
4. Effect of ABT-724 in Corpus Cavernosum Smooth Muscle  
 
The in vitro regulation of smooth muscle tone by ABT-724 was assessed on isolated rabbit cavernosum smooth 
muscle strips mounted in organ bath chambers and pre-contracted by phenylephrine as previously reported (5). 
Corpus cavernosum tissues were prepared from adult male New Zealand white rabbits, weighing 3.0 to 3.5 kg, after 
euthanasia by intravenous pentobarbital sodium injection. The two corpus cavernosum strips were carefully dissected 
under an illuminated magnifier.  

 
The strips were mounted to organ baths (10 ml) containing Kreb-Henseleit buffer solution  (pH7.4) maintained at 37oC 
by a thermoregulated water circuit. The buffer solution plus 2.5 mM CaCl2, 25 mM NaHCO3, and 4 µM DL-propranolol 
was continuously aerated with a mixture of 95%O2/5%CO2. The tissue strips were loaded with a resting tension of 2g 
and equilibrated for 90 minutes. During equilibration, the bath solution was replaced every 10 minutes. Changes in 
isometric tension of muscle tissues were measured using a force-displacement transducer. Repeated adjustment of 
tension was performed if necessary. No changes in tension were made after experiment was started.  

 
The relaxation effects of ABT-724, apomorphine, and sildenafil were assessed in the corpus cavernosum tissue bath 
preparations precontracted with phenylephrine. The concentrations of phenylephrine used corresponded to its 
approximate EC50 values (1.5 µM). At stable tension, compounds to be tested were added cumulatively, and a new 
concentration was not added until the response to the previous one had attained a steady level.  The compound was 
dissolved in dimethyl sulfoxide (DMSO) to make a stock solution.  Further diluted with ethanol before adding into the 
buffer solutions in tissue bath chamber so that the final total solvent concentrations in the assays was less than 0.5% 
(v/v) which itself did not alter the smooth muscle tone. Stock solutions of phenylephrine were freshly prepared in saline 
included 0.1% ascorbic acid as an antioxidant.  EC50 was calculated by nonlinear regression using curve-fitting Prism 
program (GraphPad Software, San Diego, CA).  
 
Corpus cavernosum strips in tissue bath preparations were precontracted with phenylephrine (1.5 µM) and treated with 
increasing concentrations of ABT-724 and apomorphine (1x10-8 – 1x10-5 M). As shown below, neither ABT-724 nor 
apomorphine caused relaxation of smooth muscle strips at concentration up to 10 µM. In contrast, the PDE5 inhibitor 
sildenafil produced a concentration-dependent relaxation with an EC50 value of 44.37+ 11.2 nM (n=7) and completely 
relaxed the smooth muscle tissue strips contracted by phenylephrine.  

 
Figure 1: The effect of apomorphine, ABT-724 and slidenafil on phenylephrine-precontracted rabbit corpus 
cavernosum.  Data are expressed as mean + SEM (n=7). 
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