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A huge milestone for the treatment of alcohol use disorder across several countries in the last 10 years 

was 
  

l’introduzione di lineeguida pratiche che integrano l’esperienza clinica e 

le evidenze della ricerca.  

L’analisi di queste lineeguida mostrano buona consistenza, ma poche 

evidenze di progresso nell’approccio al disturbo da uso di alcol  

nell’ultimo decennio 
 

In this mini-review, we discuss emerging treatments for alcohol use disorder that may supplement or improve the evidence-based 

treatments that are currently recommended.  

 

New medications, the emergence of digital technology, and other novel approaches such as 

transcranial magnetic stimulation are all discussed with reference to treatments already in practice. 

 



Le diverse posizioni 
OMS   ICD-10 

• DEPENDENCE  

 AUDIT > 20 
 

• HARMFUL USE  

(CONSUMO DANNOSO) 

 AUDIT > 16 
 

• HAZARDOUS USE 
(CONSUMO RISCHIOSO)  

 AUDIT > 8 

 

 

APA  DSM-5 

• ADDICTION 

 (Alcohol Use Disorder) 

Rischio basso Consumo inferiore a 2 
UA per maschi e 1 UA per femmine die 



Text Box 2: Levels of care for addiction treatment (Mee-Lee et al., 2001) 

Level I – Outpatient treatment 

Level II – Intensive outpatient treatment/partial hospitalisation 

Level III – Residential (medically-monitored) treatment 

Level IV – Medically-managed intensive inpatient treatment 



Interventions for harmful drinking and mild alcohol 

dependence 
 

• a psychological intervention focused specifically on alcohol-related 

cognitions, behaviour, problems and social networks 

 

•  who have a regular partner behavioural couples therapy  

 

• who have not responded to psychological interventions alone, or who have 

specifically requested a pharmacological intervention acamprosate 

or oral naltrexone in combination with an individual 

psychological intervention or behavioural couples therapy  



Interventions for moderate and severe alcohol dependence  
 

After a successful withdrawal  consider offering  

• acamprosate or oral naltrexone + an individual psychological 

intervention (cognitive behavioural therapies, behavioural therapies or social 

network and environment-based therapies) focused specifically on alcohol misuse  
 

•  consider offering acamprosate or oral naltrexone + behavioural 

couples therapy to service users who have a regular partner and whose 

partner is willing to participate in treatment  
 

• consider offering disulfiram + a psychological intervention to service 

users who: 

• have a goal of abstinence but for whom acamprosate and oral naltrexone are not 

suitable or prefer disulfiram and understand the relative risks of taking the drug  

 



Psicosociale in 
Alcologia: lo 

stato dell’arte 



Diagnosis and Pharmacotherapy of Alcohol 

Use Disorder: A Review. Kranzler H.R. and 

Soyka M. JAMA, 320, 8, 815-824 28/08/2018 

Disufiram 
Inibitore della ALD 
n.s. in double blind 
s.s. solo se supervisionato 
 
Naltrexone  
Antagonista nonselettivo 
dei recettori oppioidi 
μ-, κ-, and δ 
Riduce il rischio di ricaduta 
in qualsiasi uso (NNT=20) 
e di BD (NNT =12) 
 
Acamprosato 
Modulatore glutammato 
Riduce rischio di ricaduta 
(NNT=12) - Non reduce BD 



Diagnosis and Pharmacotherapy of Alcohol Use Disorder: A 

Review. Kranzler H.R. and Soyka M. JAMA, 320, 8, 815-824 

28/08/2018 

Nalmefene  
μ- and δ-opioid receptor antagonist 
and a κ-opioid receptor partial agonist 
Diminuisce consumo e BD 
 
Baclofen 
γ-aminobutyric acid–B receptor 
agonist 
Maggior tempo sino alla ricaduta in 
ogni uso (per dose < a 60 mg/die) 
Maggiore probabilità di astensione 
durante il trattamento 
Maggior effetto se uso elevato 
n.s. sui gg di astinenza 
 
Gabapentina 
Topiramato 
 





Shen, W. W. (2018). Anticraving therapy for alcohol use 

disorder: A clinical review. Neuropsychopharmacology 

reports, 38(3), 105-116. 





Nx – acamprosato 

Nx – setralina 

Nx – GHB 

Nx – Ondansetron 

Nx – gabapentina 

Nx – quetiapina 

Acamprosato – disulfiram 

Quetiapina – mirtazapina 

5 OH triptofano – carbidopa – levodopa 

Disulfiram – GHB 

Nx/GHB - escitalopram 

 



Guerzoni, S., Pellesi, L., Pini, L. A., & Caputo, F. (2018). Drug-drug 

interactions in the treatment for alcohol use disorders: a 

comprehensive review. Pharmacological research, 133, 65-76. 





CNS Neuroscience & Therapeutics 22 (2016) 25–37 

• Farmaci e intervento psico-sociale devono essere associati 

• Acamprosato e natrexone sono la prima linea 

• Disulfiram è una seconda linea 

• Baclofene è una seconda linea soggetta a restrizioni 



Quali novità? 
• Non nelle terapie farmacologiche o non farmacologiche 

 

  ma 

Nel modo di usare gli elementi nel trattamento dei diversi 

modelli del bere: 

• Nella differenziazione degli obiettivi (astensione, 

riduzione, bere controllato, riduzione del danno) 

• Nel diverso utilizzo dei biomarkers 

• Nell’introduzione della tecnologia nel trattamento 

 



There is currently no high-grade evidence for 

pharmacological treatment to control drinking using 

nalmefene, naltrexone, acamprosate, baclofen or 

topiramate in patients with alcohol dependence or 

alcohol use disorder. Some treatments show low to 

medium efficacy in reducing drinking across a range of 

studies with a high risk of bias. None demonstrates any 

benefit on health outcomes. 

Palpacuer, C., Duprez, R., Huneau, A., Locher, C., Boussageon, R., Laviolle, B., & Naudet, F. (2018). Pharmacologically 

controlled drinking in the treatment of alcohol dependence or alcohol use disorders: a systematic review with direct and 

network meta‐analyses on nalmefene, naltrexone, acamprosate, baclofen and topiramate. Addiction, 113(2), 220-237. 



CNS Neuroscience & Therapeutics 22 (2016) 25–37 



Margret, C. P., & Ries, R. K. (2016). Assessment and treatment of adolescent substance use 
disorders: alcohol use disorders. Child and Adolescent Psychiatric Clinics, 25(3), 411-430. 

The pharmacotherapy of alcohol use disorders is a less travelled path for adolescents, 

unlike the aggressive options available for adult population owing to the  

 

(i) Differential patterns of use including binge drinking patterns that offset 

withdrawal or dependence states,  

(ii) emergence of disordered drinking in later adolescence or young adulthood, 

(iii) developing brain systems, and  

(iv) limited research on safety and efficacy of drug trials among adolescents. 
 

 

 

 However, medications are still considered pertinent because of alcohol-related plasticity on 

reward function, frontal lobe–related inhibition, and a limbic system that succumbs easily to 

cues and results in relapse. Medication precludes toxic states like withdrawal and 

detoxification, reduces craving, prevents relapse, and manages comorbid psychiatric and 

medical problems, which tend to perpetuate chronic alcohol use. The use of medications 

among adolescents is a judicious call, with caution to not replicate use on the basis of treating 

adolescents like “miniature adults.” 



“Naltrexone, acamprosate, and disulfiram are US Food 
and Drug Administration-approved for treating AUD in 
adults over age 18, and the Substance Abuse and 
Mental Health Services Administration recommends 
considering medications for adolescents under age 18” 

MEDICATIONS FOR ALCOHOL USE DISORDER AMONG 

MEDICAID ENROLLED YOUTH, 2011-2016 

Joel Earlywine, BA, Sarah Bagley, MD, MSc , Jonathan 

Rodean, MPP , Bonnie T. Zima, MD, MPH, Nicholas Chadi, 

MD, MPH, Douglas Leslie, PhD , Scott E. Hadland, MD, MPH, 

MS Platform Research Presentations / Journal of Adolescent 

Health 66 (2020) S1eS22 

4,064,195 Medicaid-enrolled youth using Truven MarketScan data from 16 states between 

January 2011 and December 2016. We included youth aged 13-22 years with 6 months 

continuous enrollment who received a diagnosis of AUD. 

10,426 youth diagnosed with AUD 

4.3% (n 168) were dispensed an AUD medication. Of those receiving medication, 

86.3% received naltrexone, 8.9% received acamprosate, and 4.8% received disulfiram. 

Solo 1:3 riceve un trattamento  
1:45 un trattamento farmacologico 
  
AOR rispetto ai > 21 aa.  13-15 aa  0.25   16-17 aa. 0.36 
Maggiore tra i non ispanici neri 
Maggiore nelle femmine 
Maggiore tra coloro con un altro DUS (il più basso per la cannabis) 
 





Naltrexone did not reduce frequency of 
drinking or heavy drinking days, but reduced 
secondary measures of drinking intensity. 
While effects were modest, the risk-benefit 
ratio favors offering naltrexone to help young 
adult heavy drinkers reduce their drinking  
(anni 18-25) 

Alcohol—There are only a handful of published reports 
on pharmacotherapy for adolescent drinking. Most are 
case studies or open label trials, and all reports bear 
substantial limitations that preclude inferences about 
the efficacy of the medication studies. In terms of RCTs, 
there are no adequately powered trials with adolescents 
younger than 18 years. One recent well-designed RCT of 
naltrexone with young adult drinkers, ages 18 to 25 
years, showed naltrexone (25mg daily + 25mg targeted) 
plus a brief motivational intervention reduced the 
number of drinks per drinking day by the end of the 8-
week treatment period (38). At the 12-month follow-up 
assessment, there were no differences between 
conditions but drinking reductions observed during the 
active treatment phase were maintained (39). 



Addiction è un circolo a 3 stadi: 
Binge/intossicazione 
Astinenza/sentimenti negativi 
Preoccupazione/anticipazione 



it's the place of cognitive executive 

functions  
That regulates and control 

 Impulsivity 

 judgment 

 Alternative options 

 Projects to memory pathaways  

(voluntary and  

procedural) 



Limbic System 
It is a set of cortical and subcortical areas related to emotional 

regulations, motivation, learning and memory  
  

Lobo limbico 
 

Ippocampo 
 learnig 

 Memories formation and retrieval 

 Adult neurogenesis 
 

Amigdala 
 Alearning and emotional learning 

 fear 

 reward 





Definizioni di binge drinking 
• NIAAA   pattern che porta la BAC > 0.08% 4 UA     

    per F e 5 UA per M in 2 h (considera la velocità) 

• SAMSHA  4 UA per F e 5 UA per M nella stessa occasione, almeno 1 

    volta negli ultimi 30 g 

Heavy drinking:  binge drinking in 5 o più giorni sugli ultimi 

30 

• WHO  heavy episodic drinking consumo superiore a 60 gr o più in almeno 

   una occasione negli ultimi 30 gg (almeno 1 volta al mese) 

 

• I criteri del NIAAA sembra tendano a identificare pattern e gravità maggiori 

(Rolland, 2017) 

Binge Drinking: Predictors, Patterns, and 

Consequences. Alcohol Research: C u r r e n t  

R e v i e w s Vol. 39, No. 1, 2018 



binge behaviour 
• Extreme binge drinking o high-intensity drinking  
 oltre 2 o più volte la soglia del binge secondo il genere (Level II e III) 

 

FOR IMMEDIATE RELEASE - NIAAA 

Wednesday, May 17, 2017 

Study finds tens of millions of Americans drink alcohol at dangerously high levels (Hingson, RW, Zha, W, White, A. 

M. Drinking Beyond the Binge Threshold: Predictors, Consequences, and Changes in the U.S. Am. J. Prev. Med. Online 

May 17, 2017) 

The current study analyzed three levels of past-year binge drinking – Levels I, II, and III.  

• Level I were defined as four to seven drinks per F, and five to nine drinks per M (56-98g and 70-

126g) 

•  Level II eight to 11 drinks per F, 10-14 drinks per M (112-154g and 140-196g) 

• Level III 12 or more drinks per F and 15 or more drinks on a single occasion for men(>168g and 

>210g) 

 

• The researchers found that in the 2012–2013 survey, 39% of adult males and 27 % of adult females reported binge 

drinking during the previous year.  

• 11% dei maschi riportavano Level II binge drinking almeno 1 volta nell’anno e 7% riportavano Level III binge 

drinking. 5% delle femmine riportavano un Level II binge drinking e 3% un Level III binge drinking 



Comparison between the WHO and NIAAA criteria for binge 

drinking on drinking features and alcohol-related aftermaths: 

Results from a crosssectional study among eight emergency wards 

in France,Benjamin Rolland et al., Drug and Alcohol Dependence 175 

(2017) 92–98 

BD vs noBD  

Più giovani, più maschi, più disturbi psichiatrici 

 NIAAA-BD vs WHO-BD 

Frequenza, quantità media, frequenza di HDD 

Conseguenze 

frequenza di accesso in PS per problematiche 

psichiatriche e comportamentali 

Target diversi con diverse vulnerabilità? 



Pattern di assunzione  

Binge behaviour episodi di BD alternati a periodi di 

astensione più o meno lunghi (episodic heavy use) 

Binge Drinking: Predictors, Patterns, and 

Consequences Alcohol Research: C u r r e n t  

R e v i e w s Vol. 39, No. 1, 2018 

valid definitions of BD require not only specific features of the drinking patterns, such as 

drinking intensity per drinking occasion, but also frequency of BD behaviors and 

periods of abstinence between binging episodes. Moreover, recent data suggest that BD is 

a heterogeneous phenotype. Consequently, binge drinkers should not be considered as a 

unitary group, but rather as a heterogeneous population of individuals displaying 

particular gender and personality dimensions (Gierski et al., 2017), as well 

differences in drinking motives and impulsivity (Lannoy et al., 2017a). 

Jeanblanc J, Rolland B, Gierski F, Martinetti 

MP, Naassila M, Animal models of binge drinking, current 

challenges to improve face validity, Neuroscience and 
Biobehavioral Reviews, 106, (2019), 



Elementi di ambiguità per i modelli animali di BD 

• Quantità (diversa metabolizzazione che richiede diverse 

quantità per intox) 

• Frequenza (esclusione del criterio dipendenza) 

• Durata (criterio più importante per distinguere BD da HD) 

A cosa si può servire lo studio di modelli animali di BD 

• vulnerabilità allo sviluppo di dipendenza 

• compromissioni delle funzioni cognitive (funzioni esecutive, 

memoria) 

• differenze di genere in queste aree 

• compromissioni epatiche  

Jeanblanc J, Rolland B, Gierski F, Martinetti 

MP, Naassila M, Animal models of binge 

drinking, current challenges to improve face 

validity, Neuroscience and Biobehavioral 
Reviews, 106, (2019), 



Jeanblanc J, Rolland B, Gierski F, Martinetti 

MP, Naassila M, Animal models of binge drinking, current 

challenges to improve face validity, Neuroscience and 
Biobehavioral Reviews, 106, (2019), 



The case of BD is paradoxical, 

especially among adolescents and 

young adults. Situations of BD that 

meet the criteria for HUA or alcohol 

abuse theoretically indicate a less 

severe disorder than a diagnosis of 

alcohol dependence. 

However, when it occurs in 

adolescents or very young adults, 

HUA is known to be associated with 

many more risk factors than in adults 



Principi del Contingency Management 

• CM-based treatments for SUDs originate in basic behavioral 

science, namely the operant-conditioning literature. Operant 

conditioning is a type of learning where the operant (ie, behavior) 

is maintained or modified via behavioral consequences 

(positive/negative reiforcement, positive/negative punishment). 

 

• Grado del rinforzo 

• Immediatezza del rinforzo  Delay discounting 

• importanza del rinforzo 

 

• Dare un rinforzo tangibile ed immediato in presenza di un 

comportamento positivo/negativo verificabile 

 

 



Applicabilità migliorata con utilizzo tecnologia sperimentale: 
 
Monitoraggio alcol trandermico 
Monitoraggio via breathanalyzer e registrazione via cell 
Monitoraggio aderenza via remoto etc…  

Substance Abuse and Rehabilitation 2018:9 43–57 

ETG urinario  



Biomarker di consumo 



Rilevazioni di consumo. What’s new? 

Self report 

   
• Retrospettivi  TLFB (Timeline Followback) 

      più utile a definire il pattern di uso che il  consumo in sé 
 

• Prospettici  EMA (Ecological Momentary Assesment)   

     diari giornalieri 

     ESM  (Experience Sampling Method) 

 

Sostanzialmente validi, ma soggetti a imprecisa valutazione del grado di 

intossicazione (variabili di rilevazione, variabili metaboliche etc.) e del pattern del 

suo sviluppo (cinetica del BAC) 

Simons, J. S., Wills, T. A., Emery, N. N., & Marks, R. M. (2015). 

Quantifying alcohol consumption: Self-report, transdermal assessment, 

and prediction of dependence symptoms. Addictive behaviors, 50, 205-212. 



H I G H L I G H T S 

• Research participants can provide valid self-reports of alcohol use. 

• Transdermal alcohol assessment (WrisTAS) provides objective alcohol 

monitoring. 

• Individual drinking dynamics are associated with alcohol use disorder. 

• Experience sampling, TLFB , and WrisTAS assessments show convergent 

validity. 



Rilevazione in setting naturalistico - EMA 

EMA    collezione di dati attraverso auto-rilevazioni   

    frequenti e ripetute associate o meno a    

    rilevazione di altri parametri  

• Schedulazioni fisse (time based) 

• Schedulazioni correlate ad evento (event based) 
 

Rilevazione uso:  

Calcolo in base alla rilevazione di eBAC (estimated BAC)  

• app su smartphone 

• Breathanalyzer connesso allo smartphone 

• Validità della rilevazione in funzione del eBAC? 

• Validità della correlazione con self-report retrospettivo? 
Piasecki, T. M. (2019). Assessment of alcohol use in the natural 

environment. Alcoholism: clinical and experimental research, 

43(4), 564-577. 



High-Resolution EMA Designs 

• timed follow-ups (primo drink poi 
prompt su allarme) 

• drink bracketing (promt prima e dopo 
il drink) 

• high-frequency sampling (promt 
ravvicinati in funzione della 
probabilità) 

• episode bracketing (prompt pre-post) 

 

Lower-Resolution EMA Designs 

• Prompt a tempi predeterminati a tempi 
distanziati 

 

Molte informazioni missed vengono in 
genere richieste nel report  post-episodio 

Piasecki, T. M. (2019). Assessment of alcohol use in the 

natural environment. Alcoholism: clinical and 

experimental research, 43(4), 564-577. 



• La compliance è in genere abbastanza alta 

• La comparazione tra EMA drinking data in adolescenti rispetto 

a TLFB ha mostrato forte correlazione per numero totale di 

drink, numero per DD e numero di HDD  

• Viene spesso accoppiato con un incentive 

• Utilizzato in studi clinici sino ad ora con qualche risultato 

Piasecki, T. M. (2019). Assessment of alcohol use in the 

natural environment. Alcoholism: clinical and 

experimental research, 43(4), 564-577. 

L’associazione degli EMA con device è un’area nascente di grande interesse : 
TAS è in grado di descrivere con precisione la curva discendente della BAC 
stimata perché non si interrompe di notte e fa un monitoraggio passivo e 
continuo 
 



sensori transdermici  (TAS) 

• Metodo passivo 

• Relazione complessa di TAC con 

BAC e BrAC 

• Variabilità per caratteristiche cute 

• Variabilità per caratteristiche device  

 

• Logoramento/errore sensore 

• Manomissioni sensore 

• Esposizione ad alcol ambientale 

• Rimozione del device 

• Tende a non rilevare bassi consumi 



Sensori transdermici per la rilevazione dell’alcol (TAS) 

Compliance 

Nei pochi studi  non viene indossato (6-10%) 

  viene manomesso (34%) 

  Si rifiuta di indossarlo (9%) 

  non funziona (5-18% dei gg) 

Various parameters of TAS data 

• peak TAC level 

• time to peak  

• area under the TAC curve  

are robustly related to BrAC measures and number of drinks consumed in 

laboratory challenge conditions and in EMA reports  
Available evidence is mixed, however, concerning the ability to detect drinking events on 

the basis of TAC readings alone 

scomodità  

interferenza con attività fisica  

stigma 

Piasecki, T. M. (2019). Assessment of alcohol use 

in the natural environment. Alcoholism: clinical 

and experimental research, 43(4), 564-577. 

Monitoraggio passivo tramite sensori da mobile device  

presunzione di eBAC tramite algoritmi formulati su 

dati di sensori presenti nei device 

 



The supporting literature indicates that EMA, TAS, and sensor-

based approaches are all valid, and tend to produce convergent 

information when used in conjunction with one another. Each has a 

unique profile of advantages, disadvantages, and threats to validity. 

 

Adolescent and young-adult alcohol abuse is an emerging area for 

integration of sensor technology and EMA. 

 

Despite the potential for scientific discovery, careful research is 

needed to address ethical and feasibility issues with using alcohol 

sensors in youth at risk. 
Russell, M. A., & Gajos, J. M. (2020). Annual Research Review: 

Ecological momentary assessment studies in child psychology and 

psychiatry. Journal of Child Psychology and Psychiatry. 



conclusioni 
• Il trattamento dell’alcolismo ha al momento 

pochi ma abbastanza solidi trattamenti 
riconosciuti dalle principali linee guida 
internazionali sia farmacologici che non 
farmacologici come label 

• Pochi progressi sono stati fatti comunque per 
bypassare la «valley of death» e rendere 
disponibili farmaci attualmente off label  per 
indicazione, per target, per diagnosi 

 



conclusioni 
• Il miglioramento dei modelli preclinici, la 

precisione diagnostica, la modificazione degli 
obiettivi del trattamento, l’utilizzo alternativo 
delle componenti del trattamento alla luce delle 
interpretazioni neuroscientifiche e delle nuove 
tecnologie possono portarci a modificare più che 
le terapie in sé, l’approccio alla cura e al modo di 
interpretarla….. 

        

         Grazie per l’attenzione! 


