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(Schuckit, Lancet, 2009)

BENZODIAZEPINES
DISULFIRAM
NALTREXONE
ACAMPROSATE



Approvati
• BENZODIAZEPINE (GABAA agonisti) 
• SODIO OXIBATO (GABAB e GHB-R -agonista)
• DISULFIRAM (blocco ALDH)
• NALTREXONE (antagonista recettori µ e κ)
• ACAMPROSATO (antagonista recettori NMDA)
Non approvati
• NALMEFENE (antagonista recettori µ, κ e δ)
• BACLOFENE (GABAB agonista)
• TOPIRAMATO (GABAA agonista / antagonista NMDA)
• GABAPENTIN ed ACIDO VALPROICO (GABAA

agonista)
• PREGABALIN (inibisce canali del calcio)

FARMACOTERAPIA DELL’ALCOLISMO

(Schuckit,  Lancet, 2009; Caputo, Curr Pharm Des, 2010)



Monitoring CIWA-Ar test every 4 to 8 h

Symptom-
triggered 
regimens

CIWA-Ar every h 
Chlordiazepoxide (50-100 mg)
Diazepam (10-20 mg)
Lorazepam (2-4 mg)

Fixed-Schedule
regimens

One of the following medication every 6 h:
Chlordiazepoxide (50 mg every 6 h for 4 doses, 
then 25 mg every 6 h for 8 doses)
Diazepam (10 mg every 6 h for 4 doses, then 5 mg 
every 6 h for 8 doses)
Lorazepam (2 mg every 6 h for 4 doses, then 1 mg 
every 6 h for 8 doses)

Treatment of AW

Mayo-Smith, JAMA, 1997

(CIWA-Ar < 8-10 pts)

(CIWA-Ar > 8-10 pts)

(CIWA-Ar > 8-10 pts)



Solo in associazione
alle benzodiazepine

∀ β-bloccanti  (atenololo: 100 mg/die per os) o 
simpaticolitici centrali (clonidina: 0.150-0.300 mg/
die per os)

Mayo-Smith MF et al., Arch Intern Med, 2004
Schuckit, Lancet, 2009

• Neurolettici (aloperidolo: 0.5-5 mg per os ogni 4 
ore o 0.5-5 mg e.v./i.m. ogni 30-60 minuti)

• Anticonvulsivanti (carbamazepina: 800 mg/die 
per os i primi 3 giorni; 600 mg/die dal 4 al 7 
giorno; 400 mg/die giorno 8; 200 mg/die, giorno 9)



SODIO OXIBATO /
ACIDO GAMMA IDROSSIBUTIRRICO (GHB)

50-100 mg / kg / die per os per 3-6 gg.
frazionato in 3 o 6 dosi giornaliere

paziente di 70 kg di peso corporeo
3.5-7 g/die = 21-42 ml/die (7-14 ml x 3/die)

Adodolorato et al., Exp Opin Invest Drugs, 2009
Caputo et al., Lancet, 2005, 2009

Caputo, Curr Pharm Des, 2010



Sodium Oxybate vs Diazepam

Addolorato et al, Alcohol Clin Exp Res, 1999

Diazepam 0.5-0.75 mg/kg body weight
Sodium Oxybate 50 mg/kg body weight

p<0.02



Baclofen vs Diazepam

Addolorato et al, Am J Med, 2006

Diazepam 0.5-0.75 mg/kg body weight
Baclofen 30 mg/day
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one-way ANOVA for baclofen: p<0.001
one-way ANOVA for diazepam: p<0.001
2-way ANCOVA baclofen vs diazepam: p:ns

Baclofene vs Diazepam

Addolorato et al, Am J Med, 2006





1. Pregabalin acts as a presynaptic modulator of the
excessive release, in hyperexcited neurones, of excitatory
neurotransmitters, including glutamate.
2. Pregabalin rapidly reduces the influx of calcium.
3. It is not protein-bound, has an eliminatory half-life of 6 hours
and is primarily (92%) excreted renally.



Benzodiazepines showed a protective benefit
against alcohol withdrawal symptoms, in particular seizures,

when compared to placebo and a potentially protective benefit
for many outcomes when compared with other drugs.

Nevertheless, no definite conclusions
about the effectiveness and safety of benzodiazepines was possible,

because of the heterogeneity of the trials both in interventions and the
assessment of outcomes.





Results of this review do not provide sufficient evidence
in favour of anticonvulsants for the treatment of AWS.

Anticonvulsants seem to have limited side effects,
although adverse effects are not rigorously reported in the analysed trials.



1. GHB 50 mg is effective compared to placebo in the treatment of 
AWS,  and in preventing relapses in previously detoxified alcoholics at 
3 months follow-up, but the results of this review do not provide 
sufficient evidence in favour of GHB compared to benzodiazepines
and Chlormethiazole for AWS prevention;
2. GHB is better than NTX and Disulfiram in maintaining abstinence 
and it has a better effect on craving than placebo and Disulfiram;
3. Side effects of GHB are not statistically different from those with 
BZD, NTX or Disulfiram;
4. However, concern has been raised regarding the risk of developing 
addiction, misuse or abuse, especially in polydrug abusers.



SINDROME
DI WERNICKE-KORSAKOFF

ENCEFALOPATIA DI WERNICKE

OFTALMOPLEGIA
(VI nervo cranico)

ATASSIA

CONFUSIONE MENTALE

PSICOSI DI KORSAKOFF

AMNESIA ANTEROGRADA

DISORIENTAMENTO
SPAZIO-TEMPORALE

CONFABULAZIONE

DEFICIT DI TIAMINA (Vit B1)



DSF
ACM

1. deterrence;
2. (auto)suggestion;
3. therapeutic ritual around;
4. a frequently renewed active decision 
process;
5. continuous reinforcement of a sober 
lifestyle and development of new coping 
skills
(Krampe, Curr Pharm Des, 2010)
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SODIO OXIBATO /
ACIDO GAMMA IDROSSIBUTIRRICO (GHB)

50 mg / kg / die per os
frazionato in 3 o 6 dosi giornaliere

paziente di 70 kg di peso corporeo
3.5 g/die = 21 ml/die (7 ml x 3/die)

Adodolorato et al., Exp Opin Invest Drugs, 2009
Caputo et al., Lancet, 2005, 2009

Caputo, Curr Pharm Des, 2010



GABA

DOPAMINE
GABAB receptor

VTA NAc

GHB (high dose)

High doses of GHB
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Low doses of GHB

Adapted from: Cruz et al., Nature Neurosci. 7:153-159, 2004



GHB had no effects on attention, vigilance, alertness, short-term memory
or psychomotor co-ordination; adverse effects were limited to slight 
subjective feelings of dizziness and dullness, which disappeared 30-60 min 
after administration of the dose.
Lorazepam caused impairment of psychometric functions.
Therefore, GHB does not influence the ability to drive or work.

(Ferrara et al., 1999)





(Addolorato et al, Lancet, 2007)



GHB and LIVER CHIRROSIS

(Ferrara et al., Eur J Clin Pharmacol, 1996)
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GABA

DOPAMINE
GABAB receptor

VTA NAc

Baclofen

Behaviorally relevant
doses of baclofen

Adapted from: Cruz et al., Nature Neurosci. 7:153-159, 2004

GABA

DOPAMINE
GABAB receptor

VTA NAc

GHB (high dose)

High doses of GHB

GABA

DOPAMINE
GABAB receptor

VTA NAc

GHB (low dose)

Low doses of GHB



(Caputo et al, J Psychopharmacol, 2009)

CRAVING E ABUSO PER GHB



Group A
(n = 20)

Group B
(n = 28)

Enrolled patients
n = 48

Completed study
n = 18 (90%)

Completed study
n = 25 (89.3%)

Abstinence
n = 9 (45%)
Relapses into heavy 
drinking
n = 2 (10%)
Craving for GHB
n = 0 (0 %)
Abuse of GHB
n = 0 (0 %)

P = 0.001

P = 0.7 Abstinence
n = 14 (50%)
Relapses into 
heavy drinking
n = 3 (10.7%)
Craving for GHB
n = 11 (39.3%)
Abuse of GHB
n = 3 (10.7%)

Axis I (n = 13)
Abstinence
n = 8 (53.3%)
Relapses into heavy 
drinking
n = 1 (6.6%)
Craving for GHB
n = 4 (26.6%)
Abuse of GHB
n = 0 (0%)

Axis II (n = 12)
Abstinence
n = 6 (46.3%)
Relapses into heavy 
drinking
n = 2 (15.3%)
Craving for GHB
n = 7 (53.8%)
Abuse of GHB
n = 3 (23%)

P = ns

(data not published)

CRAVING
Disturbo d’ansia = 2 (50%)
Disturbo bipolare = 2 (50%)

CRAVING
Disturbo borderline di 
personalità = 6 (85.7%)
Disturbo narcisistico di 
personalità = 1 (14.3%) 



(Caputo et al, Eur Neuropsychopharmacol, 2007)

COMBINAZIONE FARMACOLOGICA



(Caputo et al, Eur Neuropsychopharmacol, 2007)





(Johnson et al., JAMA, 2007)
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Percentage of Heavy Drinking 
Days from Study Week 1

The primary analytic approach of imputing missing 
data with the baseline value is illustrated.
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Courtesy of Professor Bankole Johnson
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Time to First Day of 28 or More Days 
of Continuous Abstinence

The primary analytic approach of imputing missing data with the baseline 
value is illustrated; the observed numbers of participants in the topiramate 
group meeting this criterion were 27 of 183 compared with 6 of 188 in the 
placebo group.

0 20 40 60 80 100 120

0.0

0.1

0.2

0.3

0.4
Topiramate

Placebo

A

P<.0001

Study day

P
r
o
b

a
b

il
it

y
 o

f

a
b

s
t
a
in

in
g

 c
o
n

t
in

u
o
u

s
ly

0 20 40 60 80 100 120

0.0

0.1

0.2

0.3

0.4
Topiramate

Placebo

B

P<.0001

Study day

P
r
o
b

a
b

il
it

y
 o

f

a
b

s
t
a
in

in
g

 c
o
n

t
in

u
o
u

s
ly

Number of partic ipants at risk
Topiramate      179          150           123           104            92            33              0
Placebo           185          181          175            156          143            50              0

Number of partic ipants  at risk
Topiramate     183          174           168           162          156            156             0
Placebo          188         187            187          185           182            182             0

Courtesy of Professor Bankole Johnson
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Selected Adverse Events During Treatment 
Occurring in ?10% of Subjects in the 

Topiramate Group

13 (6.9%)23 (12.6%)Difficulty with memory
19 (10.1%)22 (12.0%)Somnolence

6 (3.2%)*27 (14.8%) Difficulty with 
concentration/attention

13 (6.9%)*36 (19.7%)Anorexia

9 (4.8%)*42 (23.0%)Taste perversion
20 (10.6%)*93 (50.8%)Paresthesia

No. (%) of Participants: 
Placebo (n = 188)

No. (%) of Participants: 
Topiramate (n = 183)

Adverse Event

Courtesy of Professor Bankole Johnson

60 (31.9%)44 (24.0%)Headache
33 (17.6%)41 (22.4%)Fatigue
2 (1.1%)*19 (10.4%)Pruritus

10 (5.3%)*21 (11.5%)Dizziness

*P<0.05, chi-square test.  If a subject experienced more than one adverse event within a 
category, the subject is counted once under that category.  Subjects with more than one 
occurrence of an adverse event are summarized under the most related category.



• TPM impaired cognitive test performance, 
whereas gabapentin had minimal effects. The 
effects of TPM were of sufficient magnitude 
potentially to affect daily and occupational 
function (Salinsky et al., Neurology, 2003).

• The cognitive effects of TPM are slightly worse 
overall than volproic acid in patients who 
tolerate therapy over several months (Meador 
et al., Neurology, 2005).

• Lamotrigine produces significantly fewer 
untoward cognitive and behavioral effects 
compared to topiramate (TPM) (Meador et al., 
Epilepsia, 2003).



Valproate therapy decreases heavy drinking in patients with comorbid 
bipolar disorder and alcohol dependence.

The results of this study indicate the potential clinical utility
of the anticonvulsant mood stabilizer, valproate,

in bipolar disorder with co-occurring alcohol dependence.





A modest advantage for the use of disulfiram and naltrexone
for this group of dually diagnosed alcohol-dependent individuals

but did not suggest an advantage in the combination



The results suggest that disulfiram and naltrexone are
safe pharmacotherapeutic agents for dually diagnosed individuals

with depression for the treatment of alcohol use disorders



The results of this study suggest that disulfiram and naltrexone
are effective and safe for individuals with PTSD and

comorbid alcohol dependence



Results suggest the potential value and acceptable tolerability of naltrexone
for alcohol dependence in bipolar disorder patients;

a larger trial is needed to establish efficacy.



Diagnosis of personality disorder did not adversely affect alcohol outcomes;
patients with ASPD or BPD did not have a poorer response to medication

than patients without diagnosis of ASPD or BPD.
The findings suggest that naltrexone and disulfiram can be safely and

effectively used with patients who have comorbid
diagnoses of Axis I and Axis II disorders



• SINDROME DA ASTINENZA (approvati):
– BENZODIAZEPINE (diazepam, oxazepam, lorazepam e clordiazepossido):

• prevenzione convulsioni e delirium tremens
– SODIO OXIBATO:

• stessa efficacia, se non superiore, alla benzodiazepine
• prevenzione convulsioni e delirium tremens (?)

• SINDROME DA ASTINENZA (non approvati):
– BACLOFENE e PREGABALIN:

• efficacia (?!?)
• alcolisti epatopatici

– GABAPENTIN:
• efficacia inferiore alle BDZs
• numerosi episodi pregressi di sindrome da astinenza 

– ACIDO VALPROICO:
• efficacia inferiore alle BDZs
• alcolisti non epatopatici

IPOTESI DI TRATTAMENTO FARMACOLOGICO: TIPOLOGIE DI ETILISTI



• MANTENIMENTO DELL’ASTINENZA (approvati):
– SODIO OXIBATO:

• alcolisti  senza preclusione di tipologia
• più efficace del disulfiram e naltrexone
• ESTREMA CAUTELA IN

– poli-assuntori
– disturbi psichiatrici d’ansia e bipolari (Asse I)
– borderline di personalità (Asse II) 

– DISULFIRAM:
• non epatopatici gravi o con neuropatia
• Asse I e II (disulfiram: in trattamento farmacologico per stabilità psichica?!) 

– NALTREXONE:
• se obiettivo è la riduzione del consumo (“heavy drinkers”, “binge drinkers”) 
• Asse I e II

– SODIO OXIBATO + NALTREXONE:
• craving per sodio oxibato
• maggior efficacia nel mantenimento astinenza (effetto sinergico); effetti collaterali (limite?) 

– NALTREXONE + DISULFIRAM:
• non migliorano l’efficacia
• Asse I e II (disulfram: in trattamento farmacologico per stabilità psichica?!) 

– SODIO OXIBATO + DISULFIRAM (???)
– NALMEFENE:

• se obiettivo è la riduzione del consumo (“heavy drinkers”, “binge drinkers”) 

IPOTESI DI TRATTAMENTO FARMACOLOGICO: TIPOLOGIE DI ETILISTI



• MANTENIMENTO DELL’ASTINENZA (non approvati):
– BABLOCFENE:

• alcolisti cirrotici
– TOPIRAMATO:

• alcolisti senza preclusione di tipologia
• lento effetto
• numerosi effetti collaterali: minimo dosaggio efficace (?)   

– GABAPENTIN:
• alcolisti con disturbo post-traumatico da stress
• alcolisti con disturbi del sonno

– ACIDO VALPROICO:
• alcolisti con disturbo bipolare (Asse I)

– PREGABALIN:
• alcolisti con sindrome ansiosa (Asse I)
• alcolisti con ostilità e psicoticismo

IPOTESI DI TRATTAMENTO FARMACOLOGICO: TIPOLOGIE DI ETILISTI



• Double-blind, double dummy evaluation of the 
efficacy of GHB versus benzodiazepine in the 
acute alcohol detoxification
• (protocol GHB CR00/1 – GATE 1 Study)

• Multinational, multicentre, double-blind, placebo 
controlled evaluation of the efficacy of GHB in the 
long-term maintenance of abstinence
• (protocol GHB CR00/2 – GATE 2 Study)

• Nalmefene efficacy study II: randomised, double-
blind, placebo-controlled, parallel-group, efficacy 
study of 20 mg nalmefene, as needed use, in 
patients with alcohol dependence
• (protocol study 12023A)



Caravaggio – Bacco



• S.B. donna, 62, pensionata, vedova da 10 anni, una figlia
• AF: nonno materno alcolista, tumore intestino madre e padre
• APR: ipertensione arteriosa; sindrome depressiva (già prima 

dell’insorgenza dell’abuso di alcol)
• AT: ex fumatrice (sospensione 10 anni fa); alcol inizio uso età di 

15 anni, abuso (circa 16-18 unità alcoliche/die di vino) da circa 
14 anni, prima volta che decide di intraprendere un 
trattamento per PAC e non ha mai partecipato a gruppi di 
auto-aiuto

• EO: eritema del volto con congiuntive umettate; epatomegalia; 
PA = 180/90; FC = 65 bpm; peso: 80 kg (sovrappeso); altezza: 
1.56

• Laboratorio: incremento MCV, GGT, GOT, GPT, trigliceridi e 
colesterolo 

• CAGE: +-+-
• DSM-IV positivo per dipendenza
• CIWA-Ar: 14 punti
• Terapia domiciliare: Atenololo ¼ cp/die; Delorazepam  0.5 mg 

½/ al bisogno ed Escitalopram 10 mg/die.



• -Alcover sciroppo: 10 ml x 5/die (ore 8, 12, 16, 20 e 
23) per 3 gg., poi passa a 10 ml x 3/die (ore 11, 18, 
e 22) in mantenimento (dopo 15 gg., ridotto per 
insorgenza di vertigini a 7.5 x 3/die);

• -Atenololo 100 mg cp: ½ cp x 2/die (ore 8 e 20);
• -Cipralex 10 mg cp: 1 cp/die (ore 8);
• -Delorazepam 1 mg cp: 1/2 cp/die (ore 22);
• -Folina cp: 1 cp/die (ore 12) per 30 gg., poi 

sospende;
• -counselling motivazionale / CBT.

COMPLETA ASTINENZA DA CIRCA 3 MESI



• S.M. uomo, 42, disoccupato 
• AF: padre etilista
• APR: sindrome ansiosa (Asse I); disturbo borderline di 

personalità (Asse II); epatite cronica HCV; pregresso 
dipendenza da oppiacei (sospeso uso del metadone 1 anno fa); 
uso saltuario di cocaina e cannabis; tabagista

• AT: alcol inizio uso età di 15 anni, abuso (circa 16-18 unità 
alcoliche/die di vino) da circa 20 anni; già trattato con 
disulfiram senza successo; non ha mai partecipato a gruppi di 
auto-aiuto

• EO: epatomegalia; PA = 130/80; FC = 80 bpm; peso: 75 kg; 
altezza: 1.80

• Laboratorio: incremento MCV, GGT, GOT, GPT, trigliceridi e 
colesterolo 

• CAGE: ++++
• DSM-IV positivo per dipendenza
• CIWA-Ar: 20 punti
• Terapia domiciliare: En gtt.: 5 gtt. x 2/die.



• Alcover sciroppo: 10 ml x 6/die (ore 7, 10, 13, 16, 
19 e 22) per 3 gg., poi passa a 10 ml x 3/die (ore 7, 
13, e 19) in mantenimento e poi sospeso 2 giorni 
prima della dimissione e sostituito con Baclofene 
10 mg x 3/die (ore 8, 16 e 20);

• Idratazione con 2000 cc/24 h per 3 gg.;
• Tiamina 100 mg fl. i.m.: 1 fl/die per 3 gg., poi 300 

mg/die per os;
• Lyrica 75 mg cp: 1 cp x 3/die (ore 8, 16 e 20);
• riaffidato al Ser.T. per continuare terapia (gruppi 

AA? terapia epatite cronica HCV?)
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