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

disorders of sleep and eireadian 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 

RVTH 
R'-NQ~R2 

wherein 

pyridine-2, 3 or 4-yl, optionally substituted by halogen, Ci-7-alkyl, C3-6-cycloalkyl, cyano, Ci-7-

alkyl substituted by halogen, Ci-7-alkyl substituted byhydroxyl, Ci^-alkoxy, Ci_?-alkoxy 

substituted by halogen, or Ci.7-alkoxy substituted by hydroxyl; or is 

15 pyrimidin-2, 4 or 5-yl, optionally substituted by halogen, Ci-7-alkyl, C3-6-cycloalkyl, Ci-7-alkyl 

substituted by hydroxy or Ci.7-alkyl substituted by halogen, or is 

pyrazin-2-yl, optionally substituted by halogen, Ci_7-alkyl, C3_6-cycloalkyl, Ci-7-alkyl substituted 

by halogen, Ci-7-alkyl substituted by hydroxy or cyano, or is 

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

20 thiazolyl, optionally substituted by Ci-7-alkyl substituted by halogen; 

R2 is hydrogen or Ci-7-alkyl; 
•5 

R is hydrogen, amino or Ci_7-alkyl; 

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

or a pharmaceutically suitable acid addition salt thereof. 
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In a second aspect, there is provided a process for the manufacture of a compound of 

formula I as defined herein, which process comprises 

cleaving off the protecting group of compounds of formula 

R N 4 

5 to form a compound of formula I 

NH 

I 

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

addition salts, wherein the substituents are as described herein. 

10 p::eeess-Tis-4a&3«d4i€F©iffc 

In a fewft-third aspect, there is provided a pharmaceutical composition comprising a 

compound as defined herein and a pharmaceutical acceptable carrier and/or adjuvant. 

In a fifth-fourth aspect, there is provided compounds as defined herein for use as 

therapeutic active substances. 

15 In a sixth fifth aspect, there is provided compounds as defined herein for use in the 

treatment of depression, anxiety disorders, bipolar disorder, attention deficit hyperactivity 

disorder (ADHD), stress-related disorders, psychotic disorders, schizophrenia, neurological 

diseases, Parkinson's disease, neurodegenerative disorders, Alzheimer's disease, epilepsy, 

migraine, hypertension, substance abuse, metabolic disorders, eating disorders, diabetes, diabetic 

20 complications, obesity, dyslipidemia, disorders of energy consumption and assimilation, 

disorders and malfunction of body temperature homeostasis, disorders of sleep and circadian 

rhythm, and cardiovascular disorders. 

preparation of medicaments for the therapeutic and/or prophylactic treatment of depression, 

25 anxiety disorders, bipolar disorder, attention deficit hyperactivity disorder (ADHD), stress-

In a se¥€ftth-sixth aspect, there is provided use of a compound as defined herein for the 



10 

15 

R1 

R 

R3 

Z 

-53 

Claims 

1. A compound of formula 

R 

RI>N 

• .NC 
N 

wherein 

is-phenyl, optieBaMy-sttbstkated-by-hategear^^-aftyM^-QysfeafeyMS^-a&exy? 

eyafle7€i^-^feyl^H^ituted''by'Mlogea','G4.J7"alkyl-s«bMifated-by4^fexy,-€.^?-atke?^y 

sttbstituted-by-halogen or C^-aikoxy substituted by faydjFejfcyj-eF-is 

pyridine-2, 3 or 4-yl, optionally substituted by halogen, Ci„7-alkyl, C3.6-cycloalkyl, cyano, 

Ci_7-alkyl substituted by halogen, Ci-7-alkyl substituted by hydroxyl, Ci_7-alkoxy, Cj_7-

alkoxy substituted by halogen, or Ci.7-alkoxy substituted by hydroxyl; or is 

pyrimidin-2, 4 or 5-yl, optionally substituted by halogen, Ci_7-alkyl, C3^-cycloalkyl, C1.7-

alkyl substituted by hydroxy or Ci_7-alkyl substituted by halogen, or is 

pyrazin-2-yl, optionally substituted by halogen, Ci_7-alkyl, C3.6-cycloalkyl, Ci_7-alkyl 

substituted by halogen, Ci_7-alkyl substituted by hydroxy or cyano, or is 

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

thiazolyl, optionally substituted by Ci.7-alkyl substituted by halogen; 

is hydrogen or Ci„7-alkyl; 

is hydrogen, amino or Ci_7-alkyl; 

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

20 or a pharmaceutically suitable acid addition salt thereof. 

2r-A-^efBfmffld-effeiaate IA aeeofdieg-to claim 1, 
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is4tydf0geH-0f~€^? alkyl; 

R" is-feydregCTtraiHifie-eF^^-aH^ij 

s«festitttte<H3y4Mlagefv€i^-ftlky!--s#»tttttedr%y43y€[i^^ 

feal©gefi-e^4^-^ilk©*y-s«festitete4-by43^fe3tyj 

« i&4-©¥-2 

Z is-a-bendT-GHb--©f—0-~ 

10 OT-a-pfeaffiweetttieaHy-staM^e-fieM-ad^^ 

3^^^-eefi;^p©tl»d-ae6efdifi^4©-ai^y~e»e-e^:-etei^af3-^-er^w4ief^iH-tlle-€eH^p©talds--afe 

(S)-§-Btefeyi-j4-fil (morpbefa-2-yl)jpbeByl)--1 -•pheH^4-4ft-pyFazej^-4-^aa!bejfrafflMe 

(S^-4^4H»eSi0xypfeeHytH!'H4^i»efplM>li«^-yl)pfe^ 

(S)-4-(3-fl^F0pbeBy4)-^-^4-(eM«pii0}ift-3-^4)pbefiy^-4H-pyi:azete-4-eai%e^Bai€te 

(S)-4-(4-e^ffl©pheH54)-N-(4-^iB«fpfeeMB-4~yl)pheH54)^H^yra2elH^4-^aFbe^afflMe 

(R)-4-(4-flttefep^nyl)--N-(4-(meFphetija--5 yl)phefij4)-4jH-^yfazele-4-eafbe*amye 

(S)-4-(^-6yagefhenyi) -N-f4-(iaeiphefei:- 3 yl)pheB^-4ji-pyi:azele-4-eafbe?6aHHde 

20 (§)™4H-44»€H»e~2^eya»©ipfee»yi)~:N--(4-{ffl£H:pM^^ 

(S^-4-f4-(dM:aefefflefee?q^^ea^4)-N-{4-^a^pfeelia-3-j4)pfe^yi)-4H-p^!azele-4-eflfbexainide 

fSf4~{3HyAfe^©ffleti:)£0iy)pl»Byi)44-(4-(faef^l^^ 

(S)-4-(4-eyaste-5-feeFepfe«iyl)44-f4-(meipfe6liH-5-yl)^ieayl)-i}4-pyFaz©le-4-6afbexafflMe 

^_4_^_eyaHe_^3tterepj3:eH:yJr^N4_|4_|^e¥^^ 

25 (S)-4™{2r-6ya»e-4-#«e¥epfeeHyl)-^-f4Hj™<w:pMiB~2^^ 



-55-

^^-4-{4-(difi«©iBffleft©*y)pfe^i54)-N-(4-(ffi©!pfe©liH-3-yl)pfe«B^4)-444-pyi!az©ie-4-eafbesaifflrde 

(S)-l--(4-(dM«©f©me:Siex5^pbeii^4)-5HEftefeyi-N-{4-^mefpfeefet-S-j4)f4ieHyl)-4ii^yFaz©le-4-

earbexaffiMe 

(S)-4-(4-(dyi«ef:effie#ie*y)pb«i54)-^-i»eAyi-N-(4-^Heiph©iia-3-yl)^^yi}-4ii-p^a2ele-4-

5 eaffeexaaiete 

(RH-(4 

.eyQBepfeeBy^_g--methyi~^^ 2-y^phm^A4i-fymmle-4-embe^smi4s 

cyano -2 -fhtefepbenyl) -N (4-(moipheMa-£-yl)phenyl)-4li-pyfazeIe-4-eafbejfcaBaMe 

amide or 

10 (RS)~ 1 -(4-difl«e^Bfflefe^y-pfeeHyi)-4tf-pymzek>-4-6ai%ej£y}i&-aey-(4-piperife-^4-pfeefiy^-

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

IB 
wherein 

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

R2 is hydrogen or Cj-7-alkyl; 

•2 
R is hydrogen, amino or Ci-7-alkyl; 

R5 is hydrogen, halogen, Ci-7-alkyl, C3_6-cycloalkyl, cyano, Ci-7-alkyl substituted by 

halogen, Ci.7-alkyl substituted by hydroxy, Ci„7-alkoxy, Ci.7-alkoxy substituted by 

20 halogen, Ci-7-alkoxy substituted by hydroxy; 

n is 1 or 2; 

Z is a bond, -CH2- or -O-; 
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or a pharmaceutically suitable acid addition salt thereof. 

•53 . A compound according to any one of claims 1 or 42, wherein the compounds are 

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

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

5 (S)-l-(5-bromopyridin-2-yl)-N-(4-(morpholin-2-yl)phenyI)-lH-pyrazole-4-carboxamide 

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

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

carboxamide 

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

10 carboxamide 

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

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

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

(S)-l-(3-fluoro-5-(trifluoromethyl)pyridin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-

15 carboxamide 

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

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

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

carboxamide or 

20 (S)-N-(4-(morpholin-2-yl)phenyl)-1 -(6-(trifluoromethyl)pyridin-3 -yl)-1 H-pyrazole-4-

carboxamide. 

64. A compound of formulas 1C1. IC2 and IC3 according to claim 1, 



- 57 -

wherein 

2 R is hydrogen or Ci-7-alkyl; 

-2 

5 R is hydrogen, amino or Ci-7-alkyl; 

R6 is hydrogen, halogen, Ci_7-alkyl, C3_6-cycloalkyl. Ci.7-alkyl substituted by halogen or Ci. 

7-alkyl substituted by hydroxy; 

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

or a pharmaceutically suitable acid addition salt thereof. 

10 

15. A compound according to any one of claims 1 or 64, wherein the compounds are 

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

(S)-N-(4-(morpholin-2-yl)phenyl)-l-(2-(trifluoromethyl)pyrimidin-4-yl)-lH-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-(morphol in-2-yl (phenyl)-1 -(6-(trifluoromethyl)pyrimidin-4-yl)-1 H-pvrazole-4-

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

carboxamide or 

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

carboxamide. 

(S)-1 -(6-cyclopropylpyximidin-4-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide. 

•86. A compound of formulas ID according to claim 1, 

r\ 

R is hydrogen or Ci„7~alkyl; 

R3 is hydrogen, amino or Ci-7-alkyI; 

R7 is hydrogen, halogen, Ci_7-alkyl, Cvo-cycloalkyl. C]_7-alkyl substituted by halogen, C1.7-

alkyl substituted by hydroxyl or cyano; 

or a pharmaceutical^ suitable acid addition salt thereof. 

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

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

carboxamide 

(S)-1 -(6-mcthylpyra/in-2-yl)-N-(4-(morpholin-2-yl)phenyl)-1 H-pyrazole-4-carboxamide 

(S)-1 -(5-methylpyrazin-2-yl)-N-(4~(morpholin-2-yl)phenyl)-1H -pyrazol e-4-carboxam id e 

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

(S)-l-(5-cyanopyrazin-2-yl)-N'-(4-(morpholin-2-yl (phenyl)-1 H-pyrazole-4-carboxamidc 

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

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

wherein 

Z is a bond, -CH2- or -O-; 
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(S)-l-(3-cyanopyrazin-2-yl)-N-(4-(morpholin-2-yl)phenyl)-lH-pyrazole-4-carboxamide or 

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

carboxamide. 

5 -1-08. A compound of formulas IE according to claim 1, 

wherein 

R is hydrogen or Ci-7-alkyl; 

•3 
R is hydrogen, amino or Ci_7-alkyl; 

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

or a pharmaceutically suitable acid addition salt thereof. 

449. A compound according to any one of claims 1 or 44)8, wherein the compound is 

(S)-l-(2,2-difhiorobenzo[d][l,3]dioxol-5-yl)-N-(4~(morpholin-2-yl)phenyl)-lH-pyrazole-4-

15 carboxamide. 

4-210. A compound of formula IF according to claim 1 
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•5 

R is hydrogen, amino or Cj-7-alkyl 

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

or a pharmaceutically suitable acid addition salt thereof. 

5 4-34L A compound according to any one of claims 1 or 4-210, wherein the compound is 

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

carboxamide. 

4412. A process for the manufacture of a compound of formula I according to any one of 

10 claims 1 - 43-11, 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. 

t§^Ar-e€ffl3f»BBd-«eeei:€fag4eTiH^ —manufaeteed-by-a-pfeeess 

aeeerding to claim-Mr 

4 

to form a compound of formula I 

I 

20 
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4-613. A pharmaceutical composition comprising a compound according to any one of 

claims 1 -43-11 and a pharmaceutical acceptable carrier and/or adjuvant. 

4^-14. A pharmaceutical composition according to claim 46-2 

5 comprising a compound according to any one of claims 1 -43-11 and a pharmaceutical 

acceptable carrier and/or adjuvant for use in the treatment of depression, anxiety disorders, 

bipolar disorder, attention deficit hyperactivity disorder (ADHD), stress-related disorders, 

psychotic disorders, schizophrenia, neurological diseases, Parkinson's disease, 

neurodegenerative disorders, Alzheimer's disease, epilepsy, migraine, hypertension, substance 

10 abuse, metabolic disorders, eating disorders, diabetes, diabetic complications, obesity, 

dyslipidemia, disorders of energy consumption and assimilation, disorders and malfunction of 

body temperature homeostasis, disorders of sleep and circadian rhythm, and cardiovascular 

disorders. 

15 4-815. Compounds according to any one of claims 1 - 43-11 for use as therapeutic active 

substances. 

4-916. Compounds according to any one of claims 1 -43-11 for use in the treatment of 

depression, anxiety disorders, bipolar disorder, attention deficit hyperactivity disorder (ADHD), 

20 stress-related disorders, psychotic disorders, schizophrenia, neurological diseases, Parkinson's 

disease, neurodegenerative disorders, Alzheimer's disease, epilepsy, migraine, hypertension, 

substance abuse, metabolic disorders, eating disorders, diabetes, diabetic complications, obesity, 

dyslipidemia, disorders of energy consumption and assimilation, disorders and malfunction of 

body temperature homeostasis, disorders of sleep and circadian rhythm, and cardiovascular 

25 disorders. 

2017. The use of a compound according to any one of claims 1 —4-3-11 for the preparation 

of medicaments for the therapeutic and/or prophylactic treatment of depression, anxiety 

disorders, bipolar disorder, attention deficit hyperactivity disorder (ADHD), stress-related 

30 disorders, psychotic disorders, schizophrenia, neurological diseases, Parkinson's disease, 

neurodegenerative disorders, Alzheimer's disease, epilepsy, migraine, hypertension, substance 

abuse, metabolic disorders, eating disorders, diabetes, diabetic complications, obesity, 

dyslipidemia, disorders of energy consumption and assimilation, disorders and malfunction of 


