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consumption and assimilation, disorders and malfunction of body temperature homeostasis, 

disorders of sleep and circadian rhythm, and cardiovascular disorders. 

The preferred indications using the compounds of the present disclosure are depression, 

psychosis, Parkinson's disease, anxiety and attention deficit hyperactivity disorder (ADHD) and 

diabetes. 

In a first aspect, there is provided a compound of formula 

/V~R2 
R N I 

wherein 

R1 is phenyl, optionally substituted by halogen, Ci^-lewer-alkyl, C^Jawef 

10 cycloalkyl, C! .7-leweF-alkoxy, cyano, Cj flower alkyl substituted by halogen, Cj.j-tewei^alkyl 

substituted by hydroxy, Cj.74i>wer alkoxy substituted by halogen or Cj .7rk>weF- alkoxy 

substituted by hydroxy; or is 

pyridine-2, 3 or 4-yl, optionally substituted by halogen, Cj --lower alkyl, C^4ewef-cycloalkyl, 

cyano, _Cj.?:leweF-alkyl substituted by halogen, Cj-7-tewe^alkyl substituted by hydroxyl, 

15 lower alkoxy, C > j-k+wer alkoxv substituted by halogen, or C •,.j-lower alkoxy substituted by 

hydroxyl; or is 

pyrimidin-2, 4 or 5-yl, optionally substituted by halogen, C| .7Zlmver alkyl, C^ .clower-cycloalkyl, 

Cj^lewe^alkyl substituted by hydroxy or C^jeweF-alkyl substituted by halogen, or is 

pyrazin-2-yl, optionally substituted by halogen, C^leweF-alkyl, Cj.„-lower-eye 1 oalkyl, 

20 lewe^alkyl substituted by halogen, Cj . -lowef-alkyl substituted by hydroxy or cyano, or is 

2,2-difluorobenzo[d][l,3]dioxol-5-yl, or is 

thiazolyl, optionally substituted by C|-—lewe^alkyl substituted by halogen; 

R2 is hydrogen or C'j .7;k>wef' alkyl; 

R3 is hydrogen, amino or Cj^-lewer-alkyl; 

25 Z is a bond, -CH2- or -0-; 

or a pharmaceutically suitable acid addition salt thereof. 



-53-

Claims 

1. A compound of formula 

wherein 

5 R1 is phenyl, optionally substituted by halogen, lower C^alkyl, leweF-C^cycloalkyl, 

lewef-Cx-7-alkoxy, cyano, kwer-Ciralkyl substituted by halogen, lower-Ci.y-alkyl 

substituted by hydroxy, lewef-Cj -71.alkoxy substituted by halogen or lewef-C^alkoxy 

substituted by hydroxy; or is 

pyridinc-2, 3 or 4-yl, optionally substituted by halogen, k+v»^Cj.--alkyl. ieweF-C^ 

10 cycloalkyl. cyano. kwe^Cj^alkyl substituted by halogen, lewef-Cj^-alkyl substituted by 

hydroxyl, teweH^-alkoxy, kweF-C^alkoxy substituted by halogen, or lewer-CiJ?-

alkoxy substituted by hydroxyl; or is 

pyrimidin-2, 4 or 5-vl, optionally substituted by halogen, tewet-Ci^-alkyl, kw-er-C^c 

cycloalkyl, fewe^C^-alkyl substituted by hydroxy or leweF-Cij-alkyl substituted by 

15 halogen, or is 

pyrazin-2-yl, optionally substituted by halogen, lower-C.i.^alkyl, kwef-C^cycloalkyl, 

lew^Ci-7-alkyl substituted by halogen, fewer-Cjj-alkyl substituted by hydroxy or 

cyano, or is 

2,2-difluorobenzo[d][l,3]dioxol-5-yl, or is 

20 thiazolyl, optionally substituted by lewep-Cj^alkyl substituted by halogen; 

R2 is hydrogen or tewet^-C 1-7-alkyl; 

R is hydrogen, ammo or lower C 1.7-alkyl; 

Z is a bond, -CH2- or -0-; 

or a pharmaceutical^ suitable acid addition salt thereof. 

25 2. A compound of formula IA according to claim 1, 
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wherein 

2 R is hydrogen or iewer-Ci^-alkyl; 

R3 is hydrogen, amino or lower C1-7-alkyl; 

5 R4 is hydrogen, halogen, kww Cj 7-alkyl, k wer -C;yc 1 oa 1 ky 1, Itwef Cj.j-alkoxy, cyano, 

kvwe!:-Cj .-:alkyl substituted by halogen, ieweF-C^alkyl substituted by hydroxyl, fewer 

Cj-7-alkoxy substituted by halogen or lower C;-7=alkoxy substituted by hydroxy; 

n is 1 or 2 

Z is a bond, -CH2- or -0-; 

10 or a pharmaceutical^ suitable acid addition salt thereof. 

3. A compound according to any one of claims 1 or 2, wherein the compounds are 

(S)-5-methyl-N-(4-(morpholin-2-yl)phenyl)-1-phenyl-1 H-pyrazole-4-carboxamide 

(S)-5-amino-1 -(4-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-1 -(4-methoxyphenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

15 (S)-l-(4-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-l-(3-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-l-(4-cyanophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(R)-1 -(4-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-1 -(3 -cyanophenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

20 (S)-l-(4-bromo-2-cyanophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-1 -(4-(difluoromethoxy)phenyl)-N-(4~(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-l-(3-(difluoromethoxy)phenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-1 -(4-cyano-2-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-1 -(4-cyano-3-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

25 (S)-l-(2-cyano-4-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-N-(4-(morpholin-2-yl)phenyl)-1 -(4-(trifluoromethoxy)phenyl)-1 H-pyrazole-4-carboxamide 
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(R)-l-(4-(difluoromethoxy)phenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-1 -(4-(difluoromethoxy)phenyl)-5-methyl-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-

carboxamide 

(S)-l-(4-(difiuoromethoxy)phenyl)-3-methyl-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole~4-

5 carboxamide 

(S)-1 -(4-cyanophenyl)-5-methyl-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(R)-l-(4-cyano-2-fluorophenyl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(RS)-l-(4-difluoromethoxy-phenyl)-lH-pyrazole-4-carboxylic acid (4-pyrrolidin-3-yl-phenyl)-

amide or 
10 (RS)-l-(4-difluoromethoxy-phenyl)-lH-pyrazole-4-carboxylic acid (4-piperidin-3-yl-phenyl)-

amide. 

4. A compound of formula IB according to claim 1, 

IB 

wherein 

15 is pyridine-2, 3 or 4-yl; 

R2 is hydrogen or Itrnw-Ci-y-alkyl; 

R is hydrogen, amino or lewer-C^j-alkyl; 

20 

R5 is hydrogen, halogen. lowei-C|-;-alkyl, iewef-C^cycloalkyl, cyano. lewer-Cij-alkyl 

substituted by halogen. lewe^Cjj-alkyl substituted by hydroxy, lewer-Ci .7zalkoxy, lewer 

Cj-^alkoxy substituted by halogen, C j. • zalko xy substituted by hydroxy; 

n is 1 or 2; 

Z is a bond, -CH2- or -O-; 
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wherein 

R2 is hydrogen or knvw-C i _7=alkyl; 

5 R3 is hydrogen, amino or lo wei-Ci.--alkyl; 

R6 is hydrogen, halogen, lewe^i^-alkyl, tewer-C^-cycloalkyl, Cj^kwef-alkyl substituted 

by halogen or k->wer-Cj--alkyl substituted by hydroxy; 

Z is a bond, -CH2- or -0-; 

or a pharmaceutically suitable acid addition salt thereof. 

10 

7. A compound according to any one of claims 1 or 6, wherein the compounds are 

(S)-1 -(5-chloropyrimidin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-N-(4-(morpholin-2-yl)phenyl)-1-(2-(trifluoromethyl)pyrimidin-4-yl)~ 1 H-pyrazole-4-

carboxamide 

15 (S)-1 -(2-chloropyrimidin-4-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-N-(4-(morpholin-2-yl)phenyl)-1 -(5-(trifluoromethyl)pyrimidin-2-yl)-1 H-pyrazole-4-

carboxamide 

(S)-1 -(4-methylpyrimidin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-N-(4-(morpholin-2-yl)phenyl)-1 -(6-(trifhioromethyl)pyrimidin-4-yl)-1 H-pyrazole-4-

20 carboxamide 
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(S)-N-(4-(morpholin-2-yl)phenyl)-l-(2-(trifluoromethyl)pyrimidin-5-yl)-l H-pyrazole-4-

carboxamide or 

(S)-N-(4-(morpholin-2-yl)phenyl)-l-(4-(trifluoromethyl)pyrimidin-2-yl)-lH-pyrazole-4-

carboxamide. 

5 (S)-l-(6-cyclopropylpyrimidin-4-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide. 

8. A compound of formulas ID according to claim 1, 

wherein 

10 R2 is hydrogen or leweF-Cj^alkyl; 

R3 is hydrogen, amino or lewef-Ci^-alkyl; 

R7 is hydrogen, halogen, kwer~Cs,7-alkyl, teweF-C^cycloalkyl, Cj^tower-alkyl substituted 

by halogen, k»wer-C)_7-alkyl substituted by hydroxyl or cyano; 

Z is a bond, -CH2- or -0-; 

15 or a pharmaceutically suitable acid addition salt thereof. 

9. A compound according to any one of claims 1 01* 8, wherein the compounds are 

(S)-N-(4-(morpholin-2-yl)phenyl)-1 -(6-(trifluoromethyl)pyxazin-2-yl)-1 H-pyrazole-4-

carboxamide 

20 (S)-1 -(6-methylpyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-l-(5-methylpyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

(S)-l-(3 -chloropyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-1 -(5-cyanopyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-l-(5-chloropyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 

25 (S)-l-(6-cyanopyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide 



-59-

(S)-l-(3-cyanopyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide or 

(S)-N-(4-(morpholin-2-yl)phenyl)-l-(5-(trifluoromethyl)pyrazin-2-yl)-l H-pyrazole-4-

carboxamide. 

5 10. A compound of formulas IE according to claim 1, 

wherein 

R is hydrogen or lower C^-alkyl; 

R3 is hydrogen, amino or lower Cjj-alkyl; 

10 Z is a bond, -CH2- or -O-; 

or a pharmaceutically suitable acid addition salt thereof. 

11. A compound according to any one of claims 1 or 10, wherein the compound is 

(S)-l-(2,2-difluorobenzo[d][l,3]dioxol-5-yl)-N-(4-(morpholin-2-yl)phenyl)-l H-pyrazole-4-

15 carboxamide. 

12. A compound of formula IF according to claim 1 

wherein 

20 R2 is hydrogen or k>wer Ci -^ilkyl; 
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R is hydrogen, amino or leweF-Cj j^alkyl 

Z is a bond, -CH2- or -0-; 

or a pharmaceutically suitable acid addition salt thereof. 

5 13. A compound according to any one of claims 1 or 12, wherein the compound is 

(S)-N-(4-(morpholin-2-yl)phenyl)-1 -(4-(trifluoromethyl)thiazol-2-yl)-1 H-pyrazole-4-

carboxamide. 

14. A process for the manufacture of a compound of formula I according to any one of 

10 claims 1-13, which process comprises 

cleaving off the protecting group of compounds of formula 

15 and, if desired, converting the compounds obtained into pharmaceutically acceptable acid 

addition salts, wherein the substituents are as described in claim 1. 

15. A compound according to any one of claims 1-13, when manufactured by a process 

according to claim 14. 

4 

to form a compound of formula I 

I 

20 


