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     The phosphodiesterase IV enzyme (PDE IV) appears to be an important enzyme in human inflammatory airway disease but its role in equine COPD is unknown.  In vitro and ex vivo studies have demonstrated that sub micromolar concentrations of the PDE IV inhibitor L-826,141 are effective at inhibiting both tumor necrosis factor (TNF) and leukotriene B4 (LTB4) in peripheral horse whole blood.  In a blinded, parallel study (Study #1) we compared the use of dexamethasone (0.04 mg/kg IV once daily) against the PDE IV inhibitor L-826,141 (0.5 mg/kg  every second day) in twelve COPD affected horses. In Study #2 horses previously treated with L-826,141 were treated for an additional 8 days with 1.0 mg/kg of L-826,141. Blood for TNF and LTB4 whole blood assays was collected before and after the last day of drug administration for Study #1 and Study #2, respectively. Pulmonary mechanics were measured on days –14, -7, 0, 7 and 14 and BAL collected on day –14, 0, and 14.  On day –7 horses were ranked by severity of respiratory dysfunction and randomly split into either dexamethasone or L-826,141 treatment groups (n = 6/group).  Blood for L-826,141 plasma concentration was collected periodically for peak and trough measurements. Starting one week after dexamethasone treatment lung mechanics were significantly improved in the dexamethasone treated horses but not in the L-826,141 treated horses.  Neither dexamethasone nor L-826,141 had a significant effect in BALF volume, total cell counts and differential cytology.  Both circulating TNF and LTB4 were inhibited by > 90% and the plasma profile of L-826,141 was within expected limits. L-826,141 caused significant elevation in circulating neutrophil in study #2 but otherwise was well tolerated by all horses in both studies. In conclusion L-826,141 was well tolerated by horses with COPD but did not improve airway function.
















