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Alcohol Withdrawal Disorder 
Special Guest: Kent Owusu, PharmD, BCCCP, BCPS 

 

I. Consequences of alcohol withdrawal disorder 
a. Increase morbidity/mortality, especially in critically ill patients 
b. Can vary in severity with complex and complicated treatments  

II. Alcohol withdrawal diagnosis - Symptoms may range from mild to more severe  
i. Mild – jittery movement, n/v, diaphoresis, sweating, insomnia 

1. Mild symptoms can occur within 6 hours of last ingestion 
ii. Severe – seizures and delirium tremens (DT) 

1. Severe symptoms occur no earlier than 24-48 hours  
a. Hallucinations can be an early symptom (visual more common) 
b. DT occur ~72 hours after 1st alcohol withdrawal s/sx 

b. GABA and NMDA receptors play a part in alcohol withdrawal pathophysiology 
c. Acute alcohol consumption 

i. NMDA receptors are inhibited, and GABA receptors are stimulated 
1. Distribution of GABAA receptors in the brain influences 

manifestations of alcohol withdrawal 
d. Chronic alcohol consumption 

i. Down-regulate GABAA receptors and up-regulate NMDA receptors 
1. When alcohol is removed, the compensatory mechanisms lead to more 

autonomic excitability and psychomotor agitation 
III. Treatment goal 

a. Reduce frequency/duration of symptoms 
b. Prevent severe symptoms 
c. Ensure treatment doesn’t cause more harm 

IV. Using alcohol to prevent alcohol withdrawal is not recommended 
a. Tremendous variability in ethanol PK/PD in chronic users and those with cirrhosis 
b. Ethanol has a short duration of action and narrow therapeutic index 

i. Can lower seizure threshold, gastric mucosa irritation, fatty liver, 
accumulate metabolites, cause excessive sedation, and respiratory depression 

ii. Has a host of drug-drug interactions and can send wrong message to patients 
c. Studies comparing ethanol to benzodiazepines show no advantages over traditional 

treatments with higher risks of adverse effects 
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V. Benzodiazepines 
a. Symptom-triggered benzodiazepine (BZD) treatment 

i. Patients receive less BZD and a shorter duration of treatment 
1. Over-treatment for diseases that mimic alcohol withdrawal disorder 
2. Under-treatment for some patients’ alcohol withdrawal disorder 

b.  Hybrid symptom-triggered + fixed dose BZD treatment strategy 
i. Can lead to dose stacking and increase the risk of ADE 

c. BZD selection 
i. One BZD hasn’t been shown to be superior for alcohol withdrawal treatment 

ii. Agent selection should be based on drug-specific properties 
1. Longer-acting BZDs (chlordiazepoxide, diazepam) may offer a 

smoother withdrawal due to its long half-life 
2. Shorter-acting BZDs (lorazepam) have less risk of over-sedation 

a. Tolerance can develop 
3. BZD with rapid CNS redistribution (midazolam) may be best when 

used in a continuous IV infusion 
a. Midazolam metabolites can build up in renal impairment 

d. BZD-resistant alcohol withdrawal 
i. Everyone responds differently to treatment in alcohol withdrawal 

ii. Understand PK/PD of the medications and know when you should see 
effects from BZD treatment and when it should wear off 

VI. Alcohol withdrawal monitoring tools/scales 
a. CIWA-Ar is a validated assessment of 10 components into a maximum score of 67 

i. Patients must be able to communicate to answer certain questions 
ii. Original intent was to use as a triage tool to figure out patient disposition 

based on severity of the patient’s alcohol withdrawal 
b. MINDS tool may be used for intubated patients in combination with RASS scores 
c. No definitive guidance on which tool/scale is best for critically ill patients 

VII. Phenobarbital 
a. Binds to active site on GABA receptor as well as antagonizes NMDA receptors 

i. Lower addiction potential d/t longer half life 
ii. Initial dose should be given prior to BZD treatment 

b. Dose à Still working to find the optimal treatment dose 
i. Loading dose: 15 mg/kg up to 25 mg/kg ABW  

1. Gradual fixed dose taper w/BZD decreases rate of intubation 
2. Smaller, fixed doses may be given to ensure timely administration 
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c. ADE 
i. Over-sedation and respiratory depression (higher risk when used w/ BZD) 

d. No clear advantage to using phenobarbital compared to benzodiazepines 
i. More robust data is needed comparing these two treatments 

VIII. Dexmedetomidine 
a. Does not address underlying physiologic deficits in alcohol withdrawal disorder 
b. Adjunctive therapy for symptom relief in those receiving first-line treatment 

i. Studies have shown dexmedetomidine reduces BZD patients receive 
ii. Dexmedetomidine should not be used as monotherapy  

c. ADE: Bradycardia and hypotension (higher when loading dose is given) 
i. Does NOT prevent alcohol withdrawal seizures 

IX. Ketamine – Consider as an adjunctive agent 
a. Mimics the effects of alcohol by acting as an NMDA receptor antagonist 
b. Can be rapidly titrated and lacks respiratory depression even at higher doses 

i. Generally, infusions have been used and shown to be helpful 
c. Small, retrospective studies show ketamine can lower BZD requirements, reduce 

ICU length of stay, and reduce rates of mechanical ventilation 
X. Propofol 

a. May be helpful for patients who are refractory to BZD treatment 
b. Consider its use after dexmedetomidine as an adjunct agent 

XI. Valproic Acid (VPA) 
a. Has anticonvulsant properties and mood stabilizing/anxiolytic effects 
b. Prospective study found VPA reduced BZD requirements & lowered CIWA scores 
c. ADE: Transaminitis, hyperammonemia 

i. Short courses generally have a lower ADE risk 
XII. Gabapentin 

a. Generally considered the safest treatment for alcohol withdrawal disorder 
b. Doses range up to 2400 mg in divided doses administered as adjunct alcohol 

withdrawal treatment within first 24 hours with a gradual taper 
i. Consider increasing a home dosing regimen for alcohol withdrawal patients 

XIII. Take-home points 
a. Be creative and use all resources (incl. guidelines) to help provide guidance 
b. Understand current practices at your hospital to optimize your treatment plans 

i. Create a pilot protocol and modify it based on feedback/results 
c. Ensure there is multidisciplinary involvement in your protocol for success 


