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LINEE GUIDA ALCOL

Le caratteristiche proprie della Sindrome
Alcolica rendono indispensabile fornire
risposte differenziate, adeguate alle
caratteristiche proprie di ogni soggetto,
tenendo conto non solo dell’ambito personale,
ma anche di quello sociale, lavorativo, ecc.
Un corretto intervento deve essere
interdisciplinare e longitudinale nel tempo.



Diagnostic and Statistical Manual of Mental Disorder (DSM-V)

(American Psychiatric Association, 2013)

Threshold for diagnosis of AUD

At least 2 symptoms

Severity AUD index

Mild = 2/3 symptoms
Moderate = 4/5 symptoms

Severe = 6 or more symptoms

Specifiers

Early remission: 3-12 mo without AUD
Sustained remission: > 12 mo

(except craving)



-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)



–adolescents do not show tolerance to the effects developed by repeated
exposure to ethanol and they have immature hepatic alcohol deydrogenase
activity: more exposed to the toxic effect of alcohol and rapid onset of coma

–the lethal dose of alcohol varies as widely among children and adolescents as
it does among adults: lethal BAC for infants and adolescents is not certain

–hypoglycaemia and hypothermia tend to be more severe in young individuals
than in adults: management for all adolescents should be focused on the
correction of hypoglycaemia, hypothermia and restlessness (haloperidol)

–the administration of antiemetics is preferred to gastric content aspiration, as
well as maintaining airway patency; venous access is necessary to ensure
fluid administration

–so far, no studies have been performed on metadoxine use for the
improvement of symptoms of AAI in the paediatric population

(Caputo et al., Int Emerg Med, 2018)

Management of acute alcohol intoxication in adolescents



Management of acute alcohol intoxication in adults
–no drugs are generally necessary: monitor vital function, liquids 
administration, observe patient for the onset of alcohol withdrawal symptoms

–in the case of coma, support ventilation mechanically, correct hypoglycaemia 
with 5% glucose solution, hydro-electrolyte imbalance and base acid balance, 
administer vitamin B and vitamin C supplements, perform gastro-lavage and 
administer activated charcoal only within 2 h of drinking a considerable 
amount of alcohol

–in the case of the simultaneous use of other sedative drugs, antidotes should 
be administered: naloxone (0.4 mg i.v. or i.m. repeated, if necessary, every 30 
min) for the use of opioids and flumazenil (0.2 mg, repeated, if necessary, 
every minute up to 3 mg) for the use of benzodiazepines

–metadoxine 900 mg i.v. reduces BAC and leads to a more rapid resolution of 
the symptoms (Grade A2)

–alcohol hangover: fruit and fruit juice, sleep and physical rest, anti-acid 
drugs, acetylsalicylic acid, and caffeine may be helpful

(Caputo et al., Int Emerg Med, 2018)



Metadoxine vs placebo

(Shpilenya et al, Alcohol Clin Exp Res, 2002) 

Recovery within 1 h
from the end of treatment

Metadoxine 900 mg i.v.
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(Attilia et al., Riv Psich, 2018)



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



(American Psychiatric Association, 2013)



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

(Schuckit, NEJM, 2014)

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% .



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, 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)



(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 della sindrome da 
astinenza da alcol in pazienti ricoverati



The two methods of treatment 
for alcohol withdrawal syndrome
(treat only if CIWA-Ar > 8 points) 

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



(Caputo et al., CNS Drugs, 2014)



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

Warning:
in non responders to 

outpatient intervention, 
hospitalization is strongly 

recommended



Only in association with BDZs
(when high dosages of BDZs are inadequate to control AWS)

(Mayo-Smith MF et al., Arch Intern Med, 2004)

• Neuroleptic agents (haloperidol: 0.5-5 mg orally
every 4 hs or 0.5-5 mg i.v./i.m. every 30-60
minutes)

• Beta-blockers (atenolol: 100 mg/day orally) or
central sympatholytics (clonidine: 0.150-0.300
mg/day orally)

• Anticonvulsants (carbamazepine: 800 mg/day
orally the first 3 days, than 600 mg/day from 4 to 7
day, than 400 mg/day on day 8, than 200 mg/day
on day 9)



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



(Mirijello et al., Drugs, 2015)



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



(Caputo et al., NEJM, 2018)



(Caputo et al., Hepatology, 2019)



(Caputo et al., Hepatology, 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 

-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 



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

Protracted withdrawal, strictly defined, 
is the presence of substance-specific 
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)



(Kranzler & Soyka, JAMA, 2018)

Food and Drug Administration–Approved 
Medications for Treating AUD



Sodium Oxybate in alcohol withdrawal syndrome and for 
the maintenance of abstinence in alcohol dependence

• Liquid formulation of the sodium salt of gamma-
hydroxybutyric acid (GHB)

• At least as effective as diazepam and clomethiazole in 
alcohol withdrawal syndrome, providing rapid alleviation 
of symptoms

• At least as effective as naltrexone or disulfiram in the 
maintenance of abstinence in alcohol dependent patients

• Generally well tolerated
• Low risk of abuse when administered at the recomended 

dosage under the supervision of the designed family 
member and the continuous strict medical surveillance

(Keating, Clin Drug Investig, 2014)



(van den Brink et al., Addict Biol, 2018)



Incidence of abuse/misuse, central nervous system 
depression and dependence to

sodium oxybate in alcohol-dependent patients (EMA 2017)

(Alcover Assessment Report, EMA/833636/201, 2017)

Importantly, no deaths attributable to the use of
sodium oxybate have ever been reported in the

pharmacovigilance database or in the clinical database



(Kranzler & Soyka, JAMA, 2018)

Non-Food and Drug Administration–Approved 
Medications for Treating AUD



(Addolorato et al, Lancet, 2007)



(Thursz et al, J Hepatol, 2018)



(Agabio et al., Lancet Psychiatry, 2018)

Panel: Consensus statement of the Cagliari 
Expert Consensus Group on the use of 
baclofen to treat patients with
moderate-to-severe alcohol use disorder



(Agabio et al., Lancet Psychiatry, 2018)

Panel: Consensus statement of the Cagliari 
Expert Consensus Group on the use of 
baclofen to treat patients with
moderate-to-severe alcohol use disorder



(Naglich et al., CNS Drugs, 2017)



(Batki & Pennington, Am J Psychiatry, 2014)



(Kim et al., Drugs Context, 2018)



(Kim et al., Drugs Context, 2018)



(Rubio et al., Alcohol Alcohol, 2018)

*(p = 0.002)
°(p = 0.00)



(Tonigan et al., Addiction, 2018)

Clinical referral of dual diagnosis (DD) patients to 
Alcoholics Anonymous (AA) is common and, in 

many cases, DD patients who attend AA will report 
higher rates of alcohol abstinence relative to DD 

patients who do not attend AA


