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SPECIFICATION 

NOVEL 3, 5-DISUBSTITUTED PYRIDINE AND 3, 5-DISUBSTITUTED 

PYRIDAZINE DERIVATIVES AND PHARMACEUTICAL USE OF SAME 

 

[TECHNICAL FIELD OF THE INVENTION] 5 

[0001] 

 The present invention relates to novel 3,5-disubstituted 

pyridine and 3,5-disubstituted pyridazine derivatives or a 

pharmacologically acceptable salt thereof, having an autotaxin 

inhibitory action and effective for the prophylaxis or 10 

treatment of a disease caused by autotoxin in mammals inclusive 

of human.   

 

[BACKGROUND OF THE INVENTION] 

[0002] 15 

 Autotaxin (hereinafter sometimes to be indicated as ATX) 

was isolated from a culture supernatant of human malignant 

melanoma cell line A2058 and identified as a cell migration 

stimulating factor.  ATX is also called secreted 

lysophospholipase D (lysophospholipase D; hereinafter to be 20 

indicated as lysoPLD) and ENPP2 (Ectonucleotide 

Pyrophosphatase/Phosphodiesterase 2), and mainly affords 

lysoPLD activity.  It hydrolyzes lysophosphatidylcholine (LPC) 

and produces lysophosphatidic acid (hereinafter to be indicated 

as LPA) which is a lipid mediator having various physiological 25 

activities.   

[0003] 

 LPA produced by ATX binds to a G-protein-coupled receptor 

(GPCR) and intracellularly transmits signals, whereby various 

physiological actions are shown.  As LPA receptor, 6 kinds of 30 

subtypes of from LPA1 to LPA6 are known.  LPA receptor subtypes 

are distributed everywhere in the body, at different tissues to 

be localized in depending on the subtypes, and various receptor 

subtypes are involved in respective biological functions 

depending on the tissue.  LPA receptor is classified into two 35 
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