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Background 
 Late-onset/low vulnerability alcoholics 
(LOAs) appear to drink less when treated 
with a selective serotonin reuptake inhibitor 
(SSRI) than placebo, whereas early-
onset/high vulnerability alcoholics (EOAs) 
show the opposite effect (Kranzler et al. 
1996, Pettinati et al. 2000, Chick et al. 
2004).  We conducted a 12-week, parallel-
groups, placebo-controlled trial of the 
efficacy of sertraline in alcohol dependence 
(AD) in LOAs compared with EOAs.  We 
also examined a functional polymorphism in 
the serotonin transporter gene (5-HTTLPR) 
as a moderator of the medication effects.  
  

Methods 
 134 patients (80.6% male; 34.3% EOAs) 
with DSM-IV AD received up to 200 mg of 
sertraline (N=63) or placebo (N=71) daily.  
Assignment was by urn randomization, 
which included Age of Onset of AD as a 
factor.  There were no pretreatment factors 
that differed significantly by Medication 
Group X Age of Onset.  Patients were 
genotyped for the tri-allelic 5-HTTLPR 
polymorphism.  Planned analyses included 
main and interaction effects of Medication 
Group, Age of Onset (< 25 years vs. > 25 
years), and Genotype (L’/L’ vs. S’carriers) 
on drinking days and heavy drinking days.   

Results 
 As shown in the figures, the moderating 
effect of Age of Onset on the response to 
sertraline was conditional on 5-HTTLPR 
Genotype.  Although there were no main or 
interaction effects among S’ allele carriers, 
among L’ homozygotes the effects of 
Medication Group varied by Age of Onset 
(P = 0.002).  Whereas, at the end of 
treatment, LOAs reported fewer drinking 
days (Fig. 1) and heavy drinking days (Fig. 
2) when treated with sertraline (P = 0.011), 
EOAs had fewer drinking and heavy 
drinking days when treated with placebo (P 
< 0.001).   

Conclusions 
  Effects of sertraline on drinking 
behavior in L’ homozygotes were moderated 
by Age of Onset.  This partially replicates 
prior findings with SSRIs for treatment of 
AD.  Variation among samples in the 
prevalence of the L’ allele could help to 
explain differences in the form of the 
interaction effect observed in previous 
reports.  Because AD is common and SSRIs 
are widely prescribed, these findings have 
potential public health significance and 
warrant further study. 
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      Figure 1: Drinking Days 

    Figure 2: Heavy Drinking Days 
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Рецепторы серотонина (5-HT3) 

Dopamine 
(DA) 

Serotonin 
(5-HT) 

• Рецепторы 5-HT3  - это закрытые лигандами 
ионные каналы, модулирующие высвобождение 
допамина (DA) в мезокортиколимбической 
системе. 

• Антагонист 5-HT3 
(ондансетрон) уменьшает 
высвобождение DА в 
мезокортиколимб.системе. 

• Исследования на животных 
показали, что антагонисты 
5-HT3 уменьшают 
употребление алкоголя. 

• DA  - важный механизм 
системы награды мозга. 



Johnson & Ait-Daoud, Psychopharmacology 149:327, 2000 

Норма Алкоголик с АРН 

Ондансетрон - предполагаемый 

механизм действия 
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Substitutes for Alcohol? 



Baclofen: How it all begun 

In 2008 Dr. Oliver 
Ameisen  publishes 
the book, “Le Dernier 
Verre” (The last drink) 
 
 



 



 

The LANCET      2007 



 













 



 





Relapse prevention 

• Seven trials involving 362 participants tested the use of GHB 
to treat alcohol dependence or prevent relapses.  

• GHB was better than naltrexone and Disulfiram in maintaining 
abstinence and had a better effect on craving than placebo 
and Disulfiram.  

• Sample sizes in individual trials were generally small (range 17 
to 98 participants).  

• Marketed in Austria and Italy since many years 



Sodium Oxybate trial 
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GENERAL PICKTURE 

• Сравнительные исследования  

• Метаанализы 
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Combination Naltrexone + Acamprosate 
 Kiefer et al. (2003) Arch Gen Psychiatry; Feeney et al. (2006) Alc Alc 
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Project 
COMBINE 

 





No effect of acamprosate 
Some effect of naltrexone 
No effect combination therapy 

https://literatuur.amc.nl/http/jama.ama-assn.org/index.dtl


PREDICT Study  

Mann et al., 2009 



 

Placebo controlled randomized double-blind trial in 4 
centers: 
 

                        Acamprosate:        N=173 
 Naltrexone: N=173 
 Placebo: N=  86 
  N=432 

                       Duration :            12 weeks MM plus Medication 

                                                   12 weeks MM no Med.  

                       Follow up:           12 months   

 

PREDICT: the RCT 

     See: Mann et al. ACER  2009 



1. RCT with acamprosate, naltrexone or placebo           
(3 studies world-wide so far)  
 

2. Define subtypes of alcoholics and test their response 
to targeted pharmacotherapy 
 

3. Assess the value of additional psychotherapy (CBI) 
over counseling (MM) in a stepped care approach 
 

4. Compare results with the US-COMBINE Study  
      
  

PREDICT - Objectives 

     See: Mann et al. ACER  2009 
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PREDICT vs. COMBINE   
Time to 1st heavy drink (adherence rate > 80 %) 

 

Mann et al.2012  

Survival (90 days) 

Survival functions 





 





 



 









Patient-Centered Care (PCC) 

‘Providing care that is respectful of and responsive to 
individual patient preferences, needs, and values, and 

ensuring that patient values guide all clinical decisions.’ 
Institute of Medicine, 2001  

“No decision about me, without me.”  





 





List of medications on Alc-pharmacotherapy that NIAAA 
will NOT fund: http://grants.nih.gov/grants/guide/notice-

files/NOT-AA-14-008.html 

 

“Applications that propose standard efficacy trials of widely-
studied and well-characterized medications such as 
naltrexone, topiramate, acamprosate, varenicline, 
ondansetron, gabapentin, baclofen, and disufiram in 
alcohol dependent subjects will not be considered. The 
collection of genetic samples and the use of biomarkers, 
particularly the ethanol metabolites ethyl glucuronide 
and phosphatidylethanol to verify drinking, are 
encouraged. - See more at: 
http://grants.nih.gov/grants/guide/notice-files/NOT-AA-
14-008.html#sthash.EzqXtxMc.dpuf  



Wim van der Brink 

 Alcohol dependence is prevalent disorder in Europe 
 

 Alcohol dependence is treatable brain disease 
 

 Several proven effective medications are available 
 

 Most treatments have modest effect size with 
many non-responders 

 
 Additional treatment options needed 







 





 



 



 



Be careful!  



Россия 

• Стандарты лечения 
в России должны 
основываться на 
научных 
исследованиях и 
соответствовать 
формулярам 
лекарственных 
средств!!! 

МИНИСТЕРСТВО 
ЗДРАВООХРАНЕНИЯ 

РОССИЙСКОЙ ФЕДЕРАЦИИ 
 

ПРИКАЗ 
28 апреля 1998 г. 

N 140 
 

ОБ УТВЕРЖДЕНИИ СТАНДАРТОВ 
(МОДЕЛЕЙ ПРОТОКОЛОВ) 

ДИАГНОСТИКИ И ЛЕЧЕНИЯ 
НАРКОЛОГИЧЕСКИХ БОЛЬНЫХ 



Relapse Rates Are Similar for Drug Dependence  
And Other Chronic Illnesses 
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 Addiction Treatment Does Work 



Evaluation of A Hypothetical Treatment 
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Source: McLellan, AT, Addiction 97, 249-252, 2002. 



Dopamine D2 Receptors are  Lower in Addiction 
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ДИАЛОГ!!! 



ЗНАНИЕ – СИЛА! 



СПАСИБО ЗА ВНИМАНИЕ 
 

 
 

 
 


