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EN3231, AN NMDA-ENHANCED ANALGESIC, IS SAFE AND WELL TOLERATED AFTER 1 
YEAR OF TREATMENT IN CHRONIC PAIN PATIENTS 
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The objective of this study was to demonstrate that EN3231, a combination of morphine sulfate 
(MS) and dextromethorphan (DM), is safe for treatment of chronic pain for 1 year.  
Patients from 3 clinical trials enrolled in long-term, open-label extensions. Study designs prior to 
open-label phase were: Study 1: EN3231 vs. MS for 4 weeks; Study 2: 2-week crossover 
between EN3231 and MS; Study 3: opioid conversion to EN3231. Patients completing 1 year of 
treatment were analyzed. Safety was assessed by incidence and severity of treatment-related 
adverse events (AEs).  
Two hundred thirty-one chronic pain patients were treated with EN3231 for 1 year. Adverse 
events were collected over the extension period. The most prevalent treatment-related AEs 
were: constipation (n = 45; 19.5%); somnolence (n = 39; 16.9%); nausea (n = 35; 15.2%); 
asthenia (n = 25; 10.8%); and sweating (n = 16; 6.9%). Eighty-one serious AEs occurred; only 4 
were possibly related to treatment.  
For this cohort of chronic pain patients who were treated with daily doses of EN3231 for 1 year, 
the incidence and type of treatment-related adverse events were not different compared to 
those reported with currently available opioid analgesics. The severity of these adverse events 
was generally mild-to-moderate. These data suggest that EN3231 is both safe and well 
tolerated in patients with chronic cancer pain or nonmalignant pain. It is recognized that these 
data are limited to only those patients completing 1 year of exposure and do not represent the 
safety profiles of patients who discontinued prior to 1 year of exposure. 
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