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

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 

5 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 fonns of chronic pruritus as well as 

acute and chronic organ transplant rejection. 

10 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 

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 

15 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 

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 

20 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 

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

rejection. 

25 In one aspect there is provided compounds of formula (1) 

wherein 
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Rs is substituted quinolinvl, substituted 1.2.3.4-tetrahvdroquinolinvl. substituted isoquinolinvl. 

substituted 1.2.3.4-tetrahydroisoquinolinyI. substituted 9H-carbazoJvL substituted chromaiivl. 

substituted indolvl. substituted naphthvl. substituted oxazoivl substituted phenyl substituted 

phenvlalkvL substituted phenylcvcloalkvl. substituted phenoxvalkvl. substituted phenvlalkoxv. 

5 substituted phenvlalkcny], substituted phenylalkvnyL substituted pyridazinvl, substituted 

pvridazinvlalkvl. substituted pvridazinvlalkenvl. substituted pvridazinvialkvnvl. substituted 

10 thiophenvlalkenvl. substituted thiophenylalkvnvl substituted tetralinvl or substituted tetralinonvi, 

wherein substituted quinolinvl substituted 1.2.3.4-tetrahvdroquinolinvl, substituted isoquinolinvl. 

substituted 3.2,3,4-tetrahydroisoquinolinyl. substituted 9H-carbazolvl, substituted chromanyl, 

substituted indolvl, substituted naphthvl. substituted oxazoivl, substituted phenyl, substituted 

phenvlalkvL substituted phenvlcvcloalkvL substituted phenoxvalkvi. substituted phenvlalkoxv. 

15 substituted phenvlalkenvl. substituted phenylalkvnyL substituted pyridazinvl. substituted 

pyridazinvlalkyl. substituted p vridazinvlalkenvl. substituted pyridazinvlalkvnvl. substituted 

pvridinvl. substituted pyridinvlalkvh substituted pyridinylalkenyl. substituted wridinvlalkynvL 

substituted pyridinonvl substituted p\-Tidinonvialkvl. substituted pyridinonvlalkenvL substituted 

pyridinonvlalkvnvl, substituted thiophenvl. substituted, thiophenvlalkvL substituted 

20 thiophenvlalkenvl substituted thiophenvlatkvnvh substituted tetralinvl and substituted 

tetralinonvi are substituted with R6. R7 and R8; 

Y is -CfOV or 

R is substituted pvridinvl. substituted phenyl or is selected from the ring systems A. B and C. 

wherein substituted pvridinvl and substituted phenyl are substituted with one substituted 

25 aminosulfonvl. wherein substituted aminosulfonvl is substituted on the nitrogen atom with one to 

two suhstituents independently selected from H. alkvi. cycloalkyl. cvcloalkvlalkvl. hvdroxyalkyl 

and alkoxvalkvl: 
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B 

"RA R4 and R5 are independently selected from H, alkyl halogen, haloaikvl and a] 

R6, R7 and R8 are 

hydroxvalkyl haloaikvl hvdroxvhaloalkvl cycloalkyl. cycloalkylajkyl. cvcloalkylalkoxv 

cycloalkoxy. cvcloalkoxvalkvl cvcloalkylalkoxvalkvl alkoxv. alkoxyalkyl haloalkoxy. 

•fonvl furanvl tetrah vdropvr an vl. 

/lakrrtrv 

:olyl 

with one to three halogen 

aliv accept? 

ein RARI 

O 

(ill) 
Y 

(i!) (0 

aspect there is r use as the 
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In ai lother aspect, there is provi dec 1 a compound as d< efined herein for the treatment or 

prophvlax is of renal conditions, liver coi iditions, inflamma torv conditions, conditions of the 

nervous s^ /stem, conditions of the respire itorv system, vasci ilar and cardiovascular conditions. 

fibrotic diseases, cancer, ocular conditions, metabolic conditions, cholestatic and other forms of 

chronic pruritus and acute and chronic organ transplant, rejection. 

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 svstem. conditions of the respiratory system. 

vascular and cardiov ascular conditions, fil orotic diseases. cancer, ocular conditio] is, metabolic 

conditions, cholestat ic and. other forms of chronic pmritu s and acute and chronic organ transplant 

rejection. 

In another 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 

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, ethoxy and isopropoxy. More 

particular alkoxy group is isopropoxy. 
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(3aR,3bS,6aR,6bS)-5-(lH-benzotriazole-5-carbonyl)-octahydro~cyclobuta[l,2-c;3,4-

c']dipyrrole-2-carboxylicacid 4-trifluoromethoxy-benzyl ester; 

and pharmaceutical^ acceptable salts thereof. 

18. A process to prepare a compound according to any one of claims 1 to 17 comprising the 

5 reaction of a compound of formula (II) in the presence of a compound of formula (III), 
1 ^ wherein R , R", A and Y are as defined above. 

^\R2 

E\ A~-—. (HI) R\ ^ ^ .0 
Y 

.2 

(il) (l) 

19. A compound according to any one of claims 1 to 17 for use as therapeutically acti ve 

substance. 

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

17 and a therapeutically inert earner. 

use of a compound according to any one of claims 14e 17 for -the treatment or 

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

the nervous system, conditions of the respirator}' system-,-vascular md cardiovas-

15 conditions, fibrotic diseases, cancer, ocular cci 
. <*-: /•% f-i chronic pruritus and acute and ehromc organ transplant rejection; 

3221. A compound according to any one of claims 1 to 17 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, 

20 fibrotic diseases, cancer, ocular conditions, metabolic conditions, cholestatic and other 

forms of chronic pruritus and acute and chronic organ transplant rejection. 

35-22. The use of a compound according to any one of claims 1 to 17 for the preparation of a 

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

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

25 
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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. 

24-.—A method for the treatment or prophylaxis a condition selected from the group consisting 

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 conditions, cholestatic and other 

forms of chronic pruritus and acute and chronic organ transplant rejection, which method 

comprises administering an effective amount of a compound according to any one of 

ekims 1 to 17. 

3523. A compound according to any one of claims 1 to 17, when manufactured according to a 

process of claim 18. 


