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Claims

1. A method of making compound (1) or compound (2):

OMe OMe
OMe OMe

RO S.0
Cholm
N
(2)

(1) or
wherein the method comprises:

0
R IHOH
a) reacting with (Boc),O under suitable conditions to form compound
(1R):
S
gC
R)'"OH
1R :
b) reacting compound (1R) with benzyl bromide under suitable conditions to form
compound (2R):
L
© rT:F\>'”OBZ!
2R ;
<) hydrolyzing compound (2R) under suitable conditions to form compound (3R):
HN
@“‘OBZ’
3R

b4

(0}
d) reacting compound (3R) with ©> under suitable conditions to form compound
(4R):
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L,
N
@ 110Bzi

4R

NaO\v/A\I:::I:OMe
€) reacting compound (4R) with OMe under suitable conditions to

form compound (5R);

OMe
OMe

L
N

5R .
1] resolving compound (5R) under suitable conditions to form compound (SRRR) and

compound (5SSR):

v

of
RN S

R “'OBZI N R 11 0OBzl
5RRR and 5SSR - and
g) hydrogenolyzing compound (SRRR) under suitable conditions to form compound (1),

as described above, and hydrogenolyzing compound (5SSR) under suitable

conditions to form compound (2), as described above.

A method of making compound (SRRR) or compound (5SSR):
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OMe
OMe MeO.
URO S‘\o
RN ::: N
|\/R>“'OBZI SN R)0OBzl

5RRR and 5SSR

wherein the method comprises:

OMe

<

R 1 OH

a) reacting with (Boc),O under suitable conditions to form compound
(1R):

1R
b) reacting compound (1R) with benzyl bromide under suitable conditions to form
compound (2R):
O

A,
@ 11OBzI

2R
c) hydrolyzing compound (2R) under suitable conditions to form compound (3R):

HN

3R

3

>

o)
d) reacting compound (3R) with ©> under suitable conditions to form compound

(4R):
ou

4R
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Nao\/\©:OMe

reacting compound (4R) with OMe under suitable conditions to

form compound (5R);

OMe
OMe

L
N
@'”OBH

5R - and
resolving compound (5R) under suitable conditions to form compound (SRRR) and

compound (5SSR), as described above.

The method according to Claim 2 further comprising:

reacting compound (SRRR) under suitable conditions to form compound (17):

OMe
OMe
(0]

3

Y
R"

HCI
(7)

pd

A method of making compound (5R):

OMe
OMe
0]

N
®"'OBZ|

5R

X

wherein the method comprises:
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b

R 1110OH

a) reacting with (Boc),O under suitable conditions to form compound
(1R):

1R
b) reacting compound (1R) with benzyl bromide under suitable conditions to form
compound (2R):
0]

A,
@ OBzl

2R .
c) hydrolyzing compound (2R) under suitable conditions to form compound (3R):

HN
l:R>"'Ole

3R

-

(6}
d) reacting compound (3R) with @ under suitable conditions to form compound

(4R):
N
4R ; and
NaO\/\C[OMe
€) reacting compound (4R) with OMe under suitable conditions to

form compound (5R), as described above.

The method according to Claim 4 further comprising:

reducing compound (5R) under suitable conditions to form compound (4):
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OMe
OMe

0]

C( - v
°N
o

4

The method according to Claim 4 further comprising:

reacting compound (5R) under suitable conditions to form compound (12):
D"' o OCHj;

HCI

A method of making compound (1):

OMe
OMe

(1) .
wherein the method comprises hydrogenolyzing compound (SRRR):

OMe
OMe
o)

@
RN

5RRR

R)OBzl
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under suitable conditions to form compound (1), as described above.

8. The method according to claim 7 further comprising, prior to the hydrogenolyzing step,

resolving compound (5R):

OMe
OMe

X
N
l:R’>' OBzl

5R
under suitable conditions to form compound (SRRR), as described above.

9. The method according to claim 8 further comprising, prior to the resolving step,

o
N
(R>" ‘OBzl

4R

reacting compound (4R):

NaO\/\©:OMe

with OMe under suitable conditions to form compound (5R), as described
above.
10. The method according to claim 9 further comprising, prior to the reacting step,

reacting compound (3R):

HN
@ 110OBzl

3R

l l >0
with under suitable conditions to form compound (4R), as described above.

11. The method according to claim 10 further comprising, prior to the reaction of compound (3R)
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o}
with ©> , hydrolyzing compound (2R):

A,
L:§>'“OBH

2R
under suitable conditions to form compound (3R), as described above.

12. A method of making compound (2):

OMe
OMe

(2)
wherein the method comprises hydrogenolyzing compound (5SSR):

OMe
MeO

SN

5SSR
under suitable conditions to form compound (2), as described above.

13, The method according to claim 12 further comprising, prior to the hydrogenolyzing step,

resolving compound (5R):
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OMe
OMe

X
N
@* OBzl

5R
under suitable conditions to form compound (5SSR), as described above.

14. The method according to claim 13 further comprising, prior to the resolving step,

N
£R> OBzl

4R

reacting compound (4R):

NaO\/\@[OMe

with OMe ynder suitable conditions to form compound (5R), as described
above.
15. The method according to claim 14 further comprising, prior to the reacting step,

reacting compound (3R):

HN
l:R>' OBzl

3R

(0]
with ©> under suitable conditions to form compound (4R), as described above.

16. The method according to claim 15 further comprising, prior to the reaction of compound (3R)

0]
with ,:> , hydrolyzing compound (2R):
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N
|:R>' OBzl

2R

o)

B

under suitable conditions to form compound (3R), as described above.

17. A method of making compound (6) or compound (7):

OMe OMe
OMe OMe

(6) or ™) ;
wherein the method comprises:
reacting with (Boc),0 under suitable conditions to form the following
compound:

b)

d)

reacting the compound formed in step a) with benzyl bromide under suitable

conditions to form the following compound:

hydrolyzing the compound formed in step b) under suitable conditions to form the

HN
l:S>"OBZl

b

following compound:

! l -0
reacting the compound formed in step ¢) with under suitable conditions to
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form the following compound:

oW
N
@—OBZI

2

NaO\/\©:OMe
e) reacting the compound formed in step d) with

OMe under
suitable conditions to form the following compound:

OMe
OMe

L
N
@‘OBZI

f resolving the compound formed in step €) under suitable conditions to form the

following compounds:

OMe OMe
OMe MeO

'N SN
R @—OBZI l:3>—OBzI
and ; and

g) hydrogenolyzing the following compound formed in step f):

OMe
OMe

: RO
RN
@—oszx

under suitable conditions to form compound (6), as described above;

and hydrogenolyzing the following compound formed in step f):
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OMe
MeO

SN
S)—=0Bz!

b

under suitable conditions to form compound (7), as described above.

18. The method according to claim 17 further comprising:

reducing the compound formed in step €) under suitable conditions to form compound (5):

N

o8g

I

19. A method of making compound (3):

X:

3

OMe
OMe
+ HCI
)
OMe
OMe
+ HCI
)

I

wherein the method comprises:

HN
OH

a) reacting with (Boc),0 under suitable conditions to form the following

compound:
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c)

d)
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N
D

reacting the compound formed in step a) with benzyl bromide under suitable

S

conditions to form the following compound:

hydrolyzing the compound formed in step b) under suitable conditions to form the

HN
|:>MOBZI

2

following compound:

| [ >0
reacting the compound formed in step c) with under suitable conditions to

form the following compound:

oW
N
l:>~' OBzl

b

NaO\/\©iOMe

reacting the compound formed in step d) with OMe under
suitable conditions to form the following compound:

OMe
OMe

L
N
l:>“” OBzI



209

) hydrogenolyzing the following compound formed in step e):

OMe
OMe

o8
N
|:>- OBzl

under suitable conditions to form compound (3), as described above.

20. The compound (SRRR):

OMe
OMe

R_O

RN
@H'OBZI

5RRR

OMe
MeO
SN

R)'0OBzl

21. The compound (5SSR):

5SSR

22. The compound (5R):
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OMe
OMe

L
N

5R

A compound of formula (IA), or a solvate, pharmaceutically acceptable salt, ester, amide,
complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or
amorphous form, metabolic precursor or prodrug thereof:

(IA)

s © l \f\
"

wherein, R3, Ry and R; are independently selected from hydrogen, hydroxy and C;-Cgalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R3, Ry and Rs cannot all be hydrogen.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and Rs are independently selected from hydroxy and C,-Cgalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof.
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A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R, is hydrogen, R4 and Rs are independently selected from

hydroxy and C;-Cealkoxy.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, include.ing isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R4 and Rs are independently selected from C;-Csalkoxy.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R, is hydrogen, R4 and R; are independently selected from

Cy-Cgalkoxy.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R, is hydrogen, R4 and Rs are C,alkoxy.

A compound of formula (IA) according to claim 23, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof, wherein, R, is hydrogen, R, and R are C;alkoxy.
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A compound of formula (IB), or a solvate, pharmaceutically acceptable salt, ester, amide,
complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or

amorphous form, metabolic precursor or prodrug thereof:

R;
0. \/\I
SSa s
N / \/I
RS
OH
(IB)
wherein, R;, R4 and R are independently selected from hydrogen, hydroxy and C;-Csalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R;, R4 and Rs cannot all be hydrogen.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and Rs are independently selected from hydroxy and C,-Cgalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, Ry and Rs are independently selected from

hydroxy and C;-Cgalkoxy.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R4 and R; are independently selected from C,;-Cgalkoxy.
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A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, R, and Rs are independently selected from

C,-Cgalkoxy.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabelite;-metabolic precursor or prodrug thereof, including
isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof,

wherein, R; is hydrogen, Ry and Rs are C;alkoxy.

A compound of formula (IB) according to claim 31, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof, wherein, R; is hydrogen, R4 and Rs are C;alkoxy.

A compound of formula (IC), or a solvate, pharmaceutically acceptable salt, ester, amide,
complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or

amorphous form, metabolic precursor or prodrug thereof:

(IC)
wherein, R;, R4 and R;s are independently selected from hydrogen, hydroxy and C;-Csalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R;, R4 and Rs cannot all be hydrogen.
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A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and Rs are independently selected from hydroxy and C;-Cealkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof.

A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, R4 and Rs are independently selected from

hydroxy and C,-Cgalkoxy.

A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R4 and R; are independently selected from C;-Cgalkoxy.

A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, R4 and Rs are independently selected from

C;-Cealkoxy.

A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R4 and Rs are C,alkoxy.
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A compound of formula (IC) according to claim 39, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof, wherein, Rj is hydrogen, R4 and R; are Cyalkoxy.

A compound of formula (ID), or a solvate, pharmaceutically acceptable salt, ester,
amide,3complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline

or amorphous form, metabolic precursor or prodrug thereof:

Ry

.0 X
Y,
N Rs/\/
OH

(ID)
wherein, R3, R4 and R; are independently selected from hydrogen, hydroxy and C;-Cealkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R;, R4 and Rs cannot all be hydrogen.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and Rs are independently selected from hydroxy and C;-Csalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, R4 and Rs are independently selected from

hydroxy and C;-Csalkoxy.
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A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R4 and Rs are independently selected from C;-Cgalkoxy.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,
and mixtures thereof, wherein, R; is hydrogen, R4 and Ry are independently selected from

C-Csalkoxy.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt, ester, amide, complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer,
crystalline or amorphous form, metabolic precursor or prodrug thereof, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, wherein,

R; is hydrogen, R, and R are C;alkoxy.

A compound of formula (ID) according to claim 47, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof, wherein, R; is hydrogen, R4 and R are C,alkoxy.

A compound of formula (IE), or a solvate, pharmaceutically acceptable salt, ester, amide,
complex, chelate, stereoisomer, stereoisomeric mixture, geometric isomer, crystalline or

amorphous form, metabolic precursor or prodrug thereof:

-0 Ry

-
-

OH
(IE)
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wherein, R4 and Rs are independently selected from hydrogen and hydroxy, including isolated
enantiomeric, diastereomeric and geometric isomers thereof, and mixtures thereof, with the

proviso that R4 and Rs cannot all be hydrogen.

A compound of formula (IE) according to claim 55, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof.

A compound of formula (IE) according to claim 55, or a solvate, pharmaceutically acceptable
salt thereof, wherein, R4 and Rs are independently hydroxy, including isolated enantiomeric,

diastereomeric and geometric isomers thereof, and mixtures thereof.

A compound of formula (IE) according to claim 55, or a solvate, pharmaceutically acceptable
salt thereof, including isolated enantiomeric, diastereomeric and geometric isomers thereof,

and mixtures thereof, wherein, R4 and R are independently hydroxy.

A metabolic precursor or prodrug of a compound of formula (IE):

-0 R4

-
-

OH
)
wherein, Ry and Rs are independently selected from hydrogen, hydroxy and C;-Csalkoxy,
including isolated enantiomeric, diastereomeric and geometric isomers thereof, and mixtures

thereof, with the proviso that R4 and Rs cannot all be hydrogen.

A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,

diastereomeric and geometric isomers thereof, and mixtures thereof.

A metabolic precursor or prodrug according to claim 59, wherein, Ry and Rs are
independently selected from hydroxy and C,-Cealkoxy, including isolated enantiomeric,

diastereomeric and geometric isomers thereof, and mixtures thereof.
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A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,
diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, R4 and Rs are

independently selected from hydroxy and C;-Csalkoxy.

A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,
diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, R, and R are

independently selected from C;-Cgalkoxy.

A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,
diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, R4 and R; are

independently selected from C;-Csalkoxy.

A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,
diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, R4 and Rs are

C,alkoxy.

A metabolic precursor or prodrug according to claim 59, including isolated enantiomeric,
diastereomeric and geometric isomers thereof, and mixtures thereof, wherein, R4 and Rs are

C,alkoxy.

A composition comprising: a compound according to any one of claims 23 to 58 or a
metabolic precursor or prodrug according to any one of claims 59 to 66, in combination with

a pharmaceutically acceptable carrier, excipient or diluent.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament.
Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for modulating ion channel activity in a warm-blooded animal.

A method for modulating ion channel activity in an in vitro setting comprising administering



71.

72.

73.

74.

75.

76.

71.

78.

219

in vitro an effective amount of a compound according to any one of claims 23 to 58, a
metabolic precursor or prodrug according to any one of claims 59 to 66, a composition

according to claim 67, or a medicament manufactured according to claim 68.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for blocking/inhibiting the activity/conductance of an ion

channel in a warm-blooded animal.

A method for blocking/inhibiting the activity/conductance of an ion channel in an in vitro
setting comprising administering in vitro an effective amount of a compound according to
any one of claims 23 to 58, a metabolic precursor or prodrug according to any one of claims
59 to 66, or a composition according to claim 67, or a medicament manufactured according to

claim 68.

The use according to claim 69 or 71, wherein said ion channel is a potassium channel.

The use according to claim 73, wherein said potassium channel is a voltage-activated

potassium channel.

The method according to claim 70 or 72, wherein said ion channel is a potassium channel.

The method according to claim 75, wherein said potassium channel is a voltage-activated

potassium channel.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for modulating cardiac early repolarising currents and cardiac

sodium currents in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for blocking/inhibiting cardiac early repolarising currents and
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cardiac sodium currents in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for blocking/inhibiting the cardiac ion channels responsible for

the cardiac early repolarising currents and cardiac sodium currents in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for blocking/inhibiting cardiac early repolarising currents and
cardiac sodium currents in a warm-blooded animal under conditions where an

arrhythmogenic substrate is present in the heart of said warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for blocking/inhibiting the cardiac ion channels responsible for
the cardiac early repolarising currents and cardiac sodium currents in a warm-blooded animal
under conditions where an arrhythmogenic substrate is present in the heart of said

warm-blooded animal.

The use according to any one of claims 77 to 81, wherein said cardiac early repolarising
currents comprise ionic currents which activate rapidly after depolarisation of membrane

voltage and which effect repolarisation of the cell.

The use according to any one of claims 77 to 81, wherein said early repolarising currents
comprise the cardiac transient outward potassium current (I,) and/or the ultrarapid delayed

rectifier current (Ixy,).
The use according to claim 83, wherein the cardiac transient outward potassium current (I,,)
and/or the ultrarapid delayed rectifier current (Ix,;) comprise at least one of the Kv4.2, Kv4.3,

Kv2.1,Kv1.4 and Kv1.5 currents.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
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according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing arrhythmia in a warm-blooded

animal.

A pharmaceutical composition comprising an amount of a compound according to any one of
claims 23 to 58, or a metabolic precursor or prodrug according to any one of claims 59 to 66 ,
effective to treat and/or prevent atrial arrhythmia in a warm-blooded animal in need of the

treatment and/or prevention, and a pharmaceutically acceptable carrier, diluent, or excipient.

Use of a compound according to any one of claims23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing atrial arrhythmia in a warm-

blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing ventricular arrhythmia in a

warm-blooded animal.

A pharmaceutical composition comprising an amount of a compound according to any one of
claims 23 to 58, or a metabolic precursor or prodrug according to any one of claims 59 to 66,
effective to treat and/or prevent ventricular arrhythmia in a warm-blooded animal in need of
the treatment and/or prevention, and a pharmaceutically acceptable carrier, diluent, or

excipient.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing atrial fibrillation in a warm-

blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for treating and/or preventing atrial flutter in a warm-blooded
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animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing ventricular fibrillation in a

warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for treating and/or preventing ventricular flutter in a warm-

blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for treating atrial fibrillation in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for treating atrial flutter in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for treating ventricular fibrillation in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for treating ventricular flutter in a warm-blooded animal.
Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for preventing atrial fibrillation in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
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according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for preventing atrial flutter in a warm-blooded animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the
manufacture of a medicament for preventing ventricular fibrillation in a warm-blooded

animal.

Use of a compound according to any one of claims 23 to 58, a metabolic precursor or prodrug
according to any one of claims 59 to 66, or a composition according to claim 67, in the

manufacture of a medicament for preventing ventricular flutter in a warm-blooded animal.



