
Title: PYRIDAZINONE ALDOSE REDUCTASE INHIBITORS  Abstract: The present
invention relates to novel pyridazinone compounds, pharmaceutical
compositions comprising those com- pounds and to methods of using such
compounds and compositions to inhibit aldose reductase, lower sorbitol
levels and, thus, lower fructose levels, and/or treat or prevent diabetic
complications such as diabetic neuropathy, diabetic retinopathy, diabetic
nephropa- thy, diabetic cardiomyopathy, diabetic microangiopathy and
diabetic macroangiopathy in mammals. This invention also relates to
methods of affording cardioprotection to subjects not suffering from
diabetes. This invention also relates to pharmaceutical com- positions and
kits comprising a combination of an aldose reductase inhibitor (ARI) of
this invention and a sorbitol dehydrogenase  inhibitor and to methods of
using such compositions or kits to treat or prevent the above diabetic
complications in mammals. This  invention also relates to other
combinations with the ARIs of this invention, including combinations with
adenosine agonists; NHE-1  inhibitors; glycogen phosphorylase inhibitors;
selective serotonin reuptake inhibitors; GABA agonists; anti hypertensive
agents;  3-hydroxy-3-methylglutaryl coenzyme A reductase-inhibitors;
phosphodiesterase-5 inhibitors; and to glucose lowering agents. 


