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Claims:

1. A method of treating a disease or disorder characterised by increased stress hopfone
levels and/or decreased androgen hormone levels in a subject, comprising adminigtering to

the subject a therapeutically effective amount of a compound represented by formplla (1):

wherein nis 1or 3;

R is hydrogen or --C{O)N(R.)(Rp) wherein R, ang' R, are independently —(C,-C.) alkyl, or -
(C4-C4) alkyl-(Cs-C5) aryi, wherein each of Ry/and R, is optionally substituted by —(C4-C4)
alkoxy;

Ri, Rz, and R; are independently hydrogén, halogen, cyano or —-(Cs-C10) aryl, wherein said -

(Cs-C1o) aryl is optionally substituteg/’by halogen, with the proviso that no more than one of

Ri, Ro, and Rj is hydrogen; and
R4 and Rs are hydrogen; or g harmaceutically acceptable salt thereof.

grding to claim 1, wherein wherein compound is 4-[(5R)-6,7-dihydro-5H-

pyrrolo[1,2-climigazol-5-yl]-3-flurorbenzonitrile having formula
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3. The method according to claim 1 or 2, wherein wherein compoundds 4-[(5R)-6,7-dihydro-
5H-pyrrolo[1,2-climidazol-5-yi]-3-flurorbenzonitrile dihydrogen phogphate.

4. The method according to any of the claims 1 to 3, wherein the disease or disorder is heart
failure, cachexia, acute coronary syndrome, chronic stress/yndrome, cushing’s syndrome,

metabolic syndrome or hypercortisolemia.

5. The method according to claim 4, wherein the disg ase or disorder is selected from: acute
heart failure, acute decompensated heart failure,, £hronic heart failure, chronic heart failure
with impaired exercise tolerance, chronic hefrt failure with muscle weakness, cardiac
cachexia, COPD-induced cachexia, cirrhosig nduced cachexia, tumor-induced cachexia, or
viral (HIV)-induced cachexia.

8. A method of treating heart failre, cachexia, acute coronary syndrome, chronic stress
cushing’s syndrome, metabolic g¢ndrome or hypercortisolemia, comprising administering to

the subject a therapeutically effective amount of a compound represented by formula (1):

R5
R, _
( )n N / 4
R
R, 4
V%
r.

whfereinnis 1 or 3;
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R is hydrogen or --C(O)N(R.)(R,) wherein R; and Ry, are independently —~(C4-C,) aikyl, o
(C4-Cy) alkyl-(Cs-C7) aryl, wherein each of R, and Ry is opfionally substituted by --( 04)
alkoxy; ‘

R1, Ry, and R are independently hydrogen, halogen, cyano or --(Cs-C1o) aryl, wherein said -
-(Cs-C4p) aryl is optionally substituted by halogen, with the proviso that no moy e than one of
R+ Rz and Rs is hydrogen; and

R4 and Rs are hydrogen, or a pharmaceutically acceptable salt thereof / '

7. The method according to claim 6, wherein the compound . 4-[(5R})-6,7-dihydro-5H-
pyrrolo[1 2-climidazol-5-yl}-3-flurorbenzonitrile. /

8. The method according to claim 6 or 7, wherein the co - is 4-[(5R)-8,7-dihydro-5H-
pyrrolo]1,2-climidazol-5-yl]-3-flurorbenzonitrile dihydrog phosphate.

9. The method according to any of the claims 6 £ 8, wherein the disease or disorder is
selected from: acuie heart failure, acute decomp sateci heart failure, chronic heart failure,
chronic heart failure with impaired exerciselerance, chronic heart failure with muscle
weakness, cardiac cachexia, COPD-inducg ' cachexia, cirrhosis-induced cachexia, tumor-
induced cachexia, or viral (HIV)-induced gachexia.

10.  Use of a compound of formuj £0)

Cy Ikyl-(Cs-CT) aryl, each of R, and Ry, is optionally substituted by one or two substituents

lected from --(C4-C,) alkoxy;
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Ry Ry and R are selected independently hydrogen, halogen, cyano and --(Ce-C1o) agf
said --(Cs-Cqp) aryl is optionally substituted one or two substituents selected from halen,
with the proviso that no more than one of Ry Ry and Rs is hydrogen; and '

R4 and R are hydrogen; or a pharmaceutically acceptable salt thereof,

for the preparation of a pharmaceutical composition for the treatment #f a disorder or
disease characterised by increased siress hormone levels and/or dg reased androgen

hormone levels in a subject

11. Use according to claim 10, wherein the compound is 4-[(5R)-§/7-dihydro-5H-pyrrolo(1,2-

climidazoi-5-yi]-3-flurorbenzonitrile.

found is 4-[(5R)-6,7-dihydro-5H-
1 phosphate.

12. Use according to claim 10 or 11, wherein the co
pyrrolo[1,2-climidazol-5-yl}-3-flurorbenzonitrile dihydroge

13. Use according to any of the claims 10 fo 12, erein the disease or disorder is heari
failure, cachexia, acute coronary syndrome, chighic stress syndrome, cushing’s syndrome,

metabolic syndrome or hypercortisolemia.

14. A compound of formuia (i}
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R4, Rz, and R, are independently hydrogen, halogen, cyano or -~(Ce-Co) aryl, wherein saigf

R4, Rz, and Rs is hydrogen; and

Rs and Rs are hydrogen; or a pharmaceutically acceptable salt thereof, forAise in the
treatment of a disorder or disease characterised by increased stress hormong/levels andfor
decreased androgen hormone levels in a subject.

15. A compound according to claim 14, wherein the compound of for fa (1) is 4~[(5R)-6,7-
dihydro-5H-pyrrolo[1,2-climidazol-5-yi]-3-flurorbenzonitrile.

16. A compound according to claim 14 or 15, wherein the c pound of formula (1) is 4-
[(3R)-8,7-dihydro-5H-pyrrolof1,2-climidazol-5-yl]-3-flurorbenzghitrile dihydrogen phosphate.

17. A compound according to any of the claims 14 to 16/ wherein the disease or disorder is
heart failure, cachexia, acute coronary syndrome, / chronic stress syndrome, cushing’s

syndrome, metabolic syndrome or hypercortisolemig.
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THE CLAIMS DEFINING THE INVENTION ARE AS FOLLOWS:

1. Use of a compound of formula (I)

whereinnis 1 or 3;

R is hydrogen or --C{O)N(R,)(Re) wherein R, and R, are independently --(C4-C,) alkyl, --(C4-
C,) alkyl-(Cs-C5) aryl, each of R; and Ry, is optionally substituted by one or two substituents
selected from --(C4-C,) alkoxy;

Ry, Re, and R, are selected independently hydrogen, halogen, cyano and --(Cg-Cio) aryl,
said ~-(Cs-C1o) aryl is optionally substituted one or two substituents selected from halogen,
with the proviso that no more than one of Ry, Rz and R; is hydrogen; and

R4 and Rs are hydrogen; or a pharmaceutically acceptable salt thereof,

for the preparation of a pharmaceutical composition for the treatment of a disorder or
disease characterised by increased stress hormone levels in a subject; wherein said stress

hormone is cortisol.

2. Use according to claim 1, wherein the compound is 4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-5-yl]-3-fluorobenzonitrile having formula .

3. Use according to claim 2, wherein the compound is 4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-
climidazol-5-yl]-3-fluorobenzonitrile dihydrogen phosphate.
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4. Use according fo any one of the claims 1 to 3, wherein the disease or disorder is chronic

stress syndrome, Cushing’s syndrome, Cushing’s diseaseor hypercoriisolemia.

5. A compound of formula (1)

whereinnis 1 or 3;

R is hydrogen or --C(O)N(Rz)(Rp} wherein R, and R, are independently --(C;-C,) alkyl, or --
(C1-Cy4) alkyl-(C5-Cy) aryl, wherein each of R, and R, is optionally substituted by --(C4-Cy)
alkoxy;

Ry, Rz, and R3 are independently hydrogen, halogen, cyano or —(Cs-Cyg) aryl, wherein said -
-(Cs-Cip) aryl is optionally substituted by halogen, with the proviso that no more than one of
R4, Rz and Rj is hydrogen; and

R4 and Rs are hydrogen; or a pharmaceutically acceptable salt thereof, for use in the
treatment of a disorder or disease characterised by increased stress hormone levels in a

subject; wherein said stress hormone is cortisol.

6. A compound according to claim 5, wherein the compound of formula (1) is 4-[(5R)-6,7-
dihydro-5H-pyrrolo{1,2-climidazol-5-yl]-3-fluorobenzonitrile having formula
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7. A compound according to claim 6, wherein the compound is 4-[(5R)-6,7-dihydro-5H-
pyrrolo[1,2-climidazol-5-yl]-3-fluorobenzonitrile dihydrogen phosphate.

8. A compound according to any one of the claims 5 to 7, wherein the disease or disorder is

Cushing’s disease, chronic stress syndrome, Cushing’s syndrome or hypercortisolemia.

9. A compound according to any one of the claims 5 to 8, wherein the disease or disorder is

Cushing’s disease..

10. The compound 4-[(5R}-6,7-dihydro-5H-pyrrolo[1,2-climidazol-5-yl}-3-fluorobenzonitrile
dihydrogen phosphate.

11. 4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-climidazol-5-yl]-3-fluorobenzonitrile dihydrogen
phosphate for use in the treatment of a disorder or disease characterised by increased

stress hormone levels in a subject; wherein said stress hormone is cortisol.

12. A pharmaceutical composition comprising 4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-

5-yl]-3-fluorobenzonitrile dihydrogen phosphate and a pharmaceutically acceptable carrier.

13. A pharmaceutical composition comprising 4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-¢)imidazol-
3-yl]-3-fluorobenzonitrile dihydrogen phosphate and a pharmaceutically acceptable carrier
for use in the treatment of a disorder or disease characterised by increased stress hormone

levels in a subject; wherein said stress hormone is cortisol.
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