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-About 20% of men and 10% of women in most Western societies 

have an alcohol use disorder (AUD), which is defined as repetitive 

alcohol-related problems in at least 2 of 11 areas of life (see DSM-V 

criteria) 

 

-Alcohol-related conditions affect more than 20% of patients in most 

medical settings 

  

-About 50% of persons with AUD have symptoms of alcohol 

withdrawal when they reduce or discontinue their alcohol 

consumption; in 3 to 5% of these persons, grand mal convulsions, 

severe confusion (a delirium), or both develop 

(Schuckit, NEJM, 2014) 

Alcohol Use Disorder (AUD) 



Pharmacological treatment 

of Alcohol Use Disorder (AUD) 

• -ACUTE ALCOHOL INTOXICATION 

 

• -ALCOHOL WITHDRAWAL SYNDROME (AWS) 

 

• -RELAPSE PREVENTION 

 1. MAINTENANCE OL ALCOHOL    

 ABSTINENCE 

 2. REDUCTION OF EPISODES OF HEAVY  

 DRINKING / REDUCTION OF HEAVY   

 DRINKING DAYS (HDDs) 



(American Psychiatric Association, 2013) 



(Schuckit, NEJM, 2014) 

In particolare, il Delirium Tremens 

(DTs) è una condizione clinica 

caratterizzata da disturbo 

cognitivo e dell'attenzione 

ad insorgenza rapida e fluttuante, 

talvolta caratterizzata da 

allucinazioni. 

Fino a qualche anno fa, la mortalità per DTs 

era del 5-15% (ipertermia, aritmie, collasso 

cardiocircolatorio). 

Dopo l’avvento dei farmaci specifici, la 

mortalità si è ridotta a non più dell’1%.  



(Jesse et al., Acta Neurol Scand, 2017) 



(Gonzales et al., ACER, 2001) 

Mechanism of kindling 



Clinical Institute 

Withdrawal 

Assessment for 

Alcohol (CIWA-Ar) 

<8 mild withdrawal 

8-15 moderate withdrawal 

> 15 severe withdrawal  

If initial score < 8, assess q 4 h x 72 hrs 

If score < 8 for 72 hrs, discontinue assessment 

(Sullivan et al., Br J Addict, 1989) 



1. Previous episodes of AWS 

2. Previous alcohol withdrawal seizures 

3. History of DT 

4. History of alcohol rehabilitation treatment 

5. Previous episodes of blackouts 

6. Concomitant use of CNS-depressant agents, such as benzodiazepine 

or barbiturates 

7. Concomitant use of other illicit substances 

8. Recent episode of alcohol intoxication 

9. Blood alcohol level (BAL) on admission > 200 mg/dl 

10. Evidence of increased autonomic activity (tremor, sweating, 

agitation, nausea, HR > 120) 

(Maldonado et al, Alcohol Alcohol, 2014) 

≥4 criteria suggest HIGH RISK to develop moderate to severe AWS; prophylaxis 

and/or treatment may be indicated 

PREDICTORS OF COMPLICATED AWS 



Controindications to outpatient treatment of AWS 

(Muncie et al., Am Family Physicians, 2013) 



(Muncie et al., Am Family Physicians, 2013) 



(Schuckit, NEJM, 2014) 

-monitoraggio parametri vitali, continua rassicurazione del paziente e, se disponibile, una stanza 

tranquilla senza rumore non eccessivamente illuminata o eccessivamente scura 

-idratazione fino a 1500-2000 cc (soluzioni glucosata al 5% e salina) 

-complessi vitaminici per prevenire l’insorgenza del quadro clinico di encefalopatia di Wernicke 

(oftalmoplegia del VI nervo cranico, atassia e confusione mentale): 

 -Vit B1 (tiamina) (250 mg di Vit B1 i.m. o e.v./die, per 3-5 gg.) 

 -Vit B6 e B12, vitamina C e folati 

  

NB: in caso di encefalopatia di Wernicke il trattamento prevede l’utilizzo di una dose maggiore di 

tiamina: 

 -500 mg i.m. o e.v. tre volte al giorno per almeno 2 giorni insieme a Vit B6 e B12 e Vit 

 C (Agabio, 2005) 

 

-tiamina va somministrata prima di ogni infusione di glucosio per evitare l’insorgenza o la 

progressione della sindrome di Wernicke  

-controllare i valori sierici di magnesio e, se ridotti, integrarli in quanto l'uso cronico di bevande 

alcoliche e la SAA sono strettamente correlate al prolungamento dell'intervallo QT con rischio di 

aritmie (Espay, 2014) 

Trattamento non-farmacologico 

in pazienti ospedalizzati 



(Caputo et al., Int Emerg Med, 2019) 



(Caputo et al., Int Emerg Med, 2019) 



(Caputo et al., Int Emerg Med, 2019) 



(Caputo et al., Int Emerg Med, 2019) 

-BDZs are the “gold standard” for the treatment of AWS and DTs (Grade A1) 

-alternatively to BDZs, sodium oxybate, clomethiazole, and tiapride approved in 

some European Countries for the treatment of AWS may be employed for the 

treatment of moderate AWS (Grade A1) 

-alpha-2 agonists, beta-blockers, neuroleptics, and anticovulsants may be used 

in association with BDZs when BDZs do not completely resolve specific 

persisting symptoms of AWS and the refractory forms of convulsions in the 

course of AWS (Grade A1) 



(Mirijello et al., Drugs, 2015) 



(Fuster & Samet, N Engl J Med, 2018) 



(Caputo et al., NEJM, 2018) 



(Davids and Bajaj, Alcohol Clin Exp Res, 2018) 

Effects of alcohol on the brain 



(Caputo et al., Hepatology, 2019) 



-management of complications (i.e. HE: lactulose / lactilol and rifaximin 

400 mg t.i.d. or 550 mg b.i.d. in cases of refractary forms of HE) 

-management of AWS (short acting benzodiazepines; trigger symptoms 

regimen)  

-vitamin supplementation 

(Testino et al., Dig Liv Dis, 2020) 



Acute withdrawal phase: humans (48–72 hours); animals (24–48 hours). 

Early abstinence phase: humans (3–6 weeks); animals (1–2 weeks). 

Protracted abstinence phase: humans (> 3 months); animals (> 1 month). 

(Heilig et al., Add Biol, 2010) 



(U.S. Department of Health and Human Service, 2010) 

Protracted withdrawal, strictly defned, 

is the presence of substance-specifc 

signs and symptoms common to acute 

withdrawal but persisting for several 

months beyond the generally expected 

acute withdrawal timeframes 

(Schuckit, Lancet, 2009).  



(U.S. Department of Health and Human Service, 2010) 



Hypothesis of starting time of the pharmacological treatment for alcohol use disorder 

after the first 7-10 days of the detoxification period 

(7-10 days) (3-6 months) (12 months or more) 

Bezodiazepines 

sodium oxybate 

or tiapride 

GABA-ergic compounds (valproic acid, topiramate, gabapentin, 

baclofen) 

Opioid antagonists (naltrexone or nalmefene) 

or aversive drug (disulfiram) 

NMDA antagonists (acamprosate) 

Acute 

withdrawal 

Early abstinence, protracted withdrawal syndrome, 

maintenance of alcohol abstinence and relapse prevention 

Glutamate receptors antagonist (topiramate) 

GABA-ergic compound (sodium oxybate) 

starting with continued use of the drug 

period of discontinuation 

of the drug 

possible starting use 

(Caputo et al., J Psychopharmacol, submitted) 



(L’ebbrezza di Noè, Michelangelo Buonarroti, 1508-1510) 

Grazie per l’attenzione! 


