 \ NrD  N F
1208N-C24H25FN4O404.20405 D 



N- /. \ N / \ N  F \ /  1209N-C26H28FN3O2433.22434 1\
I\ o I\ N~  01 F 1210Jo NC27H30N4O2442.24443 &1~rWaNj
1211N-C251-126N4O3430.20431  0 291
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 1212F N_C26H25FN40428.20429 1 /\ N /
>H  N 1213F_C24H25FN40404.20405 \  N1 \ N  1- 1214F
N_C24H25FN40404.20405 r\ 1 1 \ N~  N N  1215F
N_C26H28FN303S481.18482 ~  a ~ 1 N 1~ Nr O .0 F_
1216N C27H29FN402460.23461 \ 1 1  N F H N_  



1217 C28H31FN402474.24475  N~ 1  O 1\/\ N -N 1218FF F
w N_C26H25F4N302487.19488  1  N 1 \ N`J  \1 - 1219F N_
C26H28FN303S481.18482 0 r ~  O" 1 \ 1 \ N / N FxF o F
_  1220\ Nj C26H25F4N302487.19488 \ 1  N/  / N F_  ~
1221N C26H25FN40428.20429 r- H  \ o 1 ~  1 \ 1 292
Ex.StructureMolecular formulaMonoisotopicM+H
No.molecular wt. 1222F HN_ C27H29FN402460.23461 N r 



' 1223F N-C26H25F4N302487.19488 \ O ~ N  ~\ ' N' F Q
1224N-C25H25F2N30421.20422 O  1  F\ F
1225N_C25H32N403S468.22469 Ir N 1226N-C241-131
N50405.25406 o  \N NAN ` N 1227N-C241-131
N502421.25422 o \ I Nr)  ON\ \ N1(N
1228NC23H28FN50409.23410 o  ' N 1 N`uN / \ F
1229N_C26H31N50429.25430 NA N~ \ N~ N \
1230N_C25H29N50S447.21448 o  _} SN CI IIAN \ N  C
1231N_C26H34N40418.27419 0 ID  NA \ N - --------------
293 Ex.StructureMolecular formulaMonoisotopicM+H 



No.molecular wt. 1232C261-132N402432.25433   Table 9
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1233` yC311-1291\1302475.23476
N-  0  N~  1 I  1 N  1234~ y N_C30H35N302469.27470   N
1 I  1 N  12351_0 C28H30N403S502.20503 Q s  / r o-  N
N 1236F N-~C29H30FN303S519.20520 S  N~ 7<  ll N  1237~
N 0 C281-30N403S502.20503 ~ L/ N 5 Table 10 Ex.
StructureMolecular Monoisotopic M+H+ 



No.formulamolecular wt. 1238NDC261-13514302421.27422
1239 '-3-N C26H35N302421.27422 p~N ~ / ~ 294
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 12400 F F C25H31
F2N302443.24444 0 1\ N 1 N 12410 N N
C27H35N302433.27434 O N  12420 N'D C26H35N302421.27422
ON \ 1 N  1243N-,-NC25H36N402424.28425 O / N 1 N 1244N
J-o'C241-1331\1303411.25412 \  oO N aN
1245-oC26H37N303439.28440 N  o 1 \ N / N
12460C27H37N302435.29436 1247N-3C271-137N302435.29436
0 r  o l` N 1 N 1248((INS/ C27H33N502459.26460 O _
~N/N  O  N \ / N 12490 0 C26H35N303437.27438 O 1 \ N 1
NJ. N~ 



12500 FC29H34FN302475.26476  295
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1251C27H32N402444.25445 \~CO N
O _ ~  N Q /N 1252N-{C24H33N302395.26396 OHO N \~ N~
rj 1253N-"C23H31N302381.24382 O -N  O N \  r 1254O
N'JN oC25H33N303423.25424 0 O r  1255N \ N
C23H28F3N302435.21436 F O  ~  F F 12560 N~.N
C23H30FN302399.23400 \ N O F 1257C271-137N303451.28452
O \ N \ ' 1258N C241-133N303411.25412 0 ' ~ a  



O ` N \ N  r 0 N-O  1259O \ N `N C251-133N302407.26408
r-) 12600 \ (0 N,'C251-133N302407.26408 v N \ a Na
1261NC25H35N302409.27410 0 \ O_ N  O-QN 296
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1262N- C25H35N302409.27410 L 1
O-N 1 1263NC25H35N302409.27410 o  O / \ N / N
1264N--/C251-135N302409.27410 o _ 1265 / 0 \
NrD-NC27H35N502461.28462  N ~N
1266C281-138N403478.29479 N -/ 0  0  O-() N /NY 12670
/ 0 N'NC261-136N402436.28437  N  1268
C26H38N402438.30439 ' 1 ~ 



NY N  O-N / 12690 N C30H35N302469.27470 Nj O / \ N /
/ 1270C27H32N402444.25445  \ / NDN 1271
C27H36N403464.28465 0 / 0N'aN  N /  12720 / ` 0 N~Y
C27H37N302435.29436 Y 297
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1273\ N\ o ~
C301-135N302469.27470 0 N-)  12740
N_UC26H35N302421.27422 o \ N \ N  12750 N \
N'aNC291-1391\1302461.30462 H 1276C29H43N302465.34466
\ o N \  p N~:' 12770C28H39N302449.30450 N \ / N,J
1278HC28H37N302447.29448 o  o O N \ N 1279\ I
N~N,C28H40N402464.32465 0  



N 1280I \ o _' NN f = C30H35N302469.27470 oN  12810 i
N~N NC301-134N402482.27483  o _ N,~N  1282p \ N \
C30H35N303485.27486 o 1283o _ jZe C25H33N304S471.22472
\ N a N N 0  298 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 12840 i
N'aN~C29H39N302461.30462 12850 C26H33N303435.25436 O-
\ N N N  12860 N,C27H35N502461.28462
1287N-~C25H35N302409.27410 o  O ~\ ND N 12880 \ N \
N~.NC26H35N304S485.23486 o..s 12890 N
C271-138N402450.30451 ON \ N-~-N.  12900 C26H31
N302S449.21450 vO \ N 1291C29H41 N302463.32464  12920
\ 0'N N C25H32N403436.25437 N~\  0 



12930 rj N-CO C26H35N303437.27438 N O \ N \ 1294ON \ N
S.~C25H30N402S450.21451 1295\ 0N C24H31 N302393.24394
N~\ 0 299 Ex.StructureMolecularMonoisotopicM+Ha-
No.formulamolecular wt. 1296(IC25H35N502437.28438 NxN
rY~  1297N C27H37N5O2463.30464 x N  N  N N  1298k
C26H32N602S492.23493 I N  N  N= `,s  H ,-moo  1299N~N
C24H33N5O3439.26440 ~J  a N NAN
1300),-(C28H40FN303485.30486 N o  13010
FC27H36FN302453.28454  



~  1302 \ o " C31 1-137N502511.30512 x N N  N 1303r N/
~ C28H39N502477.31478 N .  0 0  ~J NNx"o b
1304C27H39N502465.31466 OO'N i NxN  0 NO N'  1305N
C27H39N502465.31466 x  . N  N 0 NOHN'  1306o d
C26H35N502S481.25482 A NiN  s  N 1307H --c"]
C26H33N7O2475.27476 o N N NxN N N'  1308o o ,
C26H35N502449.28450 



N NxN ~ V 300 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1309HNC26H37N503467.29468 0 N
NxN a 0 0 NfN  1310a N C261-137N503467.29468 x . N  N
. , 13110 N NC26H37N503467.29468 ~0NNC 0 ON'  Oa \ 0 N
1312Ni C27H37N503479.29480 (I  A N  N  b NFYN'  1313I
o C27H39N5O3481.30482 j N  N, 1314O N~ N
C28H38N602490.31491 0N 0 N N` v  



N  N) ON'  1315N NJZN a N C28H39N504509.30510 b 0  2
1316k N o N\C28H39N502477.31478 o N  N 1317a N NyN
C29H40N603520.32521 O b  N~  F{  )=b C o . N  1318~
PL'N  y C301-144N602520.35521 N  1319N N
C301-144N603536.35537 N \ I QN 0  O N  N. 1320oN x N
J`N, C30H34N602510.27511 N N 301
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 



1321N N1`N C33H42N602554.34555 ' o.   N I  HN Z~'N
1322-N)C27H35N702489.29490 V N NA N (~' rN  1323~NN\I
C29H38F3N502545.30546 ~J \ 0 / N  p F F F 1324
C291-1391\1702517.32518 N o  \  N  N NxN / r _H
1325a,oN 0 N C31H37N702539.30540 N N--c k)  x N  N
1326H --r IN 475.27476 O N N 1"1 0  a 



N ;~NAN 1327N~C26H37N502S483.27484 N NxN S
1328C26H35N502449.28450 N  N NxN \ N 1329--CN
C27H35N702489.29490 N N N e NxN Q N  1330Nx
C28H41N503495.32496 a ~O N ~an  13310  Nr~NLs
C25H31N702S493.23494 a NxN 1332a~~ o , N
NC31H39N503529.30530 NAN~I 302
Ex.StructureMolecularMonoisotopicM+H{
No.formulamolecular wt. c \ O N  1333N i NAN /
C30H42N604550.33551 ON k0  /-O 1334N
N'C28H41N502479.33480 NkN o 1335\
~HC29H30F2N402504.58505 !  N  F F Y~ 



1336C25H32FN302425.25426 O F N  O \ N  \ Nr)
1337FC25H34FN302427.26428 O \/ N I \N  1338F
N-/-OC24H32FN303429.24430 O\I  - N
1339C26H34FN302439.26440 F N  O \ / N~
1340J>C26H34FN302439.26440 F N  O \ N~  O \ /  1341O F
N- -OC25H34FN303443.26444 O \ N -
1342-C25H34FN303443.26444 O  O F N --/  _  J\- / \ Nrj
1343F N1--0C25H34FN303443.26444   1344O F
N-0C27H36FN302453.28454 O \ N'~  303 



Ex.StructureMolecularMonoisotopicM+Hf
No.formulamolecular wt. 1345F NC27H38FN302455.30456 O
\ N~  1346\ -C27H38FN302455.30456 F N  O 1 \ N~  ~ O \
N  1347C27H38FN302455.30456 F N  -~, 0 1 \ N~
1348\'-oC26H36FN303457.27458 F N  ~ O \ ~
13490C26H36FN303457.27458 F N  ~  0 \ ~ 13500
C25H34FN304459.25460 NJ-  F  1 `` ^Nr)
1351C25H34FN304459.25460 O F  ~ N   1352o F
N-0C28H38FN302467.30468 



1353-oC27H38FN303471.29472 F N  ~1. O  ~ O \ N
1354.L,oC27H38FN303471.29472 F N  ~~.  0 \ 1N \ Nrj
1355F N~ .N C27H34FN502479.27480 _ 0 1   \ / N 304
Ex_StructureMolecularMonoisotopicM+H
No,formulamolecular wt. 1356F N C29H40FN302481.31482
-5 r -~ 1  N  01  ~ N 1357o F
N-<D__C29H40FN302481.31482 ~  O  N 1358o F
N-CN_C28H39FN402482.31483   1359o F NN
HOC28H38FN303483.29484 O1 



N 1360 C28H38FN303483.29484 F N-( O   N~ V ~1. 1  O
N~ 1361N- NC28H36FN502493.29494 F N-Z'  O r
1362r-iC27H35FN602494.28495 O F r NJ~. N =9  mil-. 1`
N  ~ O  N  1363 NC28H37FN403496.29497 O -0  1 ` N~ O
N  1364F NfNQC29H41 FN402496.32497 0  O /  ~ N 1365O 1
\ Nn C28H39FN403498.30499  / N N O  O N 1366F NA-
C26H32FN304469.24470 



N~ o 13670 F N o C29H40FN303497.30498 r-~ -l~0 \ / N 1
N  305 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. F N  13680
C25H31FN402438.24439 ' 1 \ N  1O\1  ~ N N
1369NOC26H34FN302439.26440 0 N  \ N~  1370F N
~C26H36FN302441.28442 O 1 \ Nr  ~  O \ N 1371O
F~C25H34FN303443.26444 O \ / N
1372(~C27H36FN302453.28454 F N  0  O \1 N1\ N~ 1373o F
C26H34FN303455.26456 1 \ N N-0 



^O \ N 1374- C28H38FN302467.30468 O N  F N  O \ 1N \
Nr~'  1375rN C27H37FN402468.29469 J F N  0 1 \ '  ~
o\/ N  1376rs C26H34FN302S471.24472 NJ F  0 ~  1 \N  O
\1 N 1377O F 0 C26H36FN304473.27474 /\ N N  a \1 N 0 o
F  13781  N`~. ,~-N. C28H41FN402484.32485 ~ , 



O \ / N N 306 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1379 NC28H37FN403496.29497 F
N/  O \ 1 N~  1380_C28H37FN403496.29497 (`N  NJ F  O
Nr  O \ 1 N~  1381oC32H38FN302515.29516 1 i 13820
C31H38FN303519.29520 F N- , O ~  O \ N~  13830 1 N~
C31H43FN402522.34523 ~ O \ 1 ~-  PH
13840~C27H36FN303469.27470 F N  O \ N _  1385
C27H36FN303469.27470 N F 



O  N'~  13860 0 C28H34F3N303517.26518 0 \ 1 F  F F
1387o F v  C27H36FN304S517.24518 N ~"p\1 N  13880
C30H41 FN403524.32525  F N O \ N`~  13890 F
N-COC27H36FN303469.27470 O \ N'~  307
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1390N C22H28FN302385.22386 o F
N~  _  O~1 N  1391o'~C29H38FN304511.29512 0 O F  Nr
1392F N~ oC26H36FN303457.27458 1 N~  O  1 N`~J 



F N-,/'-o  1393O N~ C25H34FN303443.26444 - may  0~1 N
1394_ o F N~ o C27H36FN303469.27470 O \/ N / NO  1395~
oC26H34FN303455.26456 F  -~~ - 0 1 N~  O 1 N  1396C
oC28H38FN303483.29484 F NJ--  0  1 N~  O \ 1 N F N-/ '
1397 NrD C26H36FN303457.27458 - \-
1398oC26H34FN304471.25472  O F N  ~~.  Nrj O  



~/N  1399C28H38FN304499.29500 }}a-``o F N  O N'D  -  -
, N  o.  14000-"C27H38FN303471.29472 F N 1-  O  1 N~
~1N  O  308 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1401o-<C28H40FN303485.30486 O
1 -ND  -  ~O  1402OC27H36FN304485.27486 N) F  NJ  O N
14030C27H36FN303469.27470 F N 



OC / N  5 Table 11
Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1404N_C22H30N402382.24383
1405O N_ C24H31 CIN40426.22427 H IN
1406C23H32N402396.25397 IN N NNH O , \ O 1407H
N_C25H27FN40418.22419 0  1408N N H
_C231-1321\1402396.25397 N O 309
1409N_C22H30N402382.24383 N  N / NUH _
1410N_C23H25N502403.20404 N >~SH  I \ N ~ / N OO  0
N'H ,  1411\ / N C24H33N302395.26396 O \ / N 14120
N-WC23H31 N302381.24382  Konfi uration 1413\  N
C23H31N302381.24382 N \ 1 WN 



p 1414N- C23H30FN302399.23400 F 1 \ O 1 \ N) 1415F
N_C24H32FN302413.25414 O \ N~  ~-.O ; N
1416N_C24H32N40392.26393 N N / O  1417F
N_C24H32FN302413.25414 O \ N~)   \  1418N_
C24H32FN302413.25414 F -~,o N 1 \ N(S)-configuration
0  1419\1 WN C25H34FN302427.26428 O~ ~ 1420F
N-C26H36FN302441.28442 o \N~  -~.O \ 1 NY  1421 1422
1423 Table 12 Ex.  No.  1424 Structure 1425 1426 1427 



1428 1429 1430  I 0 N 0 i 0 N 0  0 310
C26H36FN302441.28442 C27H36FN302453.28454
C27H38FN303471.29472 Molecular Monolsotopic M+H
formula molecular wt. C27H35N302 C28H39N304 C27H38N404
433.27 1 434 481.29 1482 482.29 1 483 C24H32N403
C24H33N302 C24H31 N303 O29H33FN403 424.25 425  395.26
396  409.24 410 504.25 1505 311
Ex.StructureMolecularMonoisotopicM+H}
No.formulamolecular wt. 1431 ~N"C27H38N404482.29483 N
N o  14320 _ NH C30H43N305525.32526 \ 1 N \ /  a,
14330 NH C251-133N303423.25424 o \1 / N 



0 0 /-jHN,  1434\ 1 C29H41N305511.30512 O\ k  N  O 0 o
1435N-C26H28FN30417.22418 / \ 1 \  1 \ Nr  14360
C27H30FN30431.24432 / \ N N F
14370C28H38FN304499.29500 _ O N~ 01  0 \1 N \1  F
1438F HN~0C28H38FN304499.29500 ~-.  ~ O(  o \ 1 N 1 \N
1439F 0C28H38FN304499.29500  / \ N~ 07 (S)- OC/ N
Konfiguration 1440N-C25H32N402420.25421   N 1441Ci
N_C24H32CIN302429.22430   1442C29H40FN304513.30514 0 0
o-()-'N-/I N-NCO 



F  312 Ex.StructureMolecularMonoisotopicM+H+
No.formulamolecular wt. 1443F HN 0
C30H42FN304527.32528 o N::~ 07< p ~ ! N 5 Table 13
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1444NC23H30N40378.24379 p  r N  N N
1445p ' `H~ C23H30N40378.24379 \ N N/ N 0 H  1446J ,
C21 H28N402368.22369 N  j NS N  -F
1447NC27H38N40434.30435 0  N 1448NC26H36N40420.29421 o
\ Nfj  0-131-1 N 1449NC29H42N40462.34463 _ o Ni  



~1 N  N ,  1450N -N C28H38N40446.30447 Cl~N4\- 313
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1451NC24H32N40392.26393 0  0-01 -N
1452O N N' C26H36N40420.29421 ~I 11 N .1453o N N-N
C26H32N40416.26417 N`! 1454N C23H31N302381.24382 H N
~~o \ I N C)  1455N C24H31N30377.25378 o N  N 1456N
C22H29N302367.23368 o _ o I \ N \ I N 1457N IN ~N
C22H21FN40376.17377 \I N F 0 N  1458\ ~ \
C201-126N402354.21355 



O N N 1459HNC23H24N402388.19389 O  O`~N \ I  1460o
NC22H27C1N40398.19399 N CI- 0 0  1461\ N
C22H30N402382.24383 o N/ Y  I N 314
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1462p H N C21 H21 N502375.17376 OZO N
1463F N C221-127172N302403.21404 NrD .-()'--kN-Or  F O
F N  1464F C22H28FN302385.22386 ~) /   N  O-YN 1465ci
NC22H28C1N302401.19402 o-N 1466NC231-131 N302381.24382
/  NJ  ~N  / 



1467NC23H28F3N302435.21436 /  o N  pN  / F F F
1468NC23H28F3N302435.21436 / NJ  otN  /  F F  F
1469NC22H27F2N302403.21404 /  o N3  N  F F  14700  o
NIC22H27C1FN302419.18420 F CI 1471NC23H28N402392.22393
o _  o \ N \ N  315 Ex.StructureMolecular
formulaMonoisotopicM+H{ No.molecular wt.
1472NC23H27C1N402426.18427 O Nr)  N  GI \\ N 1473Br N
C22H28BrN3O2445.14446 N O / \ N 1 \
1474NC26H31N302417.24418 /` N~  \ 1 



1475F N C22H27F2N302403.21404 j O/\ N /` N  F
1476NC22H28BrN3O2445.14446 O N~)  N -I;) Br
1477NC23H30CIN302415.20416 0  ' NJ  I /  GI  1478cl
NC21 H27CIN402402.18403 N-' " ND O ` O 1479O N
C22H30N402382.24383 0 N N  1480O C22H30N402382.24383 r
N  j  1 `  N -N 1481NC22H30N402382.24383 / N  ~p \ 1 N
_ N 0 HN  



1482/ \ / \ NN C24H25FN40404.20405 F 316
Ex.StructureMolecular formulaMonoisotopicM+H}
No.molecular wt. 1483N~N C22H29N303383.22384 0 J 1 \
1  0'N o 14840 / \ o~ /Y\ N H NC20H26N402354.21355 N F
1485N C22H28FN302385.22386  I N  N 1486N
C22H29N302367.23368 0 ZrN  O/ O N~ ~ 1487\ N N
C22H28N40364.23365 0 / Y  N 1488NC25H35N303425.27426
C) 1 N 1 N  0 1489NC24H33N303411.25412 I  o  



~_.  _/ N N  0 1490HNC22H29N502395.23396 N 0 ~.  O N
N C 1491NC23H25N502403.20404 O  N o ~  NC-  NxN I
1492NC23H25N502403.20404 N ` t NO  I~ N- NON O N
14930 _ C20H22N60362.19363 N N  N / N-N 317
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1494o C25H25N502427.20428 t r N N / \
Nj  O 1495NC23H25N302375.20376 



o _  N \ / N  ~ro 149 6NC19H21N502351.17352 i o Nr  O
ti r N \ / NN 1497N O NC20H22N40S2398.12399 S 'S, N N
14984 C21H23N50361.19362 N  0 j q , /  N\  r N-N
1499NC20H22N60362.19363 N'N o rj  N / \ N  ~ N
1500NC22H28FN302385.22386 o _  N  o QN \ /. F
1501NC23H29FN402412.23413 Nb  o o  



a  I~NoNq F 1502NC22H34FN302391.26392 o _  N  OJO N \
/ F 1503F NC23H30FN302399.23400 O  O / \ N~  /N  318
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1504'NC22H28FN502413.22414 N a, o  :
k N  N F 1505NC23H24FN502421.19422 NI NC- O O  NxNq F
1506F F NC23H22F3N302429.17430 F p N aN
1507NC24H28N402404.22405 o _  N \ N  ~ 1 



-N - 1508NC28H33N302443.26444 o _ Nr3  Ip N \ / 1509N
C24H24N402400.19401 0 O I_ N 15100 C24H26N403418.20419
ON O N Na N 1511NC23H30FN302399.23400 o  N F
O~b-C22H27FN404430.20431 o  O (\ N Q NN  F 1513N
C22H29FN402400.23401 N o _ 13 N  O N \ F 319
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1514NC24H26N403418.20419 I N N  p
y-N \ / 1515F NC23H30FN302399.23400 1 \N   'J  O\/ N 



1516NC24H29FN40408.23409 F r N`0N-(:3 N~D 1517F N
%C25H26FN302419.20420  1 \ N  1 N  ao  \ 1518F
NC25H26FN302419.20420 \ N  p \ 1 N  F HN  1519\ N~
C24H26FN3025439.17440 N 1 0 1520\  F H N
C24H30FN30395.24396 NJ-Nf   F H N  1521\ N
C25H32FN30409.25410 ) ,  N/  1522F 1
\C26H27F2N30435.21436 1 \  F  1 \ NIN N 1523F 1
NC22H21 C1FN302413.13414 O Nr
1524NC22H22FN302379.17380 1 / N _(J 320
Ex.StructureMolecular formulaMonoisotopicM+H+ 



No.molecular wt. 1525C231-125N303391.19392  N 1 r N N
O 0 NN  15261 N C23H25N303391.19392 r~ 0 1527F
NC22H22FN302379.17380 6_t 0 r  0 -N
1528NC23H25N302S407.17408 ,S  0 o N = N  r
1529NC23H25N302375.20376 o _  N \ ~N  q1O \ NN,
1530ro W C24H27N303405.20406 r 0 1531F H N
C23H30FN302399.23400 N ND  1532F H C25H31
CIFN3O443.21444 N~) -&  CI \ ~ r
1533C24H25CIFN303457.16458 ~= _u r 



l  N jN `  N CI  / 15340 F H N' C24H30FN302411.23412 0
` , \  N ~ ~ N/  1535\, o C24H27N303405.20406 1  0~  N
r N3_N N, r o _ N-  1536NrD C23H22N402386.17387 4  0 /
N \ /  ~  1  321 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. 15370 \ N~N
C24H25N303403.19404 4,0 O 0 N,3-  15381
C24H27N304421.20422 



N 0  r~ -0 ~O  O 1539NC24H25N303403.19404 o  10 N \ /
N O 154001C24H25FN404452.19453 F N  N \ Nf j H  ~0 1
r 1541F NC23H30FN302399.23400 O N~  1542o F
HNC25H26FN30403.21404   1543HNC26H28FN302433.22434 O I
~N  N 1544F HN C28H29FN402472.23473 O N~ 1 O r `  N
1545HNC26H28FN30417.22418   1546I o F H'(N
C24H32FN302413.25414 N N'  1547F F F
NC22H18F5N302451.13452 



N  F 4 10/ N  F 322 Ex.StructureMolecular
formulaMonoisotopicM+H} No.molecular wt.
1548NC24H25N303403.19404 o  Nr  Ir 1549F N %C221-121
F2N302397.16398 r  O  \ F  i '  /  N F N  15500 N
C22H21 F2N302397.16398 f' F  1a  1551F NC221-121
F2N302397.16398 ~F4 ICI O N  N
1552NC231-123N304405.17406 O _  0 N \ 1 N O
1553NC28H26FN302455.20456 



Nr 1554NC261-131 N303433.24434   X N \ / N  / 1  O
1555F NC25H25F2N30421.20422 o  1556s
NC23H25N302S407.17408  1557NC24H27N302S421.18422  O Nj
C~ / N \ 1558NC24H27N302389.21390 a _  1o N \ a N  rl
323 Ex.StructureMolecular formulaMonoisotopicM+H}
No.molecular wt. 1559NC241-127N302389.21390 o  1o N ~
1 N 1560F+FC23H22F3N303445.16446 N  O 10-LO,,-A0 1 \
N~ 1561NC251-129N302403.23404 o  o N N 15620 1 N'JN
C251-129N302403.23404 O N  1563NC21 1-122N402362.17363
o _  



1o N ~ ~ N  `N N  1564F QL0 `0 1 N~
C22H21F2N302397.16398 N  1565NC22H24N403392.18393 a _
1o N 1 N D  _o N 1566N C23H25N304S439.16440 O 4 O 0 1
Nr N 1567F NC221-1211721\1302397.16398 0 0  k  ~ `  F
Q  N1 N N  i  1568F 1 0 0  N~ C23H22F3N303445.16446 F
~ N  FO 324 Ex.StructureMolecular
formulaMonoisotopicM+H+ No.molecular wt. 1569F 



C23H24FN302393.18394 N 0 Cy  r 1570NC201-121
N502363.17364 o _  I N \  O N--(  N 1571N C21 H21
FN402380.17381 F IN  Ii 1QI I ~ N~ 1572F HN %
C23H30FN302399.23400 o ~~.  1573C22H22N403S422.14423 N
5 , 15/ N I NrD 1574NC23H25N302S407.17408 S Q
1575NC23H25N302S407.17408   rl 0-
1576NC23H25N3OS2423.14424 -AN  S S
1577NC24H27N302S421.18422 N I NfD 0 



325 Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1578NC24H27N302S421.18422 S  ~ /-O
1579NC23H22N40S402.15403 S N 1580NC24H27N303S437.18438
5 aNr)  q~" o 1581NC24H25N302S419.17420 0  } N N  S a
1582NC24H25N302S419.17420   1583NC23H23N303S421.15422
" N  Nrj  S  O r 1  1584NC23H25N3OS2423.14424 N ~ N)
S 1585NC24H27N3OS2437.16438 '" N  Nr)  S /~S 326
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1586NC24H27N30S405.19406 



N N~)  s 1587NC24H27N30S405.19406 \ O \ N'D  is N  r~
1588F+FC23H22F3N302S461.14462 N  O ,s, N \ N~D
1589NC25H29N30S419.20420  1590C25H29N30S419.20420 s
1591NC24H25N303S435.16436 0  S  P O O
1592NC22H24N402S408.16409 0 r  ~  S N P F  N  15936
C23H22F3N302S461.14462 0  r _t  N 327
Ex_StructureMolecular formulaMonoisotopicM+H+ 



Na.molecular wt. 1594NC24H26N402S434.18435 s  N  Sr
/)-p 1595NC21 H24N402S396.16397 ~ 1 \ N~  eQ 1 F N N
596i s 1 \ ~ C21 H21 FN4OS396.14397 1/ N-N
1597NC25H27N303S449.18450 0  1\ N 1 ~ N  s //0 0
1598NC28H33N30S459.23460 } N 1 \ N~  1 ~
1599NC24H26N402S434.18435 0  `~ N /  N 0 N
1600NC25H28N402S448.19449 s N-CrNr -N 0
1601NC25H28N402S448.19449 }S N 1~ N N  328
Ex.StructureMolecular formulaMonoisotopicM+H+
No.molecular wt. 1602C241-128N40S420.20421 I\ N ~ \ N~



S -N 1603NC24H26N402S434.18435 N \ ND N  0
1604NC24H25N302S419.17420 fJ3C  N qO 1605NC20H21
N3OS2383.11384 0 _C, 1\N Nrj  _ s  'S 1606FN
C26H28FN302433.22434  oo 1607F NC26H27C1FN302467.18468
N~  0  ci  _ N  1608ND C21 H21 FN4OS396.14397 NF N
16090 C24H32FN302413.25414 O ~~ N N H I F 1610F
NC25H34FN302427.26428 O ` N)  O N''  329 Ex. Structure
Molecular formula Monoisotopic 



No. molecular wt. 1611 ,~.  ,'., C25H34FN302 427.26
1612 1613 1614 1615 1616 1617 1618 C24H22FN30S
C23H22N40S C21H27N503 C25H28N402 415.17 402.15 419.15
402.15 397.21 416.22 Syntheses of nyrrolidinylanilines
required as intermediates M+H} 428 440 416 403 420 403
398 417
[1-(4-Amino-2-chlorophenyl)pyrrolidin-3-yldlmethylamin
e  5 Method C-a 3-Dimethylaminopyrrolidine (0.34 g)
was slowly added to a solution of  2-chloro-1
fluoro-4-nitrobenzene (0.52 g) in DMF (5 ml). After 1
hour, ethyl  acetate (30 ml) was added to the reaction
mixture, and it was extracted  with 10% hydrochloric
acid (2 x 20 ml). The aqueous phase was washed 10 with
ethyl acetate (2 x 20 ml), adjusted to pH 310 with 10%
ammonia and N  N  N C25H25N30S % C23H22N40S  N'. 330
extracted with ethyl acetate. The yellow solution was
dried with sodium  sulfate, filtered and concentrated
in a rotary evaporator. The residue was  then
dissolved in dichloromethane (50 ml), zinc (10 g) was
added, and  



glacial acetic acid (5 ml) was slowly added dropwise
while cooling in ice.  The suspension was stirred for
15 minutes, filtered, washed with 10%  ammonia (2 x 20
ml) and concentrated. This resulted in the product
with  the molecular. weight of 239.75 (C12H18CIN3); MS
(ESI): 239 (M+H+), 240  (M+H+), 10 5-Amino-2-(3-d
imethylaminopyrrolidin-1-yl)benzonitrile
Dimethylaminopyrrolidine was treated with
2-fluoro-5-nitrobenzonitrile and  subsequently reduced
by method C-a. This resulted in the product with the
molecular weight of 230.32 (C13H18N4); MS (ESI): 231
(M+H+), 15
[1-(4-Amino-3-chlorophenyl)pyrrolidin-3-yl]d!met
hylamine  Dimethylaminopyrrolidine was treated with
3-chloro-l-fluoro-4-nitrobenzene  and subsequently
reduced by method C-a. This resulted in the product
with  the molecular weight of 239.75 (C12H18CIN3); MS
(ESI): 239 (M+H+), 240  (M+H+), 20
[1-(4-Amino-3-methylphenyl)pyrrolidin-3-yl]dimethylami
ne  Dimethylaminopyrrolidine was treated with
4-fluoro-2-methyl-1 - nitrobenzene and subsequently
reduced by method C-a. This resulted in  the product
with the molecular weight of 219.33 (C1 3H21 N3); MS
(ESI):  25 220 (M+H+). tert-Butyl
(R)-[1-(4-amino-2-fluorophenyl)pyrrolid
in-3-yl]methylcarbamate  Method C-b tert-Butyl
(R)-(+)-pyrrolidin-3-ylcarbamate (1.86 g) was slowly
added to a  30 suspension of 3,4-difiuoronitrobenzene
(1.59 g) and potassium carbonate  (2.8 g) in DMF (10
ml). After 10 minutes, ethyl acetate (50 ml) was
added,  and the mixture was washed with water (3 x 50
ml) in a separating funnel,  dried with sodium
sulfate, filtered and concentrated. The residue was
dissolved in DMF (10 ml), and sodium hydride (0.48 g)
was added. After 15 35 minutes, methyl iodide (1.41 g)
was then added while cooling in ice. After  30
minutes, ethyl acetate (50 ml) was added, and the
mixture was washed  with water (3 x 50 ml) in a
separating funnel, dried with sodium sulfate,
filtered and concentrated. The substance was then
treated as described for 331  method B. This resulted
in the product with the molecular weight of 309.39
(C16H24FN302); MS (ESI): 310 (M+H+). tert-Butyl
(S)-[1-(4-amino-2-fluorophenyl)pyrrolidin-3-yl]methylc
arbamate  was obtained analogously. .tert-Butyl
(R)-[1-(2-fluoro-4-isopropylaminophenyl)pyrrolidin-3-
yl]methylcarbamate tert-Butyl
(R)-[1-(4-amino-2-fluorophenyl)pyrrolidin-3-yl]methylc
arbamate  was alkylated with acetone using
triacetoxyborohydride as reducing agent 10 by method
N. This resulted in the product with the molecular
weight of  351.47 (C19H30FN302); MS (ESI): 352 (M+H+).
tert-Butyl
(R)-[1-(2-Fluoro-4-cyclobutylaminophenyl)pyrrolidin-3-
yl]methyl- carbamate 15 tert-Butyl (R)- [1 -(4-ami
no-2-fl uo rop hen yl) pyrrol id i n-3-yl] methylca
rba mate  



was alkylated with cyclobutanone using
triacetoxyborohydride as reducing  agent by method N.
This resulted in the product with the molecular weight
of 363.48 (C20H30FN302); MS (ESI): 364 (M+H+). 20
tert-Butyl
(R)-[1-(2-fluoro-4-methylaminophenyl)pyrrolid in-3-
yl]methylcarbamate tert-Butyl
(R)-{1-[4-(benzyloxycarbonylmethylamino)-2-
fluorophenyl]pyrrolidin-3-yl}-methylcarbamate was
treated as described for  method B. This resulted in
the product with the molecular weight of 323.41 25
(C17H26FN302); MS (ESI): 324 (M+H+). tert-Butyl
(R)-{1-[4-(benzyloxycarbonylmethylamino)-2-
fluorophenyl]pyrrolidin-3-yl}-methylcarbamate
tert-Butyl (R)-(+)-[1-(4-amino-2-fl
uorophenyl)pyrrolidin-3 30 yl]methylcarbamate (0.93 g)
was added to a solution of N-
(benzyloxycarbonyloxy)succinimide (2.49 g) in
dichloromethane (30 ml).  After 12 hours, the mixture
was washed with water (2 x 30 ml), dried  sodium
sulfate, filtered and concentrated. The residue was
recrystallized  from acetonitrile. The product
obtained in this way was dissolved in DMF 35 (10 ml),
and sodium hydride (0.24 g) was added. After 15
minutes, methyl  iodide (0.71 g) was added while
cooling in ice. After 15 minutes, ethyl  acetate (50
ml) was added, and the mixture was washed with water
(3 x 30  ml), dried sodium sulfate, filtered and
concentrated. This resulted in the  product with the
molecular weight of 457.55. (C25H32FN304); MS (ESI):
332 458 (M+H+). (R)-[1-(2-Fluoro-4-methylamino
phenyl)pyrrolidin-3-yl]dimethylamine
(R)-{1-[4-(Benzyloxycarbonylm ethyl a mi no)-2-fluoro
ph enyl] pyrrol id in-3 5 yl}methylcarbamic acid
tert-butyl ester was treated by method G, and the
resulting amine was methylated by method M. Finally,
hydrogenation was  carried out by method B. This
resulted in the product with the molecular  weight of
237.32 (C13H2OFN3); MS (ESI): 238 (M+H+).
Dimethyl-[l-(4-methylaminophenyl)pyrrolidin-3-yl]amine
can be prepared  10 analogously.
2-Dimethylamino-N-[1-(2-fluoro-4-methylaminophenyl)pyr
rolidin-3-yl]-N- methylacetamide (R)-{1-[4-(
Benzyloxycarbonylmethylamino)-2-fluorophenyl]pyrrolldI
n-3 15 yi}methylcarbamic acid tert-butyl ester was
treated by method G, and the  resulting amine was
reacted with N,N-dimethylglycine by method E. Finally,
hydrogenation was carried out by method B. This
resulted in the product  with the molecular weight of
308.40 (C16H25FN40); MS (ESI): 309  (M+H+). 20
tert-Butyl
(R)-[1-(4-amino-3-fluorophenyl)pyrrolidin-3-yl]methylc
arba mate  2,4-Difluoronitrobenzene was treated with
tert-butyl (R)-(+)-pyrrolidin-3- ylcarbamate,
methylated and subsequently hydrogenated by method
C-b.  This resulted in the product with the molecular
weight of 309.39 25 (C16H24FN302); MS (ESI): 310
(M+H+). 



tert-Butyl
[1-(4-aminonaphthalen-1-yl)pyrrolidin-3-yl]methylcarba
mate  Method C-c tert-Butyl methyl pyrro I id
in-3-ylcarba mate (1.86 g) was slowly added to a  30
suspension of 4-fluoro-l-nitronaphthalene (1.91 g) and
potassium  carbonate (2.8 g) in DMF (10 ml). After 10
minutes, ethyl acetate (50 ml)  was added, and the
mixture was washed with water (3 x 50 ml) in a
separating funnel, dried with sodium sulfate, filtered
and concentrated. The  substance was then treated as
described for method B. This resulted in the 35
product with the molecular weight of 341.46
(C20H27N302); MS (ESI): 342  (M+H+). tert-Butyl [1
-(4-a mi no-3-bromophenyl)pyrro lid in-3-yl]
methylcarba mate  2-Bromo-4-fluoro-l-nitrobenzene was
treated with tert-butyl 333
methylpyrrolidin-3-ylcarbamate and subsequently
reduced by method C-a.  This resulted in the product
with the molecular weight of 370.29  (C16H24BrN3O2);
MS (ESI): 370 (M+H+), 372 (M+H+). 5 Tert-butyl
[1-(4-amino-3-cyanophenyl)pyrrolidin-3-yl]methylcarbam
ate  2-Cyano-4-fluoro-1-nitrobenzene was treated with
tert-butyl  methylpyrrolidin-3-yl-carbamate and
subsequently reduced by method C-a.  This resulted in
the product with the molecular weight of 316.41
(C17H24N402); MS (ESI): 317 (M+H+). 10 tert-Butyl
[1-(5-amino-6-chloropyridin-2-yl)pyrrolidin-3-yl]methy
lcarbamate  2-Chloro-6-fluoro-3-nitropyridine was
treated with tert-butyl
methylpyrrolidin-3-ylcarbamate and subsequently
reduced by method C-c.  This resulted in the product
with the molecular weight of 326.83 15 (C15H23CIN4O2);
MS (ESI): 326 (M+H+), 327 (M+H+). tert-Butyl
[1-(4-amino-2,3-difluorophenyl)pyrrolidin-3-yl]methylc
arbamate  2,3,4-Trifluoronitro benzene was treated
with tert-butyl methylpyrrolidin-3- ylcarbamate and
subsequently reduced by method C-c. This resulted in
the 20 product with the molecular weight of 327.38
(C16H23F2N302); MS (ESI):  328 (M+H+). tert-Butyl
[1-(4-amino-2-bromophenyl)pyrrolidin-3-yl]methylcarbam
ate  3-Bromo-4-fluoro-1-nitrobenzene was treated with
tert-butyl 25 methylpyrrolidin-3-ylcarbamate and
subsequently reduced by method C-a.  This resulted in
the product with the molecular weight of 370.29
(C16H24BrN3O2); MS (ESI): 370 (M+H+), 372 (M+H+).
tert-Butyl
[1-(4-amino-2,6-difluorophenyl)pyrrolidin-3-yl]methylc
arbamate  30 3,4,5-Trifluoronitrobenzene was treated
with tert-butyl m ethyl pyrrol id in-3-yl carbamate
and subsequently hydrogenated by method C-c. This
resulted in  the product with the molecular weight of
327.38 (C16H23F2N302); MS  (ESI): 328 (M+H+). 35
tert-Butyl
(R)-[1-(4-amino-2-hydroxymethylphenyl)pyrrolidin-3-ylc
arbamate  (2-Fluoro-5-n itrophenyl)methanol was
treated with tert-butyl (R)-(+) pyrro lid i
n-3-ylcarba mate and subsequently hydrogenated by
method C-c.  This resulted in the product with the
molecular weight of 307.40  



(C16H25N303); MS (ESI): 308 (M+H+). 334 tert-Butyl [ 1
-(4-ami no-2-ch I oro phenyl) pyrro lid in-3-yl]
methyl ca rbamate  2-Chloro-l-fluoro-4-nitrobenzene
was treated with tert-butyl methyl
pyrrolidin-3-ylcarbamate and subsequently hydrogenated
by method  5 C-c. This resulted in the product with
the molecular weight of 311.81  (C15H22CIN3O2); MS
(ESI): 311 (M+H+), 312 (M+H+). tert-Butyl
[1-(4-amino-2,5-d ifl uoro phenyl)pyrrol id i
n-3-yl]methylca rba mate  3,4,6-Trifluoronitrobenzene
was treated with tert-butyl methylpyrrolidin-3 10
ylcarbamate and subsequently hydrogenated by method
C-c. This resulted  in the product with the molecular
weight of 327.38 (C16H23F2N3O2); MS  (ESI): 328
(M+H+). tert-Butyl [1 -(4-am i no-2- methylp
henyl)pyrro lid in-3-yl]methylcarbamate  15 tert-Butyl
4-fluoro-3-methylnitrobenzene was treated with
tert-butyl methylpyrrolidin-3-yl-carbamate and
subsequently hydrogenated by  method C-c. This
resulted in the product with the molecular weight of
291.40 (C16H25N302); MS (ESI): 292 (M+H+). 20
tert-Butyl
[1-(4-amino-3-trifluoromethylphenyl)pyrrolidin-3-
yl]methylcarbamate 4-Fl uo ro-2-trifl uoromethyl nitro
benzene was treated with tert-butyl  methyl
pyrrolidin-3-yl-carbamate and subsequently
hydrogenated by  method C-c. This resulted in the
product with the molecular weight of 25 345.37
(C16H22F3N302); MS (ESI): 346 (M+H+). tert-Butyl
[1-(4-a ml no-2-chloro-3-fluorophenyl)pyrro lidin-3-
yl]methy[carbamate 2,4-Difluoro-3-chloron itro benzene
was treated with tert-butyl 30 m ethylpyrro lid
in-3-yl-ca rba mate and subsequently hydrogenated by
method C-c. This resulted in the product with the
molecular weight of  329.80 (C15H21CIN3O2); MS (ESI):
329 (M+H+), 330 (M+H+). tert-Butyl
[1-(4-amino-2-cyanophenyl)pyrrolidin-3-yl]methylcarbam
ate 35 3-Cyano-4-fluoronitrobenzene was treated with
tert-butyl methylpyrrolidin- 3-yl-carbamate and
subsequently hydrogenated by method C-c. This
resulted in the product with the molecular weight of
302.38 (Cl6H22N4O2);  MS (ESI): 303 (M+H+). 335
tert-Butyl
[1-(4-amino-5-chloro-2-methylphenyl)pyrrolidin-3- yl]
methylcarba mate
1-Chloro-5-fluoro-4-methyl-2-nitrobenzene was treated
with tert-butyl  methylpyrrolidin-3-ylcarbamate and
subsequently hydrogenated by method  5 C-c. This
resulted in the product with the molecular weight of
325.84 (C16H24CIN302); MS (ESI): 325 (M+H+), 326
(M+H+). tert-Butyl (R)-[ 1 -(5-am i no pyrid
in-2-yl)pyrrolidin-3-yl]methylcarbamate
2-Chloro-5-nitro pyridine was treated with tert-butyl
(R)-(+)-pyrrolidin-3-yl 10 carbamate and subsequently
hydrogenated by method C-b. This resulted in  the
product with the molecular weight of 322.37
(C16H24FN3O2); MS  (ESI): 323 (M+H+). 



tert-Butyl
[1-(5-aminopyridin-2-yl)pyrrolidin-3-yl]methylcarbamat
e 15 2-Chloro-5-nitropyridine was treated with
tert-butyl methylpyrrolidin-3-yl- carbamate and
subsequently hydrogenated by method C-c. This resulted
in  the product with the molecular weight of 322.37
(C16H24FN3O2); MS  (ESI): 323 (M+H+). 20 tert-Butyl
(R)-[1-(4-aminophenyl)pyrrolidin-3-yl]methylcarbamate
4-Fluoro nitro benzene was treated with tert-butyl
(R)-(+)-pyrrolidin-3-yl- carbamate and subsequently
hydrogenated by method C-b. This resulted in  the
product with the molecular weight of 291.40
(C16H25N3O2); MS (ESI):  292 (M+H+). 25 tert-Butyl
[1-(4-amino-2-trifluoromethylphenyl)pyrrolidin-3-
yl]methylcarba mate
4-Fluoro-3-trifluoromethyinitrobenzene was treated
with tert-butyl  methylpyrrolidin-3-yl-carbamate and
subsequently hydrogenated by  30 method C-c. This
resulted in the product with the molecular weight of
345.37 (C16H22F3N302); MS (ESI): 346 (M+H+).
tert-Butyl
[1-(5-amino-4-methylpyridin-2-yl)pyrrolidin-3-yl]methy
lcarba mate  2-Chloro-4-methyl-5-nitropyridine was
treated with tert-butyl 35 m ethyl pyrro lid in-3-ylca
rba mate and subsequently hydrogenated by method  C-c.
This resulted in the product with the molecular weight
of 306.419  (C16H26N4O2); MS (ESI): 306 (M+H+), 307
(M+H+). tert-Butyl
[1-(5-amino-3-methylpyridin-2-yl)pyrrolid in-3-yl]
methylcarba mate 336
2-Chloro-3-methyl-5-nitropyridine was treated with
tert-butyl  methylpyrrolidin-3-yl-carbamate and
subsequently hydrogenated by  method C-c. This
resulted in the product with the molecular weight of
306.419 (C16H26N402); MS (ESI): 306 (M+H+), 307
(M+H+). 5 tert-Butyl
[1-(4-amino-2-hydroxymethylphenyl)pyrrolidin-3-
yl]methylcarbamate (2-Fluoro-5-n itrophenyl)methanol
was treated with tert-butyl  methylpyrrol id
in-3-yl-ca rba mate and subsequently hydrogenated by
10 method C-c. This resulted in the product with the
molecular weight of 321.42 (C17H27N303); MS (ESI): 322
(M+H+). tert-Butyl
[1-(4-amino-3-chloro-2-cyanophenyl)pyrrolidin-3-
yl]methylcarbamate 15 2-C h lo ro-6-fluoro-3-nit robe
nzon itri le was treated with tert-butyl
methylpyrrolidin-3-yl-carbamate and subsequently
hydrogenated by  method C-c. This resulted in the
product with the molecular weight of 350.5
(C17H23CIN4O2); MS (ESI): 350 (M+H+), 351 (M+H+). 20
tert-Butyl
[1-(4-amino-3-methylphenyl)pyrrolidin-3-yl]methylcarba
mate  4-Fluoro-2-methylnitrobenzene was treated with
tert-butyl methylpyrrolidin- 3-ylcarbamate and
subsequently hydrogenated by method C-c. This
resulted in the product with the molecular weight of
291.40 (C16H25N302);  MS (ESI): 292 (M+H+). 



25 tert-Butyl
[1-(5-aminopyridin-2-yl)pyrrolidin-3-yl]carbamate
2-Chloro-5-nitropyridine was treated with tent-butyl
(R)-(+)-pyrro lid i n-3- ylcarbamate and subsequently
hydrogenated by method C-c. This resulted  in the
product with the molecular weight of 278.36
(C14H22N402); MS 30 (ESI): 279 (M+H+).
5-(3-Dimethylaminopyrrolidin-1-yl)pyridin-2-ylamine  A
suspension of 5-bromo-2-nitropyridine (2 g), 3-(d
imethylamino)pyrrolidine  (1.14 g),
(R)-(+)2,2'-bis(diphenylphosphino)-1,1'-binaphthyl
(0.5 g), 35 palladium(II) acetate (0.09 g), cesium
carbonate (4.5 g) in toluene (20 ml)  was heated at
100C for 3 hours. Cooling to room temperature was
followed by extraction with 1 N hydrochloric acid (2 x
100 ml). The aqueous  phase was adjusted to pH > 10
with ammonia, extracted with ethyl acetate  (2 x 100
ml), dried with sodium sulfate, filtered and
concentrated. The 337  substance was then treated as
described for method B. This resulted in the  product
with the molecular weight of 206.29 (C11 H18FN4); MS
(ESI): 207  (M+H+). 5 N-[1 -(4-Am i no phenyl)-4-hyd
roxypyrro lid i n-3-yl]-N- methylaceta m ide  trans-
N-(4-Hydroxypyrrol id in-3-yl)-N-methylacetamide was
reacted with  4-fluoronitrobenzene by method C, and
the product was subsequently  hydrogenated by method
B. This resulted in the product with the molecular
weight of 249.32 (C13H19N3O2); MS (ESI): 250 (M+H+).
10 trans-N-(4-Hydroxypyrrol id
in-3-yl)-N-methylacetamide tert-Butyl
trans-3-hydroxy-4-methylaminopyrrolidin-l-carboxylate
(1.0 g,  tetrahedron: Asymmetry 2001, 12, 2989) was
mixed with pyridine (1.5 g)  and acetic anhydride
(0.567 g). After 3 hours, volatile fractions were 15
removed under high vacuum. The residue was treated by
method G. This  resulted in the product with the
molecular weight of 158.20 (C7H'I4N202);  MS (ESI):
159 (M+H+).
trans-1-(4-Aminophenyl)-4-dimethylaminopyrrolidin-3-ol
20 tert-Butyl 6-oxa-3-aza bi cyclo[3. 1. 0] hexa n
e-3-ca rboxyl ate (2.0 g, tetrahedron: Asymmetry 2001,
12, 2989) was stirred with dimethylamine  (40% aq., 10
ml) for 12 hours. The mixture was concentrated and
partitioned between water and ethyl acetate. The
organic phase was dried  over magnesium sulfate and
concentrated. The crude product was treated 25 by
method G. The resulting amine was reacted with
4-fluoronitrobenzene  by method C. The resulting nitro
compound was hydrogenated by method  B. This resulted
in the product with the molecular weight of 221
(C12H19N30); MS (ESI): 222 (M+H+). 30 [1
-(4-Aminophenyl)-4-methoxypyrrolidin-3-yl]dimethylamin
e An alternative possibility is for the nitro compound
prepared in the  preceding method to be alkylated with
methyl iodide by method F and then  hydrogenated by
method B. This resulted in the product with the
molecular  weight of 235 (C1 3H21 N30); MS (ESI): 236
(M+H+). 



35 [1-(4-Aminophenyl)pyrrolidin-3-yl]dimethylamine
Dimethylpyrrolidin-3-ylamine was reacted with
4-fluoronitrobenzene by  method C, and the product was
subsequently hydrogenated by method B.  This resulted
in the product with the molecular weight of 205.31 338
(C12H19N3); MS (ESI): 206 (M+H+). 1-(4-Am
inophenyl)-3-d imethylaminopyrrolidin-2-one Trisodium
phosphate (3.56 g) was added to a solution of
4-nitroaniline (5.0  5 g) in acetonitrile (30 ml) and,
at 0C, 2-bromo-4-chlorobutyryl bromide (11  g) was
added. After one hour, a solution of sodium hydroxide
(3.2 g) in  water (10 ml) was added, and the mixture
was vigorously stirred at room  temperature. After 6
hours, the same amount of sodium hydroxide solution
was again added, and the mixture was left to stand
overnight. The reaction 10 solution was diluted with
water and extracted with ethyl acetate. The  organic
phase was dried over magnesium sulfate and
concentrated. The  crude product (0.5 g) was heated
with dimethylamine (160 mg) in toluene  (20 ml) at 80C
for 3 hours. The reaction solution was diluted with
water  and extracted with ethyl acetate. The organic
phase was dried over 15 magnesium sulfate and
concentrated. The crude product was  hydrogenated by
method B. This resulted in the product with the
molecular  weight of 219.29 (C12H17N3O); MS (ESI): 220
(M+H+). I -(4-Aminophenyl)-3-(7-azabicyclo[2.2.1
]hept-7-yl)pyrrolidin-2-one was  obtained in an
analogous manner. 20 4-[3-(7-Azabicyclo[2.2.1
]hept-7-yl)pyrrolidin-1 -yl]phenylamine
1-(4-Nitrophenyl)-3-(7-azabicyclo[2.2.1]hept-7-yl)pyrr
olidin-2-one (0.25 g) in  THF (10 ml) was mixed with
borane-THF complex (1 M in THF, 0.83 ml)  and boiled
under reflux for 3 hours. After the reaction was
complete, the 25 mixture was diluted with water and
adjusted to pH 9-10 with hydrochloric  acid (4N).
Extraction in ethyl acetate, drying and concentration
of the  organic phase afforded a crude product that
was hydrogenated by method  B. This resulted in the
product with the molecular weight of 257.38
(C16H23N3); MS (ESI): 258 (M+H+). 30
(R)-1'-(4-Aminophenyl)-[1,3']bipyrrolidinyl-2-one
tert-Butyl [1-(4-N
itrophenyl)pyrrolidin-3-yl]carbamate was treated by
method G. The crude product (1.4 g) was dissolved in
acetonitrile (20 ml)  and mixed with trisodium
phosphate (0.67 g) and 4-chlorobutyryl chloride 35
(1.1 g). After 2 hours, sodium hydroxide (0.6 g) in
water (10 ml) was added  and the mixture was
vigorously stirred. After 12 hours, the same amount of
sodium hydroxide solution was again added, and the
mixture was stirred for  a further 24 hours. The
concentrated reaction solution was partitioned between
water and ethyl acetate, and the organic phase was
dried and 339  concentrated. The residue was
hydrogenated by method B. This resulted in  



the product with the molecular weight of 245.33
(C141-11 9N30); MS (ESI):  246 (M+H+). 5
1-Methylpiperidine-3-carboxylic acid
[(R)-1-(4-aminophenyl)pyrrolId in-3- yl]methylamide
tert-Butyl (R)-[1-(4-n
itrophenyl)pyrrolidIn-3-yl]methylcarbamate was treated
by method G and reacted with
1-methylpiperidine-3-carboxylic acid by  method E.
Finally, hydrogenation was also carried out by method
E. This 10 . resulted in the product with the
molecular weight of 316.45 (C18H28N4O);  MS (ESI): 317
(M+H+).
(R)-N-[1-(4-Aminophenyl)pyrrolidin-3-yl]-2-dlmethylami
no-N- methylacetamide was obtained in an analogous
manner using N,N- dimethyiglycine. 15 20
N-[(R)-1-(4-Amino phenyl)pyrrolid
in-3-yl]-N-(2-diethylaminoethyl)acetamide
N-(2-Diethylaminoethyl)-N-[(R)-1-(4-nitrophenyl)pyrrol
idin-3-yl]acetamide  was hydrogenated by method B.
This resulted in the product with the molecular weight
of 318.47 (C181-130N40); MS (ESI): 319 (M+H+).
N-(2-Diethylaminoethyl)-N-[(R)-1-(4-nitrophenyl)pyrrol
idin-3-yl]acetamide  Acetyl chloride (2.9 g) was
dissolved in 50 ml of dry dichloromethane,  mixed with
5.3 ml of triethylamine, and after addition of
N,N-diethyl-N'-[(R)-
I-(4-nitrophenyl)pyrrolidin-3-yl]-ethane-1,2-diamine
(5.8 g), stirred at room 25 temperature for 30
minutes. Subsequently, (LCMS check), water (10 ml)
was added to the reaction, and the mixture was
extracted with  dichloromethane (2 x 10 ml). The
combined organic phases were dried  over magnesium
sulfate, the solvent was removed, and the crude
product  was separated by chromatography on silica gel
(dichloromethane/methanol 30 10:1). This resulted in
the product with the molecular weight of 348.45
(C18H28N403); MS (ESI): 349 (M+H+).
N,N-Diethyl-N'-[(R)-1-(4-nitrophenyl)pyrrolidin-3-yl]e
thane-1,2-diamine  tert-Butyl (2-d iethylam
inoethyl)-[(R)-ll -(4-nitrophenyl)pyrrolid in-3 35
yl]carbamate (7.9 g) was reacted with trifluoroacetic
acid by method G. This 340  resulted in the product
with the molecular weight of 306.41 (Cl 6H26N402);  MS
(ESI): 307 (M+H+). tert-Butyl
(2-diethylaminoethyl)-[(R)-1-(4-nitrophenyl)pyrrol id
in-3- 5 yl]carbamate tert-Butyl
[(R)-1-(4-nitrophenyl)pyrrolidin-3-yl]carbamate (6.0
g) was  dissolved in 50 ml of N,N-dimethylformamide
and, after addition of sodium  hydride (1.1 g),
stirred at room temperature for 30 minutes, and
subsequently chlorethyldiethylamine hydrochloride (4.1
g) was added. The 10 mixture was subsequently stirred
at room temperature with exclusion of  moisture for 4
hours. The reaction was stopped by adding water (50
ml),  and this was followed by extraction with ethyl
acetate (3 x 50 ml) and  drying of the combined
organic phases over magnesium sulfate, and  removal of
the solvent. This resulted in the product with the
molecular 



15 weight of 406.53 (C21 H34N404); MS (ESI): 407
(M+H+). Piperidine-4-carboxylic acid
[4-(3-dimethylaminopyrrolidin-l - yl)phenyl]amide
Piperidine-1,4-dicarboxylic acid mono-tert-butyl ester
was reacted with [1- 20
(4-aminophenyl)pyrrolidin-3-yl]dimethylamine by method
E, and the product  was then treated by method G. This
resulted in the product with the  molecular weight of
316.45 (Cl 8H28N40); MS (ESI): 317 (M+H+). 25
Synthesis of amines required as intermediates
Spiro[1,3-benzodioxol-2,1'-cyclopentane]-5-amine  A
solution of
spiro[5-nitro-1,3-benzodioxol-2,1'-cyclopentane] (8.8
g) in  methanol (90 ml) was hydrogenated under 6 bar
in the presence of 30 palladium on carbon (10%, 0.1
g). After 30 minutes at room temperature,  the mixture
was filtered and concentrated. This resulted in the
product with  the molecular weight of 191.23 (C11
H13NO2); MS(ESI): 192 (M+H+).
Spiro[5-nitro-1,3-benzodioxol-2,1'-cyclopentane] 341
A solution of spiro[1,3-benzodioxol-2,1'-cyclopentane]
(8.5 g) in 20 ml of  dichloromethane was added
dropwise at 10C to 65% strength nitric acid  (65 ml).
After 2 hours at 5-10C, the mixture was diluted with
water, the  organic phase was separated off, and the
aqueous phase was extracted 5 twice with
dichioromethane. The combined organic phases were
washed  with water until neutral, dried over sodium
sulfate, concentrated and  crystallized from heptane.
This resulted in the product with the molecular
weight of 221.21 (C11 H11 N04); MS(ESI): 222 (M+H+).
10 Spiro[1,3-benzodioxol-2,1'-cyclopentane] Catechol
(11 g) and cyclopentanone (9 ml) were heated under
reflux in  toluene (150 ml) with p-toluenesulfonic
acid (0.18 g) with a water trap. After  18 hours, the
mixture was concentrated and purified by
chromatography  (silica gel, heptane/ethyl acetate
4:1). This resulted in the product with the 15
molecular weight of 176.22 (C11 H12O2); MS(ESI): 177
(M+H+).
5-Chloro-2',3',5',6'-tetrahydro-1'H-[2,4']bipyrid
inyl-4'-oI Butyllithium (15% in hexane; 7.6 ml) was
added dropwise to a solution of 2-
bromo-5-chloropyridine (2.0 g) in diethyl ether (50
ml) at -78C and, after  20 one hour, a solution of
N-tert-butoxycarbonyl-4-piperidinone (2.1 g) in
diethyl ether (10 ml) was added dropwise. After 30
minutes, water was  cautiously added, and the mixture
was extracted with ethyl acetate. The  organic phase
was dried over sodium sulfate, filtered and
concentrated.  The residue was treated by method G.
This resulted in the product with the 25 molecular
weight of 212.68 (C10H13CIN2O); MS(ESI): 213 (M+H+).
The following were obtained analogously: 5-Fl uoro-2',
3', 5', 6'-tetrahydro-1' H-[2, 4']b ipyrid i nyl-4'-o
I
6-Chloro-2',3',5',6'-tetrahydro-1'H-[3,4']bipyridinyl-
4'-ol. 30 6-Cyclopentyloxypyridin-3-ylamine A mixture
of 2-hydroxy-5-nitropyridine (1.4 g), cyclopentyl
bromide (1.5 g)  and potassium carbonate (3 g) was
heated in DMF (20 ml) at 80C for 6  hours. The mixture
was diluted with water and extracted with ethyl
acetate.  



The organic phase was dried over magnesium sulfate and
concentrated. 342  The residue was purified by
chromatography on silica gel (mobile phase  ethyl
acetate/heptane 1:2). The nitro compound obtained in
this way was  hydrogenated by method B. This resulted
in the product with the molecular  weight of 178.24
(C10H14N2O2); MS(ESI): 179 (M+H+). 5
6-(4-Fluorophenyl)-3-azabicyclo[4.1.0]heptane
Diethylzinc (1 M in hexane, 19 ml) in dichloromethane
(100 ml) was mixed  with trifluoroacetic acid (3 ml)
at 0C. After 20 minutes, diiodomethane (3  ml) in
dichloromethane (10 ml) was added. Then
4-(4-fluorophenyl)-1,2,3,6 10 tetrahydropyridine (3.0
g) in dichloromethane (10 ml) was added, and the
mixture was stirred at room temperature overnight.
After addition of  hydrochloric acid (1 N), the phases
were separated and the organic phase  was washed with
water, dried over magnesium sulfate and concentrated.
This resulted in the product with the molecular weight
of 191.25 15 (C12HI4FN); MS(ESI): 192 (M+H+).
Synthesis of carboxylic acids required as
intermediates 20 4-(4-Methylpiperidin-1 -yl)benzoic
acid  4-(4-Methylpiperidinl-yl)benzonitrile (1.2 g)
was heated to reflux with  potassium hydroxide (0.7 g)
in water (2 ml) and ethylene glycol (8 ml) for 3
hours. The mixture was diluted with water, washed with
ethyl acetate and  acidified with 2N hydrochloric
acid. The precipitated product was filtered off .25
with suction, dissolved in dichloromethane, dried over
sodium sulfate,  concentrated and crystallized from
diethyl ether. This resulted in the  product with the
molecular weight of 219.29 (C13H17NO2); MS(ESI): 220
(M+H+). 30 4-(4-Methylpiperidin 1-yl)benzonitrile
4-Fluorobenzonitrile (1.21 g) was heated with 4-methyl
piperidine (1.00 g) at  180C for 1 hour. The mixture
was then taken up in ethyl acetate, washed  with
water, 2N sodium hydroxide solution and saturated
sodium  bicarbonate solution, dried over sodium
sulfate, concentrated and 343  crystallized from
n-pentane. This resulted in the product with the
molecular  weight of 200.29 (C13H16N2); MS(ESI): 201
(M+H+). 4-Butoxycyclohexanecarboxylic acid 5 Sodium
hydride (2.78 g) was added to a solution of ethyl 4-
hydroxycyclocarboxylate (10 g) and butyl iodide (10.6
g) in DMF while  cooling in ice under argon. After 12
hours, the mixture was poured onto ice  (200 g),
extracted with ethyl acetate (100 ml) and then washed
with water  (3 x 50 ml). The organic phase was
concentrated and mixed with ethanol 10 (50 ml) and 5N
sodium hydroxide (30 ml). The solution was heated at
60C  for 4 hours. Cooling to room temperature was
followed by adjustment to pH  < 2 with 2N hydrochloric
acid, extraction with ethyl acetate (3 x 50 ml),
drying with magnesium sulfate, filtration and
concentration. This resulted in  the product with the
molecular weight of 200.28 (C11 H2003); MS (ESI): 



15 201 (M+H+). 1-Benzyl-1
H-[1,2,3]triazole-4-carboxylic acid Methyl 1-benzyl-1
H-[l,2,3]triazol-4-carboxylate (217 mg) was dissolved
in 4  ml of methanol and hydrolyzed with 2 ml of 2N
sodium hydroxide solution.  20 After acidification
with 4 ml of 2N hydrochloric acid, the resulting
precipitate was filtered off, taken up in 5 ml of
ethyl acetate and purified by preparative  HPLC. This
resulted in the product with the molecular weight of
203.2  (C10H9N302); MS (ESI): 204 (M+H+). 25 Methyl
1-benzyl-1 H-[1,2,3]triazole-4-carboxylate Benzyl
azide (266 mg) was dissolved together with sodium
ascorbate (20  mg) and copper sulfate (5 mg) in 8 ml
of the solvent mixture (tert- butanol/water 3:1), and
methyl propionate (336 mg) was added. The  solution
was stirred at room temperature for 2 hours. A white
precipitate 30 separated out and was filtered off with
suction on a frit and subsequently  dried. This
resulted in the product with the molecular weight of
217.23  (C11 H11 N302); MS (ESI): 218 (M+H+).
1-Biphenyl-4-yl-1H-[1,2,3]triazole-4-carboxylic acid
was prepared  analogously from 4-Ethynylbiphenyl and
ethyl azidoacetate. 35 1-Butyl-1 H-indole-5-carboxylic
acid 344  Sodium hydride (50% in oil, 1.4 g) was added
to methyl 1 H-indole-5- carboxylate (5.0 g) in DMF
(100 ml) and, after gas evolution ceased,  bromobutane
(3.9 g) was added. After 12 hours, the reaction
solution was  diluted with ethyl acetate and washed
three times with water. The organic 5 phase was dried
over magnesium sulfate and concentrated. The residue
was purified by chromatography on silica gel (mobile
phase ethyl  acetate/heptane 1:6). The resulting ester
was dissolved in methanol (10 ml)  and boiled under
reflux with sodium hydroxide (0.6 g ) in water (10 ml)
for  12 hours. The mixture was diluted with water and
acidified with hydrochloric 10 acid, followed by
extraction with ethyl acetate. The organic phase was
dried  over magnesium sulfate and concentrated. This
resulted in the product with  the molecular weight of
217.27 (C13H15N02); MS (ESI): 218 (M+H+).
3'-Acetylaminobiphenyl-4-carboxylic acid 15
3'-Aminobiphenyl-4-carboxylic acid (0.2 g) was mixed
with pyridine (0.7 g)  and acetic anhydride (180 mg)
and, after 14 hours, volatile fractions were  removed.
The residue was taken up in sodium hydroxide solution
(2N) and  washed with diethyl ether. The aqueous phase
was acidified with hydrochloric acid and extracted
with ethyl acetate. The organic phase was  20 dried
over magnesium sulfate and concentrated. This resulted
in the  product with the molecular weight of 255.28
(C15H13N03); MS (ESI): 256  (M+H+). 3'-Isobutyrylami
nobiphenyl-4-carboxylic acid 25
3'-Aminobiphenyl-4-carboxylic acid (0.2 g) was mixed
in dichioromethane  with potassium carbonate (121 mg)
and isobutyryl chloride (94 mg). After  12 hours, the
mixture was diluted with sodium hydroxide solution and



washed with diethyl ether. The aqueous phase was
acidified with  hydrochloric acid and extracted with
ethyl acetate. The organic phase was 30 dried over
magnesium sulfate and concentrated. This resulted in
the  product with the molecular weight of 283.33
(C17H17N03); MS (ESI): 284  (M+H+). 35
5-Butoxypyridine-2-carboxylic acid 345  Sodium hydride
(50% in oil, 250 mg) was added to benzhydryl 5-
hydroxypyridine-2-carboxylate (2.0 g) dissolved in DMF
(20 ml) and, after  gas evolution ceased,
1-bromobutane (0.72 g) was added. The mixture  was
heated at 90C for 6 hours. It was diluted with water
and extracted with 5 ethyl acetate. The organic phase
was dried over magnesium sulfate and  concentrated.
The residue was hydrogenated in analogy to method B.
This  resulted in the product with the molecular
weight of 195.22 (Cl OH13NO3);  MS (ESI): 196 (M+H+).
10
4-Methyl-3,4,5,6-tetrahydro-2H-[1,3']bipyridinyl-6'-ca
rboxylic acid  Benzhydryl 5-trifluo ro metha nesulfo
nyloxypyrid i ne-2-carboxyl ate (3.0 g) was  heated
with 4-methylpiperidine (1.4 g) at 80C for one hour.
The reaction  mixture was immediately purified by
preparative HPLC and then  hydrogenated in analogy to
method. This resulted in the product with the 15
molecular weight of 220.27 (C12H16N202); MS (ESI): 221
(M+H+).
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]terephthal
amic acid  Method P-a
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]terephthal
amic acid methyl  20 ester (1.7 g) dissolved in
methanol (20 ml) was stirred with sodium  hydroxide
solution (2N, 15 ml) at room temperature for 24 hours.
If  conversion is incomplete, it is also possible to
heat to reflux. The organic  solvent was distilled
off, and the mixture was acidified with hydrochloric
acid. The precipitate which separated out was filtered
off with suction and 25 dried. This resulted in the
product with the molecular weight of 353.42
(C20H23N303); MS (ESI): 354 (M+H+).
N-[4-(3-Dimethylaminopyrrolidin-1-yl)phenyl]terephthal
amic acid methyl  ester 30 [1-(4-Am
inophenyl)pyrrolidIn-3-yl]dimethylamine was reacted
with  terephthalic acid monomethyl ester by method E.
This resulted in the  product with the molecular
weight of 367.45 (C21 H25N303); MS (ESI): 368  (M+H+).
35 4-(Cyclopentanecarbonylmethylamino)benzoic acid
Methyl 4-methylaminobenzoate was reacted with
cyclopentanecarboxylic  acid by method E and then
hydrolyzed by method P-a. This resulted in the
product with the molecular weight of 247.30
(C14H17N03); MS (ESI): 248  (M+H+). 346  The following
compounds were obtained analogously:
4-(Cyclopentanecarbonylamino)-3-methoxybenzoic acid
2-Chloro-4-(cyclopentanecarbonylamino)benzoic acid  



2-Fluoro-4-(cyclopentanecarbonylamino)benzoic acid 5
4-(Cyclopentanecarbonylamino)-3-methyl benzoic acid
4-(Cyclopentanecarbonylamino)benzoic acid
4-(Cyclopentanecarbonylamino)-3-trifluoromethoxybenzoi
c acid  3-Chloro-4-(cyclopentanecarbonylamino)benzoic
acid
5-Chloro-4-(cyclopentanecarbonylamino)-2-methoxybenzoi
c acid 10 4-[(Cyclohex-1-enecarbonyl)amino]benzoic
acid  4-[(Cyclopent-1-enecarbonyl)amino]benzoic acid
3-Fluoro-4-(1-methylbutoxy)benzoic acid 15 A solution
of 0.449 g of
1-[3-fluoro-4-(1-methylbutoxy)phenyl]ethanone in  6.8
ml of dioxane was dropped dropwise into 1.36 g of
NaOH, 1.6 g of  bromine in 6.8 ml of water. The
mixture was stirred at room temperature for  30
minutes and then heated at 50C for I h. The excess
bromide was  decomposed by adding a sodium disulfite
solution, and then the solution 20 was poured into 25%
strength hydrochloric acid solution and stirred for 20
minutes. The solution was extracted with ethyl
acetate. The combined  organic phases dried over
sodium sulfate, concentrated in vacuo and  purified by
preparative HPLC. This resulted in the product with
the  molecular weight of 226.1 (C12H15FO3); MS (ESI):
227 (M+H+). 25 1-[3-Fluoro-4-(1
-methylbutoxy)phenyl]etha none 0.058 g of NaH was
added to a solution of 0.176 g of 2-pentanol in 2 ml
of  DMF, and the solution was stirred at room
temperature for 1 hour. Then  0.312 g of
3,4-difluoroacetophenone was added, and the mixture
was 30 stirred at room temperature overnight. The
reaction solution was taken up  in ethyl acetate and
washed twice with water. The organic phase was dried
over sodium sulfate and concentrated in vacuo. The
resulting compound  was reacted further without
further purification. The following compounds were
obtained analogously:  35
4-Cyclobutoxy-3-fluorobenzoic acid
3-Fluoro-4-(2-methylcyclopropylmethoxy)benzoic acid
347  4-(2-Cyclopropylethoxy)-3-fluorobenzoic acid
3-Fluoro-4-(1-methylpiperidin-3-yloxy)benzoic acid
4-(1-Acetylpiperidin-3-yloxy)-3-fluorobenzoic acid
3-Fluoro-4-(1-methylpyrrolidin-3-yloxy)benzoic acid 5
4-(1-Acetylpyrrolidin-3-yloxy)-3-fluorobenzoic acid
3-Fluoro-4-(1-methylpiperidin-3-ylmethoxy)benzoic acid
4-(2,4-Difluorophenoxy)benzoic acid 10 0.518 g of
potassium hydroxide was added to a solution of 0.428 g
of ethyl  4-(2,4-difluorophenoxy)benzoate in 2 ml of
THFlwater (1:1). The solution  was heated at 110C for
6 hours. The THE was then removed in vacuo,  and the
aqueous phase was freeze dried and purified by
preparative HPLC.  This resulted in the product with
the molecular weight of 250.04  15 (C13H8F203); MS
(ESI): 251 (M+H+). Ethyl 4-(2,4-d
ifluorophenoxy)benzoate 



0.018 g of NaH was added to a solution of 0.1 g of
2,4-difluorophenol in 0.5  ml of DMF. The reaction was
stirred at room temperature for 45 minutes.  20 Then
0.129 g of ethyl 4-fluorobenzoate in 0.5 ml of DMF was
added dropwise. The reaction was heated at 110C
overnight. After cooling  concentrated in vacuo and
the residue taken up in ethyl acetate./water. The
ethyl acetate phase was washed three times with water,
dried over sodium  sulfate, concentrated in vacuo and
purified by preparative HPLC. This 25 resulted in the
product with the molecular weight of 278.08
(C15H12F203);  MS (ESI): 279 (M+H+)
4-(2,4-Difluorophenoxy)benzoic acid was reacted with
[1-(4- aminophenyl)pyrrolidin-3-yl]-dimethylamine by
method E-b. This resulted in  the product with the
molecular weight of 437.19 (C25H25F2N302); MS  30
(ESI): 438 (M+H+) as hydrotrifluoroacetate.
4-Butoxy-3-methoxybenzoic acid Methyl
4-hydroxy-3-methoxybenzoate was alkylated with
bromobutane by  method H and hydrolyzed by method P-a.
This resulted in the product with  35 the molecular
weight of 224.26 (C12H1604); MS (ESI): 225 (M+H+). 348
The following compounds were prepared analogously:
4-Butoxy-3,5-dichlorobenzoic acid
4-Butoxy-3-nitrobenzoic acid  4-Butoxy-3-chlorobenzoic
acid 5 4-Butoxy-3,5-dimethylbenzoic acid
4-Butoxy-2,3-dichloro-5-methoxybenzoic acid
4-Butoxy-2,3,5,6-tetrafluorobenzoic acid
4-Butoxy-3-fluorobenzoic acid
3-Acetyl-4-butoxybenzoic acid 10 2,4-Dibutoxybenzoic
acid  4-Butoxy-2-chlorobenzoic acid
4-Propoxymethylbenzoic acid Sodium hydride (50% in
oil; 0.42 g) was cautiously added to a solution of  15
propanol (0.6 g) in DMF (8 ml). After gas evolution
ceased, methyl 4- bromomethylbenzoate (1.0 g) was
added. After 4 hours, the mixture was  partitioned
between water and ethyl acetate. The organic phase was
dried  over magnesium sulfate and concentrated. The
residue was hydrolyzed by  method P-a. This resulted
in the product with the molecular weight of 20 194.23
(C11 H1403); MS (ESI): 195 (M+H+). The following
compounds were prepared analogously:
4-Ethoxymethylbenzoic acid 4-Butoxymethylbenzoic acid
4-Isobutoxymethylbenzoic acid  25
4-Phenoxymethylbenzoic acid
4-(Pyridin-3-yloxymethyl)benzoic acid
4-(Pyridin-2-yloxymethyl)benzoic acid
4-Benzoimidazol-1-ylmethylbenzoic acid
4-Indol-1-ylmethylbenzoic acid 



30 4-Phenylsulfanylmethylbenzo.ic acid
4-(Pyrimidin-2-ylsulfanylmethyl)benzoic acid
4-(Pyridin-2-ylsulfanylmethyl)benzoic acid
4-(2-Cyanophenoxymethyl)benzoic acid
4-(2-Chlorophenoxymethyl)benzoic acid 35
4-Cyclobutoxymethylbenzoic acid
4-Cyclopentyloxymethylbenzoic acid
4-Cyclohexyloxymethylbenzoic acid
4-sec-Butoxymethylbenzoic acid  4-Pentoxymethylbenzoic
acid 349
4-(3-Oxo-3a,4,5,6-tetrahydro-3H-r,yclopentapyrazol-2-y
l)benzoic acid  A solution of 4-hydrazinobenzoic acid
(0.3 g), ethyl-2 5 oxocyclopentanecarboxylate (0.31 g)
and p-toluenesulfonic acid (340 mg)  in ethanol (12
ml) was boiled under reflux for 12 hours. The
concentrated  reaction solution was purified by
preparative HPLC. The isolated reaction  product (as
ethyl ester) was hydrolyzed by method P-a. This
resulted in the  product with the molecular weight of
244.25 (Cl 31-11 2N203); MS (ESI): 245  10 (M+H+),
4-Butoxy-2-methoxybenzoic acid
4-Hydroxy-2-methoxybenzaidehyde was alkylated with
1-bromobutane by  15 method H. The resulting aldehyde
(6.4 g) in dioxane (100 ml) was mixed  with sodium
dihydrogen phosphate (14.4 g) and sulfuric acid (2.4
ml), and  the solution was cooled to 10"C. A solution
of sodium chlorite (3.61 g) in  water (100 ml) was
added in such a way that the temperature did not
exceed I OOC. 15 minutes after the addition was
complete, sodium sulfite 20 (4-6 g) was added. After a
further 15 minutes, the pH was adjusted to 2  with
hydrochloric acid and the dioxane was removed in a
rotary evaporator.  The aqueous phase was extracted
with ethyl acetate. The organic phase  was dried over
magnesium sulfate, filtered and concentrated. The
residue  was purified by preparative HPLC. This
resulted in the product with the 25 molecular weight
of 224.26 (Cl 2H1 604); MS (ESI): 225 (M+H+).
4-Butoxy-5-chloro-2-methoxybenzoic acid was obtained
as by-product. 4-(1 -Pro poxyethyl)benzoic acid Methyl
4-(1-hydroxyethyl)benzoate (2.0 g) dissolved in DMF
(30 ml) was  30 mixed with propyl iodide (3.8 g), and
then sodium hydride (50% in oil, 0.53  g) was added.
After the end of the exothermic reaction, the mixture
was  stirred for I hour and then water was cautiously
added. It was extracted  with ethyl acetate, and the
organic phase was dried over sodium sulfate,  filtered
and concentrated. The residue was hydrolyzed by method
P-a. 35 This resulted in the product with the
molecular weight of 208.26  (C121-11603); MS (ESI):
209 (M+H+). 350 Claims '! . A compound of the formula
I R11`K~~--X. ,N 



\  1 /1'  RIO G-D ~R4 5 R9 R8 R5 I in which the
meanings are R1, R2 independently of one another H,
(C1-C8)-alkyl, -(CR78R79)o- 10 R12, -(CH2)0-RI2,
(C1-C4)-alkoxy-(C1-C4)-alkyl, aryloxy (C1-C4)-alkyl,
(C3-C8)-alkenyl, (C3-C8)-alkynyl,  CO-(C1-C8)-alkyl,
-CO-(CH2)0-R12, CO-aryloxy-(C1-C4)-alkyl,
CO-(C2-C8)-alkenyl, CO-(C2-C8)-alkynyl, COCH=CH(RI 3),
COCC(RI 4), CO-(Ci-C4)-alkyl-S(O)p-(Ci-C4)-alkyl, 15
CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22), CO(C(R23)(R24))SO(R25);
or R1 and R2 form together with the nitrogen atom to
which they  are bonded a 4 to 10-membered mono-, bi-
or spirocyclic ring  which, apart from the nitrogen
atom, may comprise 0 to 4 20 additional heteroatoms
selected from the group of oxygen,  nitrogen and
sulfur, where the heterocyclic ring system may
additionally be substituted by F, Cl, Br, CF3, N02,
CN, (Cl-C6)- alkyl, O-(C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, hydroxy- (C1-C4)-alkyl,
(Co-C8)-alkylene-aryl, oxo, CO(R26), 25 CON(R27)(R28),
hydroxy, COO(R29), N(R30)C0(C j-C6)-alky1,
N(R31)(R32) or SO2CH3; o 0, 1, 2, 3, 4, 5, 6;  30 p
0,1,2 q, r, s independently of one another 0, 1, 2, 3,
4; R13, R14 independently of one another a 5-10
membered aromatic ring 351 system which may comprise
0-2 further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by F, Cl, Br,
CF3, NO2, CN, (Cl-C6)-alkyl, O-(Ct-C8)-alkyl; 5R15,
R16, R17, R19, R20, R21, R22, R23, R24, R25, R26, R27,
R28, R29, R30, R31, R32 independently of one another
H, (Cj-C6)-alkyl; R18H, (CI-C6)-alkyl,
CO(C1-C6)-alkyl, CO(R33); 10or R17 and R18, R21 and
R22, R27 and R28, R31 and R32 independently of one
another optionally together with the nitrogen atom to
which they are bonded a 5-6 membered ring which, apart
from the nitrogen atom, may also comprise 0-1
15further heteroatoms from the group of
N-(C1-C6)-alkyl, oxygen and sulfur; R33a 5-10 membered
aromatic ring system which may comprise 0-2 



further heteroatoms from the group of nitrogen, oxygen
and 20sulfur and may be substituted by F, Cl, Br, CF3,
NO2, CN, (C1-C6)-alkyl, O-(Cj-Cs)-alkyl; R12OH,
O-(C1-C6)-alkyl, O(Co-C8)-alkylene-aryl, CN,
S-(Ci-C6)- alkyl, COO(R80), CON(R81)(R93),
N(R82)(R83), 3-12 membered mono-, bi- or spirocyclic
ring which may comprise one or more heteroatoms from
the group of N, 0 and S, and the 3-12 25membered ring
may comprise further substituents such as F, Cl, Br,
1, OH, CF3, NO2, CN, OCF3, oxo, O-(C1-C6)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, S-(Ci-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl, (C3-C8)-cycloalkenyl,
O-(C3-C8)-cycloalkenyl, (C2-C6)-alkynyl,
30O-(Co-C8)-alkylene-aryl, N(R34)(R35), COCH=CH(R36),
(C(R37)(R38))t(R39), CO(C(R37)(R38))t(R39),
CO(C1-C6)-alkyl, COCOO(Ci-C6)-alkyl, COO(R40),
S(O)u(R41) and COOH; 35 It0,1,2,3,4,5,6; u0,1,2; 352
or  R34, R35, R37, R38 independently of one another H,
(C1-C8)-alkyl; 5 R34 and R35 optionally together with
the nitrogen atom to which they are  bonded a 5-6
membered ring which, apart from the nitrogen  atom,
may also comprise 0-1 further heteroatoms from the
group  of N-(Ci-C6)-alkyl, oxygen and sulfur and may
optionally be 10 substituted by 1-2 oxo groups; R36,
R39 independently of one another (C3-C8)-cycloalkyl,
5-10 membered  aromatic ring system which may comprise
0-2 further  heteroatoms from the group of nitrogen,
oxygen and sulfur and 15 may be substituted by F, Cl,
Br, CF3, NO2, CN, (C1-C6)-alkyl,  O-(C1-C8)-alkyl; R40
H, (Ci-C8)-alkyl, (C2-C6)-alkenyl,
(Co-C8)-alkylene-aryl; 20 R41 (C1-C6)-alkyl, 5-10
membered aromatic ring system which may  comprise 0-2
further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by F, Cl, Br,
CF3,  NO2, CN, (C1-C6)-alkyl, O-(C1-C8)-alkyl; 25 R78,
R79 independently of one another H, (C1-C8)-alkyl,
hydroxy-(CI-C4)- alkyl, OH, (C1-C4)-alkoxy-(C1
-C4)-alkyl; R80, R81 R93 independently of one another
H, (C1-C8)-alkyl, (C2-C6)-alkenyl,  30
(Co-C8)-alkylene-aryl; R82, R83 independently of one
another H, (C1-C6)-alkyl; or 35 R82 and 



R83 optionally together with the nitrogen atom to
which they are  bonded a 5-6 membered ring which,
apart from the nitrogen  atom, may also comprise 0-1
further heteroatoms from the group 353 of
N-(Ci-C6)-alkyl, oxygen and sulfur and may optionally
be  substituted by 1-2 oxo groups; R3 H,
(C1-C6)-alkyl; 5 R4, R5 independently of one another
H, (C1-C6)-alkyl, OH,  O-(C1-C6)-alkyl,
O-COP-C6)-alkyl, S-(C1-C6)-alkyl; R6, R7, R8, R9 10
independently of one another H, (C1-C8)-alkyl;  or R6
and R7, R8 and R9 independently of one another
optionally oxo; 15 n, m independently of one another
0, 1, 2; A, B, D, G independently of one another N,
C(R42);  or the groups A and B or the groups D and G
are each C(R42) and  20 together form a 5- or 6
membered carbocyclic or heterocyclic  radical to
result overall in a bicyclic system; R42 H, F, Cl, Br,
I, OH, CF3, N02, CN, OCF3, O-(C1-C6)-alkyl,
O-(C1-C4)-alkoxy-(C1-C4)-alkyl, S-(Ci -C6)-alkyl,
(C1-C6)-alkyl, 25 (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl,  (C3-C8)-cycloalkenyl,
O-(C3-C8)-cycloaIkenyl, (C2-C6)-alkynyl,
(Co-C8)-alkylene-aryl, O-(Co-C8)-alkylene-aryl,
S-aryl,  N(R43)(R44), SO2-CH3, COOH,
COO-(C1-C6)-alkyl,  CON(R45)(R46), N(R47)CO(R48),
N(R49)SO2(R50), CO(R51),  30 -(CR84R85)x-O(R86); R43,
R44, R45, R46, R47, R49 independently of one another
H, (C1-C8)-alkyl; or  35 R43 and R44, R45 and R46
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1 354 further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen and sulfur; R48, R50,
R51 5independently of one another H, (C1-C8)-alkyl,
aryl; R84, R85 independently of one another H,
(C1-C8)-alkyl; R86H, (C1-C6)-alkyl, aryl; 10 X1, 2, 3,
4, 5, 6; R10H, (C1-C8)-alkyl, (C3-C6)-alkenyl,
(C3-C6)-alkynyl; 



N(R52), 0, a bond, C=C, C(R53)(R54), C(R55)(R56)O, CO,
15-XCC, a group of the formula -(CR87R88)y- in which
one or more -(CR87R88)- groups may be replaced by Y to
result in a chemically reasonable radical; 20Y0, S,
N(R98); R52,R53, R54, R55, R56 independently of one
another H, (Ci-C8)-alkyl; R87, R88 independently of
one another H, (C1-C4)-alkyl, where R87 and 25R88 in
the y groups may in each case have the same or
different meanings; y2, 3, 4, 5, 6; 30 R89 H,
(Cl-C8)-alkyl; E3-14 membered bivalent carbo- or
heterocyclic ring structure with 0-4 heteroatoms from
the group of N, 0 and S, which may optionally have
substituents from the group of H, F, Cl, Br, I, OH,
35CF3, NO2, CN, OCF3, oxo, O-(C1-C6)-alkyl,
0-(C1-C4)-alkoxy- (C1-C4)-alkyl, S-(C1-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl, (C3-C8)-cycloalkenyl, 355
O-(C3-C8)-cycloalkenyl, (C2-C6)-alkynyl,
(Co-C8)-alkylene-aryl,  O-(Co-C8)-alkylene-aryl,
S-aryl, N(R57)(R58), S02-CH3, COOH,
COO-(C1-C6)-alkyl, CON(R59)(R60), N(R61)CO(R62),
N(R63)SO2(R64), CO(R65) and may be mono- or bicyclic;
R57, R58, R59, R60, R61, R63 independently of one
another H, (C1-C8)-alkyl; or  R57 and R58, R59 and R60
10 independently of one another optionally together
with the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(Ci-C6)-alkyl, oxygen  and sulfur; 15 R62,
R64, R65 independently of one another H,
(C1-C8)-alkyl, aryl; K a bond, 0, OCH2, CH2O, S, SO,
S02, N(R66), N(R67)CO,  20 CON(R68), (C(R69)(R70)),,,
CO, C=C, C=C, a group of the  formula -(CR90R91)Z in
which one or more -(CR90R91)- groups may be replaced
by Z to result in a chemically reasonable  radical; 25
v 1,2,3,4 R66, R67, R68, R69, R70 independently of one
another H, (C1-C8)-alkyl; 30 . Z 0, S, N(R92), CO, SO,
SO2; 



R90, R91 independently of one another H,
(C1-C8)-alkyl, hydroxy-(Cj-C4)- alkyl, hydroxy,
(C1-C4)-alkoxy-(Ci-C4)-alkyl, where R90 and R91 35 in
the z groups may in each case have the same of
different  meanings; z 2, 3, 4, 5, 6; 356 5 R92 R11 H,
(C1-C8)-alkyl; H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)-alkenyl,
(C3-C8)-alkynyl, a 3 to 10-membered mono-, bi- or
spirocyclic  ring which may comprise 0 to 4
heteroatoms selected from the  group of oxygen,
nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br, CF3, NO2,
CN, (C1-C6)- alkyl, O-(C1-C8)-alkyl,
(C1-C4)-alkoxy-(Cj-C4)-alkyl, (CO-C8)- alkylene-aryl,
oxo, CO(R71), CON(R72)(R73), hydroxy, hydroxy-
(C3-C4)-alkyl, COO(R74), N(R75)CO(Ci-C6)-alkyl,
N(R76)(R77)  or SO2CH3; 10 R71, R72, R73, R74, R75,
R76, R77 15 independently of one another H,
(C1-C8)-alkyl;  or R72 and R73, R76 and R77 20
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; or E, K
and R11 together form a tricyclic system where the
rings may  25 independently of one another [lacuna]
saturated, partially  saturated or unsaturated and may
each comprise 3-8 ring atoms; and the N-oxides and
physiologically tolerated salts thereof. 30 2. A
compound of the formula I as claimed in claim 1,  in
which the meanings are: R1, R2 independently of one
another H, (Cl-C8)-alkyl, -(CH2)0-R12,  35
(C1-C4)-alkoxy-(C1-C4)-alkyl, aryloxy-(CI-C4)-alkyl,
(C3-C8) alkenyl, (C3-C8)-alkynyl, CO-(C1-C8)-alkyl,
-CO-(CH2)o-Rl2,  CO-aryloxy-(Ci-C4)-alkyl,
CO-(C2-C8)-alkenyl, CO-(C2-C8)- alkynyl, COCH=CH(R13),
COCC(R14), CO-(C1-C4)-alkyl-S(O)p 357 (C1-C4)-alkyl,
CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22), CO(C(R23)(R24))$O(R25);
or R1 and R2 form together with the nitrogen atom to
which they  



are bonded a 4 to 10-membered mono-, bi- or
spirocyclic ring 5 which, apart from the nitrogen
atom, may comprise 0 to 4  additional heteroatoms
selected from the group of oxygen,  nitrogen and
sulfur, where the heterocyclic ring system may
additionally be substi tuted by F, Cl, Br, CF3, NO2,
CN, (C1-C6)- alkyl, O-(C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, 10
(Co-C8)-alkylene-aryl, oxo, CO(R26), CON(R27)(R28),
hydroxy,  COO(R29), N(R30)CO(C1-C6)-alkyl, N(R31)(R32)
or SO2CH3; o 0, 1, 2, 3, 4, 5, 6;  15 p 0,1,2 q, r, s
independently of one another 0, 1, 2, 3, 4; R13, R14
independently of one another a 5-10 membered aromatic
ring  20 system which may comprise 0-2 further
heteroatoms from the group of nitrogen, oxygen and
sulfur and may be substituted by  F, Cl, Br, CF3, NO2,
CN, (Cj-C6)-alkyl, O-(C1-C8)-alkyl; R15, R16, R17,
R19, R20, R21, R22, R23, R24, R25, R26, R27, R28, R29,
25 R30, R31, R32 independently of one another H,
(C1-C6)-alkyl; R18 H, (Ci-C6)-alkyl, CO(C1-C6)-alkyl,
CO(R33); 30 R17 and R18, R21 and R22, R27 and R28, R31
and R32  independently of one another optionally
together with the  nitrogen atom to which they are
bonded a 5-6 membered ring  which, apart from the
nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(Cl-C6)-alkyl, oxygen
35 and sulfur; R33 a 5-10 membered aromatic ring
system which may comprise 0-2  . further heteroatoms
from the group of nitrogen, oxygen and 358 sulfur and
may be substituted by F, Cl, Br, CF3, N02, CN,
(Cl-C6)-alkyl, O-(C1-C8)-alkyl; R12 OH, 3-12 membered
mono-, bi- or spirocyclic ring which may 5 comprise
one or more heteroatoms from the group of N, 0 and  S,
and the 3-12 membered ring may comprise further
substituents such as F, Cl, Br, I, OH, CF3, NO2, CN,
OCF3, oxo,  0-(C1-C6)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, S-(Ci-C6)-alkyl,
(Ci-C6)-alkyl, (C2-C6)-alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8) 10 cycloalkyl, (C3-C8)-cycloalkenyl,
O-(C3-C8}-cycloalkenyl, (C2- C6)-alkynyl,
O-(C0-C8)-alkylene-aryl, N(R34)(R35),  COCH=CH(R36),
(C(R37)(R38))t(R39), CO(C(R37)(R38))t(R39),
CO(C1-C6)-alkyl, COCOO(C1-C6)-alkyl, COO(R40),
S(O)u(R41)  and COOH; 15 t 0, 1, 2, 3, 4, 5, 6;  u 0,
1,2; 20 R34, R35, R37, R38 independently of one
another H, (Ci-C8)-alkyl; 



R34 and R35 optionally together with the nitrogen atom
to which they are  25 bonded a 5-6 membered ring
which, apart from the nitrogen  atom, may also
comprise 0-1 further heteroatoms from the group  of
N-(C1-C6)-alkyl, oxygen and sulfur and may optionally
be  substituted by 1-2 oxo groups; 30 R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered  aromatic ring system which may comprise 0-2
further  heteroatoms from the group of nitrogen,
oxygen and sulfur and  may be substituted by F, Cl,
Br, CF3, NO2, CN, (C1-C6)-alkyl,  O-(C1-C8)-alkyl; 35
R40 H, (C1-C8)-alkyl, (C2-C6)-alkenyl,
(C0-C8)-alkylene-aryl; R41 (Cl-C6)-alkyl, 5-10
membered aromatic ring system which may 359 comprise
0-2 further heteroatoms from the group of nitrogen,
oxygen and sulfur and may be substituted by F, Cl, Br,
CF3, NO2,  CN, (CI-C6)-alkyl, O-(C1-C8)-alkyl; R3 H,
(C1-C6)-alkyl; R4, R5 independently of one another H,
(C1-C6)-alkyl, OH,  O-(C1-C6)-alkyl, O-COP-C6)-alkyl,
S-(C1-C6)-alkyl; 10 R6, R7, R8, R9 independently of
one another H, (C1-C3)-alkyl; R6 and R7, R8 and R9
independently of one another optionally oxo; 15 n, m
independently of one another 0, 1, 2; A, B, D, G
independently of one another N, C(R42); 20 R42 H, F,
Cl, Br, 1, OH, CF3, NO2, CN, OCF3, O-(C1-C6)-alkyl,
O-(C1- C4)-alkoxy-(C j-C4)-alkyl, S-(Ci-C6)-alkyl,
(C1-C6)-alkyl, (C2-C6)- alkenyl, (C3-C8)-cycloalkyl,
O-(C3-C8)-cycloalkyl, (C3-C8) cycloalkenyl,
O-(C3-C8)-cycloalkenyl, (C2-C6)-alkynyl, (Co-Cg)-
alkylene-aryl, O-(Co-Cg)-alkylene-aryl, S-aryl,
N(R43)(R44), SO2- 25 CH3, COOH, COO-(C1-C6)-alkyl,
CON(R45)(R46), N(R47)CO(R48), N(R49)S02(R50), CO(R51)
R43, R44, R45, R46, R47, R49 independently of one
another H, (Ct-C8)-alkyl; 30 R43 and R44, R45 and R46
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1 35 further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; R48,
R50, R51 360 



independently of one another H, (C1-C8)-alkyl, aryl;
RI0 H, (C1-C8)-alkyl, (C3-C6)-alkenyl,
(C3-C6)-alkynyl; 5 X N(R52), 0, a bond, C=C,
C(R53)(R54), C(R55)(R56)O;  R52, R53, R54, R55, R56
independently of one another H, (C1-C8)-alkyl; 10 E
3-8 membered bivalent carbo- or heterocyclic ring
structure with  0-4 heteroatoms from the group of N, 0
and S, which may  optionally have substituents from
the group of H, F, CI, Br, 1, OH,  CF3, NO2, CN, OCF3,
O-(C1-C6)-alkyl, O-(C1-C4)-alkoxy-(C1- C4)-alkyl,
S-(C1-C6)-alkyl, (C1-C6)-alkyl, (C2-C6)-alkenyl, (C3
15 Cg)-cycloalkyl, O-(C3-C8)-cycloalkyl,
(C3-C8)-cycloalkenyl, 0- (C3-C8)-cycloalkenyl,
(C2-C6)-alkynyl, (Co-C8)-alkylene-aryl, 0-
(Co-C8)-alkylene-aryl, S-aryl, N(R57)(R58), S02-CH3,
COOH,  COO-(C1-C6)-alkyl, CON(R59)(R60),
N(R61)CO(R62),  N(R63)SO2(R64), CO(R65) and may be
mono- or bicyclic; 20 R57, R58, R59, R60, R61, R63
independently of one another H, (C1-C8)-alkyl; R57 and
R58, R59 and R60 25 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur; 30 R62, R64, R65 independently of one
another H, (C1-C8)-alkyl, aryl; K a bond, 0, OCH2,
CH2O, S, SO, SO2, N(R66), N(R67)CO,  35 CON(R68),
(C(R69)(R70))v, CO, C=-C; v 1, 2, 3, 4; 361 5 R66,
R67, R68, R69, R70 independently of one another H,
(C1-C8)-alkyl; R11 H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)-alkenyl,
(C3-C8)-alkynyl, a 3 to 1 0-membered mono-, bi- or
spirocyclic  ring which may comprise 0 to 4
heteroatoms selected from the  group of oxygen,
nitrogen and sulfur, where the ring system may
additionally be substituted by F, Cl, Br, CF3, NO2,
CN, (C1-C6)- alkyl, O-(Ci-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (Co-C8)- alkylene-aryl,
oxo, CO(R71), CON(R72)(R73), hydroxy,  COO(R74),
N(R75)CO(Ci-C6)-alkyl, N(R76)(R77) or SO2CH3; 10 15
R71, R72, R73, R74, R75, R76, R77 



independently of one another H, (C1-C8)-alkyl; R72 and
R73, R76 and R77 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1 20 further
heteroatoms from the group of N-(Ci-C6)-alkyl, oxygen
and sulfur; or E, K and R11 together form a tricyclic
system where the rings may 25 independently of one
another [lacuna] saturated, partially  saturated or
unsaturated and may each comprise 3-8 ring atoms; and
the physiologically tolerated salts thereof. 30 3. A
compound of the formula I as claimed in claim 1 or 2
in which the meanings are: R1, R2 independently of one
another H, (C1-C8)-alkyl, -(CH2)0-R12,  35
(C1-C4)-alkoxy-(C1-C4)-alkyl, CO-(C1-C8)-alkyl,
-CO-(CH2)0-R12, COCH=CH(R13), COCC(R1 4), CO-(C1-C4)-
alkyl-S(O)p-(Ci -C4)-alkyl,
CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22), CO(C(R23)(R24))sO(R25);
362 or R1 and R2 form together with the nitrogen atom
to which they  are bonded a 4 to 10-membered mono-,
bi- or spirocyclic ring  which, apart from the
nitrogen atom, may comprise 0 to 2  additional
heteroatoms selected from the group of oxygen, 5
nitrogen and sulfur, where the heterocyclic ring
system may  additionally be substituted by F,
(C1-C6)-alkyl, O-(Ct-C8)-alkyl,
(Co-C8)-alkylene-aryl, oxo, CO(R26), CON(R27)(R28),
hydroxy,  COO(R29), N(R30)CO(Ci-C6)-alkyl, N(R31)(R32)
or SO2CH3; 10 0 0, 1, 2, 3, 4; p 0, 1, 2; q, r, s
independently of one another 0, 1, 2, 3; 15 R13, R14
independently of one another a 5-10 membered aromatic
ring  system which may comprise a further heteroatom
from the group  of nitrogen, oxygen and sulfur and may
be substituted by F, Cl,  (Ci-C6)-alkyl,
O-(Ct-C8)-alkyl; 20 R15, R16, R17, R19, R20, R21, R22,
R23, R24, R25, R26, R27, R28, R29,  R30, R31, R32
independently of one another H, (C1-C6}-alkyl; 25 R18
H, (Ci-C6)-alkyl, CO(C1-C6)-alkyl, CO(R33); R17 and
R18, R21 and R22, R27 and R28, R31 and R32
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring 30 which, apart from the nitrogen atom,
may also comprise 0-1  



further heteroatoms from the group of N-(C1-C6)-alkyl,
oxygen  and sulfur; R33 a 5-10 membered aromatic ring
system which may comprise a  35 further heteroatom
from the group of nitrogen, oxygen and sulfur and may
be substituted by F, Cl, (C1-C6)-alkyl,
O-(C1-C8)-alkyl; R12. OH, 3-12 membered mono-, bi- or
spirocyclic ring which may 363 t 10 comprise one or
more heteroatoms from the group of N, 0 and  S, and
the 3-12 membered ring may comprise further
substituents such as F, Cl, CF3, CN, oxo,
O-(Ci-C6)-alkyl,  (C1-C6)-alkyl,
O-(Co-C8)-alkylene-aryl, N(R34)(R35),  COCH=CH(R36),
(C(R37)(R38))t(R39), CO(C(R37)(R38))t(R39),
CO(C1-C6)-alkyl, COCOO(C1-C6)-alkyl, COO(R40) and
S(O)u(R41); 0, 1, 2, 3, 4; u 0, 1, 2; R34, R35, R37,
R38 independently of one another H, (C1-C8)-alkyl; 15
R34 and R35 optionally together with the nitrogen atom
to which they are  bonded a 5-6 membered ring which,
apart from the nitrogen  atom, may also comprise 0-1
further heteroatoms from the group 20 of
N-(C1-C6)-alkyl, oxygen and sulfur and may optionally
be  substituted by 1-2 oxo groups; R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered  aromatic ring system which may comprise a
further heteroatom 25 from the group of nitrogen,
oxygen and sulfur and may be  substituted by F, Cl,
(Ci-C6)-alkyl, O-(C1-C8)-alkyl; R40 H, (C1-C8)-alkyl,
(C2-C6)-alkenyl, (Co-C8)-alkylene-aryl; 30 R41
(C1-C6)-alkyl, 5-10 membered aromatic ring system
which may  comprise 0-2 further heteroatoms from the
group of nitrogen,  oxygen and sulfur and may be
substituted by F, Cl, (Ci-C6)-alkyl,  O-(Ci-C8)-alkyl;
35 R3 H, (C1-C6)-alkyl; R4, R5 independently of one
another H, (Ci-C6)-alkyl, OH,  O-(C1-C6)-alkyl,
O-CO(C1-C6)-alkyl; 364 R6, R7, R8, R9 independently of
one another H, (C1-C8)-alkyl; 5 R6 and R7, R8 and R9
independently of one another optionally oxo; n, m
independently of one another 0, 1, 2; 10 A, B, D, G
independently of one another N, C(R42); 



R42 H, F, Cl, Br, CF3, CN, O-(Ci-C6)-alkyl,
(C1-C6)-alkyl, (C3-C8)- cycloalkyl,
(Co-C2)-alkylene-aryl, O-(Co-C2)-alkylene-aryl,
N(R43)(R44), S02-CH3, COO-(C1-C6)-alkyl,
CON(R45)(R46), 15 N(R47)CO(R48), N(R49)S02(R50),
CO(R51) R43, R44, R45, R46, R47, R49 independently of
one another H, (Ci-C8)-alkyl; 20 R43 and R44, R45 and
R46 independently of one another optionally together
with the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  25 and sulfur; R48,
R50, R51 independently of one another H,
(C1-C8)-alkyl, aryl; 30 R10 H, (C1-C8)-alkyl; N(R52),
0, a bond, C=C, C(R53)(R54), C(R55)(R56)O; R52, R53,
R54, R55, R56 35 independently of one another H,
(C1-C8)-alkyl; 3-8 membered bivalent carbo- or
heterocyclic ring structure with  0-4 heteroatoms from
the group of N, 0 and S, which may 365 optionally have
substituents from the group of H, F, Cl, CF3,  N02,
OH, CN, O-(Ci-C6)-alkyl, (C1-C6)-alkyl,
(Cp-C8)-alkylene- aryl, O-(CO-C8)-alkylene-aryl,
N(R57)(R58), S02-CH3, COO- (C1-C6)-alkyl,
CON(R59)(R60), N(R61)CO(R62),  N(R63)SO2(R64), CO(R65)
and may be mono- or bicyclic; R57, R58, R59, R60, R61,
R63 independently of one another H, (C1-C8)-alkyl; 10
R57 and R58, R59 and R60 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
15 and sulfur; R62, R64, R65 independently of one
another H, (C1-C8)-alkyl, aryl; 20 K a bond, 0, CH2O,
N(R66), (C(R69)(R70))v, C =-C;  v 1,2; R66, R67, R68,
R69, R70 25 independently of one another H,
(C1-C8)-alkyl; R11 H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(Ci-C4)-alkyl, (C3-C8)-alkenyl, a  3 to
10-membered mono-, bi- or spirocyclic ring which may
comprise 0 to 4 heteroatoms selected from the group of
oxygen, 30 nitrogen and sulfur, where the ring system
may additionally be  substituted by F, Cl, Br, CF3,
NO2, CN, (C1-C6)-alkyl, O-(C1-C8)- alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (Co-C8)-alkylene-aryl,
oxo,  



CO(R71), CON(R72)(R73), hydroxy, COO(R74),
N(R75)CO(C1-C6)-alkyl, N(R76)(R77) or SO2CH3; 35 R71,
R72, R73, R74, R75, R76, R77 independently of one
another H, (Ci-C8)-alkyl; 366 R72 and R73, R76 and R77
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1 5 further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur. 4. A
compound of the formula I as claimed in one of claims
1 to 3,  wherein 10 A, B, D, G are independently of
one another N or C(R42), and the total  number of
nitrogen atoms in this ring is 0-2. 5. A compound of
the formula I as claimed in one of claims 1 to 4,  15
wherein n is 1 and m is l or 2. 20 6. A compound of
the formula I as claimed in claim 1, in which the
meanings are: R1, R2 independently of one another H,
(Cj-Cg)-alkyl, -(CR78R79)0- R12, (C1-C4)-alkoxy-(C
j-C4)-alkyl, (C3-C8)-alkenyl, 25 CO-(C1-C8)-alkyl,
-CO-(CH2)0-R12, CO-aryloxy-(Ci-C4)-alkyl,
COCH=CH(R13), COCC(R14), CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22), CO(C(R23)(R24))50(R25);
or R1 and R2 form together with the nitrogen atom to
which they  are bonded a 4 to 10-membered mono-, bi-
or spirocyclic ring 30 which, apart from the nitrogen
atom, may comprise 0 to 2  additional heteroatoms
selected from the group of oxygen,  nitrogen and
sulfur, where the heterocyclic ring system may
additionally be substituted by F, Cl, CF3,
(Cl-C6}-alkyl,  O-(Ci-C4)-alkyl,
(CI-C4)-alkoxy-(Ci-C4)-alkyl, hydroxy-(Ci-C4) 35
alkyl, (Co-C2)-alkylene-aryl, oxo, CO(R26),
CON(R27)(R28),  hydroxy, COO(R29),
N(R30)CO(C1-C6)-alkyl, N(R31)(R32) or  SO2CH3; 367 0
0, 1, 2, 3, 4, 5, 6; q, r independently of one another
1, 2, 3;  5 s 0, 1, 2, 3, 4; R13, R14 independently of
one another a phenyl ring which may comprise  0-1
nitrogen atoms; 10 R15, R16, R17, R19, R20, R21, R22,
R23, R24, R25, R26, R27, R28, R29,  R30, R31, R32 



independently of one another H, (C1-C6)-alkyl; R18 H,
(Ci-C6)-alkyl, COP-C6)-alkyl, CO(R33);  15 or R17 and
R18, R21 and R22, R27 and R28, R31 and R32
independently of one another optionally together with
the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1 20 further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; R33 a
5-10 membered aromatic ring system which may comprise
a  further heteroatom from the group of nitrogen,
oxygen and sulfur 25 and may be substituted by F, Cl,
(C1-C6)-alkyl, O-(C1-C5)-alkyl; R12 OH,
O-(Ci-C6)-alkyl, O-(Co-C8)-alkylene-aryl, CN,
S-(C1-C6)- alkyl, COO(R80), CON(R81)(R82), 3-12
membered mono-, bi- or  spirocyclic ring which may
comprise one or more heteroatoms 30 from the group of
N, 0 and S, and the 3-12 membered ring may  comprise
further substituents such as F, Cl, Br, OH, CF3, CN,
oxo, O-(C1-C6)-alkyl, (C1-C4)-alkoxy-(Ci-C4)-alkyl,
(C1-C6)-alkyl,  O-(CO-Cg)-alkylene-aryl,
(Co-C8)-alkylene-aryl, N(R34)(R35),  COCH=CH(R36),
(C(R37)(R38))t(R39), CO(C(R37)(R38))t(R39), 35
CO(C1-C6)-alkyl, COCOO(C1-C6)-alkyl, COO(R40),
S(O)u(R41); 0, 1, 2, 3, 4, 5, 6; 368 u 0, 1, 2; R34,
R35, R37, R38 independently of one another H,
(C1-Ca)-alkyl; 5 or R34 and R35 optionally together
with the nitrogen atom to which they are  bonded a 5-6
membered ring which, apart from the nitrogen  atom,
may also comprise 0-1 further heteroatoms from the
group 10 of N-(C1-C6)-alkyl, oxygen and sulfur and may
optionally be  substituted by 1-2 oxo groups; R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered  aromatic ring system which may comprise 0-2
further 15 heteroatoms from the group of nitrogen,
oxygen and sulfur and  may be substituted by F, Cl,
(C1-C6)-alkyl, O-(C1-C8)-alkyl; R40. H, (C1-C8)-alkyl,
(C2-C6)-alkenyl, (Co-C8)-alkylene-aryl; 20 R41
(C1-C6)-alkyl, 5-10 membered aromatic ring system
which may  comprise 0-2 further heteroatoms from the
group of nitrogen,  oxygen and sulfur and may be
substituted by F, Cl, (C1-C6)-alkyl,  O-(C1-C3)-alkyl;
25 R78, R79 independently of one another H,
(C1-C8)-alkyl, hydroxy (C1-C4)-alkyl, OH,
(C1-C4)-alkoxy-(C1-C4)-alkyl; R80, R81 independently
of one another H, (C1-C8)-alkyl; 



30 R3 H, (C1-C6)-alkyl; R4, R5 independently of one
another H, (C1-C6)-alkyl, OH,  O-(C1-C6)-alkyl,
O-CO(C1-C6)-alkyl, S-(C1-C6)-alkyl; 35 R6, R7, R8, R9
H; or 369 5 R6 and R7, R8 and R9 independently of one
another optionally oxo; n 1; m 1 or 2; A, B, D, G
independently of one another N, C(R42);  or 10 the
groups A and B or D and G are each C(R42) and together
form an ortho-phenylene unit to result overall in a
1,4- bisubstituted naphthalene system; R42 H, F, Cl,
Br, CF3, CN, O-(C1-C6)-alkyl, O-(C1-C4)-alkoxy-(C1- 15
C4)-alkyl, S-(C1-C6)-alkyl, (C1-C6)-alkyl,
(C6-C8}-alkylene-aryl,  O-(Co-C8)-alkylene-aryl,
N(R43)(R44), S02-CH3, CON(R45)(R46), N(R47)CO(R48),
CO(R51), -(CR84R85)X  O(R86); 20 R43, R44, R45, R46,
R47 independently of one another H, (C1-C8)-alkyl; 25
or  R43 and R44, R45 and R46 independently of one
another optionally together with the  nitrogen atom to
which they are bonded a 5-6 membered ring  which,
apart from the nitrogen atom, may also comprise 0-1
further heteroatoms from the group of N-(C1-C6)-alkyl,
oxygen and sulfur; 30 R48, R50, R51 independently of
one another H, (C1-C8)-alkyl, aryl;  R84, R85 H; 35
R86 H, (C1-C6)-alkyl;  x 0,1,2;  RIO H, (Ci-C8)-alkyl;
370 X N(R52), a bond, C=C, C(R53)(R54), C(R55)(R56)O,
C=C, CH2- CH2, YCH2; 5 Y 0, S, N(R89);  R89 H,
(Ci-C8)-alkyl;  R52, R53, R54, R55, R56 



10 independently of one another H, (C1-C8)-alkyl; E
3-8 membered bivalent carbo- or heterocyclic ring
structure with  0-4 heteroatoms from the group of N, 0
and S, which may  optionally have substituents from
the group of H, F, Cl, Br, OH, 15 CF3, NO2, CN, OCF3,
0-(C1-C6)-alkyl, O-(C1-C4)-alkoxy-(Ci- C4)-alkyl,
S-(C1-C6)-alkyl, (CI-C6)-alkyl, (C2-C6)-alkenyl,
O-(C3- C8)-cycloalkyl, (C3-C8)-cycloalkenyl,
(C2-C6)-alkynyl, (CO-C8)- alkylene-aryl,
O-(Co-C8)-alkylene-aryl, S-aryl, N(R57)(R58), SO2-
CH3, N(R61)CO(R62), N(R63)SO2(R64), CO(R65) and may be
20 mono- or bicyclic; R57, R58, R61, R63 independently
of one another H, (C1-C8)-alkyl; 25 R62, R64, R65
independently of one another H, (CI-C8)-alkyl, aryl; K
a bond, 0, OCH2, CH2O, S, SO, SO2, N(R66), N(R67)CO,
CON(R68), (C(R69)(R70))v, CO, C=C, CC, SCH2, SO2CH2;
30 v 1,2,3,4; R66, R67, R68, R69, R70 independently of
one another H, (C1-C8)-alkyl; 35 R11 H, (CI-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)-alkenyl,
(C3-C8)-alkynyl, a 3 to 10-membered mono-, bi-, tri-
or  spirocyclic ring which may comprise 0 to 4
heteroatoms selected 371 from the group of oxygen,
nitrogen and sulfur, where the ring  system may
additionally be substituted by F, Cl, Br, CF3, CN,
(C1-C6)-alkyl, O-(C-i-C8)-alkyl,
(C1-C4)-alkoxy-(Ci-C4)-alkyl,  hydroxy-(Ci-C4)-alkyl,
(C6-C8)-alkylene-aryl, oxo, CO(R71), 5 CON(R72)(R73),
hydroxy, COO(R74), N(R75)CO(C1-C6)-alkyl,  N(R76)(R77)
or SO2CH3; R71, R72, R73, R74, R75, R76, R77
independently of one another H, (C1-C8)-alkyl; 10 or
R72 and R73, R76 and R77 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1 15 further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur; or the N-oxides and the physiologically
tolerated salts thereof. 20 7. A compound as claimed
in claim 1 or 6, characterized in that it has  the
formula la O  R11,K E,X N I 



R10 R42 R42' NR1R2 la 25 in which R1, R2 independently
of one another H, (C1-C8)-alkyl, -(CR78R79)o - R12,
(C1-C4)-alkoxy-(C1-C4)-alkyl, or RI and R2 form
together  with the nitrogen atom to which they are
bonded a 4 to 10- membered mono-, bi- or spirocyclic
ring which, apart from the 30 nitrogen atom, may
comprise 0 to 2 additional heteroatoms  selected from
the group of oxygen, nitrogen and sulfur, where the
heterocyclic ring system may additionally be
substituted by F,  (C1-C6)-alkyl, O-(C1-C4)-alkyl,
(C1-C4)-alkoxy-(C j-C4)-alkyl,  hydroxy-(Ci-C4)-alkyl,
(Co-C2)-alkylene-aryl, oxo, CO(R26), 372
CON(R27)(R28), hydroxy, N(R31)(R32) or SO2CH3; where
R1  and R2 are not both CO(R26); o 0, 1,2,3,4;  q 1,
2, 3; s 0, 1, 2; 10 R15, R16, R17, R18, R23, R24, R25,
R26, R27, R28, R31, R32 independently of one another
H, (Ci-C6)-alkyl; 15 or  R17 and R18, R27 and R28, R31
and R32 independently of one another optionally
together with the  nitrogen atom to which they are
bonded a 5-6 membered ring  which, apart from the
nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(C1-C6)-alkyl, oxygen
and sulfur; 20 R12 OH, O-(C1-C6)-alkyl,
O-(Co-C2)-alkylene-aryl, CN, S-(C1-C6)- alkyl, 3-12
membered mono-, bi- or spirocyclic ring which may
comprise 1 to 3 heteroatoms from the group of N, 0 and
S,  and the 3-12 membered ring may comprise further
substituents such as F, OH, CF3, CN, oxo,
(C1-C6)-alkyl, (CO 25 C2)-alkylene-aryl, N(R34)(R35),
COO(R40), CO(C1-C6)-alkyl; R34, R35 30 independently
of one another H, (C1-C4)-alkyl;  R40 H,
(C1-C6)-alkyl, (Co-C2)-alkylene-aryl; R78, R79
independently of one another H, (Ci-C8)-alkyl,
hydroxy-(Ci 373 C4)-alkyl, OH, (C1-C4)-alkoxy-(Ci
-C4)-alkyl; 5 R42, R42' independently of one another
H, F, CI, Br, CF3, CN, (C1-C6}- 



alkyl; R10 H, (C1-C8)-alkyl; X N(R52), a bond, C=C,
C(R53)(R54), CH2CH2;  10 R52, R53, R54 independently
of one another H, (C1-C8)-alkyl; 15 20 25 E 5-7
membered bivalent carbo- or heterocyclic ring
structure  with 0-3 heteroatoms from the group of N, 0
and S, which  may optionally have substituents from
the group of H, F, Cl,  Br, CF3, OH, CN, OCF3, NO2,
O-(CI-C6)-alkyl, (C1-C6)-alkyl, S02-CH3, CO(R65);  R65
H, (Ci-C8)-alkyl; K a bond, 0, OCH2, CH2O, S, SO2,
N(R66), N(R67)CO, CON(R68), (C(R69)(R70))v, CO, C=C,
SCH2, SO2CH2;  v 1,2,3, R66, R67, R68, R69, R70
independently of one another H, (CI-Cg)-alkyl; R11
(C1-C8)-alkyl, (CI-C4)-alkoxy-(Cj-C4)-alkyl, a 3 to
10- 30 membered mono-, bi-, tri- or spirocyclic ring
which may 374  comprise 0 to 4 heteroatoms selected
from the group of  oxygen, nitrogen and sulfur, where
the ring system may  additionally be substituted by F,
Cl, Br, CF3, CN, (C1-C6) alkyl, O-(C1-C8)-alkyl, oxo,
CO(R71), hydroxy, N(R75)CO(Ci 5 C6)-alkyl, or SO2CH3;
R71, R72, R73, R74, R75, R76, R77 independently of one
another H, (C1-C8)-alkyl, or  10 R72 and R73, R76 and
R77 independently of one another optionally together
with the  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom,
may also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  15 and sulfur; or
the N-oxides or the physiologically tolerated salts
thereof. 8. Compounds as claimed in claim 1 or 6,
characterized in that they  20 have the formula lb
/~NRiR2  N I in which: 25 R1, R2 independently of one
another H, (Ci-C8)-alkyl, -(CR78R79)0  --R12,
(C1-C4)-alkoxy-(C3-C4)-alkyl, (C3-C8)-alkenyl, CO-(C1-
C8)-alkyl, -CO-(CH2)o -R12, CO-aryloxy-(Ci-C4)-alkyl,
COCH=CH(R13), COCC(R14), 



375  CO(C(R15)(R16))gN(R17)(R18),
CO(C(R19)(R20))rCON(R21)(R22), 5 10
CO(C(R23)(R24))SO(R25); or R1 and R2 form together
with  the nitrogen atom to which they are bonded a 4
to 10- membered mono-, bi- or spirocyclic ring which,
apart from the  nitrogen atom, may comprise 0 to 2
additional heteroatoms  selected from the group of
oxygen, nitrogen and sulfur, where  the heterocyclic
ring system may additionally be substituted  by F, Cl,
CF3, (C1-C6)-alkyl, O-(C1-C4)-alkyl, (C1-C4)-alkoxy
(C1-C4)-alkyl, hydroxy-(C1-C4)-alkyl,
(Co-C2)-alkylene-aryl,  oxo, CO(R26), CON(R27)(R28),
hydroxy, COO(R29),  N(R30)CO(C1-C6)-alkyl, N(R31)(R32)
or SO2CH3, where R1  and R2 are not both CO(R26); 15 o
0, 1, 2, 3, 4, 5, 6; q, r independently of one another
1, 2, 3; s 0, 1, 2, 3, 4;  20 R13, R14 independently
of one another a phenyl ring which may  comprise 0-1
nitrogen atoms; R15, R16, R17, R19, R20, R21, R22,
R23, R24, R25, R26, R27, R28, R29,  25 R30, R31, R32
independently of one another H, (C1-C6)-alkyl; R18 H,
(C1-C6)-alkyl, CO(C1-C6)-alkyl, CO(R33);;  or 30 R17
and R18, R21 and R22, R27 and R28, R31 and R32
independently of one another optionally together with
the 376  nitrogen atom to which they are bonded a 5-6
membered ring  which, apart from the nitrogen atom
may, also comprise 0-1  further heteroatoms from the
group of N-(C1-C6)-alkyl, oxygen  and sulfur; .5 R33 a
5-10 membered aromatic ring system which may comprise
a further heteroatom from the group of nitrogen,
oxygen and  sulfur and may be substituted by F, Cl,
(C1-C6)-alkyl, O-(Ci C8)-alkyl; 10 R12 is OH,
O-(C1-C6)-alkyl, O-(CO-C8)-alkylene-aryl, CN, S-(C1 15
20 C6}-alkyl, COO(R80), CON(R81)(R82), 3-12 membered
mono-, bi- or spirocyclic ring which may comprise one
or more  heteroatoms from the group of N, 0 and S and
the 3-12  



membered ring may comprise further substituents such
as F,  Cl, Br, OH, CF3, CN, oxo, O-(C1-C6)-alkyl,
(C1-C4)-alkoxy (C1-C4)-alkyl, (C1-C6)-alkyl,
O-(Co-C8)-alkylene-aryl, (Co-C8)- alkylene-aryl,
N(R34)(R35), COCH=CH(R36), (C(R37)(R38))t  (R39),
CO(C(R37)(R38))t (R39), CO(C1-C6}-alkyl,
COCOO(C1-C6)-alkyl, COO(R40), S(O)u (R41); u0, 1, 2,
3, 4, 5, 6; 0, 1, 2; 25R34, R35, R37, R38 or
independently of one another H, (C1-C8)-alkyl; 0R34
and R35optionally together with the nitrogen atom to
which they are bonded a 5-6 membered ring which, apart
from the nitrogen 377 atom, may also comprise 0-1
further heteroatoms from the  group of
N-(C1-C6)-alkyl, oxygen and sulfur and may  optionally
be substituted by 1-2 oxo groups; 5 R36, R39
independently of one another (C3-C8)-cycloalkyl, 5-10
membered aromatic ring system which may comprise 0-2
further heteroatoms from the group of nitrogen, oxygen
and  sulfur and may be substituted by F, Cl,
(C1-C6)-alkyl, 0- (C1-C8)-alkyl; 10 15 R40 H,
(C1-C8)-alkyl, (C2-C6)-alkenyl, (Co-C8)-alkylene-aryl;
R41 (C1-C6)-alkyl, 5-10 membered aromatic ring system
which  may comprise 0-2 further heteroatoms from the
group of  nitrogen, oxygen and sulfur and may be
substituted by F, Cl,  (Ci -C6)-alkyl,
O-(C1-Ca)-alkyl; R78, R79 independently of one another
H, (CI-C8)-alkyl, hydroxy-(Ct- C4)-alkyl, OH,
(C1-C4)-alkoxy-(C1-C4)-alkyl; 20 R80, R81
independently of one another H, (C1-C8)-alkyl; R10 H,
(Ci-C8)-alkyl; 25 E 3-8 membered bivalent carbo- or
heterocyclic ring structure  with 0-4 heteroatoms from
the group of N, 0 and S, which  may optionally have
substituents from the group of H, F, Cl,  Br, OH, CF3,
NO2, CN, OCF3, 0-(CI-C6)-alkyl, O-(C1-C4)-
alkoxy-(CI-C4)-alkyl, S-(C1-C6)-alkyl, (C1-C6}-alkyl,
(C2-C6) 30 alkenyl, O-(C3-C8)-cycloalkyl,
(C3-C8)-cycloalkenyl, (C2-C6) 378  alkynyl,
(CO-C8)-alkylene-aryl, O-(C6-C8)-alkylene-aryl,
S-aryl,  N(R57)(R58), S02-CH3, N(R61)CO(R62),
N(R63)S02(R64),  CO(R65) and may be mono- or bicyclic;
R57, R58, R61, R63 independently of one another H,
(C1-C8)-alkyl; 



R62, R64, R65 independently of one another H,
(C1-C8)-alkyl, aryl; 10 K a bond, 0, OCH2, CH2O, S,
SO, 502, N(R66), N(R67)CO, CON(R68), (C(R69)(R70))v,
CO, C=C, C=C, SCH2, SO2CH2; 15 20 25 v 1,2,3,4; R66,
R67, R68, R69, R70 independently of one another H,
(C1-C8)-alkyl; R11 H, (C1-C8)-alkyl,
(C1-C4)-alkoxy-(C1-C4)-alkyl, (C3-C8)- alkenyl,
(C3-C8)-alkynyl, a 3 to 10-membered mono-, bi-, tri-
or spirocyclic ring which may comprise 0 to 4
heteroatoms  selected from the group of oxygen,
nitrogen and sulfur, where  the ring system may
additionally be substituted by F, Cl, Br,  CF3, CN,
(Ci-C6)-alkyl, O-(C1-C8)-alkyl, (C1-C4)-alkoxy-(Ci-
C4)-alkyl, hydroxy-(Cl-C4)-alkyl,
(CO-C8)-alkylene-aryl, oxo,  CO(R71), CON(R72)(R73),
hydroxy, COO(R74),  N(R75)CO(C1-C6)-alkyl, N(R76)(R77)
or SO2CH3 SCF3; R71, R72, R73, R74, R75, R76, R77 30
independently of one another H, (C1-C8)-alkyl; 379 or
R72 and R73, R76 and R77 independently of one another
optionally together with the  nitrogen atom to which
they are bonded a 5-6 membered ring  which, apart from
the nitrogen atom, may also comprise 0-1  further
heteroatoms from the group of N-(Ci-C6)-alkyl,  oxygen
and sulfur; the N-oxides and the physiologically
tolerated salts thereof. 10 9. A medicament comprising
one or more of the compounds as  claimed in claims 1
to 8. 10. A medicament comprising one or more of the
compounds as  claimed in one of claims I to 8 and one
or more anorectic active 15 ingredients. 11. A
compound of the formula I as claimed in one of claims
1 to 8 for  use as medicament for the prophylaxis or
treatment of obesity. 20 12. A compound of the formula
I as claimed in one of claims I to 8 for  use as
medicament for the prophylaxis or treatment of type II
diabetes. 13. A compound of the formula I as claimed
in one of claims I to 8 in  combination with at least
one further anorectic active ingredient for use as 25
medicament for the prophylaxis or treatment of
obesity. 14. A compound of the formula I as claimed in
one of claims 1 to 8 in  combination with at least one
further anorectic active ingredient for use as
medicament for the prophylaxis or treatment of of type
II diabetes. 



30 15. A process for producing a medicament comprising
one or more of  the compounds of the formula I as
claimed in one of claims 1 to 8, which  comprises
mixing the active ingredient with a pharmaceutically
suitable  carrier and converting this mixture into a
form suitable for administration. 35 16. The use of
the compounds of the formula I as claimed in one of
claims 1 to 8 for producing a medicament for weight
reduction in mammals. 380 17. The use of the compounds
of the formula I as claimed in one of  claims I to 8
for producing a medicament for the prophylaxis or
treatment  of obesity. 5 18. The use of the compounds
of the formula I as claimed in one of  claims 1 to 8
for producing a medicament for the prophylaxis or
treatment  of type II diabetes. 10 19. The use of the
compounds of the formula I as claimed in any of
claims I to 8 for producing a medicament for the
treatment of disturbances  of well being and other
psychiatric indications, and for the treatment of
disorders associated with the circadian rhythm and for
the treatment of  drug abuse. 15 20. The use of the
compounds of the formula I as claimed in any of
claims 1 to 8 as MCH antagonists. 






