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Description

Alvimopan monohydrate (ADL 8-2698 monohydrate) is a peripherally acting mu-opioid receptor (PAM-OR,

IC50= 1.7 nM) antagonist for accelerating gastrointestinal recovery after surgery.

IC5¢ & Target

IC50: 1.7 nM (Mu-type opioid receptor)[1].

In Vivo

Alvimopan monohydrate (ADL 8-2698 monohydrate) did not significantly accelerate GI-3 compared with
placebo [6 mg: hazard ratio (HR) = 1.20, p = 0.080; 12 mg: HR = 1.24, p = 0.038). However, after
adjustment for significant covariates (sex/surgical duration), benefits were significant for both doses (6 mg:
HR =1.24, p = 0.037; 12 mg: HR = 1.26, p = 0.028). Alvimopan also significantly accelerated time to GI-2
(6 mg: HR = 1.37, p = 0.008; 12 mg: HR = 1.33, p = 0.018) and DCO (6 mg: HR = 1.31, p = 0.008; 12 mg:
HR = 1.28, p = 0.015)B. Alvimopan (1 and 3 mg/kg) significantly reversed this delayed Gl transit when
administered 45 min prior to surgery. However, the effects of alvimopan were less pronounced when
administered following surgery®. The most common treatment-emergent adverse events across all
treatment groups were nausea, vomiting, and hypotension; the incidence of nausea and vomiting was

reduced by 53 percent in thealvimopan 12-mg group!®l.
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