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expression and altered responses to LPA may contribute to the initiation, progression and/or 

outcome of a number of different pathophysiological conditions related to the ATX/LPA axis. 

In accordance with the inventiondisclosure. the compounds of formula (I) or their 

pharmaceutically acceptable salts and esters can be used for the treatment or prophylaxis of 

5 diseases, disorders or conditions that are associated with the activity of autotaxin and/or the 

biological activity of lysophosphatidic acid (LPA). 

The compounds of formula (I) or their pharmaceutically acceptable salts and esters herein 

inhibit autotaxin activity and therefore inhibit LPA production and modulate LPA levels and 

associated signaling. Autotaxin inhibitors described herein are useful as agents for the treatment 

10 or prevention of diseases or conditions in which ATX activity and/or LPA signaling participates, 

is involved in the etiology or pathology of the disease, or is otherwise associated with at least 

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 

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

acute and chronic organ transplant rejection. 

Objects of the present i n ventionembodiments disclosed 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 

20 compositions, medicaments containing the said compounds, their pharmaceutically acceptable 

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 (LPA), particularly in the treatment or prophylaxis of renal conditions, 

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

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

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, 

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

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

rejection. 
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R3 is substituted heterocvcloalkoxv. substituted heterocycloalkvlalkoxv, substituted 

5 substituted heterocvcloalkvlalkvlamino are substituted with Rn. Ri2 and R1'"': 

R4 and R5 are independently selected from H, amino, alkvlamino, diaikvlamino. alkvL haloaikv. 

cvcloalkvl cvcloalkvlalkvl. halogen and cyano; 
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m, n, p and g are independently selected from 1 or 2; 

R6 and Rj are independently selected from H or alkyl; 

R is H, alkvl. haloalkvl or cycioalkyl; 

R9 is H. alkvl. halogen, haloalkvl and alkoxy; 

5 Ri0 is H or alkvl: 

RjR1" and R13 are independently selected from H. alkvl. alkoxy, cycloalkvl. cvcloalkoxv. 

halogen, haloalkvl. and cyano: 

or pharmaceutically acceptable salts. 

In another aspect, there is provided a process to prepare a compound as defined herein 

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

(ill), wherein R1. R2, m, n. p and a are as defined above, A is -N- and W is -CfQ)-

O 

15 In another aspect, there is provided a pharmaceutical composition comprising a compound 

as defined herein and a therapeutically inert carrier. 

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

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

neryous system, fibrotic diseases and acute and chronic organ transplant rejection. 
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In another aspect, there is provided the 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 

chronic organ transplant rejection. 

In another aspect, there is provided 

according to a process as defined herein. 
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24-.—Tlie use of a compound according to any one of claims 1 to 20 for the treatment or prophylaxis 

of renal conditions, Jjver conditions, inflammatory conditions, conditions of the nervous 

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

25-24- A compound according to any one of claims 1 to 20 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. 

3425. The use of a compound according to any one of claims 1 to 20 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. 

53-. A method for the treatment or prophylaxis a renal condition selected from the group consisting 

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

system, fibrotic diseases and acute and chronic organ-transplant rejection, which method. 
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2-8-26. A compound according to any one of claims 1 to 20, when manufactured according to a process 

of claim 21. 


