Experimental evidence that a combination of  sGC stimulator BAY 60 -4552 and

PDES5 inhibitor vardenafil might salvage patients wi th insufficie nt response
to PDES inhibitors after cavernous nerve injury
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> In CN crushed anesthetized rats, while iv BAY 60-4552 responses to ES-CN to the same extent.
0.03mg/kg did not change MAP, BAY 60-4552 0.3mglkg > Normal erectile function was not totally restored by vardenafil, which supports the relevance of the CN
METHODS significantly lowered MAP. crushed injured rat as an experimental model of insufficient response to PDE5 inhibitors mimicking the
> Intravenous BAY 60-4552 (0.03 mg/kg) / vardenafil ( 0.03 clinical setting observed in men with RP-associated ED.
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weeks of recovery, erectile function was evaluated in urethane-anesthetized rats following electrical : produce its maximal effects on erectile function, limiting thus its potential side effects on blood pressure-

stimulation of the cavernous nerve (ES CN) at different frequencies. The effects of intravenous (iv) injection of Iowering,
vehicle, vardenafil 0.03 mg/kg, BAY 60-4552 0.03 mg/kg or 0.3 mg/kg, or a combination of BAY 60-4552 0.03
mg/kg + vardenafil 0.03 mg/kg were evaluated in CN crushed rats.
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tracheotomized, and, the carotid artery and the jugular vein were catheterized to respectively record mean
arterial pressure (MAP) and perform iv injections. A needle connected to a catheter was inserted in one of the

corpora cavernosa to record intracavernous pressure (ICP). One of the CN was exposed and mounted on a
CONCLUSIONS

bipolar platinum electrode connected to an electrical stimulator (AMS 2100, Phymep, France).

* After a 5 minute-period of simultaneous computerized measure of MAP and ICP recording, two consecutive

ES CN (6V, 10Hz, 1 ms for 45 s) were performed to evaluate the baseline erectile response. Then, acute iv . ;
treatment (1 ml/kg) was administered exactly 4 minutes before the beginning of the ES CN for frequency- To COﬂC|Ude, the presem StUdy Supports the hypOthe sis that:
response curves. The CN was thereafter stimulated at different frequencies (0, 2, 3, 4, 5, 7.5, and 10 Hz) at 2-

minute intervals in a randomized manner and repeated twice in order to assess the erectile responses. * stimulation of sGC by BAY 60-4552 could ameliorate ED following CN injury,

* Erectile responses to ES CN were expressed as a ratio of AICP (mmHg) / MAP (mmHg) x 100, with AICP . L . . . . . .

being the difference between ICP in the flaccid state and ICP during the plateau phase of the erectile * a combined administration of the sGC stimulator BA Y 60-4552 and the PDES5 inhibitor vardenafil constit  utes a valuable
A S e I etese il ence of the systemic blood pressure in approach in treating ED in situations in which PDE5 inhibitors alone are not fully efficacious, and in which NO  release s

the amplitude of ICP increase during the plateau phase of the erectile response. ) : o .
|mpa|red as it is the case in men post—RP.
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