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Class – alpha 2 agonist
Mechanism of Action
- selective alpha 2 agonist in CNS -> increase in K+ conductance
- sedative and analgesic

- produces a patient who is sedated but can be easily roused with minimal stimulation

- no respiratory depression (RR, PaCO2, SpO2, and higher PF ratios)

- reduce need for opioid analgesia

- decreases shivering

Pharmaceutics - cost
Dose - load 1mcg/kg over 10 minutes -> 0.2-0.7mcg/kg/hr (don’t have to load)
Indications
- sedation

- analgesia sparing post operation

- delirium

- breathlessness of ventilation
- withdrawal syndromes

Adverse Effects
- only licensed for use in mechanically ventilated patients for < 24 hrs (data emerging of safety in using post this period)

- decrease dose in liver dysfunction

- may produce bradycardia and hypotension
- nausea

- dry mouth
PK

Absorption - IV
Distribution - t1/2 alpha = 6 minutes

Metabolism

Elimination - t1/ beta = 2 hours, renally and in faeces
Evidence
MENDS Trial (2008) - Maximizing Efficacy of Targeted Sedation and Reducing Neurological Dysfunction (Pandharipande)
- double blind, RCT

- n = 103 randomized

- primary Outcomes = delirium free days and coma free days

- secondary Outcomes = ventilation days, ICU days, hospital days, neuropsychiatric assessment, 28 day mortality and 12 month mortality

- delirium measured using: RASS, CAM-ICU, MMSE

- comparable demographics

-> dex group – significantly more coma-free days and more days at target level of sedation, less delirium
-> no other significant differences

-> criticisms: infusion of lorazepam used, doses increases not equivalent given different potencies
Panharipande P. P, et al (2010) “Effects of dexmedetomidine versus lorazepam on outcome in patients with sepsis: an a priori-designed analysis of the MENDS randomized trial” Critical Care 14:R38
- re-analysis with regard to sepsis of MENDS trial given the different effects of dex and lorazepam on immune function

-> patients with sepsis and dexmedetomidine did better (less delirum, more coma free days, higher survival)
-> need to study propofol vs dex
Jeremy Fernando (2011)

