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Claims

Use of a compound of the formula (I)

R H B
1
hig
¢ ’
\
N Ru (1)

or a pharmaceutically acceptable salt, a racemic

mixture, a corresponding enantiomer or, if applicable,

a corresponding diastereomer thereof in the manufacture

of a medicament for the treatment and/or prevention of

A—method—eof tHrg—andifer—prevenrting—a disease

involving the retinal pigment epithelium, wherein the

compo nd Ocomrmad gy A A g o A d N~y S N A £ + 1
pou CoOMpP T o g—atifr ot gt CompoOunG—O Tt
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R - H B
1
AN
Sy
O = O
QO
N R11 (1)

or thea pharmaceutically acceptable salt, thea
racemic mixture, thea corresponding enantiomer or, if

applicable, thea corresponding diastereomer thereof is

to be administered, wherein:

Ri, Ri11 and Riz are independently selected from the group
consisting of hydrogen, fluoro, chloro, methoxy,
trifluoromethyl, methyl and difluoromethoxy, whereby

at least one of Ri, Ri1 and Riz is not hydrogen
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B is selected from the group consisting of a residue

of formula (II), (III), (IV), (V), (VI) and (VII)
Rz Rzl R2||
0 R o) Rs' R3"
* R4 R4I * R4”
Rs *  Reg Rs'
() (nn (v)
R2III RZIV RZV
R ] R \Y Vv
3 . 3 o R3
R4|I| R4|V * R4V
* R RV v
5 5 Rsg
V) (V1) (Vi)
wherein,

L]

denotes the point of attachment to the remainder

of the molecule, and
RZ, R3, R4, R5, RZI, R3I, R4I, R5I, R2II, R3II, R4II, R5II,
RZIII, R3III, R4III, R5III, Rle, R3IV, R4IV, R5IV, R2V, R3V, R4V,

RsV are independently selected from the group consisting

of hydrogen, a linear or branched alkyl having 1 to 3

carbon atoms, fluoro, chloro, bromo, methoxy, ethoxy,

propoxy, trifluoromethyl and difluoromethoxy.

A—metheodThe use according to claim 1, wherein the

compound of formula (I) the asymmetric center at ring

position * of the residue of formula (II), (III), (IV),

(Vv), (vi), (VII), (VIII) or (IX) has the configuration

depicted in the compound of formula (Ii)
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(Ii)

and B, Ri, Rii, Ri2, Rz, Rs3, R4, Rs, Rz, R3!, Rsf, Rs!, R2II,
RBII, R4II, R5II, RZIII, R3III, R4III, R5III, RZIV, R3IV, R4IV,

Rs1V, R2Y, R3V, R4V, RsV have the same definition as above.

2+-3. A—methedThe use according to claim 1, wherein the

3=4.

4=-5.

compound of formula (I) asymmetric center at ring
position * of the residue of formula (II), (III), (IV),
(V), (VI), (VII), (VIII) or (IX) has the configuration

depicted in the compound of formula (Iii)

(Iii)

and B, Ri, Rii, Riz, Rz, R3, Rs, Rs, Rz, R3!, Rsf, Rsf, R2lI,
R3II’ R4II’ RSII, R2III’ R3III, R4III’ RSIII, R2IV, R3IV’ R4IV’

Rs1V, R2V, R3V, R4V, RsV have the same definition as above.

A—metheodThe use according to claim 1, wherein residue

B is unsubstituted or monosubstituted.

A—methedThe use according to claim 1, wherein the
compound of formula (I) Rs3, Rs, Rz, Rgf, R3'I, Rglf, Rz,
R4, R3TV, R4V, R3Y, R4V are independently selected from
the group consisting of hydrogen, chloro, fluoro,

methoxy and ethoxy.
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A—methodThe use according to claim 5, wherein the
compound of formula (I) Rz, Rs3!, Rs!f, R3III, R3V, or R3V
is selected from the group consisting of fluoro and
chloro, and Rz, Rs, Rs, R2I, Rsf, Rst, R, R4ll, Rsil, RoIII,

RgITI, RS RoIV, R4V, RsIV, RyV, R4V, RsV are all hydrogen.

A—metheodThe use according to claim 5, wherein the
compound of formula (I), Rs, Raf, Ra, RgMI, R4V, or R4V
is selected from the group consisting of methoxy and
ethoxy, and Rz, R3, Rs, Rz, R3f, Rs!, RoIf, R3II, Rsil, RpIII,

R3ITT, RsITI, R,IV, R3IV, RsIV, RyY, R3V, RsV are all hydrogen.

A—metheodThe use according to claim 1, wherein the
compound of formula (I) is selected from the group
consisting of compounds 1, 2, 3, 4, 5, 6, 7, 8, 9, 10,
11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24,
25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38,
39, 40, 41, 42, 43, 44, 45, 46 and 47:

1 (0]
H
0] (0]
<
N
enantiomer with the shorter
retention time from the chiral
HPLC resolution

2

O

<\N

enantiomer with the longer
retention time from the chiral
HPLC resolution

O
i
Cl N
O]
|
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(racemate)
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enantiomer with the shorter
retention time from the chiral
HPLC resolution
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enantiomer with the longer
retention time from the chiral
HPLC resolution
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18
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enantiomer with the shorter

retention time from the chiral
HPLC resolution

19
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N

enantiomer with the longer
retention time from the chiral
HPLC resolution
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enantiomer with the shorter
retention time from the chiral
HPLC resolution
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enantiomer with the longer
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retention time from the chiral
HPLC resolution
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enantiomer with the shorter
retention time from the chiral
HPLC resolution

25
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enantiomer with the longer
retention time from the chiral
HPLC resolution

26
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N

enantiomer with the shorter
retention time from the chiral
HPLC resolution

0
H
)
I




- 138 -
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enantiomer with the longer
retention time from the chiral
HPLC resolution
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enantiomer with the shorter
retention time from the chiral
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enantiomer with the shorter
retention time from the chiral
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enantiomer with the longer
retention time from the chiral
HPLC resolution
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retention time from the chiral
HPLC resolution
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HPLC resolution
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N
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The—methodThe use according to claim 1, wherein the
retinal cells are regenerated via the proliferation
and/or differentiation of retinal pigment epithelium

cells.

The—methodThe use according to claim 1, wherein

the retinal disease is selected from the group

consisting of a disease leading to atrophy,
degeneration or death of the retinal pigment

epithelium.

FThe—metheodThe use according to claim 10, wherein
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the retinal disease 1s selected from the group
consisting of early age-related macular degeneration,
dry age-related macular degeneration, geographic

atrophy (GA) and wet age-related macular degeneration.

The—methodThe use according to claim 11, wherein
the retinal disease is dry age-related macular

degeneration.

Fhe—methedThe use according to claim 10, wherein
the retinal disease 1s selected from the group
consisting of Best disease, autosomal recessive
bestrophinopathy (ARB), gyrate atrophy, North Carolina
macular dystrophy, central areolar choroidal dystrophy
(CACD), Sorsby macular dystrophy, familial dominant
drusen, cuticular or basal laminar drusen, retinopathy
of prematurity, myopic degeneration, polypoidal
choroidal vasculopathy (PCV), central serious
retinopathy, angioid streaks, retinal detachment,
retinal dialysis, Vogt-Koyanagi-Harada (VKH), acute
posterior multifocal placoid pigment epitheliopathy
(APMPPE) , persistent placoid maculopathy (PPM)
relentless placoid chorioretinopathy (RPC),
serpiginous choroiditis, serpiginous-like choroiditis
(multifocal serpiginoid choroiditis), multiple
evanescence white dot syndrome (MEWDS) or Birdshot
uveitis (vitiliginous chorioretinitis), toxoplasmosis,
toxocariasis, rubella, Behcets disease, choroidal
hemangioma, trauma, choroidal ©rupture, idiopathic
retinitis - wvasculitis - aneurysms and neuroretinitis
(IRVAN) , sympathetic ophthalmia, post-operative

inflammation, or non-arteritic ischemic optic
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neuropathy as well as retinal degeneration associated
with systemic disease such as diabetes mellitus, sickle

cell disease or radiation retinopathy.

13-14. A compound of the formula (I)
Riz
R, N\H/B
0 O
<l
5 N 1 (1)

or a pharmaceutically acceptable salt, a racemic
mixture, a corresponding enantiomer or, if applicable,

a corresponding diastereomer thereof,

wherein:

10 Ri, R11 and Riz are independently selected from the group
consisting of hydrogen, fluoro, chloro, methoxy,
trifluoromethyl, methyl and difluoromethoxy, whereby

at least one of Ri, Ri1 and Riz is not hydrogen,

B is selected from the group consisting of a residue

15 of formula (II), (III), (IV), (V), (VI) and (VII)
Rz R2| R2”
o Rs3 o) R Rj"
* R4 R4I * R4”
R5 * R5| RS”
() (1) %
R 11l RZIV RZV
R 1 R \Y \Vi
. 3 o R3
R 1l R4IV * R4V
*
R5||I R5|V R5V

V) (V1) (Vi)
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wherein,

"x*" denotes the point of attachment to the remainder

of the molecule, and

Rz, Rs, R4, Rs, R2f, Rsf, Rsf, Rst, R, Rs3tf, RgtI, RstL,
RZIII, R3III, R4III, R5III, R21V, R3IV, R4IV, R5IV, R2V, R3V, R4V,
RsV are independently selected from the group consisting
of hydrogen, a linear or branched alkyl having 1 to 3
carbon atoms, fluoro, chloro, bromo, methoxy, ethoxy,

propoxy, trifluoromethyl and difluoromethoxy,

with the proviso that if

a) Ri1 is hydrogen and

b) one of R: and Riz 1is selected from the group
consisting of fluoro, chloro and methoxy,
trifluoromethyl, methyl and difluoromethoxy, whereas
the other of R: and Riz is hydrogen, then

B is either a residue of formula (IV) or (VII).

Compound according to <claim 14, wherein the
compound of formula (I) is selected from the group
consisting of compounds 3, 5, 34, 35, 36, 37, 38, 39,
40, 41, 42, 43, 44, 45, 46 and 47:

3
H (0]
Cl N
@) 0]
<
N
(racemate)
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34

|
N
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<op o

(racemate)

35

|
N

- \LY) erjii:[::]
<op o

enantiomer with the shorter
retention time from the chiral

HPLC resolution

36

|
N

- W\O erijiji:]
<op o

enantiomer with the longer

retention time from the chiral
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HPLC resolution

37 (0]
F H
F
o) (0]
<
N
(racemate)
38 (0]
F H
F
o) (0]
O
N
enantiomer with the shorter
retention time from the chiral
HPLC resolution
39 (0]
F H
F
o) (0]
<
N
enantiomer with the longer
retention time from the chiral
HPLC resolution
40

O
i L
Cl N
é:%][;:r’ O
A

enantiomer with the shorter
retention time from the chiral

HPLC resolution
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41
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enantiomer with the longer

retention time from the chiral

HPLC resolution
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(racemate)
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H
Cl N
0] 0]
Q|
N
(racemate)
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F
H
Cl N
0 (0]
Q|
N
(racemate)
15=16. The pharmaceutical composition comprising a
compound
Riz
R; N\H/B
(e o
<
N Ru (1)

or a pharmaceutically acceptable salt, a racemic
mixture, a corresponding enantiomer or, 1f applicable,

a corresponding diastereomer thereof,

wherein:

Ri1, R11 and Ri2 are independently selected from the group
consisting of hydrogen, fluoro, chloro, methoxy,
trifluoromethyl, methyl and difluoromethoxy, whereby

at least one of Ri, Ri1 and Riz is not hydrogen
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B is selected from the group consisting of a residue

of formula (II), (III), (IV), (V), (VI) and (VII)

RZ R2| R2”
o] R3 O R R3"
* Ry R4I * R4II
R5 * RSI R5”
D) (1) (V)
R 1 RZIV RZV
R 11 RSIV o R3V
*
) R4I|I R4IV * R4V
R5||| R5IV RSV

) (V1) (Vi)

wherein,

"*" denotes the point of attachment to the remainder
of the molecule, and

Rz, Rs3, Rs, Rs, Rz, Rs3l, Ra, Rsi, R, Rs3!I, Ralf, RstI,
R2III’ R3III’ R4III’ R5III, R2IV’ R3IV’ R4IV’ RSIV, RZV/ R3V’ R4V’
RsV are independently selected from the group consisting
of hydrogen, a linear or branched alkyl having 1 to 3
carbon atoms, fluoro, chloro, bromo, methoxy, ethoxy,

propoxy, trifluoromethyl and difluoromethoxy

as a therapeutically active substance and a
pharmaceutically acceptable carrier and/or adjuvant
for use in the treatment and/or prevention of a disease

involving the retinal pigment epithelium.

The pharmaceutical composition according to claim
16, wherein the pharmaceutical preparation is suitable
for intraocular injection or for topical ophthalmic

applications.

The pharmaceutical composition according to claim
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16, comprising a pharmaceutically acceptable salt of

the compound of formula (I).

+8-19. The pharmaceutical composition according to claim
le, further comprising one or more additional

5 therapeutic agents.

39-20. The pharmaceutical composition according to claim
16, wherein the pharmaceutical composition provides

controlled release properties.

21. A compound of the formula (I)

Ri2 H
R, N\H/B
o 0
I T
10 N n (I)

or a pharmaceutically acceptable salt, a racemic

mixture, a corresponding enantiomer or, if applicable,

a corresponding diastereomer thereof, for wuse in

therapy, wherein:

15 R

’

Ri1 and Ri» are independently selected from the group

consisting of hydrogen, fluoro, chloro, methoxy,

trifluoromethyl, methyl and difluoromethoxy, whereby

at least one of Ri, Ri1 and Riz is not hydrogen

B is selected from the group consisting of a residue

20 of formula (II), (III), (IV), (V), (VI) and (VII)
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RZ Rzl R2||
0 R ) Rs' R3"
* R4 R4| * R4“
(I () (IV)
R 1l RZIV R2V
R 1l R \Y \V;
) 3 o R,
) R4III R4|V * R4V
R5III R5IV RSV
V) (V1) (V1)
wherein,

W n

denotes the point of attachment to the remainder

of the molecule, and

RZ, R3, R4, R5, RZI/ R3I, R4I, R5I, R2II, R3II, R4II, R5II,

RZIII, R3III, R4III, R5III, R21V, R3IV, R4IV, R5IV, R2V, R3V, R4V,

RsV are independently selected from the group consisting

of hydrogen, a linear or branched alkyl having 1 to 3

carbon atoms, fluoro, chloro, bromo, methoxy, ethoxy,

propoxy, trifluoromethyl and difluoromethoxy.




