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one symptom of the disease. The ATX-LPA axis has been implicated for example in 

angiogenesis, chronic inflammation, autoimmune diseases, fibrotic diseases, cancer and tumor 

metastasis and progression, ocular conditions, metabolic conditions such as obesity and/or 

diabetes mellitus, conditions such as cholestatic or other forms of chronic pruritus as well as 

acute and chronic organ transplant rejection. 

Objects of the -m* herein are the compounds of 

formula (I) and their aforementioned salts and esters and their use as therapeutically active 

substances, a process for the manufacture of the said compounds, intermediates, pharmaceutical 

compositions, medicaments containing the said compounds, their pharmaceutically acceptable 

10 salts or esters, the use of the said compounds, salts or esters for the treatment or prophylaxis of 

disorders or conditions that are associated with the activity of ATX and/or the biological activity 

of lysophosphatidic acid (LP A), particularly in the treatment or prophylaxis of renal conditions, 

liver conditions, inflammatory conditions, conditions of the nervous system, conditions of the 

respiratory system, vascular and cardiovascular conditions, fibrotic diseases, cancer, ocular 

15 conditions, metabolic conditions, cholestatic and other forms of chronic pruritus and acute and-

chronic organ transplant rejection, and the use of the said compounds, salts or esters for the 

production of medicaments for the treatment or prophylaxis of renal conditions, liver conditions, 

inflammatory conditions, conditions of the nervous system, conditions of the respiratory system, 

vascular and cardiovascular conditions, fibrotic diseases, cancer, ocular conditions, metabolic 

20 conditions, cholestatic and other forms of chronic pruritus and acute and chronic organ transplant 

rejection. 
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quinolvl substituted quinolinvl isoquinolyl. substituted isoquinolinvl substituted 2.3-dihvdro-

lH-isoindol-2-vl substituted 1 H-indoi-2-vl or substituted benzofuran-2-vl wherein substituted 

cvcloalkvl substituted cycloalkvlalkvl substituted piperazinyl substituted piperidinvl 

substituted indanyloxvalkvl, substituted phenyl substituted phenvlalkyl. substituted 

5 phenylalkynvt substituted phenoxvalkvl substituted phenvlcvcloalkvl substituted phenylalkenvl 

substituted pvridinyl substituted pyridinylalkvl substituted pyridinvlal.ken.vl substituted 

pyridinylalkvnyl substituted thiophenvl. substituted thiophenylalkvl substituted 

thiophenvlalkenvi. substituted thiophenvla!k vnvl. substituted naphthvl substituted quinolinvl 

substituted isoquinolinvl. substituted 2.3-dihvdro-rH-isoindol-2-vi.substituted lH-indol-2-vl and 

10 substituted benzofuran-2-vl are substituted with R8, R9 and K!0; 

Y is-OC(OV.-NR7crOK-CfOK-S(QW N~~N or N~~N ; 

A is -N- or CR"^-; 

W is -Q-. ~S~. -NR6-, -C(QV. -SCOV. -C(Q)-NR6- or -CR3R4-: 

R3 and R4 are independently selected from H. halogen, alkyl and cvcloalkvl; 

5 6 1 15 R", R and R are independently selected from H. alkyl and cvcloalkvl; 

R8. RQ and R1Q are independently selected from H. alkvl. hvdroxvalkvl haloalkvl 

hvdroxvhaloalkyl cvcloalkvl cvcloalkvlalkvl. cyeloalkylalkoxy. cycloalkoxv. cvcloalkoxvalkvL 

cycloalkylalkoxyalkyl. alkoxy. alkoxvalkvl haloalkoxv. alkoxyhaloalkvl alkoxvalkoxv, 

a 1 koxva 1 koxvalkvl phenyl substituted phenyl, pvridinyl. substituted pvridinyl pvrrolvl 

20 substituted pvrrolvl pvrrolvdinyl substituted pvrrolvdinvl tetrah vdrofuranvl. substituted 

tetrah vdrofuranvl halogen, hydroxy, cyano, alkvlsulfanvl haloaikvlsulfanvl. cycloalkvlsulfanvl. 

alkvlsulfmyl. haioalkvlsulfmvl cvcloalkvlsulfinvl alkvlcarbonyl haloalkylcarbonvl 

cycloalkylcarbonyl alkvlsulfonvl haloalkylsulfon vl. cvcloalkvlsulfonyl substituted 

aminosulfonvl substituted amino and substituted aminoalkvl wherein substituted aminosulfonvl 

25 substituted amino and substituted aminoalkvl are substituted on the nitrogen atom with one to 

two substituents independently selected from H. alkyl cvcloalkvl cvcloalkvlalkvl hvdroxyalkvl 

alkoxvalkvl alkvlcarbonvl and cycloalkylcarbonyl and wherein substituted phenyl, substituted 

pvrrolvl substituted pvrrolvdinvl substituted tetrahvdrofuranvl and substituted pvridinyl are 
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substituted with one to three substituents independently selected from alkyl, halogen, haloalkyl, 

alkoxv and haloalkoxv; 

m, n, p and q are independently selected from 1 or 2; 
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In a second aspect, there is provided a process to prepare a compound as defined herein 

comprising the reaction of a compound of formula (II) in the presence of a compound of formula 

(III), wherein R . R". A. W. m. n. p and q are as defined above. Y is -OC('O)-. 

O 

5 In a third aspect, there is provided a compound as defined herein for use as therapeutically 

active substance. 

In a fourth aspect, there is provided a pharmaceutical composition comprising a compound 

as defined herein and a therapeutically inert carrier. 

In a fifth aspect, there is provided a compound as defined herein for the treatment or 

10 prophylaxis of renal conditions, liver conditions, inflammatory conditions, conditions of the 

nervous system, fibrotic diseases and acute and chronic organ transplant rejection. 

In a sixth aspect, there is provided use of a compound as defined herein for the preparation 

of a medicament for the treatment or prophylaxis of renal conditions, liver conditions, 

inflammatory conditions, conditions of the nervous system, fibrotic diseases and acute and 

15 chronic organ transplant rejection. 

In a seventh aspect, there is provided a compound as defined herein, when manufactured 

according to a process as defined herein. 

The term "alkenyl" denotes a monovalent linear or branched hydrocarbon group of 2 to 7 

carbon atoms with at least one double bond. In particular embodiments, alkenyl has 2 to 4 carbon 

20 atoms with at least one double bond. Examples of alkenyl include ethenyl, propenyl, prop-2-enyl, 

isopropenyl, n-butenyl and iso-butenyl. Particular alkenyl group is ethenyl. 

The term "alkoxy" denotes a group of the formula -O-R', wherein R' is an alkyl group. 

Examples of alkoxy group include methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy 

and tert-butoxy. Particular alkoxy group include methoxy. 
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The term "alkoxyalkoxy" denotes an alkoxy group wherein at least one of the hydrogen 

atoms of the alkoxy group has been replaced by another alkoxy group. Examples of 

alkoxyalkoxy group include methoxymethoxy, ethoxymethoxy, methoxyethoxy, ethoxyethoxy, 
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(ii) (i) 

50. A compound according to any one of claims 1 to 48 for use as therapeutically active 

substance. 

51. A pharmaceutical composition comprising a compound according to any one of claims 1 to 

48 and a therapeutically inert carrier. 

S2-—The use of a compound aeeerding to my one of claims 1 to 48 for the treatment or 

prophylaxis of renal conditions, liver conditions, inflammatory conditions, eaadkions of 

the nervous system., fibrotic diseases and acute and chronic organ transplant rejeeti-ea-r 

S352. A compound according to any one of claims 1 to 48 for the treatment or prophylaxis of 

renal conditions, liver conditions, inflammatory conditions, conditions of the nervous 

system, fibrotic diseases and acute and chronic organ transplant rejection. 

§453. The use of a compound according to any one of claims 1 to 48 for the preparation of a 

medicament for the treatment or prophylaxis of renal conditions, liver conditions, 

inflammatory conditions, conditions of the nervous system, fibrotic diseases and acute and 

chronic organ transplant rejection. 

•5-5-;—A method-for the treatrnen-t-or prophylaxis a renal condition selected from the group 
n 4- 4- X-. rx 

of claims 1 to 4S 

5454. A compound according to any one of claims 1 to 48, when manufactured according to a 

process of claim 49. 


