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Figure 2. Difference in life expectancy among 124,971 women with recent onset mental illness in 

Denmark, Finland and Sweden compared to the general population. 

Nordentoft M, Wahlbeck K, Hällgren J, Westman J, et al. (2013) Excess Mortality, Causes of Death and Life Expectancy in 270,770 

Patients with Recent Onset of Mental Disorders in Denmark, Finland and Sweden. PLoS ONE 8(1): e55176. 

doi:10.1371/journal.pone.0055176 

http://www.plosone.org/article/info:doi/10.1371/journal.pone.0055176 

http://www.plosone.org/article/info:doi/10.1371/journal.pone.0055176


De problemen 

 We bereiken onvoldoende de potentiele patienten.  

 >> oplossing: bereik verhogen 

 Als we ze bereiken blijft de effectiviteit van de 

behandeling matig. 

 >> oplossingen: 

 targetting subgroepen betere respons 

 Uitgaan van onderliggende neurobiologische defecten. 





Medications tested in phase II Clinical Trials for reducing drinking severity  

(without taking into account pharmacogenetic heterogenity) 

Transmittor 

system 

Medication Primary 

molecular target 

Effect size 

Opioid Naltrexone Μ-opioidreceptor 

antagonist 

Small 

GABA Baclofen GABA-B agonist Mixed effects 

Glutamate, GABA Acamprosate NMDA antagonist 

GABA-A agonist 

Small 

Serotonin Sertraline 5-HT transporter Small-medium 

Serotonin Ondansetron 5HT3 antagonist Small-medium 

GABA, glutamate Topiramate GABA-A antagonist medium 

Small effect size: 0.2-0.3 Medium: around 0.5; Large effect-size: > 0.8 

 

   

After  Bankole Johnson 





Leucht et al. BJP 2012 



Verslaving 19-5-2010 11 

Middel Jaarprevalentie gebruikers Jaarprevalentie verslaafden Verslavingszorg Verslaafden in 
huisartsenpraktijk 

% 12+ Aantal 12+ %18+ Aantal 18+ Aantal % van ver-slaafden Per 2500 Per 150 

Tabak 34 4.400.000 17 2.000.000 Nihil Nihil 425 25 

Alcohol 73 9.800.000 3,7 280.000 28.000 10 90 6 

Benzodia-
zepinen 

4 500.000 3,3 250.000 Nihil Nihil 80 5 

Cannabis 3 400.000 0,5 35.000 3.500 9 10 < 1 

XTC 0,3 65.000 ? ? < 300 ? ? ? 

Heroïne 0,2 28.000 0,3 25.000 17.500 70 5-10 < 1 

Cocaïne > 0,4 > 50.000 > 0,3 > 20.000 7.000 < 30 > 10 1 



Use of  mental health services in Europe: results from the European Study of  the 

Epidemiology of  Mental Disorders (ESEMeD) project 

In 2004 in Europe, 37% of persons with a mood disorder and 26% of persons with 
an anxiety disorder were consulting formal health services in the previous 12 
months, whereas this was only 8% for persons with an alcohol use disorder!!  

Proportion of individuals consulting any type of formal health services in the previous 12 
months, according to 12-month mental disorder status 

Alonso et al. Acta Psychiatr Scand Suppl 2004; 420: 47–54 

Mental health state Unweighted, n Weighted, % 95% CI 

Overall sample 21,425 6.4 5.9–6.8 

No 12 month mental disorders 19,349 4.3 3.9–4.7 

Any disorder 2,076 25.7 23.3–28.1 

Any mood 972 36.5 32.5–40.5 

Any anxiety 1,325 26.1 23.1–29.1 

Any alcohol disorder 209 8.3 3.8–12.8 

Only one 12 month mental 
disorder 

1,435 19.6 17.1–22.2 

More than one 641 40.0 35.0–45.0 

CI=confidence interval 



1. VisionGain. The global anti-addiction market, 2008–2023, 2008; 

2. Decision Resources. Addiction Disorders, January 2007; 

3. Decision Resources. Spectrum. Therapeutic Markets: Opportunities and Pipeline Analysis, 2010; 

4. Informed. GP Segment Research, 2010; 5. Zaicom. Evaluating the nalmefene business opportunity in EU, 2011; 

6. GP Segmentation Research, 2012; 7. Alonso. Acta Psychiatr Scand 2004:109(Suppl. 420):47–54; 8. Sobell et al. Addiction 2000;95(5):749–

764 

Oorzaken van ‘treatment gap’ 

bij alcoholproblematiek 

1

3 

Treatments1-3 
• Lack of  efficacious treatments 

• Complicated treatment regimens with abstinence 

as the only pharmacological treatment goal 

Society2 
• Low public awareness of  alcohol dependence as a 

brain disease 

• Low public awareness of  the burden of  alcohol 

consumption and dependence 

Physicians4-7 

• Preference for psychosocial intervention 

• Limited screening, diagnosing and treatment 

skills in primary care 

• Lack of  motivation due to difficult and time-

consuming patients and no efficacious treatment 

options 

• Social stigma 

Patients8 

• Low treatment-seeking behaviour due to: 

• Stigma 

• Negative beliefs or experiences with 

treatment/treatment goals 

• Treatment would not solve the problem 

• Privacy issues 

• Denial of  problem severity 



Orford & Keddie. Br J Addict 1986;81(4):495–504 

Betrokkenheid van patiënten 

bij behandeldoelen 

1

4 

12-month follow-up status by actual treatment received 

Patiënten mee laten beslissen over de behandeldoelen verhoogt de kans op een gunstige 

uitkomst 



At Week 4  
(after 4 sessions): 

Abstinence:  n=49  

(46.2%) 

Reduction:  n=47  

(44.3%) 

Uncertain:  n=10  

(9.4%) 

n=69 (65%) 

n=34 (32%) 

n=3 (2%) 

42 

7 

23 
24 

3 

4 

3 

49% 14% 

49% van patiënten met initiële voorkeur voor reductie schoven op naar 

abstinentie na vier weken 

Hodgins et al. Addict Behav 1997;22(2):247–255 

Evolutie in behandeldoelen 

1

5 

Initial goal preference: 

Initiële doelstelling en veranderingen na 4 weken 

Een aantal patiënten die initieel voor reducite opteren, beslissen na eerste ervaring met ‘minder 

drinken’ naar abstinentie als behandeldoel 



1. Gastfriend et al. J Subst Abuse Treat 2007;33:71-80; 2. Marlatt & Witkiewitz, Addict Behav 2002;27:867-86; 3. Heather et al. Alcohol 
Alcohol 2010;45:128-35; 4. Hodgins et al. Addict Behav 1997;22(2):247-55; 5. van Amsterdam et al. J Psychopharmacol 

2013;27(3):248-55; 6. Sobell & Sobell. Behav Res Ther 1976;14(3):195-215 

Voordelen van reductie als een 

bijkomende doelstelling voor 

alcoholafhankelijke patiënten  

Veel patiënten verkiezen reductie als behandeldoel3-4 

 

Reductie biedt een laagdrempelige, niet gestigmatiseerde en flexiebele 

behandeloptie5 

 

Reductie gerichte behandelingen is zo effectief als abstinentie gerichte 

behandeling2,6 

 

Reductie is in een aantal gevallen een intermediaire doelstelling op weg naar 

abstinentie4 

 

Er is risicovermindering, zonder volledige alcoholstop2 

 

Reductie is een praktisch en pragmatisch alternatief voor abstinentie gerichte 

behandeling1 

 
 

 



Heilig et al. Nat Rev Neurosci 2011;12(11):670–684; 
Clapp et al. Alcohol Res Health 2008;31(4):310–339 

Alcoholconsumptie leidt tot een transiënte toename van dopamine door 

endorfine vrijzetting 

1

7 

Endorphin 

Dopamine 

GABA 

GAB

A 

Dopamine 

Nucleus  

accumbens  

(NAc) 

Ventral tegmental 

area (VTA) 

• Acute alcoholinname inducesert endorfine vrijzetting, die GABA vrijzetting in de VTA 

inhibeert, waardoor de inhitoire tonus op de dopamine cellen vermindert 

• Dit leidt tot een toegenomen dopamine vrijzetting in de NAc 

GABA release from 

GABAergic neurones 

is under negative 

regulation by the  

μ-opioid receptor 

Dopaminergic VTA neurones that 

project to the NAc (i.e., mesolimbic 

neurons) are under tonic inhibition by 

GABAergic interneurones within the 

VTA 



Spanagel et al. Proc Natl Acad Sci U S A 1992;89(6):2046–

2050; Pan. Trends Pharmacol Sci 1998;19(3):94–98 

Dynorphin/endorphin systems 

are opposing systems 

1

8 

Opposing or opposite actions 

mediated by μ- and -opioid receptors 

Function μ  

Reward + - 

Mesolimbic 

dopamine 

level 

Increase Decrease 

Subjective 

effects 

Euphoria 

and 

preference 

Dysphoria 

and 

aversion 

+=mediating the opioid function;  

-=antagonising the μ-receptor-mediated function 

GABA 

Dopamine 

Nucleus  

accumbens 

Ventral  

tegmental  

area 

Activation of   

μ-receptors on 

GABAergic neurones in 

the VTA inhibits GABA 

transmission in the VTA, 

leading to an increase in 

dopamine release in the 

NAc 

Activation of  presynaptic  

κ-receptors on dopaminergic 

terminals in the NAc decreases 

dopamine release 

μ 

 

Neurobiology Function 



1. Mann et al. Biol Psychiatry 2013;73(8):706–713;  

2. Walker & Koob. Neuropsychopharmacology 2008;33(3):643–652; 3. Michel et al. Meth Find Exp Clin Pharmacol 1985;7:175–177;  

4. Hillemacher et al. Expert Opin Investig Drugs 2011;20(8):1073–1086; 5. Volkow et al. Jour of Clin Inv 2003;111(10):1444–1451;  

6. Clapp et al. Alcohol Res Health 2008;31(4):310–339; 7. Sirohi et at. Front Mol Neurosci 2012: Epub ahead of print;  

8. Nealey et al. Neuropharmacology 2011;61(1-2):35–42;  

Nalmefene breaks the cycle of 

continuous drinking1,2 

1

9 

• Nalmefene is a dual-

acting modulator 

because it acts on both 

the μ/δ- and -opioid 

receptors 

• It therefore helps to 

restore the balance of  a 

dysregulated 

motivational system, 

which reduces the urge 

to drink alcohol2,4,5,8 

Nalmefene is a unique,3 dual-acting,4 opioid system modulator 

Reinforcement 

Nalmefene blocks  

the μ-opioid receptor3 

Nalmefene modulates  

the -opioid receptor3 

Alcohol 

   consumption 

 Reduced  

reinforcement Reduced alcohol  

consumption 

 Regulated 

  dopamine     

level Regulated 

              endorphin μ-system             

          dynorphin -system 

Dysregulated  

  dopamine  

level  

            Dysregulated  

       endorphin μ-system 

dynorphin -system 

Alcohol consumption with  

nalmefene1,2,4,8 

Alcohol consumption6,7 



HDD/TAC: change from baseline in the 1-year study: Patients with at 

least high DRL at baseline and randomisation  

100 g/day 

33 g/day 

19 HDDs 

7 HDDs 

MMRM (OC) FAS estimates and SE; *p<0.05;  

MMRM=mixed-effect model repeated measure;  

OC=observed cases; FAS=full analysis set; SE=standard error 

van den Brink et al. SENSE. Poster at EPA 2013 

van den Brink et al. J Psychopharmacol, in press 

SENSE: change in HDDs SENSE: change in TAC 

Difference:  

-17.3 g/day, p=0.0129 

Difference:  

-3.6 HDDs, p=0.0164 



FAS (full analysis set), MMRM; *p<0.05;  
Baseline values for ESENSE 1: placebo 4.2, nalmefene 4.1; 
Baseline values for ESENSE 2: placebo 4.3, nalmefene 4.4 

Clinical Global Impression-Severity (CGI-S): change from baseline in the 6-

month studies:  

Patients with at least high DRL at baseline and randomisation 

ESENSE 1 ESENSE 2 

* 

* 

* * * * * 
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van den Brink et al. Alcohol Alcohol 2013;48(5):570-8 



 *p<0.05; MMRM analysis 
CI=confidence interval; NNT=number needed to treat 

Responder analysis: Pooled 

ESENSE 1 & 2 data at Month 

6  

Nutt et al Poster at ECNP 2013 

* 

* 
* 

Responder analysis Odds ratio 95% CI NNT 

2-category downward shift in 

DRL 
1.87 1.35–2.59 7 

Downward shift to low DRL 1.79 1.27–2.53 9 

70% reduction in TAC 1.88 1.32–2.70 9 



De problemen 

 We bereiken onvoldoende de potentiele patienten.  

 >> oplossing: bereik verhogen 

 Als we ze bereiken blijft de effectiviteit van de behandeling 

matig. 

 >> oplossingen: 

 targetting subgroepen betere respons 

 Uitgaan van onderliggende neurobiologische defecten. 



Where in the brain 

is addiction 

localised?  

 Different areas of the brain 
subserve different functions 

 

 PET/SPECT and fMRI 
scanning can now test these 
theories 



  
verslaving 

genen Omgeving (huidig en vroeger): 

beschikbaarheid, kansarmoede,… 

stress) 

Psychologische/psychiatrische 

stoornissen 

hersenmechanismen 

startleeftijd 





Improving impulse control could be an 

important target for treating alcohol 

dependence. 

 



Medications for Relapse Prevention 

Addicted Brain 

Drive 

Control 

Saliency    

Memory 

GO Strengthen prefrontal- 
striatal communication 

Executive function/ 
Inhibitory control 

Interfere with conditioned  
memories (craving) 

Teach new memories 

Counteract stress responses 
that lead to relapse 

Interfere with drug’s 
reinforcing effects 

Vaccines 
Enzymatic degredation 
Naltrexone 
DA D3 antagonists 
CB1 antagonists 

Biofeedback 
Modafinil 
Bupropion 
Stimulants 

Antiepileptic GVG 
N-acetylcysteine 

Cycloserine 

CRF antagonists 
Orexin antagonists 

STOP    Drive    

 Control    

Memory    

Non-Addicted Brain 

Saliency    
Adenosine 
A2 antagonists 
DA D3 antagonists 



Improving impulse control could be an 

important target for treating alcohol 

dependence. 

 

Modulatie beloningssyteem: blokkeren of  stimuleren ?! 



Heilig et al. Nat Rev Neurosci 2011;12(11):670–684; 
Clapp et al. Alcohol Res Health 2008;31(4):310–339 

Alcohol, opiaten leiden tot een transiënte toename van dopamine door 

endorfine vrijzetting 

3

0 

Endorphin 

Dopamine 

GABA 

GAB

A 

Dopamine 

Nucleus  

accumbens  

(NAc) 

Ventral tegmental 

area (VTA) 

• Acute alcoholinname inducesert endorfine vrijzetting, die GABA vrijzetting in de VTA 

inhibeert, waardoor de inhitoire tonus op de dopamine cellen vermindert 

• Dit leidt tot een toegenomen dopamine vrijzetting in de NAc 

GABA release from 

GABAergic neurones 

is under negative 

regulation by the  

μ-opioid receptor 

Dopaminergic VTA neurones that 

project to the NAc (i.e., mesolimbic 

neurons) are under tonic inhibition by 

GABAergic interneurones within the 

VTA 



Moduleren van opioide 

transmissie 

 Behandeling alcohol: nalorex – nalmefene 

 Behandeling opiaat afhankelijkheid: 

 Blokkeren: nalorex 

 Stimuleren: methadone 

 Agonist/antagonist: buprenorphine 

Maar werkt dit voor iedereen ?? 





GENETISCHE TYPERING 



Capillary 

Blood Flow 

Brain 

Targeting the drugs,  

not the receptors 



Effects of  Antibody Titer on 

Brain Nicotine Concentration 
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vaccines in 

phase 3 

trials 



Vaccination against cocaine  
 Phase 2 trials for cocaine 

 reduced cocaine +ve urines (Martell et al 2005) 

 

 

 

 

 

 

 

 

 

 

 

 

 Feasible for most other drugs 

 





Muller et al., 2013 Ann 

NY Acad Sci  



Improving impulse control could be an 

important target for treating alcohol 

dependence. 

 









Transcraniele Magnetische 

Stimulatie bij Cocaineverslaafden 





  



Schmaal et al. 2014 

Psycholog Medic 







Method: design 
 Randomized, double-blind, placebo-controlled study 

 

 Treatment with modafinil (or placebo): 10 weeks 

 Dose: max 300mg/day, intake in the morning 

 Population (N=83):  

 Having a diagnosis of  current alcohol dependency according to 
DSM-IV 

 Recently detoxified and abstinent 

 18-60 year (both men and women) 

 NOT dependent on other substances than alcohol, except for 
nicotine and cannabis 

 NOT taking any psycho-active medication 

 

 

 



Results: Primary outcome 

measures 
 

 Primary outcome measures: 

 Alcohol use 

 % abstinent days 

 % heavy drinking days* 

 Impulsivity 

 Self-reported state impulsivity 

 Response inhibition (SST) 

 Delay discounting (DDT) 

 

 
*≥ 5 standard drinks for men; ≥ 4 standard drinks for women  



Results: Complete abstinence 
Groups did not significantly differed in abstinence rates 

 Abstinence rates 

0

10

20

30

40

50

60

End of treatment

(10 weeks)

End of follow-up

(6 months)

P
e
rc

e
n

ta
g

e
 a

b
st

in
en

ce
 

Modafinil

Placebo

X²: p=.416 

X²: p=.214 



 

Results: Primary outcome 

measures 
Alcohol use variables changed over time, but no significant effect of  

treatment 

 
 Primary outcome measures: 

 Alcohol use 

 % abstinent days (T   ) 

 % heavy drinking days (T   ) 
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MMRM: time by treatment: p=.756 MMRM: time by treatment: p=.113 

p<.001 

p<.001 



Results: Primary outcome 

measures 
Modafinil improved self-reported state impulsivity 

 Primary outcome measures: 

 Alcohol use 

 % abstinent days (T   ) 

 % heavy drinking days (T   ) 

 Impulsivity 

 Self-reported state impulsivity 

 Response inhibition (SST) (T   ) 

 Delay discounting (DDT) 

 

 

MMRM: Time by treatment: 

p=.001 
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Results: mediation analyses 
Redundant 

Modafini

l 

treatment 

Alcohol 

use 

Changes in 

impulsive 

behaviour 

X 



Bi-directional effects in subgroups 
Percentage Abstinent Days (MMRM 3-way: p<.001) 
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MMRM: time by treatment: p=.002 MMRM: time by treatment: p=.066 



Bi-directional effects in subgroups 
Percentage Heavy Drinking Days (MMRM 3-way: 

p=.001) 
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MMRM: time by treatment: p=.003 MMRM: time by treatment: p=.656 



Bi-directional effects in subgroups 
Postponed relapse in ADP with poor response inhibition with 

MOD 

 

 

 

 

 

 

Good Response 

Inhibition (n=21) 

Poor Response Inhibition 

(n=30) 

Log Rank (Kaplan-Meier): 

p=.708 

Log Rank (Kaplan-Meier): 

p=.022 

Only 

completers were 

included 



Discussion Results summary: 

 Modafinil was well tolerated in alcohol dependent patients.  

 Patients felt less impulsive with MOD compared to PLAC.  

 BUT: This did not result in less drinking or impulsive 

behaviour. 

 Patients with poor response inhibition at baseline might 

 benefit from modafinil.  

 Detrimental effects might occur in patients with good baseline  

 response inhibition. 

 

 



Discussion: bi-

directional effects  Patients with poor response inhibition at baseline might benefit 
from modafinil.  

 Detrimental effects might occur in patients with good baseline 
response inhibition. 

Cools & D’Esposito, 2011 

P 

P G 

G 

Inverted-U-

shape function 
p=.002 

p=.003 

p=.708 

p=.656 

p=.066 

p=.022 



Praten of  Pillen 

of…trainen? 

61 

Gecontroleerd:  

> STOP! 

Automatische 

processen: 

Neem!  

61 
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Rationele Beslissing 

Voordelen tegen nadelen 

Situatie 

(alcohol 

/drug  

Cues) 

Alcohol/  

Drug  

gebruik  

Perceptie 

 

Attentie 

bias 

Motivationele 

orientatie 

 

Approach 

bias 
 

Motor 

Schemas 

Associatief/Impulsief Systeem 

Reflectief 

systeem 

Modelgestuurde Nieuwe interventies 

Executief Vermogen 

Werkgeheugencapaciteit 

+ 

- - 

Werkgeheugen 

Training  



Alcohol trial 
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1 pixel 2 pixels 

X  .. 



Nieuw: Retraining actie-

tendens 
Vorm bepaalt actie 

Liggend: duwen  rechtop: trekken 

 

64 



Cognitive online training: Wiers 

et al. ? 



(met Mike Rinck, RUN e.a.) 

66 



Praten of  Pillen samen met 

trainen? 

67 

Gecontroleerd:  

> STOP! 

Automatische 

processen: 

Neem!  

67 





Gilleen et al., 2014 

 Rate of  new-language learning was significantly 

enhanced with modafinil, and effects were greatest  over 

the first five sessions. Modafinil improved within-day 

learning rather than between-day retention.  

 No enhancement  of  gains with modafinil was observed  

in working memory nor rate of  verbal learning. Gains in 

all tasks were retained post drug administration, but 

transfer effects to broad cognitive abilities were not seen. 

 ?? 



Medications for Relapse Prevention 

Addicted Brain 

Drive 

Control 

Saliency    

Memory 

GO Strengthen prefrontal- 
striatal communication 

Executive function/ 
Inhibitory control 

Interfere with conditioned  
memories (craving) 

Teach new memories 

Counteract stress responses 
that lead to relapse 

Interfere with drug’s 
reinforcing effects 

Vaccines 
Enzymatic degredation 
Naltrexone 
DA D3 antagonists 
CB1 antagonists 

Biofeedback 
Modafinil 
Bupropion 
Stimulants 

Antiepileptic GVG 
N-acetylcysteine 

Cycloserine 

CRF antagonists 
Orexin antagonists 

STOP    Drive    

 Control    

Memory    

Non-Addicted Brain 

Saliency    
Adenosine 
A2 antagonists 
DA D3 antagonists 











Topiramaat 

 Topiramaat (Topamax®) is een anti-epilepticum waarvan, zoals voor de meeste anti-epileptica, het 
volledige werkingsmechanisme nog niet is opgeklaard. Vermoedelijk stimuleert topiramaat de GABA(A) 
receptoren, remt het de werking van glutamaat en leidt het tot een verminderde afgifte van dopamine in 
het striatum.  

 Enkele grotere RCT’s toonden een positief  effect van topiramaat zowel wat betreft het bereiken van 
abstinentie als het verminderen van alcoholgebruik en alcoholgerelateerde schade (Johnson e.a., 2004; 
2007). 

 Een behandeling met topiramaat vraagt een intensieve medische begeleiding. Allereerst moet er 
opgebouwd worden van een startdosis van 25 mg naar een maximale dosis van 300 mg over een periode 
van ongeveer 8 weken.  

 Daarnaast kent het product relatief  frequente bijwerkingen zoals sufheid en concentratieverlies, 
eetlustverlies, paresthesieën en een slechte smaak.  

 Vooral deze bijwerkingen, met een hoge drop-out uit behandeling, maken topiramaat geen eerste keuze 
product.  

 Momenteel is het ook nog niet geregistreerd in België voor de indicatie alcoholafhankelijkheid. 

 



At least 28 days with 

continuous abstinence: 

4% vs. 14%  

 

 

At least 28 without 

HDDs: 15% vs. 29% 

 

 

Reduced-risk 
drinking as outcome 
doubles success rate! 

Topiramate for treating alcohol dependence: a randomised controlled trial 

Johnson et al. JAMA 2007; 
298 (14): 1641–1651 

Time to first day of 28 or more days of continuous abstinence, (A) the primary analytic approach of imputing 
missing data with the baseline value; (B) the prespecified approach of not imputing missing data 
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Topiramate 

Placebo 

Log-rank p<0.001 
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B 

Topiramate 

Placebo 

Log-rank p<0.001 

Number of participants at risk 

Topiramate 183 174 168 162 156 156 179 150 123 104 92 33 

Placebo 188 187 187 185 182 182 185 181 175 156 143 50 
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C 

Topiramate 

Placebo 

Log-rank p<0.001 
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D 

Topiramate 

Placebo 

Log-rank p<0.001 

Number of participants at risk 

Topiramate 183 163 148 136 129 129 179 139 103 79 68 22 

Placebo 188 180 176 168 160 160 185 174 164 139 121 39 

Time to first day of 28 or more days of continuous non-heavy drinking, (C) the primary analytic approach of 
imputing missing data with the baseline value; (D) the prespecified approach of not imputing missing data 



Dijhuizen & Dom EPA comorbidity CME 



Dijhuizen & Dom EPA comorbidity CME 



Samenvatting 1 

 Verslaving complexe & multiple pathogenese 

 Behandeling beter aansluiten bij de onderliggende, 

individuele, neurobiologische ziekte processen (b.v. 

beloning versus zelfcontrole problemen,..) 

 Gepersonaliseerde geneeskunde 



Het zoeken naar 

gepersonaliseerde psychiatrie 











Merkx et al., 2013 

 The results were not in line with our hypotheses.  

 Patients treated at a more intensive level of  care than 

recommended had favorable outcomes compared to 

patients treated at the recommended level of  care (55.5% 

vs. 43.9% success).  

 Patients allocated to the recommended level of  care did 

not have better outcomes than those treated at a less 

intensive level of  care (43.9% vs 38.3% success). 



May 2008 - Vol. 103 s1, Destiny Matters: Childhood and Adolescent 
Prediction of Adult Alcohol Use and Abuse in Six Multi-decade 
Longitudinal Studies Page 1-109  

Maar ook vroeg ingrijpen !! 





Design 

Randomized first & second grade  

6 GBG Classes 
= 238 Children 

6 internal control classes 
= 169 Children 

2 year GBG implementation 

Follow-up 19-21 years 

Results after 1 year = diminishment 
aggressive/disruptive behavior boys. 







Conclusie 

 Verslaving complex 

 Huidig behandel bereik nog te beperkt 

 Huidige behandeling beperkte effectiviteit 

 Naar de toekomst (en stukje heden): 

 > beter aansluiten op neurobiologische individuele 
kenmerken 

 > gepersonaliseerde aanpak 

 > stagering en profilering  
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