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Cycloarryfamine substituted
isocuinoline and
isoquinainone derivatives
The present invention relates
to novel isoguMoline and
isoquinolinone derivatives as
described in the claims, their
preparation and their use in
the treatment and/or 5
prevention of diseases
related to the inhibition of
Rho-kinase and/or of
Rho-kinase mediated
phosphorylation of myosin
light chain phosphates.
Activation of a small GTEase
Rhot) upon agonist
stimulation results in
conversion of RhoA frorn the
inactive GDP-bound form to
the active GTP-bound form
with a 19 subsequent binding
to and activation of
Rho-kinase. Two isoforrns,
Rho-kinase 1 and
Rho-kinase 2, are known.
Rho-kinase 2 is expressed in
vascular smooth muscle cells
and endothelial cells.
Activation of Rho-kinase 2 by
the active GYP-bound RhoA
leads to calcium sensitization
of smooth muscle cells
through
phosphorylation-mediated
inhibition of the myosin light
chain phosphatase activity
and thereby up-regulation of
15the activity of myosin
regulatory light chain (tlehata
at al., Nature 1997, 389,
990-994). It is known that
Rho-kinase is involved in
vasoconstriction, including
the development of myogenic
tone and smooth muscle
hypercontractility (Gokina et
at J. Appi. Physiof 2005, 98,
1940-8), bronchial smooth
muscle contraction (Yoshii et
al. Am. J. Rasp. Cell 20Mot
Biol. 20, 1190-1200), asthma
(Setoguchi et al. Br J
Pharmacol. 2001, 132.111-8;
Nakahara, et al. Fur J
2000,389,103) and chronic
obstructive pulmonary
disease (COPD, Maruoka.
Nippon Rinsho. 1999 57,
1982-7), hypertension,
pulmonary hypertension
(Fukumoto et al. Heart, 91,
391-2, 2005. Mukai et al.
Nature 1997,389, 990-4) and
ocular hypertension and
regulation of intraoccular
pressure (Honjo at al.
25Invest. Ophthaimol. Visual
Sci. 2001, 42, 137-144),
endothelial dysfunction
(Staloff et al. Fur. J
Pharmacol. 2005, 512,
247-249), angina (Masumoto
et al. C;itt 2002, 105,
1545-47, Shimokawa et al.
JCP, 2002, 40, 751-751),
nephropathy, including
hypertension-induced,
non-hypertension-induced,
and diabetic nephropathies,
renal failure and peripheral
arterial occlusive disease
(PAOD) (Wakino et al. Drug
News 30Perspect. 2005, 18,
639-43), myocardial
infarction (Demiryurek et al.
Eur J Phannacol, 2005, 527,
129-40, Haffori et al.
Circulation, 2004, 199.
2234-9), cardiac hypertrophy
and failure (Yamakawa. at al.
Hypertension 2000, 35,
313-318, Liao et al. Am J
Physic!  WO
2008/0775169(7'
/9P20117/01 2 Cell Physic!.
2006, 290, C661-8, Kis i et at
Circ 2005, 111, 2741-2747).
coronary heart disease,
artheroscierosis, resteriesis
(Pacaud at al. Arch. Mal.
Coeur 2005, 98, 249-254,
Retzer, et al. FEBS Lett
2000, 466, 70, Neagors, et
al. Biochem Biophys Res
Common 1999, 262, 211),
diabetes, diabetic
complications, glucose
utilization and 5metabolic
syndrome (Sandu, et
ai.Diabetes 2000, 49, 2178,
Maeda et al. Cell Nietab.
2005, 2, 119-29), sexual
dysfunction, e.g., penile
erectile dysfunction (Chttaley
at al. 



Nature Medicine 2001, 7,
119-122), retinapathy,
inflammation, immune
diseases, AIDS,
osteoporosis, endocrine
dysfunctions, e.g.
hyperaldosteronisrn, central
nervous system disorders
such as neuronal
degeneration and spinal cord
injury (Hera, at ai.
10JNeurosurg 2000, 93, 94),
cerebra! ischemia (lJehata,
et al. Nature 1997, 389, HD;
Satoh et al. Life Sci. 2001,
69, 1441-53; Hitomi, et al.
Life Sol 2000, 67, 1929;
Yamamoto, et al. .1
Cardiovasc Pharmacol.
2000, 35, 203-11), cerebral
vasospasm (Sato, et al. Ciro
Res 2000, 87, 195; Kim, at
al. Neurosurgery 2000, 46,
440), pain, e.g. neuropathic
pain (Tatsumi, et al.
Neuroscience 2005, 131,491,
Inoue, et al. Nature  15
medicine 2004, 10, 712),
infection of digestive tracts
with bacteria (VVO
98/06433), cancer
development and
progression, neoplasia where
inhibition of Rho kinase has
been shown to inhibit tumor
cell growth and metastasis
(Itoh, et al. Nature Medicine
1999, 5, 221; Somlyo, et al.
Res Common 2000, 269,
652), angiogenesis (Uchida,
at al. Biochem Biophys Res
2000, 269, 633-40 ; Gingras,
et al. Biochem J 2000, 348,
20273), vascular smooth
muscle cell proliferation and
motility (Tammy et al. Ciro.
Res. 1999, 84, 1186-1193;
7anglajyanich et al.
Atherosclerosis 2001, 155,
321-327), endothelial cell
proliferation, endothelial cell
retraction and motility
(Oikawa et a-I. Biochem.
Biophys Res. Common.
2000, 269, 633-640), stress
fiber formation (Kimura et al.
Science 1997, 275,
1308-1311; Yamashiro et al.
J. Cell Biol. 2000, 150, 797-
25 806), thrombotic disorders
(Kikkawa, at al. FEBS Lett.
2000, 466, 70-74; Bauer et
al. Blood 1999, 94,
1665-1672, Klages, et al. J
Cell Birk 1999,144, 745;
Retzer, at al. Cell Signal
2000,12,645) and leukocyte
aggregation (Kawaguchi, et
al. Eur J Pharmacol. 2000,
403:203-8; Sanchez-Madrid,
et al. J Immunol, 2003, 171,
1023-34, Sanchez-Madrid, et
al. J Immunot 2002, 168,
400-10), and bone resorption
(Chellaiah, et al. J 30Biol
Chem. 2003, 278, 29086-97).
NaJH exchange transport
system activation
(Kawaguchi, et al. EurJ
Phannacol. 2000, 403,
203-8), Alzheimer's disease
(Thou et al. Science 2003,
302, 1215-1217), adducin
activation (Fukata et al. J.
Biol. Chem.,  WO
2908/077556PCT/E52007/01
1169  1993, 273,
5542-5548), and in SREB
(Sterol response binding
element) signaling and its
effects on lipid metabolism
(Lin at at Giro. Res., 92,
1296-304, 2003). Therefore,
a compound having inhibitory
effect on Rho-kinase and/or
on Rho-kinase 5mediated
phosphorylation of myosin
light chain phosphatase is
useful for the treatment
and/or prevention of
cardiovascular and
non-cardiovascular diseases
involving Rho- kinase as the
primary or secondary
disease cause, like
hypertension, pulmonary
hypertension, ocular
hypertension, retinopathy,
arid glaucoma, peripheral
circulatory disorder,
peripheral arteiial occlusive
disease (PAOD), coronary
heart disease, angina  10
pectoris, heart hypertrophy,
heart failure, ischemic
diseases, ischemic organ
failure (end organ damage),
fibroid lung, fibroid liver, liver
failure, nephrapathy,
including
hypertension-induced,
non-hypertension-induced,
and diabetic nephropathies,
renal failure, fibroid kidney,
renal glomerubsclerosis,
organ hypertrophy, asthma,
chronic obstructive
pulmonary disease (COBO),
adult respiratory distress
syndrome, 15thrombotic
disorders, stroke, cerebral
vasospasm, cerebral
ischemia, pain, e.g.
neuropathic pain, neuronal
degeneration, spinal cord
injury, Alzheimer's disease,
premature birth, erectile
dysfunction, endocrine
dysfunctions,
arteriosclerosis, pro static 



hypertrophy, diabetes and
complications of diabetes,
metabolic syndrome, blood
vessel restenesis,
atherosclerosis,
inflammation, autoiminune
diseases, AIDS,
20osteopathy such as
osteoporosis, infection of
digestive tracts with bacteria,
sepsis, cancer development
and progression, e.g.
cancers of the breast, colon,
prostate, ovaries, brain and
lung and their metastases.
VVO 01164238 describes
iseguincline-5-sulfonamide
derivatives optionally
substituted 25by a
-(OH2)1..6-0-(CH2)0-6-, a
-(C1-12)0-6-S-(CH2)0_6- or
a -(CH2)0_6-linked
heterocyclic group useful as
neuroprotective agents. WO
2004/106325 (Sobering AG)
describes prodrugs of the
Rho-kinase inhibitor fasudil
carrying an ether or ester
group in the 1-position of the
isoguinoline ring. 30  WO
20081077556PCLEP200710
11169 4 JP 10087629 A
describes isoguinoline
derivatives useful for the
treatment of diseases caused
by Haliobacter pylori such as
for example gastritis cancer
or ulcer. The isoquinoline
derivatives may be
substituted by OH in the
1-position and are preferably
5-substituted by
Xi(Cr1-C6)alkylene)j04-Y
wherein X may be oxygen
and Y may be 5an aryl or a
heterocyclic group. Hagihara
et ai. (Bioorg, Med. Chem.
1999, 7, 2647-2666) disclose
6-bensyloxyisoguinoline for
the treatment of infections
caused by HeliobacPer
pylon. 10US 5,480,883
generically discloses as EGF
and/or PDGF receptor
inhibitors useful for inhibiting
cell proliferation compounds
of the formula 'Ar I - X - Ar II"
wherein X may be
(GHEH)m-Z-(GHRDn, e.g.
Z-CI-12, wherein Z may be 0,
R1 is hydrogen or alkyl, Ar I
may be among others an
optionally substituted
isoguinolone and Ar II may
be among others an
optionally substituted C3.7
monocyclic saturated
heterocyclic system. 15 WO
20051030791 (Merck & Co.)
generically describes as
potassium channel inhibitors
for the treatment of cardiac
arrhythmias, stroke,
congestive heart failure etc.
isoquinolone derivatives
which are optionally
substituted in 6-position by a
group   (C-ReRf)p0R43
wherein p may be zero, and
1:443 is e.g. a
(C3-010)cycloalkyl residue
20 optionally substituted by
NR81 R82, wherein R51and
I282 may be hydrogen,
(Ci-Ce)alkyl etc.; or RE3 is a
group 581 defined as a 4-6
membered unsaturated or
saturated monocyclic
heterocylic ring with 1, 2, 3 or
4 heteroatoms; and are
substituted 



by a directly bound optionally
substituted aryl or beteroaryl
ring in the 4-position. 25 WO
20051030130 (Merck & Co)
generically describes as
potassium channel inhibitors
for the treatment of cardiac
arrhythmias, stroke,
congestive heart failure etc.
isoquinoline derivatives
which may be substituted by
hydroxyl in the 1-position and
are optionally substituted in
6-position by a group
(CReF2f)pOR43 wherein p
may be zero,       and R43 is
e.g. a (Ca-Cil g)cycloalkyi
residue optionally substituted
by NR51p52, 30 wherein
R51 and R52 may be
hydrogen (C1-C6)alkytetc.;
or R43 is a group R81  5
defined as a 4-6 membered
unsaturated or saturated
monocyclic heterocylio ring
with 1, 2, 3 or 4 heteroarorns,
and are substituted by a
directly bound optionally
substituted aryl or heteroaryl
ring in the 4-position. WO
03/053330 (Ube) generically
describes isoquinolone
derivatives of the formula
{aromatic: ring} -
C(R)(R)(NH2) 0 as
Rho-kinase inhibitors,
Summary According to a first
aspect, there is provided a
compound of the formula (I)
(F22)fl Rsi ,T4 R3-R5 R1R8
wherein Ri is H, OH or NI-12:
R2 is 



(Cy-CEpalkyl,
(C1-Cetalkylene-R',
(02-C6)alkenyl,
(C2-05)alkynyl,
(CI-Ca)alkylene-0-(C1-C6)alk
yl. (C1-C6)alkylene-0-Rh
(C1-Cp)alkylene-CHff212.
(C1-05)alkylene-C(0)-Iff',
(01-C6)alkylene-C,(0)NH2,
(C1-C6)alkylene-C(0)NH-R',
5(C1-(2,6)alkylene-C(0)NH-(
C1 -C6)alkyl,
(C1-C,3)alkylene-C(0)N[(C1-
C6)alkylk,
(C.pC3)alkylene-C(0)5fffn2;
(C1-030alkylene-C(0)0-(01-C
p)alkyl, C(0)0-(CwC6)alkyl,
10 C(0)OR' C(0)(Ci-C6)alkyl,
C(0)12%
C(0)NliffC1-C6)alkyl,
C(0)NHR'
15C(0)-NH-(C2-C6)alkenyl,
0(0)-NH-(C2-06)alkynyl,
0(0)-NH(C1-C3)alkylene-R',
C(0)N[(Ci-Cp)alkylIR'
C(0)N[(C1-Cp)allo/1)2,
20C(0)-(Ci-C6)alkylene-R'.
C(0)0(C1-06)alkylene-R';    or
R2 is (C1-(26)alkyl, provided
that in said alkyl residue at
least one hydrogen is
substituted by OH, OCH3,
COOH, 000CH3, NH2,
NHCH3, N(CH3)2, CONH2,
25 CONHCH3 or
CON(CH3)2;  WO
21101/077556FCT/5P20071
01116 7 



and forms, togethercarbon
toms of he cycloalkyl amine,
a second, 4-8 membered
ring; 03 is 5 H halogen,
(Ci-Cn)alkyl,
(C1-051alkylene-Rl. OH, 10
NI12, NHR", NKR" or
NH-C(0)-R", 15 R4 is H,
halogen, hydrom7, 20 ON,
(CI-Cs)alkyl,
(C1-Cglalkylene-12.; 25 R5 is



H. halogen, ON, NO2,
30(01-Ce)alkyl,
(02-Ce)alkenyl,  8
(C1-C6)alkylene4C6-C10dar
y!,
(C2-C6)alkenylene-(C6-C1
OarYI,
(C1-Ce)alkylene-(05-C1o)het
erocyclyl,
5CH(OH)-(C1-C6)alkyl, NH2,
NH-R, NH-SO2h,
NH-S02-(C1-06)alkyl, 10
NH-S02-R,
NH-C(0)-(C1C6)alkyl,
NH-C(0)-R',
C(0)NRCry-C6)alkYII2,
C(0)0H, or
15C(0)0-(C1-C6)alkyl; Re
and R6' are independently of
each other H, 



20(C1-C6)alkyl.
(C1-C6)alkylene-R,
(C1-05)alkylene-0-(C1-Ce)al
kyl, (Ci-C6)alkylene-0-ff,
(Ci-Ce)alkylene-CHIR12,
25(C1-Ce)alkylene-C(0)-R,
(C1-C6)aliejlene-C(C)N1-12,
(C1-C6)alkylene-C(0)NH-R',
(Ci-C6)alkylene-C(0)NH-(Ci-
C6)alkyl,
(Ci-C6)alkylene-C(0)NRCi-C
6)alkY112,  9
(C1-Cp)alkylene-C(0)N[R12;
(C1-C6)alkylene-C(0)O-(CyC
6jalkyl, C(0)0.-(C1-C6)alkyl,
C(0)OR' 5C(0)(C t-C6)alkyl.
C(0)R., C(0)NH-(C1-Cp)alkyl,
C(0)NHR',
C(0)NRC1-C6)alkyltR)
10C(0)NUC -C6)alky112,
C(0)-(Cti-C6)alkylene--R',
C(0)0(C1-C6)alkylene-R', or
R6 and 1k6., together with
the N-atom to which they are
attached, form a (C5-C10)
heterocyclyi group; 15 R7 is 



H. halogen, CN, 20 NO2,
(C1-05)alkYl. 0-(C1-06)alkyl.
(C2-C6)alkenyi 25rc;
t-2-C6)alkenylene-(C6-CiOar
sil, (C1-C6jalitylene-R'.
CH(OH)-(C1-C6)alkyl, NH2,
NH-R',  WO
2909:0775569CLEP2007/01
1169 10 NH-502H,
NH-S02-(Cq-Csjalkyl,
34H-307-Ri, 802-WH2 5
S02-NHR', NH-C.,(0)-(C1
6)alkyl, NH -C(0) FS,
C(0)N[(C1436)alkY112,
C(0)0H, or
10C(0)0-(01-C6)alkyl; 



R8 is H, halogen or
(01-06)alkyl; n is 1, 2, 3 or 4;
15 m is 1, 2 .3 ,4 or 5; r is 0,
1 or2, and 20L is 0(CH2)p,
S(OH2)p, S(0)(CH2)p,
802(CH2)p, NH(C,H2)p,
N(C1-C6)alkyl-(OH2)p,
N(C3-06)cycloalkyl-(CH2)p,
Nico(ci-C6)alkyiNCH2)p or
NR01-C3)alkylene-RT
(CH2)P; p is 0, 1, 2, 3 or 4;
25 wherein H' is
(C3-C8)cycloailwl,
(C5-C10)heterocycNI,
30(C5-C10)eryi; and  11 R" is
(C3-05)tycloalkyl, (Cs-Ci
0)heterocyclyl, (C6-C10)and
5(C1-Cg)alkyl,
(C1-Cegalkylene-R%
(Ci-Cejallcylene-O-(C1-C6)al
kyl, (C1-Ce)alkylene-O-R, or
(Ci-Cggalkylene-NRxRy; and



10 wherein Rx and Ry are
independently of each other
(C1-Ce)alkyl,
(C3-C10)heterocyclyl,
(C6-C10)arYl,
(C1-C4)alkylene4C 3-C
0)heterocyclyl,
15(C1-C4)alkylene-(C5-C10)
arYl, (C1-C4)alkylene-NH(C
(C1-C4)alkylene-N[(C1-Cejal
ky112,
(C1-C4)alkylene-NUC6-C1rg
ary112, or (C1
-C4)alkylene-NRCg-C
0)heterocyclyt, 20 wherein in
residues R2, R4, Rg, Re, R5,
Ry and Rg alkyl, alkylene or
cycloalkyl can optionally be
substituted one or more
times by OH, OCH3, COOH,
COOCH3, NH2, NHCH3,
N(CH3)2, CONFI2,
CONHCH3 or CON(CH3)2
25 wherein in residues R2 to
Rg alkyl or alkylene can
optionally be substituted one
or mom times by halogen;
12 halogen, OH, NO2, N3,
ON, C(0)-(01-C6)alkyl,
C(0)-(0g-Cia)aryl, COOH.
000(01- 06)alkyl, CONH2,
CONH(C1-06)alkyl.
CONUCI-CEgalkylk
(03-C8joycbalky],
(C1-Cg)alkyl,
(S1-COalkyiene-OH:
(01-05)alkylene-NH2,
(C1-06)alkylene-11H(C1-
06)alkyl,
(Cri-Ogjalkylene-NgC1-ChMk
Y112, (.02-C8)alkenyl.
(C2-06)alkynyl,
50-(01-Cs)alkyl,
0-0(0(C1-08)alkyl, P03512,
SC)3H, 802-NF12,
SO2NH(C1-06)alkyl.
SO2NUC1-C6)alkylk ,
S-(C1-S)alkyl.
SO-(Ci-C6)alkyl,
SO2-(01-C6jalkyl,
802-Neenl-N[(01-S6)21kY1]2
, C(NH)(NH2), NH2,
NH-(Ci-Cg)alkyl,
NRCgjalky112.
NH-0(0)-(C1-06.)anwl,
NH-0(0)0-(C ri-C6)alkyl,
10NH-S02-(01-06)alkyl,
NH-302-(C8-010)aryl,
NH-S02-(C5-C10)heterocycly
1 (01-
C6)alkyl-C(0)-(01-C6)alkyl,
N(01-06)alkyl-C(0)O-(01-Cgj
alkyl,
N(C1-C6)alkyl-C(0)-NH-(01-
C6)alkyl], (C6-010)a5/1,
(S1-COalkylene-(C5-C10)ary
l. 0-(C8-0,10Mryl,
0-(01-C6)alkylene-(06-Ci(06-
0la)heterocyclyl, 



15(Ci-C6)alkylene-(05-010)h
eterocyclyl, or
0-(0,1-C6)alkylene-(C5-010)h
eterocyclyl, wherein the
(06-0.10)aryl or
(05-010)heterocycly1 may be
substituted one to three
times by a group
independently selected from
halogen. OH, NO2. ON, 0-(C
ri-Cg)alkyl. (Ci-C8)alkyl,
NH2. NH(Ci-C6)alkyl,
N[(C1-08)alky82, SO2CH3,
000H, C(0)0-(C1- C6)alkyl,
CONH2.
(01-C6)alkylene-0-(C1-06)alk
yl.
(01-06)alkylene-0-(Ce-C1n)al
, 20or
0-(01-06)alkyle.ne-11C6-C1g
jaryi; or wherein (06-C10)anil
is vicinally substituted by a
0-(01-C4)alkylene-0 group
whereby a 5-8-membered
ring is formed together with
the carbon atoms the oxygen
atoms are attached to;
and wherein aryl or
heterocyclyl substituents of
(C-00)aryl and (C5-0
10)hete.rocycly1 25groups
may not be further
substituted by an aryl or
heterocyclyl containing
group; or their stereoisomeric
and/or tautomeric forms
and/or their pharmaceutically
acceptable salts thereof.  13
In one embodiment of the
present disclosure RH and
the compound is
characterized by the formula
(II)  In another embodiment
of the present disclosure R1
is OH and the compound is
characterized by the formula
(Ill)  The isoquinoline
derivative of formula (I),
wherein R1 is OH, include
the corresponding tautomeric
1-isoquinolone derivative
which is characterized by the
formula (III)  0R8 (111") This
tautomeric form is also an
embodiment of the present
disclosure.  



WO
O58107755f,PCTIEP2007/01
1169 14 iment R1 is NH2
and the compounds
characterized by the formula
(R)  (IV) 5 The following
embodiments refer to the
compounds of formula (I).
(II), (III), (Ill') and (IV). R1 is
preferably H or OH; 10 R3 is
preferably H, halogen.
(C)-C4)alkylene-R, 0-R" or
NHR". More preferred, R3 is
H or NHR". Most preferred,
R3 is H,
NH-(05-CoTheterocycly1 or
NH-phenyl, especially
preferred are H,
NH-(05-C(3)heteroaryi
containing one or more N
atoms or NH-phenyl. Most
especially preferred, R3 is H.
15 Examples of R3
substituents are  WO
20081077556PC1IEP2007/0
1:1169 15 Preferably, R5 is
H, halogen, CN, (Ci-C6)alkyi,
(C2-C6)aikenyl, R',
NH-(C-6-e10)aryl or
(C-1-C6)alkylene-R]. More
preferably, Rs is H, halogen,
CC/ -C6)alkyl,
(C2-05)alkenyl, RI,
NH(C6-010)aryl or
(C'-Cetalkylene-R'. Most
preferably, H5 is H, halogen,
(C1-05)akyl, (C2-C6)alkenyl,
(C6-Ci0)aryl,
NH-(Cs-ClOolYI, 5
(C1-C2)alkyl-(C3-C15)aryl or
(Cs-CT 0Theteroaryl.
Especially preferred, R5 is H,
halogen, phenyl,
(C)-C6)alhyl. (C2-05)alkenyl,
(CE-C10)aryl or
(C5-05)heterearyl. Most
especially preferred R5 is H,
halogen, methyl, ethyl, vinyl,
phenyl, thierryl or pyridyl.
Examples of R5 are
hydrogen, fluoro, chloro,
bromo, iodo, methyl, ethyl,
vinyl, phenyl, 10thienyl or
pyridyl, nitrile, nitro,
(p-methoxy)-phenyl,
N-aniline, benzyl, 2-pmpenyl,
e- 



butenyl, cyclopropyl,
Torreon!, amino,
4-methoxy-aniline or
N-acetyl, preferably
hydrogen, fluoro, chloro,
bromo. iodo, methyl, ethyl,
vinyl, phenyl, thienyl or
pyridyl More preferred, R5 is
H, halogen, methyl, OF ethyl,
most preferred R5 is H.
15Preferably. R5 and R5' are
independently of each other
H, (C1-05)alkyl, R',
(Ci-C4)alkylene-(C3-Cg)cyclo
alkyl,
(CI-C4)alkylene-(C5-C10)het
erocyclyl,
(C1-C4)alItYlene-(C6-C1OW
YL (C1- COalkylene-0-(C1
-C6)alkYl
(cl-C4)alkylene-C(0)-(C5-C1
Otheterecyclyl,
(C1-C4)alkylerie-C(0)-(C6-C1
0)ahrl,
(C1-Cetalkylene-C(0)N[(C1-0
5)alkY112, (C1-
20C5)alkylene-C(0)NH-(C1-
C6)alkyl, (CT
-05)alkylene-C(0)0-(C1-05)al
kyl, C(0)R' C(0)(C1-COalkyl,
C(0)0-(C1-C6)alkyl,
C(0)NH-(C1 -05)elltyl,
C(0)NEC1-CetaIkA2, or
C(0)(C)-05)alkylene-R', or R5
and R6', together with the
N-atom to which they are
attached, form a (C5-CT
Wheterocycly1 group. 25 In a
further preferred
embodiment. R5 and R6 are
independently of each other
H. (GI -C6)alkyl,
(CS-C10)heterecyclyl,
(C3-05)cyclealkylr
(C6-C10)alYI
(01-04)alkylene-(C3-05)cyclo
alkyl,
(C1-C4)elkylene-(C5-C10)het
erocyclyl,
(C1-C4)alkylene-(C5-C10)ary
l,
(C1-C6)alkylene-0-(C1-C6)a
Nyl, (E1-05)alkylene-  WO
2098/077556PCT/EP200/011
1603 16 C(0)Nf(C1-0e)alkylk,
(C1-C6)alkylene-C(0)NH-(C1
-C6)alkyl,
(C1-C6)alkyleneC(0)0-(C1-C
g)alkyt C(0)0-(C1-Ce)alkyl,
C(0)(C1.-Cekaikyl,
C(0)(03-06)cycloalkyl,
C(0)NH-(C1-C6)alky1,
C(0)NRCry-C6)alkylki C(0)
(01-06)alkylene-(03-CG)cyci
oalkyl, C(0) (C1
-C6)alkylene-
(C6-C10)heterocyclyt C(0)
(01-06)alkylene-(C5-010)aryl,
or 5 R6 and R6', together
with the N-atom to which
they are attached form a
(06-C1e)heterocyclyi group.
in a more preferred
embodiment? R6 is H,
(C1-C6)alkyl,
(03-Cetcycioalkyl or
(C1-C4)alkylene-(Ce-C6)cycl
oalkyl, and 10Re' is H,
(C1-Ce)alkyl,
(C3-Cs)cycloalkyl,
(C5-C10/heterootrelyl,
(06-C1 &aryl.
(CI-C4)alkylenedC3-Catoyolo
aficyl,
(C1-04)alkylene-(C6-C10)het
erecydyl,
(C1-C4)alkYlenedC6-C1(C1-
Ce)aikylene-0-(C1-Cetalkyl,
(C1-C6)ektylene-
C(0)NH-(01-Ce)aIkyl,
(C1-C6)alkylene-C(0)Nt(C1-
C6)alkylk,
(C1-CetalkyIeneC(0)0-(C1-C
6)alkyl. C(0)0-(C1-C6)alkyl,
C(0)(Ci-C6)alkyl,
C(0)(Ce-Ce)cycloalkyl, 



15 C(0)NI-1-(C1-06)ak114,
C(0)NgC1-C6)alky112,
C(0)(C1-C6)alkylene-C3-08)c
ycloalkyl,
C(0)(C1-Ce)alitylene-(C5-Cl
Gtheterocyclyl,
C(0)(C1-C6)aikylene-(C6-C1r
)aryl, or R6 and R6', together
with the N-atom to which
they are attached, form a
(Ce-010)heterocycly1 group.
20In a further more preferred
embodiment, RG is H,
(Ci-C6)alkyl and R6' is H,
(C1-C6)aIktd,
(03-Ce)cycloailtyl,
(C6-C10)aryl,(Ce-C1e)hetero
cyclyl,
(C1-C4)alkylenet(C3-Ce)cycl
oalkyl, (C 1-C4) al
kylene-(C6-C e)heterocyciyl,
(C1-C6)alkylenet(C6-010)(yY
l.
(01-C4)alkylene-0-(C1-04)alk
yl, (C1-C4)alkylene-
C(0)NRC1-C4)alkY112,
(C1-C6)alkylene-C(0)NH-(C1
-C6)alkyl, C(0)(01-C6)alkyl,
25C(0)(C1-C6)alicylene-(06-
010)heterocyclyl. or R6 and
Re', together with the N-atom
to which they are attached
form a (C5-C1 e)heterocyclyi
group. In a further even more
preferred embodiment, R6 is
H, (01-C lkyl and Re' '  WO
20081077554PC148.020071
011169 17 (C1-C6/ailf1rii
(C3-Ce)cycicalkyl;
(01-E4)alkylene-(03-0g)cyclo
alkyli
5(01-C4)alkylene-0-(Ci-E4)afi
tylr
fe1-041alkylene-C(0)N(C1-C
4)aikYli2
(0ri-04)alkylene-(05-010)hete
rocyclyi, or
(01-C4)olifYiefie-(Ge-010)arY
li C(0)(01-04)alkyli 10 C(0)(G
-C4)alkylene-(Ce-Cd
0)heieroorly1; or Re and Re',
together with the N-atom to
which they are attached,
form a
(Cg-Ce)heterocyclylgroup.
Preferably the formed
heterocyclyl group is
rnorpholino, piperidino,
pyrrolidino or 15piperazino.
More preferably the
heterocyclylgroup is
morpholino or piperazino. 



In a most preferred
embodiment. R6 is H.
(C1-0e)alkyl and IRA is H,
(01-C6)alkyl or
(C3-08)cycloalkyl, 20In a
further most preferred
embodiment. Re is H and R6'
is H, preferably unsubstituted
(Cit-Cejalkyl, or preferably
unsubstituted
(Ce-Ce)cycloalkyl. Especially
preferred, R6 and Re' are H.
As examples for these
embodiments. Re or Re- are,
independently from each
other, 25hydrogen. methyl,
ethyl, propyl, isopropyl,
3-methyl-butyl,
2-methyl-propyl, butyl, pentyl,
3,3,3-trifluoropromd,
4,4,4-thfluorobutyl or a
substituent selected from the
group consisting of    5   WO
200S/0775nrcr,r.nooyroj
1169 20   The asterisk (*)
denotes where the bond is
connected to the N-atom of
the amine. 5Preferably, R7 is
H, halogen.
Cikt,0-(C1-C6Mikyl,
(C2-C8)alkenyl, R' or
(Ck-C8)alkyrene-(C3-Cs)cycl
oalkyl. More preferred, R7 is
H. halogen, CN, (C1-C4alkyl,
0-(Ca-C4)alkyl,
(Ch-C4)aikenyl, phenyl,
cyclopropyl or
(C5-C8jheteroaryl. Most
preferably, R7 is H, fluoro,
chloro, bromo, methyl, ethyl,
methoxy, phenyl, nitrire,
cyclopropyl, thienyt or vinyl,
most especially preferred R7
is H, 10fluoro, chloro, methyl
or methoxy. More particular
preferred R7 is H or citrons,
most 



particular preferred R7 is H.
R8 is preferably H. halogen
or (Ch-CMalkyl. More
preferred, R8 is H, Cl, F.
methyl or ethyl. Most
preferred R8 is H. 15
Preferably, R2 is
(C7-C8)alkyl,
(C-peg)alkylene-R',
20(C2-C8)alkenyl,
(Ca-C8)alkylene-C(0)NH2.
(C1-C8)alkylene-C(0)N11-14t
',
(C-I-C8)arkylene-C(0)NH-(C-
I-C8)alkyl,
(Ch-Ca)alkylene-C(0)NRC1-
C8)alkylki
25(C1-C8)alkylene-C(0)N[R.]
2,
(C1-Ce)alkylene-C(0)0-(Ci-C
8)alkyl,  WO
2068/077556PCT/EP2007/01
1 9 21
C(C)6114-(C1486)alkyl,
C(0)NHFrr,
C(0)-NH-(C2-Cg)alkenyl,
C(0)-NH-(C2-CgMikyn4,
5C(0)-NH(CI-C6)alkylene-R',
C(0)NRCi-C6)alky1114'
(8(0)4N1-C6)atky/12,
C(0)-(C1-C6)alkylene-Rf
C(0)0(C1-Cg)alkylene-R; 10
or R2 is (C1-Cgjalkyl,
provided that in said alkyl
residue at least one
hydrogen is substituted by
OH, OCH3, COON,
COOCH3, NH2, NHCH3,
N(CH3)2, CONH2,
CONHCH3 or CON(CH3)2: 



15or R2 is a (C1-C4)alkylene
bound to the cycloalkyl
amine, in which the (C1-Q4)
alkylene forms a second
bond to a different carbon
atom of the cycloaikyl amine
ring and forms, together with
carbon atoms of cycioalkyl
amine, a second, 4-8
membered ring; 20More
preferably, Ft2 is
(C1-C6)alkylene-12',
(C2-C6)alkenyl,
(C1-05)aiktriene-C(0)NHI 26
(C1-C6)alkylene-C(0)NH-Rf
(Ci-C6)alkylene-C(0)NH-(Ci-
C6)alkyl,
C(0)NH-(C1-C6)alkyl.
0(0)NHR',
C(0)-NH(C1-C6)alkylene-R'.
20081577eS6Pt:DEP-20071{
M 169 22 or R2 is
(C1-C3)alkyl, provided that in
said afkyi residue at least
one hydrogen is substituted
by OH, 001-13, 00011,
C00C1-13, NH2, NVIC513,
N(0103)2, CONH2,
CONHCH3 or CON(01-13)2;
5or R2 is a (01-04)alkylene
bound to the cycloalkyl
amine, in which the (01-04)
alkylene forms a second
bond to a different carbon
atom of the cyoloalkyl amine
ring and forms, together with
carbon atoms of the
et/death/1 amine, a second,
4-8 membered ring; 10Most
preferably, R2 is
(C1-Cs)alkylene-FE,
(C2-C6)alkenyl,
(Ci-C6)alkylene-C(0)NH-R', 



15(C1-C6)alkylene-C(0)NH-(
Cii-C6)alkyl,
C(0)NH-(Ci-C6)alkyl,
C(0)NHIR'.
0(0)-NHd02-C6)alkenyl,
0(0)-NH(0ii-06)alkylene-Rt 20
or R7 is a (C1-C4)alkylene
bound to the cycloalltyl
amine, in which the (01-04)
alkylene forms a second
band to a different carbon
atom of the cycloalkyl amine
ring and forms, together with
carbon atoms of cycloalkyl
amine, a second, 4-8
membered ring. 25 Even
more preferred R2 is phenyl,
which is unsubstituted or
substituted one or two times
by halogen, OH, ONle or
CF3i (03-05)cycloalkyl, which
is unsubstituted, or is
(02-05)allienyl, preferably
allyl,       or R2 is a
(01-04)alkylene bound to the
cycloalkyl amine, rn which
the (01-04) 30alkylene forms
a second bond to a different
carbon atom of the cycloalkyl
amine ring  WO
2008/017556PCDE52007/01
1169 23 and forms together
with a carbon atom of the
oycloalkyl amine, a second,
4-8 membered ring.     R2
may be bound to any carbon
atom of the ring including the
position where the linker 5
group L is hound, preferably
at the carbon atom whore the
-NR6,126" group is bound.
As examples for these
embodiments, R2 is 10In
other Examples R2 is OH   



WO 2008/077556P0T/F,P2
24  The asterisk (t) denotes
where the bond is connected
to the (Tatern of the ring. 5
Examples for the
embodiments wherein R2 is
a 01-04 alkylene, which
creates a second ring system
with the cyclic amine,
comprise  NN19N a 0 N'
LLTT L I Other examples are
11NN \7.( \ C 121 10 In a
particular embodiment the
created ring system is  , or 



WO
2008.1177,456PCT/EP21107
/011149 The asterisk (*)
denotes the bond to L. The
amino group in the created
bicyclic cycloalkylamine
residue is subste d by 26 and
Re' residues as defined
above in the general formula
(I). 5 Preferably, n is 1, 2 or 3
More preferred, n is 1 or 2.
Most preferred n is I.
Preferably m is 2, 3 or 4.
More preferred m is 3. In a
further embodiment m is 1,
2,4 or 5. 10Preferably r is 0
or 1, more preferred r is 0.
The linker group L may be
bound to the ring in any
position via a ring carbon
atom. In a preferred
embodiment, m s3 and L is
attached to the 4-position of
the amino cyclohexane ring
or L is attached to the
3-position of the amino
cyclonexane ring R6 , R.5' N
In all their stereochemical
forms In an especially
preferred
embodiment,attached to the
4-position of the amino
cyclohexane ring.  



WO
2008477556PCT/E02007/01
1169 26 In another
embodiment, L is O(CH2)p.
In a further embodiment of L,
Lie S(C162)1d, S(0)(OH2)p
or S02(CH2)p. In another
embodiment L is NII(OH2)p,
N(01-05)alkyl(CH2)p,
NI(C3-Cs)oycloaileyN0H2jp,
N[0O(CpCs)alkylit(C1-12)p,
NyCl-03)alkylene-arA-
(OH2)p or
Nri-CL)aikylene-(C6-C6jheter
ocycly1]-(CH2)p with
NH(Ch12)p,
N(Cics)alkyL(CF42)p being
more preferred. A preferred
N(C1-C6)alityl is
14(01-C4)alkyl, more
preferably NCH3 or
NCH2CH3 with NCH3 being
more preferred. Even more
preferred L is 0(CH2)10.
S(OH2)p or NH(OH2)p. Most
preferred L is 0. S or NH with
0 being especially preferred.
10Preferably p is 0, 1, 2, or
3, more preferred 0 or 1, with
0 being most preferred; More
preferably, m is 3 and L is 0,
S or NH and is attached to
the 4-position of the amino
cyclohexane ring. 15In
residues R2 to R8 an atkyl or
alkylene can optionally be
substituted one or more
times by halogen. Preferably
alkyl or alkylene is
substituted one to three
times by halogen selected
from chime or bromo but may
be substituted by fluoro once
or more, e.g. being
perfluorinated. Preferably
halogen is fluor. More
preferred an alkyl or alkylene
is not halogenated. 20 In
residues R2, R4, R5, Re
,R6', R7 and R8 alkyl,
alkylene or cycloalkyl can
optionally be substituted one
or more times by a group
selected independently from
OH, 00H3, COOH, 0000H3,
tdH2, NHCH3, N(CH3)2,
CONH2. CONHCH3 or
CON(CH3)2i 25If substituted,
the number of substituents is
preferably between 1, 2, 3 or
4, more preferably 1 or 2 with
1 being even more preferred.
Preferably an alkylene or
cycloalkyl is not substituted.
More preferably an alkyl,
alkylene or cycloalkyl is not
substituted_ Preferably alkyl,
atkylene or cycloalkyi in R4,
Re, Ry and R8 are not
substituted. In a further
embodiment alkyl, alkylene
or cycloalkyl in R4, R5, R6,
P6. Ry 30and R8 are not
substituted,  27 In preferred
embodiments of the present
disclosure one or more or all
of the groups contained in
the compounds of formula (I)
can independently of each
other have any of the
preferred, more preferred or
most preferred definitions of
the groups specified above
or any one or some of the
specific denotations which
are comprised by the 5
definitions of the groups and
specified above, all
combinations of preferred
definitions, more preferred or
most preferred and/or
specific denotations being a
subject of the present
disclosure. Also with respect
to all preferred embodiments
the disclosure includes the
compounds of the formula (I)
in all stereoisomeric forms
and mixtures of
stereoisomeric forms in all
ratios, and their
pharmaceutically acceptable
salts. 



'10 The term "'-' in the
exemplified substituents vide
supra marks the point where
the substituent is attached,
which means, for example,
for a F33 substituent  15 with
r = 0 and and m is 3, a
compound of the formula CI
R1 Rs A preferred
embodimentcompound of the
formula (I) wherein 20 R1 is
H or OH  WO
2003/077556PCUEP2007/01
1169 28 P2 is (C7-05)alkyi,
(C1-C61alkylene-Ri,
5(C2-06)alkenyl,
(C1-C6)alicylene-C(0)N1-12,
(Cg-C6)allcylene-C(0)110-1-
Ri,
(C1-C6)alkylene-C(0)NH-(Cri
ts)alkyl,
(C1-C6)alkyleneC(0)NRC1-C
6)alkylk,
10fetiegjalkylene-C(0)N[Ri]2;
811-C6)alkyiene-C(0)0-(C1-
Cepalkyl,
C(0)NH-(C1-Cs)alkyt, 



C(0)NHR',
C(0)-NH-(C2-C8)alkenyl,
15C(0)-NH(C2-C8)alkynyl,
C(0)-NH(C1-Cip)alkyiene-18,
C(0)NaCt-C8)alkyllRi
Cr0/NI(C1-egfalkyl12.
C(0)-(C1-C8)alkylene-R',
20C(0)0(Ct1-egfalkylene-14',
or R2 is (Ci-C6)alkyl,
provided that in said alkyl
residue at least one
hydrogen is substituted by
OH, OCH3, COOH,
COOCH3, NH2, NHCH3,
N(t51-13)2, CONHs,
CONHCH3 or CON(CH3)2;
25 or R2 is a
(C1-C4)alkylene bound to the
cycloalkyl amine, in which
the (01-04) alkylene forms a
second bond to a different
carbon atom of the cycloalkyl
amine ring and forms,
together with carbon atoms
of cycloalkyl amine, a
second, 4-8 membered ring;
WO
2(1081077556PCT/5P2007/0
11169 29 R3 is H. halogen,
(C4)alkylei R4 is H, halogen
or (C1-(1,6)alkyl; 5R5 is H,
(C1-06)alkyl. halogen, ON,
(C2-Ce)alkenyl, (C0-C1
p)aryl, NH-(05-C1
(01-C6)alkylene-(06-Clo)aryl,
(C5-Cig)heterocyclyi or
(01-06)alkylene-(C54310)het
erocycly1; Re and Re' are
independently of each other
H, R', (Ci-Cg)alkyl,
(01-06)alkylene-R', 10
(C1-08)alkylene-0-(C1-06)2k
A (C1-05/alkylene-O-R',
(C1-Csialkylene-CH[R12,
(C1- Ce)alkylene-C(0)N1-42,
(01-06)alloilene-C(0)NH-R',
(Ct-C6Lalkylene-C(0)N[(CiC4
)alkyl]2,
(C1-Cs)alkylene-0(0)M1212,
C(0)0-(C1-06)alkyl,
C(0)(01-06)alIcyl,
C(0)(C3-C8)cycloalkyl,
0(0)(C5-010)heterocyclyI,
C(0)NH-(C1-0,5)alkyl,
0(0)NRC1Ce)alky52,
C(0)-(C1-C6)alkylene-03-08)
cycloalkyl, 0(0)
15(Ci-Ce)alkyiene-(C5-040)h
eterosyclyl, 0(0)
(C1-Ce)alkylene-(06-C10)ary
l, or Re and Re', together
with the N-atom to which
they ale attached, form a
(C5-Ce)heterocyclylgroup.
R7 is H, halogen, ON,
(C1-08)alkyl,(02-C6)alkenyl
or R'; 



20 R8 is H. halogen or
(01-06)alkyl; m is 2, 3 or 4
25flisl.2or3,and r is 0,1 or 2 L
is 0(CH2)P. S(eld2)P,
NH(C1-12)p or
N(0--00)alkyl-(OH2)P, and 30
30 p is 0, 1 or 2; and their
stereolsomerio and/or
tautomeric forms and/or their
pharmaceutically acceptable
salts. A further preferred
embodiment is a compound
of the formula (I) wherein R1
is H or OH; IS2 is
(Ci-C6)alkylene-14',
(C2-C6)aikenyi, 15
(C1-C6)alkylene-C(0)NH2,
(C1-C6)alkylene-C(0)NH-Ff',
(C1-C61alkylene-C(0)NH-(Cs
-C3)alkyl,
C(0)NH-(Ci-C6)alkyl,
C(0)NHR'"
20C(0)-NH-(C2-C6)alltynyl,
C(0)-NH(C1-C6)alky/ene-R',
or R2 LS (C1-C3)alkyl,
provided that in said alkyl
residue at least one
hydrogen is 



substituted by OH, OCFi3,
COON, COOCH3, NH2,
NHCH3, N(CH3)2, CONH2,
25 CONHC H3 or
CON(CH3)2; or R2 is a
(C1-C4)alkylene bound to the
cycloalkyl amine, in which
the (C1-C4) alkylene forms a
second bond to a different
carbon atom of the cycloalkyl
amine ling and forms,
together with carbon atoms
of cycloalkyl amine, a
second, 4-8 membered
30ring;  WO
2008/077556PCT/EP200710
11 31 R3 is H, halogen or
NHP,", wherein R" is defined
as above; Kt i.e H. halogen
or (C1-C4)alkyl; 5Rg is H,
(Ci-C6jallwl, halogen,
(C2-04)alkenyl, (Ce IOWA,
(C1-C6)allcYlefle-(C6-
Cie)anil or
(Cs-Cin)heterocyclyi; 128
and Re' are independently of
each other H,
(C3-Cdjoyoloalkyl,
(CH-C8jalkyl, (C1-
C8)alkylene-0-(CI-C8)alkyl,
(el-C3)ancylene-R';
C(0)(C1te)alkyl, C(0)(C3-
10C8)cycloalkyl,
C(0)(C8-Cigjheterocyclyl,
C(0)(CrCejalkylenete3-C8)cy
cloalkyl,
C(0)(CI-Cedalkylene-(C8-C1
0)heterocycly1 Or
C(0)(Cl-Ce)alkylene--(Ce-C1
0/arYll R7 is H, halogen, ON,
(C1-C8jalkyl,(C2-Ce)alkenyl
or R'; R8 is H. halogen or
(Ca-Celalkyl; 15 m is 2, 3 or
4 n is 1, 2 or 3; r is 0,1 or 2
and 20 L is 0(CH2)p,
S(CH2)p or NH(CHz)P, 



p is 0 or 1, 25or their
stereoisorneric and/or
tautomeric forms and/or their
pharmaceutically acceptable
salts, An especially preferred
embodiment is a compound
of the formula (I) wherein 30
R1 is H or OH;  WO
2110077596PCUEP2007191
1169 32 R2 is Ci
06)slkylene-Ri,
(02-06)5ikenyi,
(Cii-C6)alisylene-C(0)NH-R',
5(CliC6)alkylene-C(0)NH-(Ci-
C6jalkyl,
C3(0)N11-(01-0e)alkyl.
C(0)-NH(C2-C6)alkynyl,
0(0)-NH(Ciii-C6)alkylene-R',
10 or R2 is a
(01i-C4)alk1lene bound to
the cycloalkyl amine, in
which the (01-04) alkylene
forms a second bond to a
different carbon atom of the
cycloalkyl amine ring and
forms, together with carbon
atoms of cycloalkyl amine, a
second, 4-8 membered ring:
R3 is H,
NH-(C5-C6)heteroaryl or
NH-phenyl; R. is H, halogen
or (Cii-04)alkyl: 



R5 is H. (C1-C4)alkyl,
halogen, (CmC4)alkenyl,
(C6-C1g)aryi
C1-02lalkyl(C6-Cig)aryl or
(C5-06)heteroaryi; R6 is H,
(C3-C6)cycloalkyl or
(C1-C4)alkyl: R6' is H,
(03-C8)cycloalkyl,
(01-05)alkyl,
(C1-03)alkylene-K,
C(0)0-(01-C6)alkyl,
C(0)(Cii-C6)alkyl,
0(0)(C3-06)cycioalkyl,
C(0)(C5-06)heterocyclyl,
C(0)(Cii-C3)alkylene-(C3-C6)
cycinalkyl,
C(0)(CmC3)alkylene-(Cg-C6)
heterocyclyi, or
C(0)(Cii-C3)alkylene-phenyi;
33 R7 is H. halogen, CR
(01-04)alkyl, 0(Ci-C4)alkyl,
(C1-04)alkenyl. phenyl,
cyclopropyl,
(C5-CgMeteroaryl; Rn is H,
halogen or (Cti-C4)alkyl; m is
3 r is 0 or 1 and L is 0, S or
NH; or their stereoisomeric
and/or tautomeric forms
and/or their pharmaceutically
acceptable salts. In an
embodiment the present
disclosure relates to a
compound of formula (I)
selected from the group of
6-(4-Ally1-4-amino-cyclohexy
loxy)-7-chloro-2H-isoquinolin-
1-one (20),
6-(4-Ally1-4-amino-cyclohexy
loxy)-2H-isoguinolin-l-one
(21)
6-(4-amino-4-be,nzyl-cyclohe
xyloxy)-7-chloro-2H-isoguinot
in-1-one (69)
6-(4-Amino-4-phenyl-cyclohe
xyloxy)-7-chloro-2H-isoguinol
in-M0ne (71)
6-(4-Aminomethsd-4-phenyl-
cyclohexyloxy)-7-chloro-2H-i
soquinolin-1-one (108)
644-Aminomethy1-4-(4-chlor
o-phenytycyclohexyloxy]-7-c
hloro-2H-iseguinolin-1- one
(109)
6-[4-Aminomethy1-4-(3-chlor
o-pheny1)-cyclohexyloxy]-7-c
hltaro-2H-isoguinolin-1- one
(110)
6-[4-Aminomethy1-4-(3-meth
yl-phenyh-cyclohexyloxy]-7-c
hloro-2H-isoguinolin-1- one
(111) 6-[4-Aminomethyl-4-;
(3,4-dimethoxy-phenyI)-oycIo
hexyIoxy]-;
7-ch1oro-2Hisoguinolin-1-on
e (112)
34
6-[4-Aminomethy1-4-94-fluor
o-phenyg-cyclohexyloxy]-7-c
h]oro-21-1-isoquinolin-1- one
(113)
644-Aminomethyl-4-(4-merho
xy-phenyi)-cyclohexyloxy)-7-
chlorc-21-1.3soquinolin1-one
(114)
644-Aminomethy1-4-(4-meth
yl-pheny1)-cyclohexyloxyll-7-
chioro-2H-isoguinolin-1- one
(115)
644-Aminomethy1-4-(3,4-chl
oro-pheny1)-cyclohexylong-7
-chloro-2Hrisoquin olin1-one
(116) 



or
C44-(7-Chloroftsoguinolin-6-
yloxy)-1-phenyl-cyclohcxyg-
methylamine (120), or their
stereoisomeno and/or
tautomeric forms and/or theft
pharmaceutically acceptable
salts thereof.  In an
embodiment the present
disclosure relates to a
compound of 'commie (I)
selected from the group of
6-(4-Ally1-4-amino-cyclohexy
loxy)-4,7-dimethy1-2H-isoqui
nolin-1-one (22),
6-(cis-4-Ally1-4-amino-cycloh
exylofty)-7-rnethyl-2H-isoguin
olin-l-0ne (24),
6-(cis-4-Arnino-4-cyclopropyl
-cyclohexyloxy)-7-chlorce2H-
isoguinolin-1-one (41),
6-(trans-4-amino-4-cycloprop
yl-cyclohexyloxy)-7-ohloro-2
H-isoquinolin-1 -one (42).
6-(trans-4-amino-4-cycloprop
yl-cyclohexyloxy)-7-methy1-2
H-isoquinolin-1-one (43),
6-(c(s-1-amino-bicyclohexy1-
4-yloxy)-7-chloro-2H-isoquin
olin-1-one (44).
6-(trans-1-amino-bicyclohexy
l-4-yloxy)-7-chloro-2H-isoqui
nolin-1-one (45),
6-(5-aily1-5-amino-cycl000tyl
oxy)-7-chloro-2H-isequinolin-
1-one (46),
6-Icis-4-arnino-4-(3-methoxy-
propy1)-cyclohexyloxy1-7-ohl
oro-291-isoquinctin-1- one
(47),
9-[trans-4-amino-4-(3-methox
y-propygroyclohexyloxyl-7-ch
loro-21-1-isoquinolin-1- one
(48).
6-(trans-4-Benzylarnino-4-cy
clopropyl-cyclohexyloxy)-7-c
hloro-2H- isoq uinolin-1- one
(49), 7-chloro-6-(tra
ns-4-cyclopropy1-41sopropy(
am ino-cycl
ohexyloxy)-2Hrisoquinolin1-o
ne (50),
7-chloro-6-(4-cyclopropy1-4-
ethylam)no-cyclohexyloxy)-2
H-isoquinolin-l-one (51),  'O
211081077551(PCLEP20071
011169 35
Eijcis4-Amino-4-(3-hydroxy-p
ropy0-cyclohexyloxy]-7-chlow
-2H-isoquinolin-1-088 (54),
6-(trars-4-amino-4-(3-hydrox
y-propyi)-cyclohe.xyloxyl-7--c
hforo-21-1-isoquinolin-1-one
(55),
644-amino-4-(2,3-dihydroxy-
propy0-cyclohexyloxyl-7-chlo
ro-2H-isoquinolin-1-one (57),
56-15-Amino-5-(3-hydroxy-pr
opyO-cyclooctyloxy]-7-chloro
-2H-isoquinDlui-1-one (60),
6-[5-Amino-5-(3-methorcy-pr
opy0-cycloactyloxy]-7-chlaro-
2H-isoquindin-1-one (62),
045-,Amino-5-(2,3-dihydroxy-
propyl)oycloactyloxy]-7-chlor
o-251-isaquinolin-1. one (64),
6-fois-4-Amino-4,-(4-fluoro-p
henyl)-cyclohexyloxy]-7-chlor
o-2H-tsoquinolin-1-one (81),
8-(cis-4-Amint5-4-pheny(-cyc
lohexyloxy)-7-chlora-2H4soq
uinolin-1-0ne (82),
108-Brans-4-Arnino-4-pheny
ksyc(oheryloxy)-7-chloro-2H-i
soquinolin-1-one (83),
6-[cis-4-Amino-4-(4-trifluorom
ethyl-pheny0-cyclohexyloxy]-
7-chlaro-2H-isoquinolir51-
one (B4),
6-[cis-4-Amino-4-(4-fluoro-ph
eny1)-cyclahexyloxy]-4-benz
yl-7-methyl-2H-isoquino5n-1-
one (85), 



15
6-Icis-4-Amino-4-(3,5-dimeth
A-phenylycyclohexyloxyl-7-c
hlor0-2H-isoquinolin-l-one
(86),
6-icis-4-Amino-4-(3,5-dirne,th
yl-pheny1)-cyclohexyloxyl-7-
methyl-2H-isoquinolin-1-one
(87),
54cis-4-Amino-4-(2,4-difluoro
-phenyl)-cyclohexyloxy)-7-chl
oro-2H-isoquinolin-1-one
20(88),
6-[cis-4-Amino-4-(Z6-difluoro
-pheny1)-cyclohexyloxy]-7-ch
loro-2H oquinolin-1-one (89),
6-[c(s-4-Amino-4-(2,6-difluor
o-pheny1)-cyclohexyloxyl-7-
methyl-2oquinolin-1-one (90),
25
6-fois-4-Amino-4-(441uoro-p
heny)-cyclohexyloxyj-7-meth
yl-2H-isoquinclin-1-one (91);
6-(cis-4-Amino-4-(2,6-difluoro
-phenyl)-cycIohexyloxyI-4-be
nzyl-7-meIhy1-2'Hisoquino5n
-1-one (92),
5-[cis-4-Amino-4-(2
4-difluoro-phenyi)-cyclohe>cy
loxy]-7-methy1-2Fi-isoquinali
n-1-one (93),
308-Icis-4-Arnino-4-(2-fluoro
phenyl)-cyclohexylexyl-7-chlo
ro-2H-isoquinolin-1-one (94),
61cis-4-Amino-4-(2-fluoro-ph
eny!)-cyclohexyloxy]-7-methy
l-2H-isoquinolin-l-one (95),
36
64cis-4-Amino-4(3,5-dimethyl
-piteny1)-cyclohexyloxy1-7-c
hloro-2H-isog uinolin-1- one
(96),
64(1R,5R)-6-Amino-bicyclef3
.3.11non-2-yloxy)-7-chlam-2
Hisoquinolin-1-one (103),
6-((19,5R)-6-Arninc-bicyclo[3
.3.11non-2-yloxy).7-methyl-2
1-1-isoguinolin-l-one (104),
64(1R,5R)-6-Amino-bicyclo[3
.3.11non-2-yloxyj-4-benzyl-7-
methyl-2 H-isoguinolin1-one
(105),
6-(4-Amino-bicyclo[2.2.2]ocht
yloxy)-7-chloro-211-isoguinoli
n-1-one (109),
6-fllatendo)-3-aminobicyclo1
3.3.1]non-9-y9oxyl-7-chlorois
oquinolin-1(214)-one (126),
6493-Exo)-3-amincbicyclo[3.
3.11non-9-ylloxy)-7-chloroisa
guinolin-1(2 fa-one (131), 



6-{[(3-Endo.13-syn)-3-amino
bicyclo[3.2.11oct-8-yfioxy)-7-
chloroisoquinolin-1(2H)- one
(133). or
6-13-endo,8-anti)-3-aminobic
yclo[3.2.1)oct-8-ylioxy)-7-chlo
roisoguinolin-1(2H)- one
(134), or their stereoisomeric
and/or tautomeric forms
and/or their pharmaceutically
acceptable salts thereof As in
any embodiment of the
disclosure, in the preceding
embodiments which contain
preferred, more preferred,
most preferred or exemplary
definitions of compounds
according to the disclosure,
one or more or all of the
groups can have any of its
preferred, more preferred,
most preferred definitions
specified above or any one
or some of the specific
denotations which are
comprised by its definitions
and are specified above.
Isoguinoline substitution
pattern is numbered
according to ILIPAC rules: 45
6 7 21a All references to
"compound(s) of formula (I)"
hereinafter refer to
compound(s) of the formula
(I), (II) (Ill), (Ill') and (IV) as
described above, and their
pharmaceutically  37
acceptable salts. and/or to
their sterecisomeric forms,
polymorphs and solvates.
Physiologically functional
derivatives as described
herein are also included.
Pharmaceutically acceptable
salts of compounds of the
fonnula (I) mean both their
organic and inorganic salts
as described in Remington's
Pharmaceutical Sciences
(17th edition. page 1418
(1985)). Because of the
physical and chemical
stability and the solubility,
preference is given for acidic
groups inter alia to sodium,
potassium, calcium and
ammoniurn salts; preference
is given for basic groups inter
alia to salts of maleic acid,
fumaric acid, succinic acid,
malic acid, tartaric acid,
methylsulfonic acid,
hydrochloric acid, sulfuric
acid, phosphoric acid or of
carboxylic acids or sulfonic
acids, for example as
hydrochlorides,
hydrobromides, phosphates,
sulfates, methanesulfonates,
acetates, lactates, maleates,
fumarates, malates.
gluconates. and salts of
amino acids, of natural bases
or carboxylic acids. The
preparation of
pharmaceutically acceptable
salts from compounds of the
formula (I) which are capable
of salt formation, including
their stereoisomeric forms,
takes place in a manner
known per se. The
compounds of the formula (I)
form stable alkali metal,
alkaline earth metal or
optionally substituted
ammonium salts with basic
reagents such as hydroxides,
carbonates, bicarbonates,
alcoholates and ammonia or
organic bases, for example
trimethyl- or triethylamine.
ethanolamine,
diethanotamine or
triethanolamine, trometamol
or else basic amino acids, for
example lysine, ornithine or
arginine. Where the
compounds of the formula (I)
have basic groups, stable
acid addition salts can also
be prepared with strong
acids. 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 and
sulfuric acid, and of organic
acids such as. for example,
acetic acid, benzenesuffonic,
benzoic, citric.
ethanesulfonic, fumaric,
gluconic, glycolic, isethionio,
lactic, lactobionic, maleic,
matte, methanesulfonic
succinic, p-toluenesulfonic
and tartaric acid. The
hydrochloride salt is a
prefered salt. Salts with a
pharmaceutically
unacceptable anion such as.
for example. trifluoroacetate
likewise belong within the
framework of the disclosure
as useful  38 intermediates
for the preparation or
purification of
pharmaceutically acceptable
salts and/or for use in
nontherapeutio, 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
disclosure, for example an
N-oxide, 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 nf the compounds
of the disclosure, as
described, for example, in H.
Okada et al., Chem. Phann.
Bull. 1994. 42, 57-61. Such
prodrugs can be metabolized
in vivo to a compound of the
disclosure. These prod rugs
may themselves be active or
not. The disclosure relates to
compounds of the formula (I)
in the form of their
stereoisomeric forms, which
include racemates, racemic
mixtures, pure enantiomers
and diastereomers and
mixtures thereof. 



The compounds of the
disclosure may also exist in
various polymorphous forms,
for example as amorphous
and crystalline polymorphous
forms. All polymorphous
forms of the compounds of
the disclosure belong within
the framework of the
disclosure and are a further
aspect of the disclosure. If
radicals or substituents may
occur more than once in the
compounds of the formula (I)
, they may all, independently
of one another, have the
stated meaning and be
identical or different. The
terms (C1-C2)alkyl.
(C1-C4)alkyl, (C1-05)alkyl,
(C1pG8)alkyl and the
corresposponding alkylene
substituents are understood
as a hydrocarbon residue
which can be linear, i.e.
straight-chain, or branched
and has 1, 2. 3. 4, 5, 6. 7 or 8
carbon atoms, respectively.
This also applies if an alkyl
group occurs as a substituent
on another group, for
example in an alkoxy group
(0-alkyl), S-alkyl or a  WO
7098/077555PCWEr211117/
011169 39 C6)alloylene-0-,
an alkoxycarbonyi group or
an arylalkyl group. Examples
of alkyl groups are methyl,
ethyl, propyl, butyl, pentyl or
hexyl, the n-isomers of all
these groups, isopropyl,
isobutyl, I-methylbutyl,
isopentyl, neopentyl,
2,2-dirnethylbutyl, 2-
methylpentyl, 3-methylpentyl,
isohexyl, sec-butyl, tert-butyl
or tert-pentyl. Alkyl or 5
alkylene groups may-if not
otherwise stated - be
halogenated once or more,
e.g. alkyl groups may be
fluorinated, e.g.
perfluorinated. Examples of
halogenated alkyl groups are
Cis. and CH2CE3, OCE)),
SCF-3, Or --0-(CF2)243--
The term (C2-C6)-alkenyl
means a hydrocarbon
residue whose carbon chain
is 10 straight-chain or
branched and comprises 2 to
6 carbon atoms and have,
depending on the chain
length, 1, 2 or 3 double
bonds, for example, vinyl,
1-propenyl, 2-propenyl
ally1), 2-butenyl, 3-butenyl,
2-methy1-2-butenyl,
3-methyl-2-butenyl,
5-hexenyl or 1,3-
pentadienyl. The double
bond may where possible
have the E or Z orientation.
The double bonds may be
both internal and terminal. 15
(C2-C6)-alkynyl groups are
hydrocarbon radicals whose
carbon chain is straight-chain
or branched and comprises 2
to 6 carbon atoms and have,
depending on the chain
length; 1 or 2 triple bonds, for
example, ethynyl, 1-propynyl,
2-propynyl (x) propargy0 or
2-butynyi. The triple bonds
may be both internal and
terminal. 20 Halogen means
fluoro, chloro, bromo or iodo.
(C3-Ce)cycloalkyl groups are
cyclic alkyl groups containing
3, 4, 5.6. 7 or 8 ring carbon
atoms like cyclopropyl.
cyclobutyl, cyclopentyl,
cyclohexyl or cyclooctyl,
which can also be substituted
and/or contain 1 or 2 double
bounds (unsaturated
cycicalkyl 25 groups) like, for
example, cyclopentenyl or
cyclohexenyl can be bonded
via any carbon atom.
(C6-C10)ary1 group means
an aromatic ring or a ring
system which comprises two
aromatic rings which are
fused or otherwise linked, for
example a phenyl, naphthyl,
30biphenyl,
tetrahydronaphthyl, alpha- or
beta-tetralon-, indanyl- or
indan-1-on-y1 group. A
preferred (C6-C10)91-21
group is phenyl. 



WO
2008/1177556PCT/5P2007/0
11169 40 A
(C5-Gin)heterocycly1 group
means a mono- or bicyclic
ring system in which one or
more carbon atoms can be
replaced by one ore more
heteroatoms such as, for
example 1, 2 or 3 nitrogen
atoms, 1 or 2 orygen atoms,
1 or 2 sulfur atoms or
combinations of different
hater atoms. The
heterocycly1 residues can be
bound at any 5 positions, for
example on the 1-position,
2-position, 3-position,
4-position, 5-position, 6-
position, 7-position or
8-position. (C)5-C1
g)heterocycly1 groups may
be (1) aromatic [-ehetercawl
groups] or (2) saturated (t/
(3) mixed aromatic/saturated.
Suitable (C6-Cio)heterocyclyi
group include acridinyl,
azocinyl, benzimidazolyl,
10benzofuryl,
benzomorpholinyl,
benzothienyl,
benzothiophenyl,
benzotrazolyl, benzthiazolyl,
benztriazolyl, benztetrazolyl,
henzisoxazolyl,
benzisothiazolyi, carbazolyl,
4all-carbazolyl, carbolinyl,
furanyl, quinazolinyl,
quinolinyl, 41-1-quinolizinyl,
guiroxalinyl, quinuclidinyl,
chromanyl, chromenyl,
chromen-2-onyl, cinnalinyl,
decahydroquinolinyl,
2H,6H-1,5,2-dithiazinyl,
dihydrofurn[2,3-N-tetrahydrof
uran, fury!, 15furazanyl,
homomorpholinyl,
homopiperazinyl,
imidazolidinyl, imidazolinyl,
imidazolyl, H-indazolyl
indolinyl, indolizinyl, indolyi,
3H-indolyl, isobenzofuranyl,
isochromanyl, isoindazolyl,
isoindolinyl, isoindolyl,
isoquinolinyl
(benzimidazolyl), isothiazolyl,
isosazolyl, morpholinyl,
naphthyridinyl,
octahydroisoquinolinyl,
oxadiazolyl, 12,3-
oxadiazoly1,
1,2,4-oxadiazolyl,
1,2,5-oxadiazolyl,
1,3,4-oxathazalyl,
oxazolidinyl, 29oxazolyl,
oxazoidinyl, pyriinidinyl,
phenanthridinyl,
phenanthrolinyl, phenazinyl,
phencthiazinyl,
phenoxathiinyl, phenoxazinyl,
phthalazinyl, piperazinyt,
piperidinyl, prolinyl, pteridinyi,
purynyl, pyranyl, pyrazinyl,
pyroazolidinyl, pyrazolinyl,
pyrazolyl, pyridazinyl,
pyridonyl, pyridoosazoles,
pyridoimidazoles,
pyridothiazoles. pyridinyl,
pyridyl, pyrimidinyl,
pyrrolidinyl, pyrrolinyl,
2H-pyrrotyl, pyrrolyi,
tetrahydrofuranyl, 25
tetrahydroisoquinolinyl,
tetrahydroquinolinyl,
61-1-1,2,5-thiadazinyl,
thiazolyi, 1,2,3- thiadiazolyl,
1,2,4-thiadiazolyl,
1,2,5-thiadiazolyl,
1,3,4-thiadiazolyl, thienyl,
triazolyl, tetrazoly1 and
xanthenyl. Pyridyl stands
both for 2-, 3- and 4-pyridyl.
Thienyl stands both for 2-
and 3-thienyl. Funt stands
both for 2- and 3-furyl. Also
included are the
corresponding N-oxides of
these compounds, for
example, 1-oxy-2-, 3- or
4-pyridyl. 30  WO
2008/077556PCTIEP2010/01
1169 41 Preferred examples
of (C6-C1p)heterocyclyi
residues are pyrazinyl,
pyridyl, pyrimidinyl, pyrazolyl,
morpholinyl, pyrioedinyl,
piperazinyl, piperitinyl,
thienyl, benzofuryt guinolinyl,
tetrazolyland triazolyi. A
preferred
(C6-Cip)heterooyclyIN (06-
C6)heterocyclyt 5 



(U-01 aryl and
(C6-C1p)hetercioyclylgroups
are unsubstituted or, if not
stated otherwise, substituted
one or more times, preferably
one to three times, by
suitable groups
independently selected from
halogen, OH, NO2, N3, UN,
C(0)-(C -C6)alkyl,
C(0)-(01-06)aryl, 000H,
COO(C1-C6)alkyl, CONH2,
CONH(C1-C6)alkyl,
CONRCI- 10C6)ailrylk
(C3-C8)cycloalkyl,
(01-C6)alkyl,
(Ci-C6)alkylenc-OH,
(C1-06)alkylene- N142,
(C1-C6)alkylene-NH(Ck-C6)a
lkyl,
(Ci-C6)alkylene-NRCPCB)alif
Ylki (02-06)alkenyl,
(C2-C6)aikynyl,
0-(Ci-C3)alkyl,
0-C(0)-(C1-C6)alkyl,
P031-12, 303H, 302-NH2,
SO2NH(C1-C6)alkyl,
302NRCI-06)alkylk ,
2-(Ci-C6)alkyl;30-(C
IC6)alkyl, 302-(C1-C6)alkyl,
S02-N=CH-NRC1-C6)alkYlki
C(1414)(NI12), NI-12,
NH-(C1-C6)alkyl, net
-C8)alkylk,
NH-C(0)-(C1-C6)aikyl,
NH-C(0)0-(C1-C6)alkyl.
WH-S02-(C1-C6)alkyl,
NH-802-(C8-C1NH-S02-(C5-
C10)heterocyclyl, N(C1-
C6)alkyl-C(0)-(Ct-C6)alkyl,
N(01-C6)alkyl-C(0)O4C-1-C6
)alltyl,
NrC1-C6)alkyl-C(0)-NH-(CN
C6)alkyll, 20(C6-C1g)arYl.
(C1-06)alkylene-(Cg4315)ar
Yt OtC8-C10)aryl,
0-(C1-C6)alkylene-(C6-C
rilarYi. (C5-C10)heterocyclyl,
(C1-C6)alkylene-(C5-Ci5)het
erooyclyl,
0-(C1-C6)alkylene-(C5-Ct
r)heterocyclyl, wherein the
(C5-Caryl or
(C5-C10)heterocyclyl may be
substituted one to 3 times by
a group independently
selected from halogen, OH,
NO2, ON, 0-(C1-C6)alkyl,
(Ct- 25 C6)alkyl, NH2, NH(Ct
-C6)alkyl, MUG,' -C6)alkyfly,
302CH3, COOH, C(0)0-(C1-
C6)alkyl, CONI-12,
(Oi-C6)alkylene-0-(C1-C6)alk
yl,
(C1-C6)alkylene-0-(06-C10)a
nzl,
0-(C1-C6)alkylene-(C6-C10)
aryl; or wherein (C6-C1 r)aryi
is vicinally substituted by a
0-(CpC4)alkylene-0 group
whereby a 5-8-membered
ring is formed together with
the carbon atoms the oxygen
atoms are attached to. Aryl
or heterocyclyt substituents
of  WO 2008/077599PC
T/EP2007.69 42 (Co-Olg)aryl
and (C3..Cot 0)hetemoycly1
groups may not be further
substituted by an and or
hetorocyclyi containing
group. Preferred substituents
for (C.6.-Ci g)aryl groups are
(C1-04)alkyl, 50-phenyl,
phenyl, C(0)0-(C1-06)alkyl,
C(0)OH, C(0)-(Ci-C4)alityl,
halogen, NO2, 302111-12,
CH, S02-(01-04)alkyl,
802-NeCH-Nr1-C6)alkylk,
NH-S02-(Ca1 C4)alkyl, NH2,
NH-C(0)-(C1-C4)alkyl,
(C3-0,8)cycioalkyl,
(Cci-C4alkyl-OH,
C(0)N[(C3-C4)alltyl]2,
0014H(C1-Ce)alkyl,
C(0)NI-12, N[(C(1-04)allfY52,
(C1-
C4)alkylene-(C6-C10)aryl,
wherein the (C6-Ci &aryl may
be further substituted one to
three times, preferabyl once,
by (01-04)alkyl,
(Ci-C4)alkylene-0-(C1-COalk
yl, (C6-C10)aryl
0-(Ci-Cgjalkyl-(C6-C10)aryl,
or may be vicinally
substituted by a
0-(Ci-C4)alkylene-0 group
whereby a 5-8-membered
ring is formed together with
the carbon atoms the oxygen
atoms are attached to. More
preferred substituents for
(05- C/ &aryl are halogen,
ON, phenyl, 0-phenyl,
NH-C(0)-(C1-C4)alkyl
especially 15NH-C(0)-CH3,
C(0)-(Ci-C4)alkyl especially
0(0)-CH3, C(0)-0(C -C4)alkyl
especially C(0)-OCH3,
(C1-04)alkyl especially CH3
or CF3, 0-(C1-04)alkyl
especially 0-CH3, 



502-NH2, SO2-(Oi-C4)alkyl
especially 802-CH3 or
S02-CF3; or
S02-NeCHNr(Ci-04)alkylt2
especially
S02-N=CH-N[(CH3)2. 20In
monosubstituted phenyl
groups the substituent can
be located in the 2-position,
the 3-position or the
4-position, with the 3-position
and the 4-position being
preferred. If a phenyl group
carries two substituents, they
can be located in
2,3-position, 2,4-position,
2,5-position, 2,6-position,
3,4-position 3,5-position. In
phenyl groups carrying three
substituents the substituents
can be located in
2,3,4-position, 2,3,5-position,
2.3.6- 25position,
2,4,5-position, 2,4,6-position,
or 3,4,5-position. The above
statements relating to phenyl
groups correspondingly apply
to divalent groups derived
from phenyl groups, i.e.
phenylene which can be
unsubstituted or substituted
1,2-phenyiene,
1,3-phenylene or
1.4-phenylene. The above
statements 30also
correspondingly apply to the
aryl subgroup in orylalkylene
groups. Examples of  43
arylaIkylene groups which
can also he unsubstituted or
substituted in the aryl
subgroup as well as in the
alkylene subgroup, are
henry!, 1-phenylethylene, 2-
phenylethylehe.
3-phenylpropyiene,
4-phenylbutylene,
1-methyl-3-phenylpropylene.
Preferred substituents for
(C5-0,10)heterocycly1
groups are (CI-C4)alkyl,
0-(01-04)alkyl,(O1-(1,4jalkyle
ne-phenyl,halogen, (C
1-C4)a I
kylene-0-(C1-Cp)alkyl. (C5-C
g)heterocyclyl,
(C1-C4)alkYlefierKel-C4)alky
112, or (06-C-05)aryl,
wherein the (O6-010)aryl
may be further substituted by
halogen, (01-C4)alkyl,
O(C1-04)alkyl,
(C1-C4)alkylene-0-(C1-C6)al
kyl,
0-(C1-C6)alkyl-(C6-C1g)aryl,
or may be vicinally
substituted by a
0-(C1-C4)alkylene-O group
whereby a 5-8-membered
ring is formed together with
the carbon atoms the oxygen
atoms are attached to. More
preferred substituents for
(C5-0-10)heterocycly1
groups are (C1-C4)alkyl,
0(C1-C4alkyl. halogen or
phenyl, wherein the phenyl
may be further substituted
one to three times, preferably
once, by halogen,
(C1-C4)alkyl or
0-(C1-C4)alkyl. The general
and preferred substituents of
(C6-C1 )ery] and
(C5-Cig)heterocycly1 groups
may be combined with the
general and preferred
definitions of R1, (82, R3,
R4. R5, R6. R6'. R7. Pg. n. m
and L as described above. In
a second aspect, there is
provided the use of at least
one compound of the formula
(I) and/or its
pharmaceutically acceptable
salt as defined above for
producing a medicament. In
a third aspect, there is
provided the use of at least
one compound of the formula
(I) and/or its
pharmaceutically acceptable
salt as defined above for
producing a medicament for
the treatment and/or
prevention of hypertension,
pulmonary hypertension,
ocular hypertension,
retinopathy, glaucoma,
peripheral circulatory
disorder, peripheral arterial
occlusive disease (PAOC),
coronary heart disease,
angina pectoris, heart
hypertrophy, heart failure,
ischemic diseases, ischemic
organ failure (end organ
damage), fibroid lung, fibroid
liver, liver failure,
nephropathy. renal failure,
fibroid kidney, renal
glomerulosclerosis, organ
hypertrophy, asthma, chronic
obstructive pulmonary
disease (COPD), adult
respiratory distress
syndrome, thrombotic
disorders, stroke, cerebral
vasospasm, cerebral
ischemia, pain, neuronal
degeneration, spinal cord
injury, Alzheimer's disease,
premature birth, erectile
dysfunction, endocrine
dysfunctions.  



43a arteriosclerosis. prostatic
hypertrophy, diabetes and
complications of diabetes.
metabolic syndrome, blood
vessel reste,nosis,
atherosclerosis,
inflammation, autoimmune
diseases. AIDS, osteopathy,
infection of digestive tracts
with bacteria, sepsis or
cancer development and
progression. In a fourth
aspect, there is provided a
medicament comprising an
effective amount of at least
one compound as defined
above and/or a
pharmacologically
acceptable salt thereof,
pharmaceutically tolerated
excipients and carriers and,
where appropriate, further
additives and/or other active
ingredients. The present
disclosure therefore also
relates to the compounds of
the formula (I) and/or their
pharmaceutically acceptable
salts and/or their prodrugs for
use as pharmaceuticals (or
medicaments), to the use of
the compounds of the
formula (I) and/or their
pharmaceutically acceptable
salts and/or their prodrugs for
the production of
pharmaceuticals for the
treatment and/or prevention
of diseases associated with
Rho-kinase and/or
Rho-kinase mediated
phosphorylation of myosin
light chain phosphatase, i.e.
for the treatment and/or
prevention of hypertension,
pulmonary hypertension,
ocular hypertension,
retinopathy, and glaucoma,
peripheral circulatory
disorder, peripheral occlusive
arterial disease (PAOD),
coronary heart disease,
angina pectoris, heart
hypertrophy, heart failure,
ischemic diseases, ischemic
organ failure (end organ
damage), fibroid lung, fibroid
liver, liver failure,
nephropathy, including
hypertension-induced,
nonhypertension-induced,
and diabetic nephropathies.
renal failure, fibroid kidney,
renal glomerulosclerosis,
organ hypertrophy, asthma,
chronic  44 obstructive
pulmonary disease (COPD),
adult respiratory distress
syndrome, thrombotic
disorders, stroke, cerebral
vasospasm, cerebral
ischemia, pain, e.g.
neuropathic pain, neuronal
degeneration, spinal cord
injury, Alzheimer's disease,
premature birth, erectile
dysfunction, endocrine
dysfunctions,
arteriosclerosis, prostatic
hypertrophy, diabetes and
complications of diabetes,
metabolic syndrome, blood
vessel restenosis.
atherosclerosis,
inflammation, autoirnmune
diseases, AIDS. osteopathy
such as osteoporosis.
infection of digestive tracts
with bacteria, sepsis, cancer
development and
progression, e.g. cancers of
the breast. colon, prostate.
ovaries, brain and lung and
their metastases. The
present disclosure
furthermore relates to
pharmaceutical preparations
(or pharmaceutical
compositions) which contain
an effective amount of Cl
least one compound of the
formula (ft and/or its
pharmaceutically acceptable
salts and a pharmaceutically
acceptable carrier, i. e. one
or more pharmaceutically
acceptable carrier
substances (or vehicles)
end/or additives (or
excipients). The
pharmaceuticals can be
administered orally, for
example in the form of pills,
tablets, lacquered tablets,
coated tablets, granules,
hard and soft gelatin
capsules, solutions, syrups,
emulsions, suspensions or
aerosol mixtures
Administration, however, can
also be carried out rectally,
for example in the form of
suppositories, or
parenterally, for example
intravenously,
intramuscularly or
subcutaneously, in the form
of injection solutions or
infusion solutions,
microcapsules, implants or
rods, or percutaneously or
topically, for example in the
form of ointments, solutions
or tinctures, or in other ways,
for example in the form of
aerosols or nasal sprays.
The pharmaceutical
preparations according to the
disclosure are prepared in a
manner known per se and
familiar to one skilled in the
art, pharmaceutically
acceptable inert inorganic
and/or organic carrier
substances end/or additives
being used in addition to the
compound(s) of the formula
(I) and/or its (their)
pharmaceutically acceptable
salts and/or its (their)
prodrugs. For the production
of pills, tablets, coated
tablets and hard gelatin
capsules it is possible to use,
for example, lactose. corn
starch or derivatives thereof,
talc, stearic acid or its salts.
etc. Carrier substances for
soft gelatin capsules and
suppositories are, for
example, fats, waxes,
semisolid and liquid polyols,
natural or  WO
201W077S56PCT/15P20071
01110 45 hardened oils, etc.
Suitable carrier substances
for the production of
solutions, for example
injection solutions, or of
emulsions or syrups are, for
example, water, saline,
alcohols, glycerol, polyols,
sucrose, invert sugar,
glucose, vegetable oils, etc.
Suitable carrier substances
for microcapsules, implants
or rods are, for example,
copolymers of 5glycolic acid
and lactic acid. The
pharmaceutical preparations
normally contain about 0.5 to
about 90 % by weight of the
compounds of the formula (i)
and/or their pharmaceutically
acceptable salt and/or their
prodrugs. -the amount of the
active ingredient of the
formula (I) and/or its
pharmaceutically acceptable
sags and/or its prodrugs in
the pharmaceutical
preparations normally is from
about 0,5 to about 1000 10
mg, preferably from about 1
to about 500 mg. In addition
to the active ingredients of
the formula (I) and/or their
pharmaceutically acceptable
salts and to carrier
substances, the
pharmaceutical preparations
can contain one or more
additives such as, for
example, fillers,
disintegrants, binders,
15lubricants, wetting agents,
stabilizers, emulsffiers,
preservatives, sweeteners,
colorants, flavorings,
aromatthers, thickeners,
diluents, buffer substances,
solvents, solubilizers, agents
for achieving a depot effect,
salts for altering the osmotic
pressure, coating agents or
antioxidants. They can also
contain two or more
compounds of the formula (I)
and/or their pharmaceutically
acceptable salts. In case a
pharmaceutical 20
preparation contains two or
more compounds of the
formula (I) the selection of
the individual compounds
can aim at a specific overall
pharmacological profile of the
pharmaceutical preparation.
For example, a highly potent
compound with a shorter
duration of action may be
combined with a long-acting
compound of lower potency.
The flexibility permitted with
respect to the choice of
substituents in the
compounds of 



25 the formula (I) allows a
great deal of control over the
biological and
physicochemical properties
of the compounds and thus
allows the selection of such
desired compounds.
Furthermore, in addition to at
least one compound of the
formula (I) and/or its
pharmaceutically acceptable
salts, the pharmaceutical
preparations can also contain
one or more other
therapeutically or
prophylactically active
ingredients. 30  WO
20OV077556PCO5F2007/01
1169 46 conditions in each
individual case. It depends,
for example. on the specific
compound employed, on the
nature and severity of the
disease to he treated, on the
mode and the schedule of
administration, or on whether
an acute or chronic condition
is treated or whether
prophylaxis is carried out. An
appropriate dosage can be
established using 5clinical
approaches well known in
the medical art. In general,
the daily dose for achieving
the desired results in an adult
vveighing about 75 kg is from
about 0,01 to about 100
mg/kg, preferably from about
0,1 to about 50 mg/kg, in
particular from about 0.1 to
about 10 mg/kg, (in each
case in mg per kg of body
weight). The daily dose can
be divided, in particular in the
case of the administration of
relatively large amounts,
10into several, for example
2, 3 or 4, part
administrations. As usual,
depending on individual
behavior it may be necessary
to deviate upwards or
downwards from the daily
dose indicated. Furthermore,
the compounds of the
formula (I) can be used as
synthesis intermediates 15for
the preparation of other
compounds, in particular of
other pharmaceutical active
ingredients, which are
obtainable from the
compounds of the formula I,
for example by introduction
of substituents or
modification of functional
groups. In general, protective
groups that may still be
present in the products
obtained in the 20coupling
reaction are then removed by
standard procedures, For
example, ted-butyl protecting
groups, in particular a
tert-butoxycarbonyl group
which is a protection form of
an amino group, can be
deprotected, 1. e. converted
into the amino group, by
treatment with trinuoroacetic
acid. As already explained,
after the coupling reaction
also functional groups can be
generated from suitable
precursor groups. In addition,
a 25conversion into a
pharmaceutically acceptable
salt or a prodrug of a
compound of the formulae
(1) can then be carried out by
known processes. In general,
a reaction mixture containing
a final compound of the
formula (I) or (I') or an
intermediate is worked up
and, if desired, the product is
then purified by customary 



30 processes known to those
skilled in the art. For
example, a synthesized
compound can be purified
using well known methods
such as
crystallization,chromatograph
y or reverse phase-high
performance liquid
chromatography (RP-HPLC)
or other methods  WO
2008/077556PCTIEP2007/01
1169 47 of separation based,
for example, on the size,
charge or hydrophobicity of
the compound. Similarly, well
known methods such as
amino acid sequence
analysis, NKR, R and mass
spectrometry (MS) can be
used for characterizing a
compound of the invention_
5 (2,2-Dimetho
ethy!)-(4-fluorchbenzyl)amin)
12.4 g of
4-fluorobenzaldehyde were
dissolved in 100 mL of
toluene and reacted with
10.5 g of
2-aminoacetaldehyde
dimethylacetal and 1.90 g of
p-toluenesulfonic acid 10
monohydrate for two hours in
a Dean Stark apparatus. The
solution was allowed to cool
to room temperature,
extracted with saturated
sodium bicarbonate solution,
water and brine, dried over
magnesium sulfate and
evaporated to dryness. The
crude product was dissolved
in 100 mL of ethanol. 1.89 g
of sodium borchydride were
added portionwise. Stirring
was continued overnight. For
workup, acetic acid was
added until 15 no gas
evolution could be observed.
Then the solution was
evaporated to dryness, taken
up in dichloromethane and
washed twice with water. The
organic layer was extracted
with brine, dried over
magnesium sulfate and
evaporated to dryness. The
obtained crude product (20
g) was used for further
reactions without purification.
R,= 0.86 min (Method B).
Detected mass: 182.1
(M-OMM), 214.2 (Mt-H`). 20
N-(2,2-Dimethozymthyg-N-(4
-fluoro-banzyg-4-methyl-benz
e.ne-sulfonamide (2) 20 g of
(2.2-dimethroneethyl)-(4-fluor
o-benzyg-amine (crude 1)
were dissolved in 120 ml of
dichloromethane. 20 mt. of
pyridine were added. At 0 G
a solution of 2381g
ptoluenesulfonic acid
chloride in dichloromethane
was added dropwise. The
reaction 25 was allowed to
warm to room temperature
and stirring was continued
until conversion  WO
2008/077556PCPE72007/01
1169 48 was completed. For
tivort(up, the reaction mixture
was washed twice with 2M
hydrochloric acid, twice with
sodium bicarbonate solution
and once with brine. The
organic layer was dried over
magnesium sulfate,
evaporated to dryness and
the obtained crude product
was purified by silica gel
chrornatooraphy to yield
22.252 of 5 compound 2 as
an orange oil. Rt = 1.71 min
(Method C). Detected mass:
336.1 (MON/a). 



5-Fluoronisoquinoline (3) ' N
10 41.62 of AICI3 were
suspended in 490 rriL of
dichloromethane. At room
temperature, a solution of
22959
N-(2,2-dimethoxysethyb-N-(4
-fluoro-benzy1)-4-mefhyIben
zenesulfonarnide (2) in 150
ml of dichleromethane was
added. Stirring was
continued at room
temperature overnight, the
solution was poured on ice,
the layers were separated,
the aqueous phase was
extracted twice with
dichloromethane and the 15
combined organic layers
were then washed twice with
sodium bicarbonate solution.
The organic layer was dried
over magnesium sulfate,
evaporated to dryness and
the obtained crude product
(8.75 g) was purified by silica
gel chromatography to yield
2.74 g of compound 3. Rt a
0.30 min (Method C).
Detected mass: 148.1
(M+HD,
207-Chlorp-6-fluoro-isoquinol
ine (4) -1 N CI Starting from
3-chloro-4-fluoro-benzaldehy
de, the title compound was
prepared by the same
reaction sequence as used
for the synthesis of
5-fluoro-isoquinoline (3). Rt =
077 min (Method A).
Detected mass: 182.1
(M+H*). 25
7-Chloro-6-fluorcalsoquinolin
e 2-oxide (5) Fs I N,os  WO
21008/099556PCI
'/EP2Iw7/Oljt 69 49 25.0 g of
7-ohloro-6-fluororisoquineline
(4) were dissolved in 500 nil
of dichloromethane. At room
Temperature, 50.9 g of
mrchloro perberizcic acid
(70%) were added and the
mixture was stirred at room
temperature until complete
conversion was achieved.
For workup, the precipitate
was filtered off and washed
with 5dichlorornethane. The
filtrate was washed twice
with sodium bicarbonate
solution. The layers were
separated and the aqueous
phase was extracted twice
with dichloramethane. The
organic phases were dried
with magnesium sulfate and
evaporated. The so obtained
solid material (18.4 g) was
used without further
purification. R1= 0.87 min
(Method C), Detected mass:
198.1 (64+111). 



10
1,7-larchlord-6-fluorodsoquin
oline (6) 2.6 g of
7-chloro-6-fluororisoquinoline
2-oxide (5) were heated in 40
ml of POCI3 at reflux for 4 h.
After the mixture has cooled
down to room temperature, it
was poured on 15ice. The
aqueous solution was
extracted three times with
dichloromethane. The
combined organic layers
were dried with magnesium
sulfate and evaporated to
yield 2.91 g of the title
compound 6, which was
used without further
purification. Ffi = 2.34 min
(Method A). Detected mass:
216.0 (M+14`). 20
7-Chloro-6-fluoro-2Hrisoquin
olin-1-one (7)  0 41.13 g of
1,7-dichloro-6-fluorodsoquino
line (6) were dissolved in 670
ml of acetic acid. After
addition of 148.89 of
ammonium acetate, the
solution was stirred at 100 'C.
25 After 3 h, the solvent was
removed under reduced
pressure and the residue
was poured onto water. The
aqueous phase was
extracted three times with
dichloromeihane, the
combined organic layer was
washed with saturated
sodium  WO
200g/077656PCT/E92007/01
I169 50 bicarbonate solution
and brine, dried over sodium
sulfate and evaporated to
dryness. The crude product
was crystallized from ethyl
acietate:hoptane to yield
14859 of the desired product.
Another 4.5g could be
obtained upon evaporation
and silica gel
chromatography of the
mother liquor. 5 The
precipitate was filtered and
dried to yield 9.91 g of the le
compound. Ri= 1.33 min
(Method 8). Detected mass:
198.0 (M+Fl+).
6-Fluoro-isoquinol one (8) 0
10 4.8 mL of thionyl chloride
was added portionwise to a
solution of 109 of 3-fluoro 



cinnamic acid in 44 ml of
chloroform and 1 rill of DMF.
The reaction was heated to
reflux for 2.5 h. Then the
solvents were distilled to
yield 11.49 of the raw acid
chloride, which was used
without further purification.
15 The acid chloride was
dissolved in 45 mL of
acetone. At 0 C 8.039 of
NaN3 were added
portionwise. Then 41 mL of
water were added while the
temperature was kept below
5 C. The reaction was stirred
for another 1.5 h. Then 55 ml
of chloroform were added.
The mixture was extracted
with 80 mL of water followed
by 49 mL of brine. After
drying over Na2SO4 and
filtration, 14 mL of diphenyl
ether were added and most
20 of the chloroform was
removed in vacuo (without
heating). A total removal of
the chloroform should be
avoided. The solution
containing the azide,
diphenyl ether and the
remaining chloroform was
added dropwise at 269 C
within 15 minutes to a
solution of 10 mL of tributyl
amine in ml of diphenyl ether.
A vigorous reaction could be
observed during the addition.
The 25reaction was stirred
for another 20 minutes at 260
'C. After cooling to room
temperature 270 mL of
n-heptane were added. The
precipitated product was
filtered off and washed with
ether to yield 5.65 g of the
title compound. MS (DCI)
Detected mass: 164 0
(M+61).  WO
2008477556PCT/EP2007/01
1169 51  169 pL of
p-methoxybenzylchloride
were added to a suspension
of 290 mg of
6-fluoroisoguinolinone (8)
and 368 mg (1.36 mmol, 1_2
eg) of 052003 in 3 mL of
DMF. The mixture was
stirred for 2 h and then
poured on ice. The
precipitate was filtered, 5
washed with water and dried
to yield 300 mg of the title
compound. Ri = 1.76 min
(Method 8). Detected mass:
284.14 (M+Fr).
7-Chloro-641uoro-2-(4-rneth
oxy-benzy1)-2H-isoquinolin-1
-one (10) cy I 0 10Starting
from
7-chloro-6-fluoro-211-isoquin
otin-1-one (7) the title
compound was prepared
following the protocol
described for
6-fluoro-2(4-methoxy-twnzy1)
-2Hisoguinolin-1-one (9). R =
1.66 min (Method C).
Detected mass: 318.3
(M+W).
1-Benzyloxy-7-chloro-6-fluor
o-isogainoline (11) 



15 14.79 of
7-chlord-6-fluoro-2H-isoguino
lin-l-one (7) were dissolved in
150 ml of toluene. After
addition ot 30.9 g of silver
carbonate and 15.39 of
benzyl bromide th mixture
was stirred at 80 C for 3 h.
After cooling down to room
temperature, the reaction
mixture was filtered and the
filtrate was evaporated. The
residue was 20 dissolved in
dichloromethane and washed
with water, dried with
magnesium sulfate  WO
200810775569CT/E5200710
11 169 52 and evaporated.
Final purification by
preparative HPLC gave 11.6
g of the title compound. Rt =
2.51 min (Method B).
Detected mass: 288.1/290.1
(MFF).
6-Ftuoro-7-methy1-21-1-isoq
uinolin-1-one (12)  5 To a
solution of 10.0 g of
3410re-4-methyl-cinnamic
acid in 80 ml acetone were
subsequently added at 0C
6.74 g triethylamine in 10 ml
acetone followed by 7.83 g
ethyl ohloroformate. After
stirring for 2 h at 0 to 5/C a
solution of 4.0 g sodium
aside in 9.5 ml water was
added. After stirring for 1
additional h the reaction
mixture was 10 poured onto
200 ml ice water and
extraced twice with
chloroform. The organic
phase was dried over
magnesium sulfate, 40 ml
diphenylether were added
and the chloroform was
cautiously removed in seam.
The residue was then added
dropwise into SG ml of
diphenylether which had
been preheated to 245C.
After complete addition it was
stirred for 1 further h at 230-
250C. After cooling down to
150C the 15 reaction mixture
was poured into 270 ml
heptane and after further
cooling in an ice bath the
precipitated product was
filtered by suction and 4.1 g
6-fluoro-7-methy1-2Hisoquin
oIin-l-one (12) were obtained.
RI = 1.25 min (Method By
Detected mass: 178.1 (M+-).
6-Fluoro-2-(4-methoxy-benzy
1)-7-methyl-2H-isoquinolin-l-
one (13) 1----/r9-9-1 200 To a
solution of 9.17 g of
6-fluoro-7-methyl-2H-isoquin
olin-1-one (12) in 80 ml DMF 



were added 20.2 g caesium
carbonate and then 8.92 g
4-methoxybenzyl-chloride.
After stirring at room
temperature for 90 minutes
the reaction mixture was
poured into 600 ml water,
stirred for 1 h. and then the
precipitated product was
filtrated by suction. 25From
the mother liquor additional
producted was isolated by
chromatography with 'teeters
/ ethyl acetate (80:20). The
combined products were
recrystallized from ethyl  WO
20051077554PCTTE22,007.
10 II 09 53 acetate and 8.39
g
6-fluoro-2-(4-methoxy-benzyt
)-7-methyl-2H-iscquindlio-1o
ne (13) were received. lkt =
1.33 min (Method B).
Detected mass: 293.1
(M51-1).
1-Benzyloxy-6-fiuore-7-meth
yl isoquinoline (14) and
4-Benzy1-1-benzyloxy-6-flu7-
methyltsoquinoline (15)
13239 of
641doro-7-methyl-2H-isequin
olin-1-one (12) were
dissolved in 175 ml of VHF.
After addition of 41179 of
silver carbonate, 15.39 of
benzyl bromide were added
dropwise. The mixture was
stirred overnight The mixture
was heated to 70C 10 and
another 3 mL of benzyl
bromide were added.
Heating was continued until
no further conversion was
observed. The mixture was
taken up in a big amount of
ethyl acetate, filtered over
celite, evaporated and the
residue was taken up in little
ethyl acetate. The formed
precipitate was filtered off to
give 3.09 of 14. The mother
liquor was concentrated and
chromatographed on silica
gel to yield another 8.69 of
14. 15, 15 which is formed as
a by-poduct in the reaction,
could be isolated by another
silica gel chromatography.
14: RI = 4.00 min (Method
H). Detected mass: 268.1
(M+W); 15: 191 = 4.00 min
(Method H). Detected mass:
358.1 (M+1-)
4-Ally1-4-amino-cyclohexand
(16) 20   WO
200t21137556PUT/5P2007/0
11169 54 



a)
1-Ally1-4-(tert-butyl-dimethyl-
silanyloxy)-cyclohexylamine
To a solution of 1.09 0.36
mmog of
4-(ferebutyldimethylsilyioxy)c
yclohexahone in 6. mt. (43.8
mmol) of 7N ammonia in
methanol, previously stirred
for 15 min at room
temperature, were added
dropwise 3.5 mL (7.0 mrnol)
of a 2M solution of 2-allyl-
54,4,5,5-tetramethy1-1,3,2-di
oxa-botoiane in methanol
The reaction mixture Was
stirred for 16 h at room
temperature. The volatiles
were removed in vacuo and
the residue could be purified
by silica gel chromatography
using dichlorornetharie
methanol I NH3 an as eluent.
Rj = 1.19 min (Method C).
Detected mass: 270.3
(M+W). 1D b)
4-AIM-4-aminc-cyclohexanol
(16) The crude 1-
ally1-4-(tert-butyl-dimethyl-sil
anyloxy)-cyclohexylamine
(16, step a) was dissolved in
100 mL of diethyl ether.
Then, 100 mL of 1N aqueous
HCI were added dropwise
and the resultant biphasic
mixture was stirred for 30
min. The layers were
separated, the aqueous layer
was washed with diethyl
ether and the pH adjusted to
15pH8 by the addition of
solid sodium hydroxide. The
suspension was then
extracted with a 3:1 mixture
of dichloromethane and
2-propanol and the combined
organic extracts were
concentrated in vacua to
afford 0.54 g of the title
compound as mixture of
diastereomers (1.5:1). Rj =
0.15 min, 0.27 mm (Method
C). Detected mass: 166.2
(M+H"). 20
644-4.11y1-4-amino-cyciche
xyloxy)-7-chloro-2-(4-methox
y-benzyl)-2H-isoquinolin-ffon
e (17) Cl NH, 0 25 155 mg
(3.86 mmob of sodium
hydride (60%) were
suspended in 3 mt. of
dimethyl acetamide and 220
mg (1.42 mmol) of
4-allyI-4-amino-cyclohexanol
(16), dissolved in 1 mL of
climethyl acetamide, were
added dropwise. After 1h,
409 mg (1.29 mmol) of 2-
(4-methoxy-benzyl).6-fluoro-
7-chloro-2H-isoquinolin-1-on
e (10), dissolved in another 2
WO
20087077556pcnEpoowOO
MSO 55 rit of dimethyl
acetamide, were added. The
reaction mixture was stirred
at room temperature until the
reaction was complete. The
mixture was quenched by
dropwise addition of wafer,
extracted with a mixture of
dichloromethone and
2-propenol (3:1) and the
combined organic layers
were evaporated. Water was
added and the crude  5
product was subjected to
lyephilization to remove
remainders of dimethyl
acetamide. The obtained
crude product was purified by
silica gel chromatography to
yield 148 mg of the title
compound (17)as
diastereomeric mixture. RI =
1.35 min, 1.40 rain (Method
13). Detected mass: 453.3
(Mxic). 10
644-Ally134-aminc-cyclohexy
loxy)-244-mothoxy-benzyi)-2
H-isoquinoliniTone (18) 



0 422 rag of
6-(4-ally1-4-arnino-cyciohexy
loxy)-244-methcxy-benzyl)-2
H-isoquinolin-1- one (18)
were synthesized as
diastereomeric mixture
starting from 641 mg (2.26
mmol) of
2-(4-methoxy-benzy1)43-fluo
ro-2H-isoquinolin-1-one. (9)
and 370 mg (2.38 15mmaI)
of
4-ally1-4-aminorcyclohexanol
(16), following the protocol
described for 6-(4-
ally1-4-amino-cyclohexyloxy)
-7-chloro-244-methoxy-benzy
l)-2H-isoquinclin-Mone (17).
Fit = 1.07 min, 1.10 min
(Method C). Detected mass:
419.2
6-(cis-4-Ally1-4-amino-cycloh
exyloxy)-7-methyl-2-(4-rneth
oxy-benzyl)-2H-isoquinolin-1-
one (19)  x NI-12 20 957 mg
of
6-(cis-4-ally1-4-amino-cycloh
esyloxy)-7-methyl-2-(4-metho
xy-benzy1)-2Hisoguinolin-1-o
ne (19) were synthesized
starting from 2.49 9 (8.37
mmol) of 8-fluoro-2-
(4-methoxy-benzyl)-7-methy1
-2H-isoquinclin-1-one (13)
and 1.30 g (8.37 mmol) of 4-
ally1-4-amino-cyclohexanal
(16), following the protocol
described for 6-(4-allyI-4-
WO
21105877556PCT4W20074.
111169 56
amino-cyclohexyloxy)-7-chlor
o-2-(4-methoxy-henzy0-2H-is
oquinolin-1-ohe (17). RE
1.14 min (Method Cl).
Detected mass: 433_3
(M+H+). reds NH, o 138 mg
(0.30 mmol) of
6-(4-ally1-4-arnino-cyclohexy
loxy)-7-chloro-2-(4-methoxyb
enzy1)-2H-isoguinolin-1-one
(17) were dissolved in 2 rut
of TEA and heated in a
microwave oven at 150 G for
2 h. Methanol was added
and the reaction mixture was
evaporated. The crude
product was separated via
preparative HPLC to give the
10desired product as the
trifluoroacetate.. To obtain
the hydrochloride salt, the
resultant trifluoroacetates
were taken up in IN HC1 and
lyophilized two times. The
respective residue was
redissolved in water and
lyophilized again to yield 42
mg of a diastereomeric
mixture of
6-(4-allyI-4-amino-cyclohexyl
oxy)-7-chloro-2H-isoquinolin-
1- 



one (20) as hydrochloride. Rt
= 1.92 min, 1.08 min (Method
B). Detected mass 333.2 15
(M+FC).
no-(4-2H-isoguinolin-l-one
(21) I' HN NH, 0 30 mg of
6-(4-ally1-4-amino-cyclohexyl
oxy)-2H-isoquinolin-1-one
(21) as 20 diastereomeric
mixture, obtained as the
hydrochloride, were
synthesized from 114 mg
(0.27 mmol) of
5-(4-ally1-4-amino-cyclohexyl
oxy)-2-(4-methoxy-benzy1)-2
1-1-isoquinolin1-cne (18)
following the procedure of
0-(4-al/yl-4-amino-cycIohexyl
oxy)-7-chIoro-2H-
isoguinobn-1-one (20). Rt =
0.93 min. 0.98 min (Method
B). Detected mass: 299.2
(M+Hf).  WO
20081677556PC.'
O1P2007/01110 57
644-N1yr-4-aoonexyloxy)-4,7
-dimethy1-2H-isoguinofin..1-
one (22) 2r HN NH 2
5-(4-411y1-4-amino-cyclohex
yloxy)-4,7-dirnethyl-2H--iscxg
uindinA-one (22) as
diasteremeric
mixtureffbtained as the
hydrochloride, was
synthesized in a similar
5fashion as described for the
synthesis of (20), using
2-(4.-methww-benzyl)-4,7.-
dimethyl-2H-isoguinolirt4-one
(which could be prepared
from
3-(341uoro-4-methylphenyl)-
but-2-enoic acid following the
procedure described for the
synthesis of 12 and 13). Rf r"
2.11 min, 2.18 min (Method
H). Detected mass: 327.2
(M+15).
105-(cis-4-Ally1-4-ammo
clohexyloxy)-2H-iscquinotin-1
-one (23) 



I0Th HN 0NH2 The pure
compound 23 was obtained
by separation of a
diastereomeric mixture of
compound 21 via preparative
HPLC and lyophilization of
the residue from 2N HCI and
water, respectively to give
the hydrochloride. Rt = 1.01
min (Method B). Detected
15mass. 299.2 (M+1-1').
6-(cis-44511y14-amino-cyclo
hexyloxy)-7-methy1-2H-isogu
inolin-1-one (24)  11 mg of
5-(cis-4-ally44-amino-cyclohe
xyloxy)-7-methy1-2H-isoquin
olin-1-one (24, hydrochloride
salt) were synthesized from
100 mg (0.23 mmoh of
5-(cis-4-ally(-4-
20amino-cyclohexyloxy)-7-m
ethyl-2-(4-methoxy-benzyl)2
H-isoguinolin-4-one (1g)
following the procedure of
6-(4-ally)-4-aminorcyclohexyl
oxy)-7-chloro-2Hrisoquinolin-
1- one (20). Ri = 1.01 rnin
(Method F). Detected mass:
313.2 (M+H-).  vso
200811177556PCT/EP21107
/0)1169 58
2-Methyl-propane-2-sulfirtic
acid [4-(t 4-butyl-di et
yksilanyloxy)-cyclohe)cyliden
e] amide (25)  To a solution
of 5.00 g (21.9 mmol) of
4-(teMbutyldimethyl-silanylox
y)-cyclohexanone 5 in 100
mL THF was added 9.18 mL
(43.8 mmoi) of Ti(OEt)4 and
2.78 g (23.0 rnmol) of
2-methy1-2-propanesulfinami
de. The resulting mixture was
stirred under reflux for 12 h,
before being poured into an
equal volume of saturated
aqueous NaHCOs with rapid
stirring and filtered through
celite. The filter cake was
washed with ethyl acetate,
the aqueous layer was
separated and extracted
twice with ethyl acetate. The
combined 10 organic layers
were dried over M9804,
filtered, and concentrated
under vacuum. The crude
product was purified by silica
gel chromatography to yield
5.129 of the title compound
(25) as diastereorneric
mixture. Rte 1.87 min, 1.92
mm (Method Cy Detected
mass: 332.3 (M+W).
152-Methyl-propane-2-sultini
c acid
[4-(tert-butyhdimet)yl-silanylo
xy)-1-cyclopropyl-
cyclohexyg-amide (26) 



WO
2008/07755fiNMEP2007/011
169 59 A solution of 3.00 g
(9.05 and) of
2-methyl-propane-2-sulfinic
acid [4-(tert-bu
dimethyksiianyloxy)-cycloine
xylidenet-amide (25) in 15
mL of diethyl ether was
added dropwise to 54.3 ibL
(27.1 mmol) of a 0.5 M
solder, of
cyclopropylmagnesium
bromide in diethyl ether
preceded to ii79 C. The
reaction solution was stirred
at -78 "C 5 for 1h and was
allowed to warm to room
temperature overnight. The
reaction was quenched by
dropwise addition of
saturated aqueous Na2504,
dried over M9SO4, filtered,
and concentrated under
vacuum. The crude product
was purified by silica gel
chromatography to yield
BOO mg of the title
compound (26) as
diastereomeric mixture. Ri=
2.22 min, 2.25 min (Method
C). Detected mass: 374.3
(M+i-d). 10
2-Methyl-propane-2-sulfinic
acid
[4-(tert-butyl-dimethyl-siianyl
oxy)-bicyclohexyl-1-Aamide
(27)  .0 1.13 g of
2-methyl-propene-2-suifinic
acid
[4-(tert-butyl-dimethyl-silanyl
oxy)-
15bicyclohexy1-1-yl]-amide
(27) as diastereomeric
mixture were synthesized
from 2.009 (6.03 mmoi) of
2-methyl-propane-2-sulfinic
acid
14-(tert-hutyl-dimethyl-silanyl
oxy)- cyclohexylidenej-amide
(25) and 15 mL (30.2 mmoi)
of a 2M solution of
cycloherylmagnesium
chloride in THE following the
procedure for
2-methyl-propane-2- sulfinic
acid
[4-(ted-butyhdimethyl-silanyle
xy)-1-cyclopropyl-cyclohexyl]
-amide (26). F2( 20= 1.90
min, 2.00 min (Method I).
Detected mass: 416.3
(M+11).
4-Amino-4-cyclopropyl-cyclo
hexanol (28)  WO
20081077556PCT/EP2907/0
111(0) 60 A NH, 



OH To a solution of 1.00 g
(2.68 fumed) of
2-methyl-propane-2-sulfinaci
d [4-(t0d-butyl-
dimethylwilanyloxy)-1-cyclopr
opyl-cyclohexyli-arnide (26)
in 6 rrit. of 2-proganol were
added 2 mi.. of 2N
hydrochloric acid and the
mixture was stirred at morn
temperature 5 until complete
conversion was achieved.
The reaction mixture was
washed with diethyl ether,
the aqueous phase was
concentrated in vecuo and
lyophilized to yield a
diastereomeric mixture of
4-amino-4-cyclopropyl-cycloh
exanol (28) as hydrochloride
which was used crude in the
next step. Fri a 0.21 mm
(Method C). Detected mass:
156.2 (M+1-11). IC
1-Amino-bicyclohexy1-4-ol
(29) OH 425 mg of
diastereomeric
1-amino-bicyciohe,0r1-4-ol
(29) was synthesized as
hydrochloride from 1.13 g
(2.72 mmol) of
2-methyl-propane-2-sulfinic
acid [4-(tert- 15
butyl-dimethyl-silanyloxy)-bic
yclohexy1-1-yd-amide (27)
following the procedure for 4-
amino-4-cyclopropyl-cyclohe
xanol (28). R1= 0,61 min,
016 min (Method C).
Detected mass: 198.3
(M+W), 163.0 (M-NH3+114).
5-Arly1-5-amino-cycl000tanol
(30)  WO
2000/01556POWEP211117/
011169 61   0.899 of
5-Ally1-5-amino-cyclooctanol
(30) were synthesized as a
diastereomeric mixture
starting from 1.50 g (6.85
mmol) of
5-(tert-butyldimethylsilyloxy)o
yclooutanone, 8.4 fah (58.5
mmol) of 7t4 ammonia in
methanol, and 1_7 mt. (9.36
mmol) of 5
4,4,5,5-tetramethyl-1,3,2-diox
aborolane, following the
protocol described for
4-allyI-4- amino-cyclohexancl
(16). R,z) 0.44 min, 0.49 min
(Method C). Defected mass:
184.3 (M+1-0).
(1-Allyl-4-dert-butyl-dirn
hyl-silanyloffikcyclohexyli-car
bamic acid tart-butyl ester
(31) )4 /7 



-C) .-0 10 To a solution of
3.009 (11.1 mmod of
ffially1-44tert-butyl-dimethyl-s
ilanyloxy)- cyclohexylamine
(16, step a) in 150 mL of
dichloromethane at 0 C were
added 2.92 g (13.4 mmol) of
di-tert-butyl dicarbonate and
1.5 mL (10.7 mmol) of
triethyfamine. The reaction
mixture was stirred for 14 h
at room temperature, before
being washed with 15 water
twice, dried over magnesium
sulfate and concentrated_
3.249 of the title compound
could be isolated in a purity
sufficient for further
conversion. R,--= 1.85 min
(Method p. Detected mass:
270.2 (M-Boc+1-1).  WO
20015'i)775.6PCMP2007111
11169 62  16.2 mL. (8.12
motel) of a 0.510 solution of
9-BBN in TI-IF ware added to
a solution of 1.00 g (2.71
mmol) of
(1-ally1-4-(tert-butyl-dimethyl
-silanyloxy)-cyclonexyllmarba
mic acid tart-butyl ester (31)
in 5 int. THF at 0 "C. The
reaction mixture was allowed
to 5 warm to room
temperature over night,
before being cooled to 0 C.
Then, 20 mL of 3M aqueous
sodium hydroxide and 20 mL
of 30% aqueous hydrogen
peroxide were added slowly,
and the mixture was stirred
for 12 h. The mixture was
extracted twice with ethyl
acetate, washed with water
and saturated sodium
chloride solution, dried over
magnesium sulfate and
concentrated in vacua. 0.85
g of the title compound 32
10could be isolated as
mixture of diastereoisomers
in a purity sufficient for
further conversion. Ri = 2.03
min, 2.10 min (Method C).
Detected mass: 388.3
(51+H`).
4-Amino-4-(3-methoxy-propyI
)-cyclohexanol (33) OMe
15a)
[4-(tert-Butyl-dimethyl-silanyf
oxy)-1-(3-mettioxy-propylycy
clohexyll-carbamic acid
tert-butyl ester A solution of
250 mg (0.65 Immo!) of
[4-(tert-butyl-dimethyt-silanyl
oxy)-1-(3-hydroxypropyl)-cycl
ohexyl}marbamic acid
tert-butyl ester (32) in 3 mL
of TI-IF was dropped into a
suspension of 28.3 mg (0.71
rnmcl) of sodium hydride
(60%) in 8 mL 'TI-IF at 0 C.
20120 pL (1.94 mmol) of
iodomethane were added,
and after stirring for 1 h at
room 



temperature another 120 pL
(1.94 mmol) of iodomethane
were added. The reaction
WO
20051077956PCT/EP2007/1
E11 63 mixture was stirred
for 14 h at room temperature,
then 5 mt, of methanol were
added and the volatiles were
removed in vacua R= 2.32
min, 2.37 min (Method C).
Detected mass: 402.3
(11A+H3), 302.3 (M-Bcchl-d).
5)
4-Amino-4-(3-methoxy-propyI
)-cyclohesanol (33) 200 mg
of the crude
[4-(tert-butyl-dimethyl-silanyl
oxy)-1-(34netnoxy-propyl)-
cyclohoxyl-carbarnic acid
tert-butyl ester (33, step a)
were dissolved in 10 rnL of
dictilorometharie and treated
with 370 pL of trifluoroacetic
acid. After stirring Cl loom
temperature until complete
conversion was achieved,
2M aqueous hydrochloric
acid 10 was added, the
mixture stirred for further 60
mm and the aqueous phase
evaporated. The crude
amintcalcohol was
lyophilized from water and
used crude as hydrochloride
in the next reaction. % = 0.18
min, 0.37 mm (Method C).
Detected mass: 188.3
(Mt-1-n.
15cis-4-(1-Benzyloxy-7-chlor
o-isoquinolin-6-yloxy)-1-cyclo
propyl-cyclohexylamine (34)
and
traus-4-(1-benzyloxy-7-chloro
dsoquinolin-6-yloxy)-1-cyclop
ropyl-cyclohexylamine (35)
20 To a suspension of 312
mg (7.80 mmol) of sodium
hydride (60%) in 12 mL of
dimethyl acetamide was
added a solution of 404 mg
(2.60 mmol) of
4-amino-4-cyclopropylcycloh
exanol (28) in 6 ml of
dimethyl acetamide. After
stirring for 60 min at room
temperature a solution of 823
mg (2.86 mmoi) of
1-benzyloxy-7-chloro-6-fluoro
isoquinoline (11) in 12 ml of
dimethyl acetamide was
added and stirring was
continued 23first at room
temperature, then at 50 'C
until the reaction went to
completion. The reaction was
quenched by addition of 30
mL of water and the reaction
mixture was  WO
2000177156P0WEY2007/01
1159 extracted three times
with a mixture of
dichloromethane and
2-propariol (3:1). The
combined organic layers
were evaporated, water was
added and the crude product
was subjected to
lyophilizatton to remove
remainders of dimethyl
acetamide. The obtained
crude product was purified by
silica gel chromatography to
yield 63 mg cf the 5
cis-isomer 34, 78 mg of the
trans-isomer 35 and 148 mg
of the title compound as
diastereomeric mixture. Ri =
130 min (34), 435 nun (35)
(Method C). Detected mass:
423.2 (M+Hil). The following
products were obtained by
the same procedure
described for the synthesis of
34135 using
1-benzyloxy-7-chioro-6-fluoro
-isoquinoline (11) or 1-
benzyloxy-7-methyl-6-fluoro-i
soquinoline (13) and the
corresponding
aminoalcohols.  



69 Method 0 0 0   CO 0.
Chemical Name [M+Ht]
4-(1-benzyloxy-7- 403.3
methyhisoquinolin-
6-yloxy)-1- oyolopropyl-
oyclohexylamine   pnpoid
ueo ,HN >-y 



CI NH, 08n      1 Iso- !
Amino- 1 quinoline alcohol
RZEL        eidwex.] o 



1 0 H.'  WO
20001077550PCl/EP2907/01
1169 06 Method 0 0 pyol PU
LI-1411 `E'n n! LO. :t 7;
<c:14:   u, CO Chemical
Name 



benzyloxy-7-chloro- I
isoquinolinae- yloxy)-
cyclooctylamine
4-(1-benzyloxy-7-
ohloro-lsoquinolin6-Boxy)-1-(
3- methoxy-propy1)-
cyclohexylamine  CI NH2
OBn  : 0011 .E-c' tv, CCo
:CoEn 0!1 't".51 ,=i acr--.,...
0., , E C'Irc'LO)1 c, 



Lu: co  WO
20081077556PCT/E921107/
011169 67
6-(cia-4-Arnind-4-cyclopropyl
-cyclohexytexy)-7-chloro-211
-is uinolcne (41) HN c   A
solution of 63 mg (0.15
rnmol) of
cis-4-(1-henzyloxy-7-chlorwis
oqu 5
cyclopropyl-cyclohexylamine
(34) in 9 mL of 2-propanol
Was treated with 3 et of 2N
aqueous hydrochloric acid
and stirred at room
temperature until complete
conversion was observed.
The reaction mixture was
evaporated, twice lyophilized
from water and recrystallized
from 2.-propanol. 30 mg of
the title compound could be
isolated as its hydrochloride.
Ft; = 0.99 min (Method B).
Detected mass: 333.2 (M+0.
10 The following products
were synthesized as
hydrochlorides using the
standard deprotection
procedure described for the
synthesis of
6-(cis-4-amino-4-cyclopropyl
cyclohexyloxy)-7-chloro-2H-i
soquinolin-1-one (41). If the
diastereoisomers could not
be separated previously, the
deprotected products were
purified by preparative HPLC
and 15 lyophilized from IN
HCI and water.   Method ED
LL 0-- U- 



Cup-ul rqd    N an f,H+N1[
N.--, GO1 an2 Chemical
Name 6-(trans-4-amino-4-
cyclopropyl-cyclohexyloxy)-7-
chloro-2H-isoguinolin-I -one
6-(trans-4-amino-4-
cyclopropyl-cyclohexyloxy)-7-
methy!-2H-isoquinolin-1-one
6-(cis-1-amino-bicyclohexyl- I
4-yIoxy)-7-chIoro4LH-
isoguinolin-1-ono
6-(tains-1-amino- 



bicyclohexy1-4-ybxY)-7-
chloro-21-i-isoquinolin-1-one
. I Product 1 y.- .... . 0cs , / ,
aHN >eaNH  0 aHN Thrici: A
-NH /.[    0 



ID NH  Starting compound U)
C-,   N- g a 1 ou -,1- CC) -4-
an  69 



o[ = al a! LL --1 - (uoul ht 0r-
NN. a CLI CV  Co to to ct C')
6 



CO te) Chemical Name
Product  /PATO,' / NH,      'a
C E -E.a mE to3 



CO   22 a E ru x LA [5g  Ct
WO 20051071556Pert
/EP20011011169 70
5-(trans-4-Benzylamino-4-cy
clopropyl-cyclohezyloxy)-7-c
hloro-2H-isoquinolor (49)
55,0 mg (0.17 mmoI) of
5-(trans-4-amino-4-cycloprop
yl-cyclohexyloxy)-7-chloro-2
H-  5 isoquinolin-1-one (42)
were dissolved in 1.0 ml_ of
methanol and molecular
sieves 4 A were added.
Then, 45.8 pl. (0.34 mmol) of
Methyl amine, 94.5 pL (1.65
mmol) of acetic add and 52.6
mg (0.49 mmol) of
benzaldehyde were added.
After stirring for 60 min, a
solution of 31.2 mg (0.49
mmol) of sodium cyano
borohydride in 0.5 mL of
methanol was added
dropwise and the mixture
was stirred first at room
temperature, the at 70 C 10
until complete conversion
was achieved. The solution
was filtered and the solvent
was removed under reduced
pressure. The residue was
dissolved in dichleromethane
and washed with saturated
aqueous sodium bicarbonate
solution. The aqueous phase
was the reextracted three
times with dichloremethane,
the organic phases
combined, dried over
magnesium sulfate and
evaporated. The residue was
triturated with 2-propanol.
15filtered, and the precipitate
was lyophilized from water.
24 mg of the title compound
could be isolated as its
hydrochloride. Rt = 2.50 min
(Method H). Detected mass:
423.3 (M+HD. The following
two products were obtained
as hydrochlorides by the
general procedure 20for the
reductive amination reaction
described for the synthesis of
6-(trans-4-
benzylamino-4-cyclopropyl-c
yclohezylozy)-7-chloro-2H-is
oquinolin-l-one (49) using 6-
(4-amino-4-cyclopropyl-cyclo
hexyloxy)-7-chloro-2H-isoqui
nolin-l-one as 



diastereomeric mixture (34
and 35) or as pure
trans-isomer (35) and the
corresponding aldehydes or
ketones. The monoalkylated
products were purified by
preparative HPLC 25and
lyophilized from IN HCI and
water_  (M+H IR,/ JMho [min]
d  Jo c5v> cP,Os 00  a, PC ej
cv 16 r-- cv) (.1 e; c.,  



7-chlcro-6-(trans-4-
eyclopropyl-4-
Esopropylamino-
cyc1ohexyloxy;
-2H-isoquEnolin-1-one
7-chloro-6-(4- 1 cyclopropA4-
ethylamino-
cyolohexyloxy)-2H-
isoquinol[n-l-one  acetone : I
!CI 0 Sc>NHapAqapie [
V-woe -Starting -1 compound
Cr, ro Lo co a- 



cn 2 1:5 2 aldwex2    WO
2008/0775.56PCUE22007/01
1169 72
[1-Ally1-4-(1-benzylotty-T-chl
oro-isoguinolin-8-yloxy)-cyclo
hervi]-carbamic acid butyl
ester (52) iCTh 7-- Of3n To a
solution of 1g (2,87 mmol) of
1-ally14-(1-benzyloxy-7-chlor
c-isoquinolin4 5
yloxy)-cyclohexyla ine (38) in
50 nil_ of dichloromffihane at
0 "C were added 938 mg
(4,30 minol) of di-tert-butyl
dicarbonate and 0.60 mL
(4.30 mrnol) of triethylamine.
The reaction mixture was
stirred for 14 h at room
temperature, before being
concentrated in vacua. The
residue was dissolved in
diethyl ether, filtered over
elite and evaporated, 1.149
of the title compound could
be isolated as mixture of
stereoisomers in a purity
10sufficient for further
conversion. R, = 1.83 min,
1.88 min (Method I).
Detected mass: 523.2
(Mt-H+),
[4-(1-Benzyloxy-7-chlore-isoq
uinolin-6-yloxy)-1-(3-hydroxy-
propyi)-cyclohexyl]- carbamic
acid tert-butyl ester (53) OH
HN- 



OBn 15 2.87 mL (1.43 mmol)
of a 0.5M solution of 9-813N
in TI-IF were added to a
solution of 250 mg (0.48
mmol) of
H-ally1-4-(1-benzyloxy-7-chlo
ro-isoguinolin-5-Woxy)-
cyclohoxyll-carbamic acid
terffibutyl ester (52) in 5 mL
THF at 0 C. The reaction
mixture was allowed to warm
to room temperature over
night, before being cooled to
0 20 'C. Then, 5 mL of 3M
aqueous sodium hydroxide
and 5 mL of 30% aqueous
hydrogen peroxide were
added slowly, and the
mixture was stirred for 5 h.
The mixture was extracted
twice with ethyl acetate,
washed with water and
saturated sodium chloride
solution, dried over
magnesium sulfate and
concentrated in vacuo. 195
mg of the title  WO
200810775565C1MP2007/0
C1169 73 compound 53
could be isolated as mixture
of diastereoisomers in a
purity sufficient for further
conversion. R 2.05 mm
(Method C). Detected mass:
541.3 (Mr-H7).
61cia-4-Amino-4-(3-hydroxy-
propylbcyclohexyloxyl-7-chlor
o-2H-isoquinolin-l-one (54)
5and
6-grans-4--amino-4-(3-hydro
xy-propylbcyclohexyloxy)-7-c
hloro-2H-isoguinolin-1- one
(55) ONOH I 'CI ifNH,NFI, 00
13.2 mg of
6-rcis-4-amino-443-hydroxy-
propylhcyclohexyloxy]-7-chlo
no-24-isoquinolinTone (54)
and 19.6 mg of
6-[trans-4-amino-4-(3-hydrox
y-propyI)-cyclohexyloxy]-7-
10 chloro-2H-isoquinolin-1
-one (55) were synthesized
as hydrochlorides from 184
mg (0.34 sumo of
[441-benzyloxy-7-chlorchisoq
uinolin-6-yloxy)-1-(3-hydroxy-
propy1)-
cyclohexyll-carhamic acid
tert-butyl ester (53) using the
standard deprotection
procedure described for the
synthesis of
6-(cis-4-amino-4-cyclopropyl-
cyclohexyloxy)-
7-ohloro-2H-isoquinolinzTon
e (41). The diastereoisomers
were separated by
15preparative HPLC and
lyophilized from 1N NCI and
water. R, -a 1.93 mm (54),
2.0 (55) (Method H).
Detected mass: 351,2
(Mr-F8).
[4-(1-Benzyloxy-7-chloro-isoq
uinolin-6-yloxy)-142,3-dihydr
oxy-propylycycloheryllcarba
mic acid tert-butyl ester (56) 



HO> /OH CIH0 OBn 20 A
solution of 100 mg (0.19
mmo!) of
[1-ally1-4-(1-henzyloxy-7-chl
oro-isoquinolin-6-
yloxy)-cyclohexylhearbamic
acid tert-butyl ester (52) in a
mixture of 250 pie of water
and 500 pL of acetone was
treated with 36.2 mg (0.27
mrnol) N-methy/morpholine
oxide monohydrate and 24.0
pL (1.91 pmol) of a 2.5%
solution of osmium tetroxide
in 25 tert-hutanol. The
mixture was stirred at room
temperature until complete
conversion  WO
2008/077556PC 1798200769
74 was indicated by TOMS.
The reaction was then
quenched by addition of
saturated aqueous sodium
bisulfite, extracted wtth ethyl
acetate, dried over
magnesium sulfate and
concentrated. 5.8 mg of
crude
(4-(1-benzyloxy-7,-chloro-iso
guinolin-8-yinxy)-1-(2,3_
dihydroxy-propyfitcyclohexyfit
carbamic acid tert-butyl ester
(56) could be isolated as 5
mixture of stereolsomers. R,
= 1.92 min (Method ()).
Detected mass: 557.3
(M+H)). 644-amino (2ih
oxy-propyg-cyclohexyloxyptc
hloro-214-isoquinolin-1-one
(57) HOOH NH2 16.4 mg of
644-amino-442,3-dihydroxy-p
ropyfitcyclohexyloxy]-7-chlor
o-21-Msoquinolin- 101-one
(57) could be isolated as the
hydrochloride of a mixture of
stereoisomers according to
the standard deprotection
procedure described for the
synthesis of
6-(cis4-amino-4-cyclopropyl-
cyclohexyloxy) -7 -Uhl
oro-2H-isoquinolin-l-one (41)
starting from 60 mg (0.11
rnmol) of
[4-(1-benzyloxy-7-chlorceisot
guinolinte-ylaxy)-1-(2,3-dihyd
roxypropyi)-cyclohexyl])carba
mic acid ten-butyl ester (56).
IR, = 0,80 min, 0.85 min
(Method 150). Detected
mass: 367.2 (t4+617).
[1-Ally1-5-(1-benzyloxy-7-chl
oro-isoquinolin-6-yloxy)-cyclo
octylbcarbeid ert-butyl ester
(58) C   ''' NH 



oan0-4 0 -74\ 20Following
the procedure described for
the synthesis of
ritally14-(1-benzyloxy-7-ohloc
o-
isoguinolin-6-yloxy)-cyclohex
yll-carbamic acid tert-butyl
ester (52), 2.34 g of
[1-ally1-5-
(1-benzyloxy-7-chloro-isoqui
nolin-6-yloxy)-cyclooctylTgar
bamic acid tert-butyl ester
(58) were synthesized as a
mixture of diastereomers
from 4.009 (8.87 mmol) of 1-
ally1-5-(1-benzyloxy-7-chloro
-isoguinolin-6-yloxy)-cyclooct
ylamine (39), 2.90 g (13.3
WO
20081077556PCFPE5'2007/
011169 75 maid) of
di-tert-butyl bicarbonate and
1.86 mL (13.3 mrnol) of
ffiethylarnine. The title
compound 58 was purified by
silica gel chromatography. R,
= 1.97 min (Method I).
Defected mass: 551.0
(M+Le).
5[5-(1-Benzylory-7-chloroLso
quinolin-6-yloxy)-1-(3-hydrox
y-propy1)-cyclooctyll-carbami
c acid tert-butyl ester (59) NH
OBn0-1111kL 11-7111\0
1.14 g of
[5-(1-benzyloxy-7-chlorcuiso
quinolin-6-yloxy)-1-(3-hydrox
y-propyb-cycloocty11-
corbamic acid tert-butyl ester
(59) were synthesized using
the procedure described for
10 the synthesis of
h1-(1-benzyloxy-7-chloro-iso
guinolin-6-yloxy)-1-(3-hydrox
y-propy1)-
cyclohexylhoarbamic acid
tert-butyl ester (53) starting
from 1.17 g (2.12 mmoI) of
[1-
ally1-5-(1-benryloxy-7-chloto-
iscquinolin-6-yloxy)-eycloucty
l]carbamic acid tert-butyl
ester (58) and 12.7 mL (6.37
mmol) of 9-BEN (0.5M
solution in THE). R = 1.71
min (Method I). Detected
mass: 569.3 (M+111): 15
645-Amino-5-(3-hydroxy-pro
pyI)-cycl000tyloxy1-7-chloro-
2H-isoquinolin-1-one (60) CI 



11NH2 168 mg of
6-(5-amino-5-(3-hydroxy-pro
py1)-cycl000tyloxy]-7-chloro-
2H-isoguinolin-1- one (60)
were synthesized as
diastereomeric mixture as
hydrochloride from 300 mg
20(0.63 mmol) of
[5-(1-benzyloxy-7-chloro-isog
uinolin-6-yloxy)-1-(3-hydroxy-
propy1)- cycboctyl].-carbamic
acid tee-butyl ester (59)
using the standard
deprotection procedure
described for the synthesis of
6-(cis-1-amino-4-cyclopropyl-
cyciohexyloxy)-
7-chloro-2H-isoquinolin-1-on
e (41). R = 2.07 min, 2.12
min (Method H). Detected
mass: 379.2 (M+1-7).  WO
21515/077556PCDEP
117611 69 76 [5(,1-
.nz,loxy-7
-chloro-iscquinolin-6-yloxy)-1
-(3-methoxy-propy1)-cycioact
ylicarbamie acid tert-hutyl
ester (51) \'1 NH DiBn0-4 0
5A solution of 405 mg (0.71
mmol) of
15-(1-benzyloxy-7-chloro-iso
quinolin-6-yloxy)-1-(3-
hydroxy-propyl)-cyclooctylFc
arbamic acid tert-butyl ester
(59) in 5 rit of THF was
dropped into a suspension of
31.3 mg (0.78 mmol) of
sodium hydride (50%) in 5
mt. TI-IF at 0 C. 88.6 pt.
(1.42 mmol) of iodomethane
were added, and after stirring
for 1 h at room temperature
another 88.6 pL (1.42 mrnol),
The reaction mixture was
stirred at 10 room
temperature until LCMS
indicated complete
conversion, then 5 rriL of
methanol were added and
the volatiles removed in
vacua, The crude material
was purified by silica gel
chromatography. 196 mg of
[5-(1-benzyloxy-7-chloro-isoq
uinolin-6-ylexy)-1-
(3-methoxy-propy1)-cycloorb
amic acid tert-butyl ester (61)
as dieslereomeris mixture
could be isolated. RI e 1.89
min, 2.02 mm (Method I).
Detected mass: 583.3 15
(WW).
5-15-Amino-5,-(3-methoxy-pr
opy1)-cyclooctyloxy1-7-ohlor
o-2H-isoquinolin-l-ene (62)
Fir;!!Ku NNH, Starting from
94 mg (0.16 mmol) of [5-(l
-benzyloxy-7-chlorobsoguinol
in-6-yloxy)-1-(3-
20methoxy-propyl)-cyclooctyl
i-carbamic acid tert-butyl
ester (61), 48 mg of a
diastereomeric mixture of
6-[5-amino-5-{3-methoxy-pro
pyl)-cyclooctyloxy]-7-chloro-2
H- 



isoquinolin-1-one (62) were
prepared as the
hydrochloride following the
standard deprotection
procedure described for the
synthesis of
6-(cis-4-arnino-4-cyclopropyl-
WO
20081077556PCT/E52007/0
11169 77
cyclohexyloxy)-7-chloro-2 ,
oin-1-on (41). R, - 2.38 mm,
2.4in(Method H). Detected
mass: 303.2 (MiiiH). [541
-Benzyloxy-7-chloro-isoguino
lin-6-yloxy)-1.42,3-dihydroxy-
propy1)-cycl000tyik carbamic
acid tert-butyl ester (63) (-OH
11IY- Rrs", / 'NH H OBnOffAi
0 58 mg of
[5-(1-benzyloxy-7-chloro-isog
uinolin-6-yloxy)-142,3-dihydr
oxy-propy1)-
cycionctyll-carbamic acid
tert-butyl ester (63) were
synthesized using the
procedure described for the
synthesis of
[4.41-benzyloxy-7-chloro-iso
guinolin-6-yloxy)-1-(2,3-
10dihydroxy-propy1)-cyclohe
xyl)-carbamic acid tert-butyl
ester (56) starting from 00.0
mg (0.16 mmol) of
(1-al/y1-5-(1-benzyloxy-7-chi
cro-isoguinolin-6-
yloxy)-cyclooctyll-cathamic
acid terti-butyl ester (58),
30.9 mg (0.23 mmol) (4-
methylmorpholine oxide
monohydrate and 16.6 pis
(1.63 pmol) of a 2_5%
solution of osmium tetroxide
in tert-butanol. R, 4 1.58 min
(Method 1). Detected mass:
585.3 (M+H*).
645-Amino-5-(2.3--dihydroxy-
propy8-cyclooctyloxy]-7-chlor
o-2H-isoquinolin-1-one (64)
0 



Starring from 50 mg (0_09
mmol) of
15-(1-benzyloxy-7-chloro-ise
guinolin-6-yloxy)-1-.
20(2,3-cithydroxy-propylycyci
ooptyli-carbamic acid
tert-butyl ester (63) were
prepared 12 mg of
645-amino-542.3-dihydroxy-p
ropyl)-cyclooctyloxyl-7-chloro
-2H-isoguinfilin-1- one (64)
as diastereomeric mixture as
the hydrochloride following
the standard deprotedion
procedure described for the
synthesis of
6-(cis-4-amino-4-cyclopropyl-
WO
20081477556PCffltP2007/05
1169 78
cyclohexyloxy)-7-chluro-2H-i
soquinolin-1-one (41). Ri a
0.82 in, 0.84 min (Method C).
Detected mass: 395.2
(M+W).
7-Chloro-6-(1,4-dloxa-spiro[4
.51dee-8-yloxy)--2-(4-rnethox
y-benzyl)-2H-isoquinolin-1-
5one (65) 0 1.49 g (9.44
mmol) of
dicxa-spiro[4.5]decan-8-ol
were dissolved in 39 ml of
dimethyl acetamide and 283
mg (11.8 mmol) of sodium
hydride (60%) were added.
After stirring for 30 min at
room temperature a solution
of 2.509 (7.67 mmol) of
7-chloro-6-fluoro-2-
10(4-methoxy-benzyI)-2H-iso
quinolin-1-one (10) in 20 ml
of dimethyl acetamide was
added and stirring was
continued at room
temperature. After the
reaction went to completion
the solvent was removed
under reduced pressure. The
residue was dissolved in
dichloromethane and washed
with water. The organic layer
was dried with magnesium
sulfate and evaporated.
Purification by silica gel
chromatography yielded
151.849 of the title
compound. R a 2.09 min
(Method By Detected mass:
456.1 (M+1-0.
7-Chloro-2-(4-methoxy-benzy
1)-6-(4-exo-cyclohexyloxy)-2
H-isoquincilin-1-one (66) NI
CI 1.009 (2.19 mmol) of
7-chloro-6-(1,4-dioxa-spiro[4.
5(dec-8-ylocy).2-(4-methoxy-
20benzyI)-2H-isoquinolin-1-o
ne (65) were stirred in 9 ml of
6 N HCl/acetone (1.2) at
room temperature. Mier 2
lithe  reaction mixture was
poured on saturated sodium
bicarbonate solution and
extracted with
dichldromethane. The
organic layer was dried with
magnesium sulfate and
evaporated. The crude
product was purified by silica
gel  



Yvtl
200810775569C11LP200701
11169 79 chromatography to
give 630 Frig of the title
compound. R, = 1.8n
(Method B). Detected mass:
413 2 (M+1-11.
7-Chloro-6-(4-oxo-cyclo
xyloxy)-2H-isoguinolin-l-one
(67) 1 5Di BOO mg (1.94
mmol) of
7-chloro-6-(1,4-dioza-spiro[4.
5)dec-8-yloxy)-2-(4methoxyb
enry1)-2H-isoquinolin-1-one
(65) were dissolved in 3 mL
of TFA and heated in a
microwave oven at 150 C for
3 h. Methanol was added
and the reaction mixture was
evaporated. The crude
product was purified by silica
gel chromatography to yield
230 10mg of
7-chlorc-6-(4-oxo-cyclohexyl
axy)-2H-isoguinolin-1-one
(67). Hi = 1.02 min (Method
C). Detected mass: 292.1
(MDD).
2-Methyl-propene-2-sulfinic
acid
{1-benzy1-447-chloro-2-(4-m
ethoxy-henzyi)-1-oxo-1,2-
dihydro-isoguinolin-6-yloxy)-c
yclohexyll-amide (68) 15   To
a solution of 200 mg (0.49
mmol) of
7-chloro-2-(4-methoxy-henzyl
)-6-(4-oxocyclohexyloxy)-2H-i
soquinolin-1-one (66) in 6 ml
of THE were added 61.9 mg
(0.51 mmol) of
2-methyl-2-propanesulfineam
ide and 204 pL (0.97 mmol)
of titanium(IV) ethoxide and
the mixture was stirred at
eflux overnight. The reaction
mixture was 20 cooled to 0 C
and 1.22 mL (2.43 mmol) of
a 2 M solution of
benzylrnagnesium chloride in
THE were added dropwise.
The reaction mixture was
stirred at room temperature
until complete conversion
was achieved. The reaction
was poured onto water and
the resulting suspension
filtered through celite. The
mixture was extracted  WO
2008:077515HOUE52007/01
1169 80 



with dichloromethane and the
combined organic phases
were concentrated in vacuo.
The title compound was
isolated as a mixture of
diestereomers in a purity
sufficient for further
conversion. R = 1.89 min,
1.93 min (Method C).
Detected mass: 607.2
(M41-1).
5644-smino-4-benzyl-cyciche
xyloxy)-7-chlorot2H-isoquinol
in-l-one (59) 0-.551--CINI-12
50 mg (0.08 mmol) of
2-methyl-propane-2-sulfinic
acid
0-benzyl-4-17-chloro-2-(4
methoxy-benzyl)-1-oxo-1,2-di
hydrotisoquinolin-6-yloxyl-cyc
lohexylyarnide (crude, 68)
were dissolved in 1 mt. of
frifluoroacetic acid containing
200 pL of water and heated
in 10 a microwave oven at
150 C for 1 h. Methanol was
added and the reaction
mixture was evaporated. The
crude product was separated
via preparative HPLC. The
resultant trifluoroacetates
were taken up in 1N HCI
twice and lyophilized. The
respective residues were
redissolved in water and
lyophilized again to yield 3
mg and 2 mg, respectively, of
the separated
diastereoisomers of
6-(4-amino-4-benzyl-cyclohe
xyloxy)-
157-chlorot21-1-isoguinolin-1
-one (69) as hydrochlorides.
Rf = 1.14 min, 1.21 mm
(Method 13). Detected mass:
383.2 (M+W).
2-Methyl-propane-2-sulfinic
acid
[4-(7-chtoro-1-oxo-1,2-ciihydr
o-isoquin n-6-yloxy)-1-
phenyl-cyclohexylyamide
(70) 20   To a solution of 100
mg (0.34 mmol) of
7-chloro-6-(4-oxo-cyclohexyl
oxy)-2Hisoquinofin-l-one (67)
in 3 niL of THF were added
44 mg (0.36 mind) of
2-rnethy1-2-
propanesuffineeMide and
144 pL (OM mrncl) of
titanium(IV) ethoxide and the
mixture  WO
20020077556PCT/E02007/0
11100 81 was stirred
overnight at reflux. The
reaction mixture was cooled
toot and 0.86 mL (1.72
rnmol) of a 2M solution of
phenylmagnesium chloride in
THF were added dropwise.
The reaction mixture was
stirred at room temperature
until complete conversion
was achieved. The reaction
was poured onto water and
the resulting 5suspension
was filtered through elite.
The mixture was extracted
with 



dichloromethane/2-propanoi
(3:1) and the combined
organic phases were
concentrated in vactio. The
title compound was isolated
as an inseparable mixture of
diastereomers in a purity
sufficient for further
conversion. R1=1.38 min
(Method C). Detected mass:
473.2 (Mehl"). 10
6-(4-Amino-4-phenytcyclohex
yloxy)-7-chloro-2H-isoquinola
nt-one (71)  0 4,5 mg of the
title compound 71 were
prepared as diastereomeric
mixture from 190 mg (0.40
mmoi) of
2.methyl-propane-2-sulfinic
acid
[4-(7-chloroel-oxo-1,2-dihydr
o-
15isoguinolin-6-yloxy)-1-phe
nyl-cyclohexyll-amide (crude,
70) by stirring in a mixture of
2- propano1/115N aqueous
HCi (2:1) until complete
conversion. The reaction
mixture was concentrated
and purified by preparative
HPLC. The resultant
trifluoroacetate was taken up
in 1N NCI twice and
lyophilized, The respective
residue was redissolved in
water and lyophilized again
to give the hydrochloride. RI
= 0.91 min, 0.94 min (Method
20 C). Detected mass: 369.2
(MH-9).
5-Cyano-5-(4-fluoro-phenyl)-
2-oxo-cyclohexanecarboxylic
acid methyl ester (72) 0 IN
WO
2008/07556PCILE1'2007/0;
1169 82 in methanol were
added slowly. The mixture
was stirred at room
temperature for 15h and for
4h at 50C. The mixture was
copied to room temperature
and poured onto cooled 2N
NCI. The aqueous layer was
washed with ethyl acetate
three times, the combined
organic layers were extracted
with water and brine, dried
over sodium 5 sulfate and
evaporated to dryness to
give 101.50 of crude product,
that was sufficiently pure for
further conversion. 1210 1.60
min (Method C). Detected
mass: 276.2 (Mahn. 



1-(4-Fluoroopheny8-2-cso-cy
clohexanecarbonitrile (73) 10
102.5 g of crude
5-Cyana-5-(441uoro-pheny0-
2-oso-cyclohexanecarboxylic
acid methyl ester (72) were
dissolved in 680 mL of
ethanol. 170 mL of conc.
hydrochloric acid were added
and the reaction mixture was
ref used for 40h. The mixture
was evaporated to dryness,
the residue was taken up in
water and extracted with
dichloromethane.The 15
combined organic layers
were extracted with brine,
dried over sodium sulfate
and evaporated to dryness.
The crude product was
purified by silica gel
chromatography to give 50.4
g of the desired product. R o
1.26 min (Method C).
Detected mass: 218.2 (WO.
208-(4-Fluoro-phenyl)-1,4-dlo
saffipiro[4.5]decane-8-carbon
itrite (74)  25 g of
1-(4-Fluoro-pheny1)-4-oxo-cy
clohesanecarbonitrile (73)
were dissolved in 850 rnL of
toluene. 9 mL of ethylene
glycol and 1.5 g of p-toluene
sulfonic acid were added and
the mixture was refl used at a
Dean-Stark apparatus for 6h.
The mixture was  WO
20118/077556PCVE22007.1
1111169 83 allowed to cool
down to room temperature
and extracted twice with
saturated sodium
bicarbonate solution and
once with brine. The organic
layer was dried over sodium
sulfate and evaporated to
dryness to give 30.15 g of
crude product, that was
sufficiently pure for further
conversion. R4 = 1.47 min
(Method C). Detected mass:
5 262.2 (WW).
8-(4-Fluoro-pheryl)-1,4-dioxa
-spirof4.5}decane-8-carboxyli
c acid (75)  HOD 30.1 g of
8-(4-Fluoro-pheny1)-1,4-diox
a-spiro[4.5Idecane-8-carbonit
rile (74) were 10 dissolved in
91 mL of ethylene glycol.
19.4 g of powdered
potassium hydroxide were
added and the mixture was
heated to reflux until
conversion was complete.
The mixture was allowed to
cool down to room
temperature and poured into
300 mL of water. The pli was
adjusted to 4 by addition of
2N HO and the aqueous
layer was extracted with ethyl
acetate, The organic layer
was extracted with brine,
dried over 



15 magnesium sulfate and
evaporated to dryness to
give 29.85 g of the desired
product_ IR, = 1.81 mm
(Method B). Detected mass:
281.2 (M+H`). le
T4-Fluoro-pheny1)-1,4-droxe
-spiro[4.5]dec-8-yll-cambemi
c, acid benzyl ester (76) Ot '
203g of
8-(4-Fluoro-pheny1)-1,4-drox
a-spiro[4.5]decane-8-carboxy
lic acid (75) and 3.3 mL of
triethyl amine were dissolved
in 50 mL of dry toluene. At
0C 2.83 mL of ciiphenyl
phosphoryl aside was added
dropwise. The mixture was
stirred at room  WO
M8/077556PCT/EP20035t11
169 84 temperature until
conversion was complete,
then the solution was heated
to 90C until gas evolution
stopped. 34 rnL of benzyl
alcohol were added and
stiffing at 90C was continued
for another 13h. The mixture
was allowed to cool down to
room temperature and 500
mL of ethyl acetate were
added. The organic layer
was extracted two times 5
with 1N HCI and once with
brine, dried over magnesium
sulfate and evaporated to
dryness. The crude product
was purified by silica gel
chromatography to give
2.85g of the desired product.
R = 2.52 min (Method E).
Detected mass: 386.2
(PALEN). 8144-Fluoro-ph
ny84-oxo..cyclohexy8-carba
mio acid benzyl ester (77) 0F
NH o 10 2.759 of
[8-(4-Fluoro-pheny1)-1,4-diox
a-spirc[4.5]dem3-yllffiarbamic
acid benzyl ester (76) were
dissolved in 30 mL of
acetone and 15 mL of 5N
HCI. When conversion was
complete, the mixture was
carefully poured into sat
sodium bicarbonate solution.
The aqueous layer was
extracted twice with
dichloromethane, 15 The
combined organic layer was
extracted with brine, dried
over magnesium sulfate and
evaporated to dryness to
give 2.36 g of the desired
product. IR, = 2.35 min
(Method E). Detected mass:
324.2.2 (M+H-H20+).
[1-(4-Fluoro-phenyl)4-hydrox
y-cyclohexyll-carbarnic acid
benzyl ester (78) 



t;)113  WO
2008/1177536PCT/EP
7/011169 85 1.5 g of
[1-(4-Fluoro-phenyl)-4-oxo-cy
clohexylj-carbamic acid
benzyl ester (77) were
dissolved in 30 et. of dry THE
and 182 mg of sodium
borohydride were added.
When conversion was
complete, the mixture was
poured into 15 mL of water.
pH was adjusted to 2 by
addition of 2N HOI and the
aqueous layer was extracted
with ethyl 5 acetate. The
combined organic layer was
extracted with brine, dried
over magnesium sulfate and
evaporated to dryness to
give 1.38 g of the desired
product as a mixture of cis
and trans isomers. the cis
isomer (referring to the
positron of alcohol and
Z-amine) being the major
one. S1 220 min (Method ET
Detected mass: 344.2
(firl+FE). 10
4-Amino4-(4-fluoroxphenylbc
yclohexanol (79)    NH, 0.5g
of
[1-(4-Fluore-phenyl)-4-hydrox
y-cyclohexy4)-carbamic acid
benzyl ester (78) were
dissolved in 50 nil_ of
methanol and 57 mg of
palladium on charcoal (10%)
were added. The mixture
was stirred under a hydrogen
atmosphere until conversion
was 15 complete. The
catalyst was filtered off and
the organic layer was
evaporated to dryness to
give 290 mg of the desired
product. Ri Li 0.73 min
(Method E). Detected mass:
175.2 (M+H-H2O-NH3)).
Cis-4-(1-Benzyloxy-7-chlore-i
soquinolin-6-yloxy)-1-(4-fluor
o-phenyi)-cyclohexylamine
20 (80)  OBn 285 mg of
4-Amine-4-(4-fluoro-phenyb-
cyclohexanol (79) was
codistilled with toluene twice
and dissolved in 8 mL of dry
dirnethyl acetamide under
argon. 98 mg of sodium
hydride (95%) and 431 mg of
1-henzyloxy-7-chloro-6-f1uor
o-isoquinoline (11) were  WO
2008/1177556uriC 86 



added and stirring was
continued overnight. Water
(ca. 19 mL) was added
carefully and the mixture was
extracted with
dichloromethane:isopropanol
(3:1). The combined organic
layer was extracted twice
with water and once with
brine, dried over magnesium
sulfate and evaporated to
dryness. The crude material
was taken up in 5 water and
lyophilized to remove
remaining DMA, the
remainder was taken up in a
small amount of methanol.
The remaining precipitate
was filtered off to yield 337
mg of the desired product as
the hydrochloride of the cis
isomer (referring to the
position of alcohol and
amine). Ft, = 2.35 min
(Method E). Detected mass:
477.2 (irlithr). Additional
material could, if wanted, be
isolated from silica gel
chromatography of the
10remainder resulting from
evaporation of the mother
liquor.
64cis-4-Amino-444-ifluoro-ph
enyfi-cyclohexyloxyl-7-chlore
-2H-isoquinolin-1-one (81)
HN   CI 0 15316 mg of
[cis-441-Benzyloxy-7-chlorcei
soquinolin-6-yloxy)-144-fluor
ogahenyfi- cyclohexylamine
(BO) were suspended in 3.5
inL of isopropancil and 3.5
mL of IN HSI were added.
The mixture was stirred
overnight and evaporated to
dryness. Water was added
and the mixture was
lyophilized. Purification could
be achieved by HPLC
separation or tituration of the
crude product with small
amounts of isopropanol. In
this 29case, tituration led to
isolation of 254 rig of the
desired product as the
hydrochloride. = 1.72 min
(Method E). Detected mass:
387.2 (M+H*). Sometimes,
small amounts of the
corresponding trans isomer
could be isolated by HPLC
purification of the evaporated
mother liquor  iN o  Co 6 
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644-Amino-4-(2,4-
difluoro-phenyI)-
eyclohexyloxy)-7- methyl-2H-
iscquinolin-1-one
6-[4-Amino-4-(2-
fluoro-phenyI)-
cyclohexyloxy1-7-
chloro-2H-isoquinelin- !
1-one 614-Amino-4-(2-
fluoro-phenyI)-
cyclonexyloxy]-7- methyl-2H-
isoquinolin- 1-one Product 0
n \(?(:) 0--d 0/ ' 



jr \ VI  Benzyl nstrile Z4-
difluorobenzylnitrile
2-F-benzyinitrile
2-F-benzylnItnle  auliou
-mbosl    c illin.     WO
27111W(01556OCT/EO2007
/(111169 93
Bicyclop.3.11nonan-2,6-dion
e-m000ethylene ketal (97) A 



V-Thrq H 5 q of
bicyclop.3.1]nonane-2.6-dion
e were suspended in 27 mt.
of dry ethylene glycol and
283 mg of p toluene sulfonic
acid were added. After 2h all
starting material was 5
converted. 80 mit of water
were added and the aqueous
layer was extracted with ethyl
acetate. The combined
organic layer was washed
with water and sat, sodium
bicarbonate, dried over
sodium sulfate and
evaporated to dryness. The
crude product was purified by
silica gel chromatography to
give 0.59 of the desired
product along with 6.759 of
the diketal. The diketal was
dissolved in 135 mt of
acetone and 13.5 mL 10 of
2M HCI were added. The
mixture was allowed to stir at
room temperature for lh. The
mixture was neutralized by
addition of 2 N Na0H, the
acetone was removed in
vacuo and the remaining
aqueous layer was extracted
with ethyl acetate and
dichloromethane. The
organic layer was dried over
sodium sulfate and
evaporated to dryness. The
crude product was purified by
chromatography to give
another 4.389 of 15the
desired product. Ft, = 0.84
min (Method C). Detected
mass: 197.2 (M-{-I:0).
6-Amino-hicyclo[3.3.1]nrinan-
2-one ethylene Rotel (98)
H2N 4.29 of
bicyclo[3.3.11nonan-2.6-dion
e-monoethylene ketal (97)
were dissolved in 54 20mL of
2M ammonia in ethanol and
12.6 rriL of titanium(IV)
isopropoxide were added.
The mixture is stirred at 60C
overnight. Heating was
continued until no further
conversion was observed,
another 22 rnt of ammonia in
ethanol was added
portonwise over the course
of the reaction. The mixture
was cooled to room
temperature and 1.21 9 of
sodium borohydride were
added portionwise. The
mixture  WO
2009077556PCDEP2007/01
1169 94 was stirred for 2h
and then poured into 100 nits
of 2M aqueous ammonia.
The formed precipitate was
filtered over ceifte and
washed with ethyl acetate_
The aqueous layer was
extracted with ethyl acetate,
the combined organic layer
was dried over sodium
sulfate, and evaporated to
dryness. The crude product
was taken up in water and
5lyophilized to give 1.97 q of
the desired product Rt = 0.52
min (Method C). Detected
mass: 198.3 (M+1-1`).
fisBenzyloxycarbonylno-bicyc
lo[3.3 sonan-2-one ethylene
ketal (99) H 10H 6 1.97 g of
B-Amino-bicyclo[3.3.1]nonan
-2-one ethylene ketal (98)
were dissolved in 30 rriL of
dry dichloromethane and
1.52 mL of dry triethylamine
and 1.42 rnt_ of
benzylchioroformate were
added. The mixture was
stirred overnight, taken up in
water and extracted three
times with ethyl acetate. The
combined organic layer was
dried 



15 over sodium sulfate and
evaporated to dryness. The
crude product was purified by
chromatography to give 0.92
g of the desired product. R, =
3.18 min (Method: 8).
Detected mass: 332.2
(M+I-14). (6-0xo-bicyclo[3
3.1inon-2-y1)-carbarnic acid
benzyl ester (100)  iA 0h H"
N.,----- ' \--.--_---7 J Ii/ 20H 0
WO
20081077556pCi7EP211?17
/011169 95 915 mg of
8-Benzyloxycarbonylamino-bi
cyclo[3.3.1]n0nan-2-0ne
ethylene ketal (99) were
suspended in 7.6 mL of
acetone and 2.9 mL of 5N
MCI were added. The
mixture was stirred for 2h.
the acetone was evaporated
and the remaining liquid was
slowly added to sat.
NaHCO3. The aqueous layer
was extracted with
dichloromethane three 5
times. The combined organic
layer was dried over sodium
sulfate and evaporated to
dryness to give 0.79 g of the
desired product. Rf = 2.87
min (Method E). Detected
mass: 288.2 (NPMM).
(6-Hydroxy-bicyclo[3.3.11non
-2-y1)-c2rbami0 acid benzyl
ester (101)  10 H\ )1'12Li 6I,-
H bH 780 mg of
(6-0xo-bicyclo[3.3slinon-2-Y
D-carbamic acid benzyl ester
(100) were dissolved in 14
mL of THF under argon,
cooled to 0C and 113 mg of
sodium borohydride were
added. The mixture was
stirred for 2h at 0C, water
was added and the pH of
solution was adiusted to 2 by
addition of 2M NCI. The
aqueous layer was 



15 extracted with ethyl
acetate three times. The
combined organic layer was
dried over sodium sulfate
and evaporated to dryness to
give 0.729 of the desired
product. Ri = 1.23 min
(Method C). Detected mass:
290.3 (M+1-1).
6-Arnino-bicyclo[3.3.1]nonan-
2-ol (102) 20 RN   WO
2008/077556NOW1.2007/11
11149 96 032g of
(6-Hydroxy-bicyclop.3.1)non-
2-y1)-carbamic acid benzyl
ester (101) were dissolved in
50 rnL of methanol and 97
mg of palladium on charcoal
(10%) were added. The
mixture was stirred under a
hydrogen atmosphere until
conversion was complete.
The catalyst was filtered off
and the organic layer was
evaporated to 5 dryness to
give 407 mg of the desired
product. Ri + 0.17 mm
(Method C). Detected mass:
156.2 (M+H )). The following
examples were prepared
using the designated
isuguinolines and amino
alcohols, following a similar
procedure as described for
the synthesis of 80 and 81.
10  97 pMut) 01110V1Pti 907
13902 {NI Hffil I 



Cu 7, N ,r Chemical Name
6-((1111,5P)-6-Antinobicyclot
3.3.11non-2-
yloxy)-7-chloro-2H-isoquinoli
n- 1-one   Product 1 _  /\, /
Y.did9aT/ NH, 11/ 0
1soquInoline    



icutoom    011 1 durexp
WO 90091077556PCIVE
11710 69 99
6-(4-Aminomethy1-4-phen-cy
cloheriloxy)-7-chloro-2H-iseq
uinolin-1-one (108)  110 mg
of
4-aminomethy1-4-phentd-cyc
lohezanol were dissolved in 4
mL of dry DIY1F and 60 mg
of sodium hydride were
added. The mixture was
allowed to stir for 20
5minutes, then 143 mg of
i-Benzyloxy-7-chloro-6-fluoro
-isoquinoline (11) were
added. Stirring at room
temperature was continued
until conversion was
complete. Ethyl acetate and
saturated sodium chloride
solution were added. The
phases were separated and
the aqueous phase was
extracted with ethyl acetate.
The combined organic
phases were dried over
sodium sulfate, concentrated
and the resultant residue 10
was purified via preparative
NFLD. The coupling product
was dissolved in 5 rit of
trifluoroacetic acid and
allowed to stand overnight. 



The obtained TFA salt was
dissolved in 2 N HCI and
evaporated. After dissolving
the residue in water and
lyophilization. 78 mg of the
title compound was isolated
as the hydrochloride. fitt =
117 min (Method By
Detected mass: 3832
(I1A+W). 15
644-Aminomethy1-4-(4-chlor
o-Phenyl)-cyclahexyloxyl-7-c
hloro-2H-woquinoliml-one
(109) 110 mg of
4-aminomethy14-(4-chloro-p
heny1)-cyclohexan0l were
dissolved in 3 ill-IL of 20 dry
DPW and 40 mg of sodium
hydride were added. The
mixture was allowed to stir
for 20 minutes, then 127 mg
of
7-chloro-6-fluoro-2-(4-methox
wbenziii)-2H-isoquinolin-lx
one (10) were added. Stirring
at room temperature was
continued until conversion
was  WO
2008/11775S6PCT/EP20701
1I69 190 complete. Ethyl
acetate and saturated
sodium chloride solution
were added. The phases
were separated and the
aqueous phase was
extracted with ethyl acetate.
The combined organic
phases were dried over
sodium sulfate, concentrated
and the resultant residue was
purified via preparative HPLC
to give 121 mg of the
coupling 5 product, which
wasdissolved in 2 mL of
trifluoroacetic acid and
heated in a microwave oven
at 150C until complete
conversion was observed.
The mixture was distributed
between 1N HCI and
dichlorometharieThe product
containing layer, which in this
case was the organic layer,
was concentrated (otherovise
lyophilized) and the crude
material was purified by
HPLC to give 8 rng of the
desired product as the
trifluoroacetate. Ri = 101.25
min (Method B). Detected
mass: 417.1 (M+H").
6[4-Aminomethy1-443-chlore
-pheny0-cyclohexyloxy]-7-chl
oro-2Hdsoquinolin-1-one
(110)  0 15Starting from
7-chloro-6-fluoro-2-(4-methox
y-benzyl)-2H-isoquinclin-1-on
e (10) and 4-
aminomethy1-4-(3-chtoro-ph
enyl)-cyciohexanol,
fe[4-aminomethy1-4-(3-chlot
o-phenyl)-
criohexyloxy]-7-chloro-2H-iso
quinolin-1-one (110) could be
obtained as the
trifluoroacetate as described
for compound 109. Ri = 1.24
min (Method B). Detected
mass: 417.1 (M+H). 20
644-Aminomethy1-4-(3-meth
yl-phenyl)-cyclohexyloxy1-7-
chloro-2H-isoquinolin-1-one
(111)   WO
2008107356POT/E52007/0
11169 



101 " a 0 Starting from
7-chloro-6-fluoro-2-(4-methox
y-benzyl)-2H-lsoquinolin-l-on
e (10) and 4-
aminomethyl-4-(3-methyl-phe
nyl)-cyclohexan0l
6-14-aminomethy1-4-(3-meth
yl-prienyncyclohexyloxy1-7-c
hlore-21-1-isoquinolin-1-one
(111) could be obtained as
hydrochloride 5 as described
for compound 109. R1= 122
min (Method 13)i Detected
mass: 397.2 (M+F5).
6-[4-Aminornethyl-4-(3,4-dim
ethoxy-phentel)-cyclohexy/ox
y]-7-chloro-2H-isoguinolin-1-
one (112) 10 mu HNyz CI 0
Starting from
7-chloro-6-fluoro-2-(4-methox
y-benzy1)-2H-isoguirrolin-1-o
ne (10) and 4-
aminometrarl-0-(3,4-dimetho
zy-phenyl)criohexanot
644-aminomethy1-4-(3,4-
dimethoxy-pheny1)-cyclohex
yloxyl-7-chloro-2H-isoguinoli
n-l-one (112) could be
obtained as hydrochloride as
described for compound 109.
R, = 1.13 min (Method B).
15Detected mass: 443.2
(M+1-1').
6-(4-Aminomethyl-4-(4-flooro
-phenyl)-cyclohexyloxyl-7-chl
oro-2H-isoquinolin-1-one
(113)  WO
200t0077556.PC190079 102



0 Starting from
7-chlorme-fluerc=2-(4-r1ettio
mhbenzyl)-2H-N0quinolin-1-1
0) end 4-
aminomethy1-4-(4-fiuoro-phe
md)-cyclishexancil,
6-14-arninomethyl-4-(4-fluere
-pheny0-
cyclohexylexyl-7-chloro-2H-is
oquinclin-1-one (113) could
be obtained as the 6
hydrochloride as described
for compound 109. Ri = 1.23
min (Method B). Detected
mass: 401.1 (M+1-).
644-Arninornethyl-4-(4-moth
oxy-phenyi)-cyclohemiloxyl-7
-chiorc-2Fhisequinclin-1-one
(114)  0- 10  Starting from
7-ehloro-6-fluore-2-(4-metho
xy-benzyl)-2H-isoquinolin-l-o
ne (10) and 4-
aminomethy1-4-(4-methoxy-
pheny1)-cyclohexanoh
544-aminomethy1-4-(4-meth
oxypheny1)-cyclohexyloxy)-7
-chloro-2H-isoquinolin-l-one
(114) could be obtained as
the trifluoroacetate as
described for compound 109.
R = 1.24 min (Method B)
Detected 15mass: 413.2
(M+HL).
6-[4-Aminornethy1-4-(4-rneth
yl-Pheny1)-cyclichexylomj]-7-
chlorm2H-isoquinolin-l-one
(115)   W
200M71556FCI7EP2007/011
169 103  0 Starting from
7-chiciro-6-fluoro-2-(4-metho
xy-benryb 2H
isequinolin-l-ene (10) and 4-
Aminomethy1-4-(4-methydPh
enyl)-cyclohexanol.
644-aminomethy1-44l-methyl
pheny1)-cyclonexyloxy]-7-chl
ore-2H- isoquinolin-1-one
(115) could be obtained as
the 5 triflucroacetate as
described for compound
109.1'20= 1.24 min (Method
B). Detected mass: 397.2
(M+H-0.
6-14-Aminomethy124-(3,4-di
chloro-pheny1)-cyclohexylox
yb7-chloro-2H-isoquinolin-1-
one (116) 



Cl Starting from
7-chloro-541uoro-2-(4-metho
xy-benzy1)-2H-isoquinolin-1-
one (10) and 4-
aminomethy1-4-(3,4-dichloro
-pheriy1)-cyclohexanot
644-aminomethy1-4-(3,4-dic
hlornpheny1)-cyclohexyioxy)-
7-chloro-2H-isequinotin-1-0n
e (116) could be obtained as
the trifluoroacetate as
described for compound 109.
Ri = 1.35 min (Method 6).
Detected 15mass: 451.1
(M+117). 22C1 NH,
7-Bromo-6-fluorodsoquinolin
e 17)   WO
2008/077556PCTRE52007/0
11169 104 Staffing from
3-bromm4
forcebenzaidehyde, the title
compound was prepared by
tee same reaction sequence
as used for the synthesis of
6-fitioro-isoduinoline (3). Rt =
0.91 mm (Method B).
Detected mass: 228.0
(Mii4D).
5C-(4-(7-Chlore-isoquinolin-6
-yloxy)-1-phenyl-cyclohexyll-
methylamine (120) NH,  ,G1
123.3 mg of
4-aminomethy1-4-phenyl)-cy
clohexanol were dissolved in
4 rril of dry DMF and 60 mg
of sodium hydride were
added. The mixture was
allowed to stir for 20 minutes,
then 91 mg of
7-Chloro-6-fluoro-isoquinolin
e (4) were added. Stirring at
room 10 temperature was
continued until conversion
was complete_ Ethyl acetate
and saturated sodium
chloride solution were added.
The phases were separated
and the aqueous phase was
extracted with ethyl acetate.
The combined organic
phases were dried over
sodium sulfate, concentrated
and the resultant residue was
purified via preparative HEW.
The obtained TFA salt was
dissolved in 2 N NCI and
evaporated. After
15dissolving the residue in
water and lyophilization, the
title compound was isolated
as the hydrochloride. R6 =
0.97 rein (Method I9).
Detected mass: 367.2
(M+FC). 



Methyl
(3-endo)-9-oxobicyclo[3.3.1]n
onane-3-carboxylate (121) .0
(11 0 20 Following a
published procedure
(Tetrahedron 1974, 633-640)
commercial 3-bromo-2-
bromomethyl-propionic acid
methyl ester (24.5 g, 94.21
mmol) was added dropwise
to a stirred solution of
1-cyclohex-1-enyl-pyrrolidine
(15.96 ml, 99.17 mmol) and
triethylamine (13.13 mil,
94.21 mmol) in dry
acetonitrile, (160 mL). After
the addition, the mixture was
heated at 90C and stirred for
2 hours before aqueous 5%
acetic acid 25 (10 mt..) was
added and heating was
continued for another 1 hour.
The solvent was  WO
211081077556NIVE1'2007/0
11110 105 evaporated and
the residue was partitioned
between ether and water.
The organic phase was
washed with saturated
NaHCOs solution and brine.
It was then dried over sodium
sulfate, filtered and
evaporated to afford crude
methyl (3-endo)-9-
ozobicyclop.3.11nonane:3-ca
rboxylate (17.79) which was
used without any further
5purification. Benzyl
[(3-endo)-9.-ozobicyclo[3.3.1]
non-3-ylicarbamate (122)  A
stirred solution of crude
methyl
(3-endo)-9-oxobicyclo[3.3.1]n
onane-3-carboxylate 10 (121,
5 g, 25.48 mmol) in absolute
ethanol (150 mL) was treated
with aqueous 1N NaOH (127
mL) and the mixture was
heated at 50C for 1 hour.
Ethanol was evaporated and
the mixture was acidified by
adding slowly aqueous IN
HCI. The resulting aqueous
phase was extracted with
diethyl ether. The organic
phase was dried over sodium
sulfate, filtered and
evaporated to yield crude
(3-endo)-9-
15oxobicyclo[3.3.1Inonane-3
-carboxylic acid (4.45g)
which was used without any
further purification. Crude
(3-endo)-9-oxobicyclo[3.3.11
nonane-3-carboxylic acid (3
g , 16.46 mmol) was
suspended in dry toluene (30
mL) followed by subsequent
addition of 



diphenylphosphoryi aside
(3.9 mL, 18.11 mined) and
triethylamine (2.52 mL, 18.11
20 mmol). The mixture was
kept at room temperature for
2 hours, then slowly heated
to 110'C and stirred at this
temperature for 2 hours. The
isocyanate solution was
slightly cooled and treated
with anhydrous benzyl
alcohol (17.04 mL, 0.164
mot). The resulting solution
was heated at 110C
overnight, cooled and
washed successively with
water and brine. The organic
phase was dried over sodium
sulfate, filtered and
concentrated 25 in vacua.
The oily residue was purified
by chromatography on silica
gel to afford the title
compound (3.35 g). Ri a-
4.61 min (Method L)
Detected mass: 288 (M+LI).
WO
2008i077556PeTrEF2007/61
1169 106 Benzyl
[(3-endo)-9-hydroxybicyclo[3.
3.11non23-ylicarbamate
(123) OH  Toe stirred
suspension of benzyl
[(3-endo)-9-oxobicyclo[3.3.41
non-3-Acarbamate (122, 0.7
g, 2.44 mmol) in absolute
ethanol (25 mL) was added
sodium borohydride 5(138
mg, 3.65 mmol) The resulting
mixture was stirred at room
temperature for 1 hour, then
poured onto ice and stirred
tar 0.5 hour Ethanol was
evaporated under reduced
pressure and the resulting
aqueous layer was extracted
with dichloromethane. The
organic layer was dried over
anhydrous sodium sulfate,
filtered and concentrated
under reduced pressure. The
crude benzyl
[(3-endo)-9-hydroxybicyclo[3.
3.1Inon-3- 10 ylIcarbamate
(123. 0.7 g) was obtained as
a synlanti mixture and used
in the next step without any
further purification. 12( = 4.53
min, 4.87 rein (Method LT
Detected mass: 290 (ro+H+).
(3-Endo)-3-aminotaicyclo[3.3
.1]nonan-9-ol (124) OH N
15H2N- Hydrogenolysis of
benzyl
R3-endo)-9-hydroxybicyclo[3.
3.1]non-3-ylIcarhamate (123,
0,94g. 2.90 mmol) was
carried out in methanol (30
mL) containing 20% Pd(OH)2
(183 mg, 1.16 rnme9 at room
temperature. The resulting
suspension was stirred 1
hour under an H2
atmosphere (1 bar), filtered
and concentrated in vecuo to
dryness to afford 20
(3-endo)-3-aminobicyclo13.3.
1jnonan-9-ol (124, 0.459) as
a syn/anti mixture. The
obtained crude material was
used in the next step without
any further purification.
Detected mass: 155 (m/z,
El). 



WO
20118/107556PCTIE22007/0
11169 107
(3-Endo)-9-([1Tbenzyloxy)-7-
chloroisoquinolin-8-01,oxy)bi
oyclof3.3.11 nenan-3-amine
(125)  To a solution of
(3-endo)-3-aminobicyclo[3,3.
1]nonan-9-ol (124, 11148g.
9,96 mrnol) iin 5 anhydrous
Nisl-dimethylacetamide (8
ml) at 0"C was added 60%
sodium hydride (0.104g. 2.61
mmol) in portions. The
reaction mixture was stirred
for 10 mm at room
temperature,
1-(benzyloxy)-7-chloro-6-fluo
roisoqu1n0line (11, 0.250g.
0,87 mmol) was then added
and stirring was continued
overnight. The suspension
was poured onto ice and the
resulting aqueous phase was
extracted with
dichloromethane. The
organic 10 phase was dried
over sodium sulfate, filtered
and evaporated in vacua.
The crude product (2.18 g)
was purified by
chromatography on silica gel
(eluting with 0 to 5 %
methanol in dichbromethane
with 1% aq. ammonia) to
yield (3-endo)-9-([1-
(benzyloxy)-7-obloroisortuino
lin-6-y8oxy}bicyclo13.3.11no
nan-3-ernine (125, 0,26 g) as
a synfanti mixture. Rt = 5.82
mm, 6.02 min (Method L).
Detected mass: 423 (rti+W).
15
6-{[(3-Endo)-3-aminobicyclo[
3.3.11non-9-ylloxy).-7-chloroi
soguinol(2H)-one (126) H2
0
(3-endo)-94[1-(benzyloxy)-7-
chloroisoquinolin-6-y8oxy)bic
yclo[3.3.1]nonan-3-amine.
(125, 0.26g. 0_61 mmo1)
was suspended in 2-propanol
(5 mt.) and IN HO in diethyl
20 ether (3.1 mL) was added.
The resulting mixture was
stirred at room temperature
for 3 days, then concentrated
in vacuo to dryness. The
obtained solid was triturated
in methanol and diethyl
ether, filtered, rinsed with
ether and dried 10 vacuo to
afford the  WO
2008/077556PC77872007/01
1169 108 title compound
(0.2179) as a syntanti
mixturea hydrochloride. R -
6.29 mirt, 7.04 min (Method
TrA). Detected mass: 333
(MR-D). Methyl
(3-exo)-9-oxobicycle[3.3.1]no
nans-3-carboxylate (127) 0  



Following a slightly modified
published procedure
(Organic Letters 2006.
3963-3966), Amberlyst 15
(0.1 g) was added to a
solution of methyl (3-endo)-9-
oxobicyclo[3.3.1]nonane-3-ca
rboxylate (3 g, 15.29 mmol)
and trimethyl orthoformate
(5.02 all, 45.86 mmol) in dry
methanol (15 rnL). The
mixture was heated at 80C
for 1 10hour, it was then
filtered through a pad of silica
and washed with diethyl
ether. The resulting crude
methyl
(3-endo)-9.9-dimethoxybicycl
o[3.3.1]nonane-3-carboxylate
(15.29 mmol) was added to a
solution of 0.5M sodium
methoxide in methanol
(46.43 rnT, 23.21 inmol) at
room temperature. The
resulting mixture was heated
to reflux for 12 hours before it
was cooled to room
temperature. The solvent
was evaporated in 15 vacuo
and the residue was
partitioned between ethyl
acetate and 0.5N NCI. The
organic layer was separated,
then dried over sodium
sulfate, filtered and
concentrated under reduced
pressure to afford the title
compound 127 which was
used without any further
purification. 20Benzyl
83-exo)-9-oxobicyclo[3.3.1]n
on-3-Acarbamate (128)  WO
208/077.556P0T1EP2007/01
1169 109 Starling from
methyl
(3-exo)-9-oxobicyclo[3.3.11n
onane-3-carboxytate (127),
the title compound was
prepared following the
reaction sequence described
for the synthesis of
benzyl1(3-exo)-9-oxobicyclo[
3.3.11non-3-Acarbamate
(122). Fa ft 7.75 min (Method
K). Detected mass, 288
(91+H11), 5 Benzyl
[(3-exc)-9-hydroxylsicyclop.3.
11n0n-3-Acatbamate (129)
OH
Benzylf(3-exo)-9-oxobicyclo[
3.3.1jnon-3-y11carbamate
(128) was reduced as
described for benryl
t(3-endo)-9-oxobicycl0[3.3.11
n0n-3-yl]c5rt8m5te (123).
The title 10compound was
obtained as a syn/anti
mixture. Rt = 7.47 min, 7.80
rein (Method K). Detected
mass: 290 (Wlsi-0),
(3-Exo)-3-aminebicyclo[3.3.1
)nonan-9-ot (130) 



OH 112N
15Benzy11(3-exo)-9-hydroxy
bicyclo[3.3.1]non-3-yl]carbam
ate (129) was submitted to
hydrogenolysis as described
for benzyl
[(3-endo)-9-hydroxybicyclo13
.3.11non-3- Acarbamate
(124). The title compound
was obtained as a syn/anti
mixture. Detected mass: 155
(m/z, E1).  WO
20010017556PCT/EP2010/1
111 110
6-([(3-Eso)-3-arninebicyclot3.
3.1)non-9-yll0xy)-7-chl0r0i5o
quinolin-1(2H)0ne (131) HN I
.NEI2 CI o Starting from
(3-exa)-3-aminohicyclo[3.3.1
1nonan-9-ol (130) and
1-(benzyloxy)-7-
chbro-6-fluoroisoquinoline
(11), the title compound was
obtained as a syn/anti
mixture 5as the
hydrochloride following the
procedures described for
6-4f(3-endo)-3-
aminobicyclo{3.3.1]non-9-ylio
xy)-7-chiorcisgiquinolin-1(2H)
-one (126). Di = 5.57 min,
5.85 min (Method K).
Detected mass: 333 (SA+H)
(3-Endo)-3-aminobicyclo[3.2.
1]octan-8-ol (132) HO 10NH2
Starting from methyl
(3-endo)-8-osebicyclo[3.2.1lo
ctane-3-carboxylate
(preparation described in
EP0130882), the title
compound was prepared as
hydrochloride following the
reaction sequence described
for
(3-endo)-3-aminobicycIo[3.3.
11nonan-9-ol (124).
156i{j(3-Endo,8-syn)-3-amino
bicyclot3.2.1toct-8-yllond-7-c
hioroisoquinolin-1(2H)-one 



(133) and
6-(1(3-endo,8-anti)-3-eminobi
cyclo[3.2.1toct-8-ylloxy)-7-chl
oroisoquinolin1(2H)-one
(134)  Starting nom
(3-endo)-3-aminobicycio[3.2.
1)ectan-8-ol (132) and
1-(benzyloxy)-7- 20
chforo-6-fluoroisoquinoline
(11), the Ube compounds
were prepared as the
hydrochlorides, following the
reaction sequence described
for compound 126. ki 0.62
min, 0.63 min (Method N).
Detected mass: 319 (tia+W).
111 LC/MS-Methods: Method
A:     Stationary phase:
5Gradient: Flow Col MID
Jsphere 33 x 2 ACN+0.05%
TFA : H20 + 0.05% TFA
5:95(0 mir) to 95:5(3.4 mm)
to 95:5(4.4 min) 1 rnL/min
Method B: 10 Stationary
phase:Col YMC Jsphere 33x
2 Gradient:ACN+0.05% TFA
: H20 0.05% TEA
5:95(0 min) to 95:5(2.5 mm)
to 95:5(3.0 min) Flow:1
mUmin 15 Method C:
Stationary phase:Col YMC
Jsphere ODS I-180 20 x 2
Gradient:ACN : H20 + 0.05%
TFA 



4:96(0 min) to 95:5(2.0 min)
to 95:5(2.4 tin) Flow1 mL/min
20 Method D: Stationary
phase:Cot YMC Jsphere 33 x
2.1 Gradient:ACN+0.08%
FA:1420+0.1%FA (Fonnic
acid)                            5:95
(Omin) to 95:5 (2.5min) to
95:5 (3min) Flow1.3 mUmin
25 Method E: Stationary
phase:Col YMC Jsphere 33 x
2 Gradient:ACN+0.05% TFA
: H20 + 0.05% TFA 5:95(0
min) to 5:95(0.5 min) to
95:5(3.5 min) to 30
,95.5(4min) Flow1.3 mUmin
WO
2008/1177556PO1/EY21107/
01 I169 112 Method F:
Stationary phase:Col YMC
Jsphere 33 x 2.1
Gradient:ACN+0.05% TFA :
let0+0.05% TEA 2:98(0min)
to 2:98(1mtn) to 95:5(5min)
to 95.25) 5 Flow1 inUmin
Method G: 



Stationary phase:Col YMC
Jsphere CMS H80 20 x 2
Gradient:ACN : F1y0+0.05%
TEA 107:93(0 mm) to
95:5(1.2 min) to 95:5(1.4
min) Flow1.1 mUmin
Method H: Stationary phase:
15Gradient: Flow   Waters
XBridge G18 ACN+0.05%
TFA : H20+0.05% TFA
5:95(0 min) to 5:95(0.3 mm)
to 95:5(3.5n) to 95:5(4 min)
1.3 mL/min  20Method I:
Stationary phase:Col (MC
Jsphere 008 HBO 20 x 2
Gradient:RCN : H20 + 0.05%
TEA                          20:80(0
min) to 98:2(1.6 min) to
98:2(2.4 rnin) Flow1 mL/rnin
25 Method J: Stationary
phase:Waters Yaridge C18 4



Gradient1120 + 0.1% FA :
ACM + 0.08% FA
97:3(0 min) to 40:60(3.5 min)
to 2:98(5 mm) 30Flow1.3
mi./min  WO
2006077556PCT/EP2007/66
69 113  Method K Stationary
phase : Gradient : 5Flow :
Column Kromasil 018, 50x21
mm, 3,5 pm 020/ACNTTEA
(1000/3010.5) ACN/TFA
(1000/0.5) 100:0(0 min) to
0:100(12 mm) to 0:100(15
mm) 0.5 mUmin  Method L
Stationary phase :Column
Gemini 018, 3054.5 mm, 3
pm GradientH20 + 0.175 FA ;
ACN + 0.1% FA 1095:5(0
min) to 0:100(5.5 min) to
0:100(7.5 H) Flow :1 mL/min
Method M Stationary phase:
15Gradient : Flow : Method N



20 Stationary phase:
Gradient : Flow 25  Column
Gemini 018, 30x4.6 mm, 3
pm FI20 + 0.1% FA : ACN +
0.1% FA 95:5(0 min) to
95:5(1 min) to 0:100(9 min)
to 0:100(12 mm) 1 mUrnin
Column Acguity 880 018,
50x2.1 mm, 7.7 pm F120 +
0.05% TFA : ACN +
0.035%TFA 98:2(0 min) to
0:100(1.6 min) to 0:100(2.1
ratin) to 98:2(3 min) 1
mt./min  Determination of
Rho kinase inhibition To
measure Rho-kinase
inhibition, 1050 values were
determined according to the
following protocol: 30 Active
human recombinant ROCK II
(N-terminal Hise-tagged
recombinant human ROCK-II
residues 11-552) was
purchased from Upstate Ltd.,
Dundee, UK. The peptide
substrate,
Fluoreseein-AKRRRLSSTRA
-00011, was obtained from
JPT Peptide  WO
2008/077556PCTIEP200716
9 114 Technologies, Berlin,
Germany.
Adenosine-M-triptiosphate
(ATP), bovine serum
albumins (BSA),
dimethylsulphoxide (DMHO),
4-(2-Hydroxyethybpiperazine
-1- ethanesulfonic acid
(Mapes), Brij-35 and
dithiothreitol (DTT) were
purchased from
Sigme-ANdch, Munich,
Germany.
Tris(hydroxymettly0-aminom
ethane (Iris). 



5 magnesium chloride,
NaOH, 1M ICI and ROTA
were obtained from Merck
Biesciences, Darmstadt,
Germany. "Complete"
protease inhibitor was from
Roche Diagnostics,
Mannheim, Germany. Test
compounds were diluted to
the appropriate
concentrations in buffer 1 (25
mlia Tris-fiCI, pH 7.4, 5 mM
MgCie, 2 mM OTT 0.02%
(w/v) BSA and 3 % OM50).
The 10 ROCK II enzyme was
diluted to a concentration of
100 ng/m1 in buffer 2 (25
mM TrisHCI, pH 74, 5 mbl
M9C12, 2 mM DTI and
0.02% (w/v) BSA). The
peptide substrate and ATP
were diluted to
concentrations of 3 pM and
120 pM, respectively, in the
buffer 2. Two plot the
compound solution were
mixed with 2 pl of the diluted
enzyme in a 384-well small
volume microtiter plate
(Greiner, Bio-One,
Frickenhausen, Germany),
15and the kinase reaction
was initiated by addition of 2
plot the solution containing
peptide substrate and ATP.
After 60 min incubation at 32
C, the reaction was stopped
by addition of 20 plot a
solution containing 100 mIVI
Hepes-Na0H, pH 7.4, 0.015
% (v/v) Brij-35, 45 mIVI
EDTA and 0.227% chip
coating reagent 1 (Caliper
Lifescience Inc, Hopkinton,
MA). Phosphorylation of the
substrate peptide was then
detected on a 20 Caliper
3000 instrument essentially
as described by Pcmrnercau
et al (J. Biomol. Screening
9(5), 409-416, 2004).
Separation conditions were
as follows: Pressure -1.3 psi,
upstream voltage -1562 V.
downstream voltage -500 V.
sample sip time 200 ms,
Positive controls (buffer 1
instead of compound) and
negative controls (buffer 1
instead of compound and
buffer 2 instead of ROCK II)
were run in parallel on each
plate. 25 The following
products/compounds were
tested in said assay by using
the respective form (salt or
free base) obtained as in the
examples described above
and the following activities
were measured.  The given
activity is denoted as the
negative decadal logarithm of
the IC50 (p1050) as follows:
p1050 6 3.0 3.0 <P050 < 4.0
4++  4.0< plCge <5.0 +++4:
5.0 6 p1050 < 6.0 



6.0 5 p1050   116 Claims A
compound of the formula (I)
(I)  5 wherein R1 is H. OH or
NH2; 10R2 is (C2-Ce)alkyl,
(C1-C6)alkylene-R,
(C2-05)alkenyl,
15(C2-C6)alkynyl,
(C1-05)alkylene-0-R,
(CI-C6)alkylene-CHIR1,2,
(C1-C6)alkylene-C(0)-R'.
(C1-Ce)atifylene-C(0)NH2,
20
(C1-05)alkylene-C(0)NH-R%
(C1-Ce)alkylene-C(0)NH-(C1
-06)alkyl, 



(C1-06)alkylene-C(0)N[(C1
-C6)a141]2,
(C1-C6)alkyIene-C(0)N[R12;
(C1-C6)alkylene-C(0)O-(C1-
C6)alkyl,
25C(0)0eC1-05)alkyl,  WO
2008/077556PCOEP2007/61
1169 117 C(0)OR'
C(0)(C1-C6)alkyl, C(0)Ri,
C(0)-NH-(C2-C6)alkenyl,
5C(0)-NH-(C2-C6)alkynyl,
C(0)NH-(C1-C6)alkyl,
C,(0)11HRi.
C(0)-NH(01-C6)alkylene-Ri,
C(0)Nffe1-C6)alkylffiti 10
C(0)NRC1-06)alkYti
C(0)-(C1-C6)alkylene-Ri,
C(0)0(C1-C6)alkylene-Rii   or
R2 is (C1-06)alkyl, provided
that in said alkyl residue at
least one hydrogen is 15
substituted by OH, OCH3,
COOH, 000CH3, Ni12,
NHCH3, N(CI-13)2,
CONI-12, CONHCF13 or
CON(Cf-13)2 or R2 is a
(C1-C4)alkylene bound to the
cycloalkyl amine, in which
the (C1-C4) alkyiene forms a
second bond to a different
carbon atom of the cycloalkyl
amine ring 20 and forms,
together with carbon atoms
of cycloalkyl amine, a
second, 4-8 membered ring;
R3 is H, 25 halogen,
(C1-C6)alkyl,
(C1-C6)alkylene-R, OH, 



30111d2,  NHR", NR"R" or
NH-C(0)-R", 5R4 is Fl,
halogen, hydroxy, ON,
10(Ci-05)alkyl, (C1
C6)alkylene-Ri,      R5 is
1551, halogen, ON, NO2,
(01-C6)alkyl,
20(C2-C6)alkenyi,
(Ci-C6)aikylene-(C6-C10)aro,
(C2-C6)aikenYlene-(C6-C10)
alYi,
(01-C6)alkylene-(05-C10)het
erocyclyl,
25CH(OH)-(01-06)alkyl,
NH2, NH-R', 



NH-8021-1,      N51-802-(C1
-Ce)alkyl, 30NH-302-R',  119
NH-C(0)-(C i-C6)alkyk
NH-C(0)-R',
C(0)NRCI-C6jalky112,
C(0)0H, or 5
C(0)0-(C1C6)elkyl; R5 and
R5 are independenny of
each other H, 10(01-06)aleyl,
(Ci-C6)alkylene-Fe,
(Ce-C6)alkylene-0-(Cr-C6)alk
yl, (01-C6)alltylene-0-ff ,
(Ci-C6)alkylene-Cli[R12.
15(C1435)alkylene-C(0)-R',
(C1-C6)alkylene-C(0)NH2,
(C1-C6)alkylene-C(0)NH-N,
(01-C6)alkyiene-C(0)19H-(C
1-C6)alkyl,
(Ci-C6)alkylere-C(0)Nt(C1-C
6)NkY112,
20(C1-C6)alkylene-C(0)NfR1
2:
(C1-C6)a{kylene-C(0)0-(C1C
6)aNyl, C(0)0-(C1-C6)alkyl,
C(0)OR' C(0)(C1-06)alifyl, 25
C(0)R%
C(0)NH-(C1-C6)alkyl,
C(0)NHR ,
C(0)NRC1-C6)alkyliR' 



C(0)NRC1-C6)alltyl12,  120
C(0)-(C1-C6)alkylene-R',
C(0)0(01-C6)alkylene-R1 or
R6 and R6', together with the
N-atom to which they are
attached, form a (C5010)
heterocyclyl group; 5 R7 is H,
halogen, CN. 10 NO2.
(Ci-C6)alkyl, 0-(01-C6)alkyl,
(C2-C6)alkenyl,
15(02-C6)alkenyiene-(C6-C1
&aryl, (CrpC6)alkylene-R1
CH(OH)-(C1-C6)alkyl, NH2,
20 NH-602H,
NH-S02-(C1-C6)alkyl,
NH-S02-F, 



S02-NH2. S02-NHR1
25NH-C(0)-(C1-C6)alkyl,
NH-C(0)-R', C(0)NRC1
-C6)alky112, C(0)0H, or
C(0)0-(01-C6)alkyl:  WO
WIONAW7556PCT/E120071
011169 121 Ra is H. halogen
or (C1-02,6)alkyl; n is 1, 2, 3
or4; rn is 1, 2, 3,1 ors; 5 r is
0,1 or 2 and L is 0(CH2)p,
S(OH2)p, S(0)(0092)p,
S07,(Gri2)p, NH(OH2)p,
N(CLI-05)alkyL(GFi2)p,
N(C3-C6)cycloaRyL(C H2)p;
N[CO(C1-C6)elkyl]-(CH2)p or
NI(Ci-Cajalkylene-RI
10(CH)P; p is 0 1 2, 3 014;
wherein 15R' is
re3-08jcycloaRyl, (C5-C
0)heterocyolyl, (C6-C10)ary0
and 20R" is 



(03-C8)cycloalkyl,
(C5-C10)heterocydyl,
(C0-C10)artd, (01-C6)alkyl,
25(C1-C6)alkylene-RL
(C1-Ca)elkylene-0-(Ci-C6)allt
yl, (C1-06)aileytene-O-R, or
(C1-06)alkylene-NRxRy; and
wherein Rx and Ry are
independently of each other
30(01-C6)alkyl,  122
(C6-010)heterocyclyi,
(00-010)0hA
(Ci-O4)olkylene-(06-C1g)het
erocyclyl,
(C1-C4)alkylene-(C6-010)00/
1. 5(C -C4)afkylene-NH(O
-O6jalkyl,
(C1-04)alkylene-NN
-C6)alkY112, (O
tO4)alkylene-NRC6-Crylk , or
(C1-04alkylene-NRC6.-C10)
heterocycly112; 10 wherein
in residues R2, R4, R6, R6,
R6', R7 and R8 alkyl,
alkylene or cycloalkyl can
optionally be substituted one
or more times by 01-i,
001-13, COOH, 0000H3,
N112, NHCH3, N(CH3)2,
CONH2, CONHCH3 or
CON(CH3)2;      wherein in
residues R2 to Rg alkyl or
alkylene can optionally be
substituted one or 15 more
times by halogen; 



wherein in residues R2 to R8
(O6-.C10)aryl and (C6-C1
0)heterocycly1 are
unsubstituted or substituted
one or more times by
suitable groups
independently selected from
halogen. OH, NO2, N3, ON,
C(0)-(Cf -O6)alkyl,
C(0)-(C6-CiOaryl, COOH,
000(01- 20C6)alkyl, CONH2,
CONH(C1-O6)alkyl,
CONRC1-C6)alky112,
(C3-Cg)cycloalkyl,
(O1-06)alkyl.
(01-06)alkylene-OH,
(Ci-C6)alkylene-NH2,
(Ot-C6)alkylene-NH(01O6)al
kyl,
(01-06)alkylene-NUC1-C6)al
kS012, (C2-C6jalkenyl,
(C2-C6)alkynyl,
0-(Cr06)alkyl,
0-0(0)-(C1-C6)alkyl, P03H2,
SO3H, S02-NH2,
SO2NH(C1-O6)alkyl.
SO2NRC1-C6)alky112,
S-(C1-6)alkyl;
60-(C1-06)alkyl,
S02-(01-C6)alkyl, 25
S02-N=OH-N[(01-06)alkylk
O(NH)(NH2), NH2,
NH-(C1-C6)alkyl,
N[(01-C6)alky1)2,
NH-C(0)-(01-C6)alkyl.
NH-C(0)O-(C1-C6)alkyl.
NH-S02-(C1-06)alkyl,
NH-S02-(C6-Ol &aryl,
NH-S02-(Og-Cf
0)heterocyclyl, N(O1-
C6)alkyl-C(0)-(C1-06)alkyl,
N(C1-06)allsyl-O(0)0-(01-C6)
alkyl,  WO
20081077.,56PCVEP2007/9
11169 123
N(Ci-05)alkyl-C(0)-NH-(Ci-Ce
lalkyll, (C5-C10)aryl.
(C1-Co)alkylena-(C5-C10)ary
l, 0-(Co-C10)allYI.
0-(G1-C6)alkylene-(C6-(310)
arif (C5-C1o)leterocycIyl,
(C1-06)alitylene-(C5-C
0)heterccydyl,
0-(01-05)alkylene-(C5-C10)h
eterecyolyt, 6 wherein the
(C6-Cia)aryl or
(C5-C10)heterocycly1 may
be substituted one to three
times by a group
independently selected from
halogen, OH, NO2, ON,
Cll(C1-C6)alkyl,
(C1-C6)alkyl, *Mg,
NH(Ci-C6)alkyl,
Nri-Cd)alkyl]2, 602C1-13,
COOH, (3(0)0-(CHC5)alkyl,
CONH2,
(C1-C6)alkylene-0-(C1Ce)alk
yl,
(C1-C6)alkylene-O-(C6-C1g)
aryl, or 0-(C
1-C6)alkylene-(C6-C 10)andl;
10or wherein (Cs-Cig)aryl is
yicinally substituted by a
0-(01-04)alltylene-O group
whereby a 5-8-membered
ring N formed together with
the carbon atoms the oxygen
atoms are attached to; and
wherein aryl or
heterocyclyisubstXuents of
(C5-Ci &aryl and
(C5-C1g)heterocycly1 groups
may not be further
substituted by an aryl or
heferocycly1 containing
group; 15 or their
stereoisorneric and/or
tautomeric forms and/o; their
pharmaceutically acceptable
salts. 2A compound of
formula (I) according to claim
1, s herein R1 is H and is
20characterized by the
formula (II) 



HR8  WO
2008197755650T1EP211071
01 1160 124     4. A
compound of formula (I)
according to claim 1 or claim
3, wherein R1 is OH and is
characterized by the formula
(iW) 5. A compound
according to claim 1, wherein
Hi is NH2. 196.A compound
according to one of claims Ito
5. wherein R3 is H. halogen,
(C1-C4)alkylene-R', OR" or
NHR". 7.A compound
according to one of claims 1
to 6, wherein R3 is H or
NHR". 15 B.A compound
according to one of claims 1
to 7, wherein R3 is H;
Ni4-(C5-Cg)heterocyclyi, or
NH-phenyl. 9.A compound
according to one of claims 1
to 8, wherein R3 is H. 20
10.A compound according to
one of claims 1 to 9, wherein
Rg is H. halogen or (C1-
Ca)alkyt.  125  11. A
compound according to one
of claims Ito 10, wherein R8
is H. Cl, F. methyl or ethyl. 



12. A compound according to
one of clams 1 to 11. wherein
R8 is H. 5  13. A compound
according to one of claims 1
to 12 herein 84 is H, halogen
or (C1-C6)alkyl.  14. A
compound according to one
of claims 1 to 13, wherein 84
is H, halogen or
10(01-C4)alkyl.  15. A
compound according to one
of claims 1 to 14, wherein
F14 is H.  16. A compound
according to one of claims Ito
15, wherein R5 is H.
halogen, CN, 15(C1-C6)alkyl,
(C2-05)alkenyl. R',
NH-(C6-C10)aryl or
(C1-C8)alkylene-(C6-C1
&aryl and
(C1-C8)alkylene4C5-C10)-he
terocyclyl.     17. A
compound according to one
of claims 1 to 16, wherein R5
is H, halogen, (C1-C6)alkyl,
(C2-05)alkenyl, R',
NH-(C6-C10)aryl or
(C1-C6)alkylene-(C6-C10)31
Y1 20and (C1
-C6)alkylene(C5-C10)-hetero
cyclyl.  18. A compound
according to one of claims 1
to 17, wherein R5 is H,
halogen, (C1-C6)alkyl,
(C2-C6)alkenyl,
(C6-C10)aryl,
NH-(C6-010)arYI,
(C1-C2)allwlene-(C6- Ci
&aryl or (C5-C10)heteroaryl.
25  19. A compound
according to one of ClaIMS 1
tO 13, wherein R5 is H,
halogen, (C1-C6)alkyl,
(C2-06)alkenyl, (C8-Cin)aryl,
or (C5-C10)heteroaryl. 20. A
compound according to one
of claims 1 to 19, wherein
R5is H, halogen, 30methyl,
ethyl, vinyl, phenyl; thienyl, or
pyridyl.  126  21. A
compound according to one
of claims 1 to 20, wherein R5
is H, halogen, methyl. or
ethyl.  22. A compound
according to one of claims 1
to 21, wherein R  23. A
compound according to one
of claims 1 to 22, wherein
R7halogen. CN, (01C6)alkyl,
0-(C1-C6)alkyl,
(C2-C6)alkenyl, Rr or
(C1-(96)alkylene-(C3-05)cycl
oalkyl. 



10 24.A compound according
to one of claims Ito 23,
wherein R7 is H, halogen,
CN. (CI-C4)alkyl.
0-(C1-C4)alkyl,
(C2-C4)alkenyl, phenyl,
cyclopropyl or
(C5C6)heteroaryl.  25. A
compound according to one
of claims 1 to 24, wherein R7
is H, fluor, chloro, 15hromo,
methyl, ethyl, methoxy,
phenyl, nitrile, cyclopropyl,
thienyl or vinyl.  26. A
compound according to one
of claims 1 to 25, wherein R7
is H, fluoro, chloro, bromo,
methyl or methoxy. 20 27.A
compound according to one
of claims ito 26) wherein R7
is H.        28. A compound
according to one of claims 1
to 27, wherein m is 2, 3, or 4.
29. A compound according to
one of claims 1 to 28,
wherein m is 3. 25        30. A
compound according to one
of claims 1 to 29, wherein R2
is (C7-05)alkyl.
(C-i-05)alkylene-R',
30(C2-C6jalkenyi,  WO
20081077556PCY)076 127
(C1-C3)alkylene-C(0)NH2,
(01ge6)allryiene-C(0)N1-1-R'
,
(Cry-C6)aikylene-C(0)N1H-(
C.1-C6)alkyl,
(Ci-C6)alkylene-C(0)NRC1-C
Oalh012.
5(Ci-Cetaitcylene-C(0)NtR'12
;
(C1-Ce)alkylene-C(0)O-(C1-
C6)alkyi,
C(0)NN4C1-C3)alkyl.
C(0)N1-1R., 



C(0)-NH-(C2-C6)alkenyl, 10
C(0)-NH-(C2-C6)alkynyl,
C(0)-NH(Ci-C6)alkylene-R',
C(0)N[(C1-C6)alky[]R'
C(0)NRCI-C6)alkyll2;
C(0)-(C1-Cg)alkylene-R',
15C(0)0(Ci-C6)alkyleneff; or
R2 is1-C6)alkyl, provided
that in said alkyl residue at
least one hydrogen is
substituted by OH. OCH3,
COOK, COOCH3, NN2,
NHCH3, N(CH3)2, CONH2,
CONHCI43 or CON(CI-13)2;
20 or R2 is a
(C1-C4)akcylene bound to
the cycloalkyl amine, in
which the (C1-C4) alkylene
forms a second bond to a
different carbon atom of the
cycloalkyl amine ring and
forms, together with carbon
atoms of cycloalkyl amine, a
second, 4-8 membered ring;
25 31A compound according
to one of claims 1 to 30,
wherein R2 is (C
mCg)alkylene-12'.
(C2-Cg)alkenyl,  128
(C1-C6)alkylene-C(0)N1-12,
(Ct -C6)alkylene-C(0)NH-R',
(C1-Ce)alkylene-C(0)NH(C1-
Cgjalkyl,
C(0)NH4C1-06)alkyl, 5
C(0)NHR',
C(0)-NH(Co-08)alkynyl,
C(0)-NH(Ci-C6)alkylene-R',
Or R2 15 (01-03)alkyl.
provided that in said alkyl
residue at least one
hydrogen is 10 substituted by
OH, OCH3, COOH, 0000H3,
NH2, NHCH3, N(CH3)2,
CONH2, CONHCF13 or
CON(CH3)2; or R2 is a
(Ci-04)alkylene bound to the
cycloalkyl amine, in which
the (C1-C4) alkylene forms a
second bond to a different
carbon atom of the cycloalkyl
amine ring 15 and forms,
together with carbon atoms
of cycloalkyl amine, a
second, 4-8 membered ring:
32.A compound according to
one of claims ito 31 wherein
R2 is 



20(CI-06)alkylene-Rt
(02-C8)alkenyl,
(C-i-C8)alkylene-C(0)NH-R'.
(01-03)alkylene-C(0)NH-(01-
06)alkyl,
C(0)NH-(01-06)alkyl, 25
C(0)NHR'.
0(0)-NH-(02-06)alkynyl,
C(0)-NH(C1-06)alkylene-R',
WO
20(181077915PCDER21111
7/011169 129 and forms,
togethercarbon atoms of
cyclembered 33.A compound
according to one of claimo
32, wherein n2 or 3. 5 34.4
compound according to one
of claims ito 33, wheren n is
1 Of 2.  36. A compound
according to one of claims 1
to 34, wherein n is 1. 1036.A
compound according to one
of claims 1 to 35, wherein r is
0 or I.  37. A compound
according to one of claims 1
to 36, wherein R6 and R6`
are independently of each
other H. 15(C1-C6)alkyl,
(C1-C,i)alkylene-(C3-Cg)cycl
oalltyl.
(C1-C4)alkylene-(C6-C10)het
erocyclyl,
C1-C4)alkylene-(Cp-C1g)aryl
, 20
(Cregjalkylene-0-(C1-C6)alky
l,
(C1-C4)alkylene-C(0)-(Cs-C1
0) heterocyclyl, (C1 -C4)8
lkylene-C(0)-(C6-Ci 



(C-I-C6)alkylene-C(0)NI(C1-
C6)alkylk,
(C-I-C6)alkylene-C(0)NH-(Ci-
C6)alkyl,
25(C1-C6)alkylene-C(0)03(C
1-C6)alkyl,
C(0)(1)-(Ci-C61alkyl,
C(0)(C-I-C6)alkyl. C(0)R'
C(0)NH-(C1-C6)alkyl,
C(0)51[(01-C6)alky112, or
130 C(0)(C-I-Ce)alkylene-R'.
or Re and Re', together with
the N-atom to which they are
attached, form a (C5-C1
e)heterocycly1 group. 5 38.A
compound according to any
of claims 1 to 37, wherein Re
and Re are independently of
each other H, (C1-C6)alky1,
(05-C10)heterocycIy1,
10(C3-Ce)cycloalkyl,
(Ce-ClI)ana.
(Ci-Cit)alkylene-(C3-Cg)cyclo
alkyl,
(Ci-C4)alkylene-(Cs-Cig)hete
rocyclyl,
(C1-C4)aIkAene-(C6-C10)sra
l,
15(C1-Ce)alkytene-0-(Ci-C6)
alky1
(C1-Ce)aIkylene-C(0)NUC1-
Cejalkyl]2,
(Ci-Ce)alkylene-C(0)NH-(Ci-
Ce)alky1
(Ci-Ce)alkylene-C(0)0-(Ci-Ce
)alkyl, C(0)0-(C1-C6)alkyl, 



20C(0)(Ci-Ce)alkyl,
0(0)(C3-05)cycloalkyl,
C(0)NH-(C1-Ce)alkyl,
C(0)51[(C1-Ce)alky]l2, 0(0)
(C1-(06)alkylene-(C3-CgIcycl
oalkyl, 250(0)
(01-0e)alaylene-
(C5-Cie)heterocyclyl, 0(0)
(01-06)a[KYIene-(C6-010)5I1
d. or R6 and Re', together
with the N-atomto which they
are attached form a (05-01
r)heterocyclylgroup.  131 39.
A compound according to
any of claims 1 to 38,
wherein R6 is H,
(C1-06)alkyl,
(C3-C6)cycioalkyl or
(Cii-C4)alkylene-(03-06)cyclo
alkyl, and Rgi is H,
(C1-C6)alkYi,
5(C3-C8)cycloaikyl,
(05-010)heterocyclyl.
(C6-C10)aryl,
(C1-04)alkylene-(C3-C8)cycl
oalkyl,
(C1-Ce)alkylene-(Cg-C10)het
erocyclyl,
10(Cii-C4)ailcylene-(C6-010)
aryl.
(01-C6)alkylene-0(01-08)alky
l,
(C1-C6)alkylene-C(0)NH-(C1
-C6)alkyl,
(C1-Cbalkylene-C(0)NRC1-C
6)alkY82:
(C1-C6)alkylene-C(0)0-(C1-C
6)alkyl.
15C(0)0-(C1-C6)alkyl. 



C(0)(C1-C6)alkyl,
C(0)(C3-.C8)cycloalkyl,
C(0)NH-(C1-C6)alkyl,
C(0)NR01p08)alkyl]2,
20C(0)(C1-C6)alkylene..(03-
C8)cycloalkyl,
C(0)(Ci-C6)alkylene-(Cst
iig)heterocyclyl,
0(0)(Cii-06)alkylene-(C6-010)
990, or R8 and R6i, together
with the N-atom to which
they are attached, form a
(C8-010)heterocyclyi group.
25 40. A compound
according to any of claims 1
to 39, wherein R8 is H,
(C1-C6)alkyl and 198 is H,
(01-C6)alkyl,   132
(C3-C8)cyclicalltyl, 0)aryl,
(C6-.010)heterocyclyl,
(C1-04)alkylene4C3-C8)cycl
oalkyl, 5
(CeC4)alkylene-(Cs5C10)het
erocydyi,
(C1-C,6)alkylene-(C6-C10)dr
Yl,
(C1-04)alkylene-0-(Cm-C4)al
kyl,
(C1-04)alkylene-C(0)NpCii-(3
4)alkylig,
(Ci-C6)alkylene-C(0)Nt1-035
1-C6)allicyl,
10G(0)(C1-C6)alkyl, C(0)03
ii-Cs)alkylene466-Cii
0)heterocyclyl, or 



R6 and Re, together with the
N-atom to which they
(06-Cio)heterocycly1 group.
ttached, form a  15 41. A
compound according to any
of claims 1 to 40, wherein R6
is H, (C-nC6)alkyl and Re is
H, (C1-Cp)alkyl;
20(C3-C8)cycloalkyl;
(C1-C4)alkylene(C3-C6)cyclo
alkyli
(C1-C4)alkylene-0-(C5-C4)al
kyl;
(C1-04)alkylene-C(0)NRC1-
C4)alkylki
(C1-C4)alkylene-(C6-:00))ryh
aetei;rocyclyi, or
25(C1-C4)alkylene-(C6-
C(0)(C1-C4)alkyl; C(0)(C
ii-C4)allitylene-(C5-010)heter
ocyclyii or Rs and Reh
together with the N-atom to
which they are attachedform
a (C6436)heterocyclyl group.
550
2008/11775Mectriiiheolotoina
e 133  42. A compound
according to any of claims Ito
41, wherein R6 a H,
(C1-C6)alkyl and Rg' is H,
tel-C6)alkyl or
(Ca-COcrycloalkyl.  43. A
compound according to any
of claims 1 to 42, wherein R6
is H and R6' is H, 



5(C1-C9)alkyl or
(Ca-CtiPcycloalkyl.  44. A
compound according to any
of claims 1 to 43, wherein R6
and R6' are H.        45. A
compound according to one
of claims Ito 44, wherein m is
3 arid L is 10 attached to the
3-position or to the 4-position
of the amino cyclohexane
ring.  46. A compound
according to one of claims 1
to 45, wherein m is Sand L is
attached to the 4-position of
the amino cyclohexane ring.
15 47.A compound according
to one of claims 1 to 46,
wherein L is S(CH2)19,
S(0)(OH2)p, or 802(C HOP.
48. A compound according to
one of claims 1 to 46,
wherein L is NH(01-12)p or
N(C1-C6)alkyl)-(OH2)p. 20
49. A compound according to
one of claims 1 to 46,
wherein L is 0(6H2)p. 50. A
compound according to one
of claims 1 to 49, wherein p
is 0. 25 51.A compound
according to claim 1, wherein
R1 is H or OH       22 is R',
(07-Cg)alk-yl,
(01-06)alkylene-R%
(C1-C6)alkenyl,
30(C1-136)alkylene-C(0)Nh1
2,
(01-C6)alkylene-C(0)NH-R,
WO
20081077956PCOEF200701
11169 134
(Ci-C6)alkylene-C(0)NH-(01e
5)alkyi,
(CI-C6)alkyiene-C(0)NRC-1-
C6)alky112,
(CI-C6)alkylene-C(0)N[R12,
(C1.C.6)alltylene-C(0)0-(Ci-C
6)alkyl. C(0)NH-(Ci-C6)alkyi,
C(0)NHR',
C(0)4NH-(C2-C6)alkenyl,
G(0)-NH-332-C6)alkynyl,
C(0)-NH(C1-13.6)alkyiene-R'
, C;(0)NRCi-C6)alkylp',
C(0)NRCi-C61anwil2, C(0)-
5(CC6)alkylene-R',
C(0)0(Ci-C6)alkylene-R'; 



or Rs is (C1-C6)alkyl,
provided that in said alkyl
residue at least one
hydrogen is substituted by
0H, OCH3, COOH,
00001-13, NH2, NHCH3,
N(OH3)2, CONH2, 10
CONFICH3 or CON(CH3)2:
or R2 is a (C.1 -C4)alkylene
bound to the cycloalkyl
amine, in which the (C
alkylene forms a second
bond to a different carbon
atom of the cycloalkyl amine
ring and forms, together with
carbon atoms of cycloalky!
amine, a second, 4-8
membered 15ring; Rg is H,
halogen, (C1-C4)alkylene-R',
0-R" or NHR", R4 is H,
halogen or (C1-C6)alltyl; 20
R5 is H, (C1-C6)alkyl,
halogen, ON.
(C3-C6)alkenyl,
(C6-010)ofYI,
RH-(C6-C10)arYl.
(01-06)alkylene-(Cg-010)aRil
, (C5-CifBheterocycly1 or (C
-C6)alkylene-(Cg-C-1
r)heterocyclyl: 25 R6 and R6'
are independently of each
other H,
R',(C1-C6)atkylene-R'.
(01-C6)alkylene-O-(C1-C6)al
kyl, (C1-06)alkylene-0-Fh.
(Ch-C6)alkylene-CH[R']2, (0i-
05)alkylene-C(0)N112,
(Ci-C6)alkylene-C(0)NH-R',
(C1-C6)alkylene-C(0)NyciC4)
alkylk"
(C1-C6)alkylene-C(0)N[R]2,
C(0)0-tC1-C6)alkyl,
C(0)(C1-C6)alkyl,
C(0)(C3-C8)oycloalkyl.
C(0)(C5-C1g)heterocyolyl.
C(0)NH-(C1-C6)alkyl,
C(0)NRCi-  WO
20011071556PCILEP2007/0
11169 135 C6telity112,
C(0)(C1-C3)alitylene-C3-C3)
cycloalkyl,
0(0)(C-i-Catalkylenet(C3-ClO
)heterocydyl,
C(0)(Ci-C8)alkylenet(CatClo)
aryl, or Ra and Ra', together
with the NI-atom to which
they are attached, form a
(C3-C6)heterocycly1 group;
5 Rye H, halogen, Cht,
(C1-C6)2,11.3.4,
0-(Ci-C6)alkyl,
(C2-C6)alkenyl or R'; RB is
H, halogen or (C1-Ce)alkyl;
10 mis 2,3 or4 n is 1, 2 or 3, 



r is 0,1 or 2 15 Lie o(cH2)p,
S(CH)p, NH(CH2)p or
N(C1C2)allcyHCH21P, and p
is 0,1 or 2. 20 52.A
compound according to claim
1, wherein R1 is H or OH; R2
is R', (C1-C6)alic1'lene-R',
(C1-C6)alkenyl,
(C1-C6)alkylene-C(0)N.H2,
(Ct-
25C6)alitylene-C(0)NH-R',
(C1-C6)alltylene-C(0)NH-(C1
-C6)alkyl,
C(0)NH-(C1-05)alkyl,
C(0)NHRL
C(0)-Nit-(C2-C6)alkynyl,
C(0)-N1-1(C
1-Ca)alkylene-R',    or R2 is
(C1-C3)alkyl, provided that in
said alkyl residue at least
one hydrogen is substituted
by OH, OCH3, COOH,
COOCI-13, NH2, NFICH3,
N(CH3)2, CONH2, 30
CONHCH3 or CON(CH3)2;
WO
20081077556PCITEP2007/0
I1169 136 or R2 is a
(C1-C4)alkylene bound to the
cycloolkyl amine, in which
the (01-04) alkylene forms a
second bond to a different
carbon atom of the cycloalkyl
amine ring and forms,
together with carbon atoms
of cycloafkyl amine, a
second, 4-8 membered ring;
S R3 is H, halogen or NHR",
wherein R" is defined as
above; R4h(C1-C4)alkyl,
10R5 is H, (Ci-C8)alkyl,
halogen, (02-04)alkon
(CO0/a rYl. (C1
-C8)alkylehe-(C6- C &aryl or
(C5-Cig)heterocyclyl: R8 and
R8' are independently of
each other hi,
633-C8)cycicialkyL
(C1-C8)alkyl, (Ci-
C8jelkyiene-0-(C1-Cia)alkyl.
(C1-C3)alkylene-R';
C(0)(81-C8)alkyl, C(0)(C3-
C8)cycloalkyl,
C(0)(C5-08)heterocyclyl,
C(0)(C1-C8)alkylene-C3-C8)
cycloalkyl, 



15C(0)(C;
-C8)alkylene-(C5-C8)heteroc
ycly1 or C(0)(C
-C8jalkylene--(C8-Ci &aryl;
R2 is H, halogen, CM,
(C1-C8)alkyl,
CffC-E-C8)alkyl,
(C2-06)alkenyi or R'; R8 is H,
halogen or (C1p08)alkyl; 20
m is 2, 3 or 4; n is 1, 2 or 3;
25r is 0 or Lis 0(CH2)p.
S(CH2)p or NH(CH2)P; and
p is 0 or 1.  137 53.A
compound according to claim
1, wherein S1 is H or OH;
5R2 is R', (Ci-C6)alkylene-R',
(C1-C6)alkenyl,
(C1-C6)alkylene-C(0)NH-R';
(Cr
C6)alkylene-C(0)NH-(91-C6)
alkyl, C(0)N1H-(C1-C6)alkyl,
C(0)NHR',
C(0)-NH(C2-05)alkynyt
C(0)-NH(C1-C6)alkylene..R',
or R2 is a (Ci-C4)alkylene
bound to the cycloalkyl
amine, in which the (C1-C4)
10 alkylene forms a second
bond to a different carbon
atom of the oycloalkyl amine
ring and forms, together with
carbon atoms of cycloalkyl
amine, a second, 4-8
membered ring; R3 is H,
NH-(C5-C6)heteroaryl or
NH-phenyl: 15 R4 is H,
halogen or (C1-C4)alkyl; R5
is H, (Ci-C4)alkyl, halogen,
(C2-C4)alkenyl,
(Cg-C1(C1-C2)alkyl- 



(06-040)aryl or
(C5-C6)heteroaryl; 20 R6 is
H, (C3-C6)cycloalkyl or
(C1-04)alkyl; R6' is H,
(C3-C8)cycloalkyl,
(Ci-C6)alkyk
(C1-C3)alkyiene-R':
C(0)0-(C1-C6)alkyl,
C(0)(C1-C6)alkyl,
C(0)(C3-C6)cycloalkyl.
C(0)(C5-C6)heterocyclyl,
25C(0)(Ci-C3)alkylene-(C3-C
6)cycloalkyl,
C(0)(C4-C3)alkylene-(05-C6)
heterocyclyl, or
C(0)(C1-C3)alkylene-phenyl:
R7 is H, halogen. CN,
(C1-C4)alkyl, 0(C1C4)alkyl,
(C2-C4)alkenyl, phenyl,
cyclopropyl,
(C5-C6)heteroaryk  138 R7 is
H. halogen CICl-Ca)alkyl,
C(0h1-04)alkyl.
(07-C4)alkenyl, phenyl,
cyclopropyt
(C8-C6)hateroarYli 5P8 is H,
halogen or (01-04)alkyl: m is
3 051  10 r a 0 or 1 and L is
Ch S or NH: 15or their
stereoisomeric and/or
tautomeric forms and/or their
pharmaceutically acceptable
salts. 54.A compound
according to claim I selected
from the group of
6-(4-Ally1-4-amino-cyciohezy
loxy)-7-chloro-2H-ispouinolin-
1-one.
8-(4-AllyI-4-amino-cyclohexyl
oxy)-2H-isoquinolin-1-one,
206-(4-amino-4-benzyl-cyclo
hexyloxy)-7-chloro-2Hasoqui
nolin-1-one, 



5-(4-Amino-4-phenyl-cyclohe
xyloxy)-7-chloro-2H-isoguinol
in-1-one,
6-(4-Arninomethy1-4-phenyly
cyclohexyloxy)-7-ohloro-2H-i
soguinolin-1-one.
6-[4-Aminomethy1-484-chlor
o-phenyb-cyclohexyloxy]-7-c
hloro-2Hasopuinolinthione,
64-1-Aminamerhy1-4-(3-chlo
ro-phenyhtcyclohexyloxyl-7-c
hloro-2H-isoquinolin-1-one,
256-[4-Aminomethy1-4-(3-m
ethyliipheny1)-cyclohexyloxyt
-7-chlore-2H-isoquinolin-1-on
e,
684-Arninomethyl-4-(3,4-dim
etboxy-phenyb-cyclohezyloxy
]-7-ohloro-2H-isoquinolin-1-o
ne,
614-Aminomethy1-4-(4-fluoro
-phenyhtcyclohexyloxy]-7-chl
oro-2H-isoquinolin-l-one.
6-[4-Aminomethyl-4-(4-metho
xy-phenyh-cyclohexyloxy]-7-
ohloro-21-1-isoquinolintl-one,
644-Aminornethyl-4-(4-methy
l-pnenyhtcycichexyloxy1-7-ch
loro-2H-isoquinolin-1-one
305-14-Aminomethyl-4-(3.4-d
ichloro-phenyll-cyclohexyloxy
l-7-chloro-2H-isoquinolintl-on
e, or
Ca4-(7-Chlaro-isoquinolin-6-
yloxy)-1-phenyl-cyclohexyl-m
ethylamineh or their
stereoisomeric and/or
tautomeric forms and/or their
pharmaceutically acceptable
salts thereof.  WO
2008/0775:16PCOMOIO/011
169 139 55.A compound
according to claim 1 selected
from the group of
6-(4-Ailyl-4-aminp-cyclehexyl
oxy)-4,7-cfimethyl-2HAsoqui
nolire1-one.
5-(cis-4-Nly1-4-ornine-nyttion
exyloxy)-7-methyl-2H-isequin
olin-l-one ,
5-(cis-4-Amino-4-cyclopropyl-
cyclohexylotty)-7-chlore-2H-i
scquinelin-l-one,
56-(trans-4-amino-4-cyclopto
pytoyclohexybxy)-7-chloro-2
H-isoguinolin-1-one,
6--(trans-4-aminp,A-cyclopro
pyl-cyclohexyloxy)-7-methyl-
2H-isoguipolin-1-one,
5-(cis-1
-amino-bicyclohexy1-4-yloxy)
-7-chforo-2H-isoguinolin-l-on
e,
6-(transtemino-bicyclohexy9-
4-yloxy)-7-chlorn-2H-isoquin
olin-1--one,
6-(5-ally1-5-amino-erlooctylo
xy)-7-chloro-2H-isoguirtolin-1
-one.
'106-[cis-4-amino-4-(3-metho
zy-propylycyclohexyloxyl-7-e
hloro-2H-isequinolin-1-one,
6-[trans-4-amino-4-(3-methox
y-propy1)-cyclohexy!oxy]-7-c
hloro-2H-isoquinolin-l-one,
6-(trans-4-Benzylamino-4-cy
clopropyl-cyclohexyloxy)-7-o
hloro-2H-isoguinolin-tone ,
7-chloro-6-(trans-4-cycloprop
yi-4-isopropylamino-cyclohex
yloxy)-2H-isoquinolin-1-one,
7-chloro-6-(4-cyclopropy1-4-
ethylamino-cyclohexyloxy)-2
H-isoguinolin-1-one,
156{cis-fl-Amino-4-(3-hydrox
y-propyl)-cyclohexyloxy]-7-ch
loro-2H-isoquinolin-1-one,
6-ftrans-Aamino-4-(3-hydroxy
-propy)-cyclohexylotcyj-7-chl
oro-2H-isoquinolin-1-one
644-amino-4-(2.3-dihydroxy-
propyl)-cyclohexylcoty]-7-ohl
oro-2H-isoguinolin-1-one,
645-Amino-5-(3-hydroxy-pro
py1)-cyclooctyloxy1-7-chlorc-
21-1-isoquinplin-1-one,
645-Amino-5-(3-methoxy-pro
pyl)-cyclooctyloxy]-7-
chloro-2H-isoquinolin-1 -one,
20645-Amino-5-(Z3-dihydrox
y-propy1)-cycl000tyloxy]-7-ch
loro-2H-isoquinolin-1-one.
6-[cis--4-Amino-4-(4-fluoro-p
henyl)-cyc[ohexyloxy]-7-chlor
o-2H-isoguinonn-1-one,
6-(cis-4-Amino-4-phenyl-cycl
ohexylotcy)-7-chloro-2H-isog
uinolin-1-one,
6-(trans-4-Amino-4-phenyl-cy
clohexy{oxy)-7-chloro-2H-iso
guinolin-1-ene,
6-[cis-4-Amino-4-(4-trilluorom
ethyl-pheny1)-cyclohentIoxy)
-7-chloro-2H-isoguinolin-1 -
25one,
6-[cis-4-Amino-4-(4-fluoro-ph
enyn-cyclphexyloxy]-4-benzyi
-7-rnethyl-2H-isoquinolin-Ion
e, 



6-[cis24-Amino-4-(3,5-dimeth
yl-phenyl)-cyclohexyloxy}-7-c
hloro-2H-isoguinolin-l-one,
6-[cis-4-Amino-4-(3,5-dimeth
yl-phenyl)-cyclohexyloxy]-7-
methyl-2H-isoquinolin-1-one,
64eis-4-Amino-4-(2,4-difluoro
-phenyn-cyclohexyloxyl-7-chl
oro-2H-isoquinelin-1-one,
61cis-4-Amino-1-(2,6-difluoro
-phenyn-cyclohexyloxy]-7-chl
orc-2H-isoguinolin-1-one,
6-this-4-Aminn-4-(2,6-difluore
-pheny0-eyclohexylond-7-rne
thyl-21-1-isoguinolin-1-one,
WO
2008/077556POWEP211070
11169
6-[cis-4-Arnino-454-fluoro-ph
eny1)-cyclohexyloxy]-7-meth
y1-2H-isoguinolin-1-one,
64cis-4-Amino-.4-(2,B-difluor
c-phenyl)-cyoIohexyIcixy]-4-b
ehzyI-7-rnethyi-2Hisoquinolin
-'1 -one,
3-[cis-1-Amino-452,4-difluorc
-pheri)(0-cyclohexylorty/-7-m
ethyl-21-1-isoguinolin-1-ono,
56-icis-4-Amino-d-(2-fluoro-p
heny1)-cyclohexyloxy]-7-chlo
ro-2H-isoguinolin-1-one,
Cicis-4-Amino-4-(2-fluoro-ph
enyl)-cyclohexyloxy1-7-meth
yl-2H-isoguinolin-l-one,
64ois-4-Amino-4-(3,5-dimeth
yl-pheny1)-cyclohexylory]-7-c
hloro-2H-isoquinolin-1-one,
6-91R,5R)-6-Amino-bicyclo[3
.3.1]non-2-yloxy)-7-chloro-21
-1-isoguinolin-1-one,
6-010,5R)-6-Amincebicyclo[3
.3.1]non-2-yloxy)-7-methyl-2
H-isoquinolin-1-one,
1965(1R,513)-6-Amino-hicycl
o[3.3.11non-2-yloxy)-4-benzy
1-7-methyl-2H-iseguinolin-1-
one,
6-(4-Amino-bicyclo[2.2.2]octo
l-yloxy)-7-chloro-2H-isoquinol
in-1-one,
6-(03-endo)-3-aminobicyclo1
3.3.1]non-9-ylioxy)-7-chiorois
oquinolin-1(2H)-one,
64[(3-Exo)-3-arninobicyclo[3.
3.1]non-9-ylloxy)-7-chloroiso
quinolin-1(2H)-one,
1565[(3-Endo,8-syn)-3-amino
bicyclo[3.2.11oct-8-ygoxy1-7-
chloroisoquinelin-1(2H)-one,
or
6-11(3-endo,8-anfi)-3-aminob
icyclo[3.2.1]oct-8-yljoxy)-7-ch
loroisequinolin-1(21-0-one, or
their stereoisornenc end/or
tautomeric forms and/or their
pharmaceutically acceptable
salts thereof. 20 56.Use of at
least one compound of the
formula (I) and/or its
pharmaceutically acceptable
salt as claimed in one of
claims 1 to 55 for producing
a medicament. 57.Use of at
least one compound of the
formula (I) and/or its
pharmaceutically acceptable
salt as claimed in one of
claims 1 to 55 for producing
a medicament for the 25
treatment and/or prevention
of hypertension, pulmonary
hypertension, ocular
hypertension, retinopathy,
glaucoma, peripheral
circulatory disorder,
peripheral arterial occlusive
disease (PAOD), coronary
heart disease, angina
pectoris, heart hypertrophy,
heart failure. ischemic
diseases, ischemic organ
failure (end organ damage),
fibroid lung, fibroid liver, liver
failure, nephropathy, renal
failure, fibroid kidney, renal
glornerulosclerosis, organ
hypertrophy, asthma, chronic
obstructive pulmonary
disease (COPD), adult
respiratory distress
syndrome, thrombotic
disorders, stroke, cerebral
vasospasrn, cerebral
ischemia, pain, neuronal
degeneration, spinal cord
injury,  141 Alzheimer's
disease, premature birth,
erectile dysfunction,
endocrine dysfunctions, 



arteriosclerosis, prostatic
hypertrophy, diabetes and
complications of diabetes,
metabolic syndrome, blood
vessel restenosis,
atherosclerosis,
inflammation, autoimmune
diseases, AIDS, osteopathy,
infection of digestive tracts
With bacteria, sepsis or
cancer development and
progression. 58.A
medicament comprising an
effective amount of at least
one compound as   claimed
in any of claims 1 to 55
and/or a pharmacologically
acceptable salt thereof,
pharmaceutically tolerated
excipients and carriers and,
where appropriate, further
50additives and/or other
active ingredients. 






