
Strategieën bij geëscaleerd gebruik

Arnt Schellekens
Psychiater Radboudumc, PI Donders Institute
Wetenschappelijk Directeur NISPA

http://www.tactus.nl/
http://www.tactus.nl/


Arnt Schellekens
Psychiater Radboudumc, PI Donders Institute
Wetenschappelijk Directeur NISPA

Op zoek naar de graal…?

http://www.tactus.nl/
http://www.tactus.nl/




Patients with
Alcohol Use Disorder

Patients with
Alcohol Use Disorder



Personalized:

-Pharmacotherapy

-Treatment goals

-Psychotherapy

-Treatment intensity

-Neuromodulation

-eHealth





Dopamine





MI, CM, CRA
Naltrexon? Agonist R/
Neuromodulation

EMDR, trauma behandeling
Nalmefene? Baclofen? 
Clonidine/prazosine/doxazosine



G.A. Wiesbeck et al. :Drug Alcohol Dep 1998 Dettling et al. :Am J Psych 1995



Stageren Verslaving

-Stagering: impulsiviteit – compulsiviteit

-Anamnese (craving), biomarkers, testen?

-consequenties:
psychotherapie vb CM vs EMDR?
farmacotherapie vb Naltrexon vs Nalmefene
behandel doelen & intensiteit





RDoC
-Transdiagnostisch
-Moleculair tot vragenlijst
-Continuüm model



Farmacogenetica en alcohol: Naltrexon

(Oslin et al. Neuropsychopharmacology, 2003) 

Δ = 30%
Δ = 15%

Δ = 30%  NNT = 3-4
Δ = 15%  NNT = 7-8





Farmacogenetica

(Oslin et al. Neuropsychopharmacology, 2003) 

Δ = 30%
Δ = 15%

Δ = 30%  NNT = 3-4
Δ = 15%  NNT = 7-8



(Schellekens et al. Eur Psychiatry 2015)

Angststoornissen:
-30-50%
-Hoge & snelle terugval





(Franken et al. Biological Psychology 2007) (Schellekens et al. Addiction 2011)



EMDR?
Baclofen?

SSRI?



Meta-analyse baclofen & alcohol
Efficacy, tolerability, and safety of low-dose and high-

dose
baclofen in the treatment of alcohol dependence: 

A systematic review and meta-analysis

Mimi Pierce, Arjen Sutterland, Esther Beraha, Kirsten Morley,
Wim van den Brink 



-13 RCTs baclofen vs placebo

-Lage dosering (<60mg): n=7; Hoge dosering (>60mg): n=4; LD en HD: n=2

-Uitkomsten
* TTL = Time To Lapse (n=8; N=852)
* PDA = Percent Days Abstinence (n=7; N=457)
* PAE = Percent Abstinent at Endpoint (m=8; N=1244)

-Statistiek
* Random effect model met evaluatie over hele studieperiode
* Stratificatie voor dosis; meta-regressie voor alcoholgebruik bij intake

Meta-analyse baclofen & alcohol



Study name (year, dose mg) Statistics for each study Std diff in means and 95% CI
Std diff Standard Lower Upper 

in means error limit limit p-Value
Beraha et al. (2016, 30) -0,048 0,220 -0,479 0,384 0,829
Beraha et al. (2016, 150) -0,024 0,183 -0,382 0,335 0,898
Reynaud et al. (2017, 180) 0,095 0,112 -0,124 0,314 0,396
Garbutt et al. (2010, 30) 0,364 0,225 -0,078 0,806 0,107
Morley et al. (unpublished, 75) 0,399 0,245 -0,081 0,879 0,103
Krupitsky et al. (2015, 50) 0,523 0,360 -0,181 1,228 0,146
Morley et al. (unpublished, 30) 0,561 0,246 0,079 1,043 0,022
Morley et al. (2014, 30) 0,783 0,392 0,015 1,552 0,046
Addolorato et al. (2007, 30) 0,828 0,227 0,383 1,274 0,000
Morley et al. (2014, 60) 0,831 0,394 0,059 1,603 0,035
Addolorato et al. (2002, 30) 1,138 0,345 0,461 1,814 0,001

0,418 0,115 0,192 0,644 0,000
-2,00 -1,00 0,00 1,00 2,00

Favours Placebo Favours Baclofen

Time to Lapse

Meta Analysis with random effects model

Group by
Dose

Study name (year, dose mg) Statistics for each study Std diff in means and 95% CI
Std diff Standard Lower Upper 

in means error limit limit p-Value
High Beraha et al. (2016, 150) -0,024 0,183 -0,382 0,335 0,898
High Reynaud et al. (2017, 180) 0,095 0,112 -0,124 0,314 0,396
High Morley et al. (unpublished, 75) 0,399 0,245 -0,081 0,879 0,103
High 0,107 0,089 -0,067 0,281 0,229
Low Beraha et al. (2016, 30) -0,048 0,220 -0,479 0,384 0,829
Low Garbutt et al. (2010, 30) 0,364 0,225 -0,078 0,806 0,107
Low Krupitsky et al. (2015, 50) 0,523 0,360 -0,181 1,228 0,146
Low Morley et al. (unpublished, 30) 0,561 0,246 0,079 1,043 0,022
Low Morley et al. (2014, 30) 0,783 0,392 0,015 1,552 0,046
Low Addolorato et al. (2007, 30) 0,828 0,227 0,383 1,274 0,000
Low Morley et al. (2014, 60) 0,831 0,394 0,059 1,603 0,035
Low Addolorato et al. (2002, 30) 1,138 0,345 0,461 1,814 0,001
Low 0,570 0,139 0,298 0,843 0,000
Overall 0,241 0,075 0,095 0,388 0,001

-2,00 -1,00 0,00 1,00 2,00
Favours Placebo Favours Baclofen

Subgroup Analysis (TTL): Baclofen Dose

Meta Analysis with random effects model

Overall significant effect baclofen (d=.42)           
HD effect ns (d=.11);
LD effect significant (d=.57)

Effect op TTL (vooral lage dosis)



Study name (year, dose mg) Statistics for each study Odds ratio and 95% CI
Odds Lower Upper 
ratio limit limit p-Value

Hauser et al. (2017, 30) 0,731 0,248 2,153 0,569
Beraha et al. (2016, 30) 0,822 0,344 1,963 0,659
Beraha et al. (2016, 150) 0,862 0,419 1,772 0,686
Reynaud et al. (2017, 180) 1,151 0,568 2,335 0,696
Jaury et al. (unpublished, 300) 2,285 1,458 3,579 0,000
Morley et al. (unpublished, 30) 2,414 0,569 10,245 0,232
Morley et al. (unpublished, 75) 2,500 0,588 10,628 0,215
Muller et al. (2015, 270) 4,500 1,231 16,452 0,023
Addolorato et al. (2007, 30) 6,250 2,425 16,108 0,000
Addolorato et al. (2002, 30) 8,750 2,032 37,671 0,004

1,930 1,174 3,173 0,010
0,01 0,1 1 10 100

Favours Placebo Favours Baclofen

Percentage of Patients Abstinent at Endpoint

Meta Analysis with random effects model

Group by
Dose

Statistics for each study Odds ratio and 95% CI
Odds Lower Upper 
ratio limit limit p-Value

High Beraha et al. (2016, 150) 0,862 0,419 1,772 0,686
High Reynaud et al. (2017, 180) 1,151 0,568 2,335 0,696
High Jaury et al. (unpublished, 300) 2,285 1,458 3,579 0,000
High Muller et al. (2015, 270) 4,500 1,231 16,452 0,023
High 1,632 0,890 2,991 0,113
Low Hauser et al. (2017, 30) 0,731 0,248 2,153 0,569
Low Beraha et al. (2016, 30) 0,822 0,344 1,963 0,659
Low Morley et al. (unpublished, 30) 2,414 0,569 10,245 0,232
Low Morley et al. (unpublished, 75) 2,500 0,588 10,628 0,215
Low Addolorato et al. (2007, 30) 6,250 2,425 16,108 0,000
Low Addolorato et al. (2002, 30) 8,750 2,032 37,671 0,004
Low 2,294 0,955 5,512 0,063
Overall 1,822 1,106 2,999 0,018

0,01 0,1 1 10 100
Favours Placebo Favours Baclofen

Subgroup Analysis (PAE): Baclofen Dose

Meta Analysis with random effects model

Overall significant effect of baclofen (OR-1.93)     
HD effect ns (OR=1.63);
LD effect significant (OR=2.29)

Effect op PAE (vooral lage dosis)



Study name (date, dose mg) Statistics for each study Std diff in means and 95% CI
Std diff Standard Lower Upper 

in means error Variance limit limit p-Value
Leggio et al. (2014, 80) -1,584 0,419 0,175 -2,404 -0,764 0,000
Ponizovsky et al. (2014, 50) -0,216 0,251 0,063 -0,707 0,276 0,390
Garbutt et al. (2010, 30) -0,026 0,224 0,050 -0,464 0,412 0,907
Morley et al. (unpublished, 75) 0,246 0,244 0,059 -0,231 0,723 0,312
Muller et al. (2015, 270) 0,353 0,269 0,073 -0,175 0,881 0,190
Morley et al. (unpublished, 30) 0,488 0,245 0,060 0,009 0,967 0,046
Addolorato et al. (2007, 30) 0,906 0,229 0,053 0,457 1,355 0,000
Addolorato et al. (2002, 30) 1,201 0,348 0,121 0,519 1,883 0,001

0,205 0,228 0,052 -0,242 0,653 0,368

-4,00 -2,00 0,00 2,00 4,00

Favours Placebo Favours Baclofen

Percentage Days Abstinent

Meta Analysis with random effects model

Overall effect baclofen ns (d=0.21), 
Deleting outlier (Leggio et al., 2004) effect significant (d=0.40)

Geen effect PDA



Group by
Average daily alcohol intake at inclusion

Study name (year, dose mg) Statistics for each study Std diff in means and 95% CI
Std diff Standard Lower Upper 

in means error limit limit p-Value
<14d/d Ponizovsky et al. (2014, 50) -0,216 0,251 -0,707 0,275 0,389
<14d/d Beraha et al. (2016, 30) -0,048 0,220 -0,479 0,384 0,829
<14d/d Garbutt et al. (2010, 30) -0,026 0,224 -0,464 0,412 0,907
<14d/d Reynaud et al. (2017, 180) 0,095 0,112 -0,124 0,314 0,396
<14d/d Morley et al. (unpublished, 75) 0,246 0,244 -0,231 0,723 0,312
<14d/d 0,044 0,081 -0,114 0,203 0,583
>14d/d Beraha et al. (2016, 150) -0,024 0,183 -0,382 0,335 0,898
>14d/d Muller et al. (2015, 270) 0,353 0,269 -0,175 0,881 0,190
>14d/d Morley et al. (unpublished, 30) 0,488 0,245 0,009 0,967 0,046
>14d/d Morley et al. (2014, 30) 0,783 0,392 0,015 1,552 0,046
>14d/d Morley et al. (2014, 60) 0,831 0,394 0,059 1,603 0,035
>14d/d Addolorato et al. (2002, 30) 1,138 0,345 0,461 1,814 0,001
>14d/d 0,395 0,111 0,178 0,612 0,000
Overall 0,166 0,065 0,038 0,294 0,011

-2,00 -1,00 0,00 1,00 2,00

Favours Placebo Favours Baclofen

Subgroup Analysis: Average Daily Alcohol Intake at Inclusion

Meta Analysis with random effects model

Significant effect baclofen only in studies >14 U/day at baseline 
(d=0.04 (ns) vs. d=0.40)

Effect vooral bij heavy drinkers



Balcofen en stress related disorders?
-Discussie baclofen ongoing: heterogeniteit!

-Suggestie dat baclofen vooral zou werken bij
comorbide depressie
comorbide angst

-Dier studie laat effect zien van baclofen op stress
conditioned place preference
cortisol response

-Baclofen vooral substitutie en geen anti-craving



Profileren van Verslaving

-Profilering: verschillende mechanismen
Verslaving: fam Hx, age of onset
Co-morbiditeit, psychologische factoren

-Anamnese (craving), biomarkers, testen?

-Consequenties:
psychotherapie vb CM vs EMDR?
farmacotherapie vb Naltrexon en baclofen





Conclusies
• Verslaving is heterogene aandoening

(bij uitstek)

• Gepersonalliseerde benadering
– Biomarkers
– Psychomarkers
– Sociomarkers

• Farmacotherapie, psychotherapie, 
sociaal-maatschappelijk, behandeldoelen
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(Emmerik et al. 2012, Schellekens et al. 2012, Ilbegi, Schellekens, et al. 2018)
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Epidemiology





(Plichta Neurosci Biobeh Rev 2014, Schellekens, Luijten et al JAMA Psychiatry 2017)



Clinical Case

(Levin, et al. JAMA Psychiatry, 2015)



Clinical Case

(Carpentier Levin, Harv Psych Rev 2017 )



(Emmerik Drug Alc Dep 2019)





• Early onset SU(D)
• More severe course
• Treatment resistance
• Poor QoL
• Increased co-morbidity

• Early diagnosis
• Non-Stimulant treatment
• Robust Dose stimulants
• Non-pharmacological

treatment





ADHD MDD Schizophrenia Bipolar 
disorder

Autism 
spectrum

Anorexia 
Nervosa

N 20,183/ 
35,191

59,851/
113,154

36,989/ 
54,065

20,129/ 
27,969

18,381/ 
27,969

3,495/
10,982

Nicotine 
dependence

38,602 .53 (.07)
1.85x10-13

.42 (.06)
3.6x10-11

.18 (.05)
1.1x10-3

.13 (.06)
2.17x10-2

.08 (.10)
4.43 x10-1

.02 (.06)
7.2x10-1

Alcohol 
Dependence$

141,958 .44 (.10)
4.21x10-6

.57 (.16)
3.00x10-4

.36 (.05)
3.24x10-11

.19 (.10)
4.76x1021

-.08 (.13)
5.47x10-1

.03 (.13)
8.08x10-1

Smoking 
initiation#

74,035 .37 (.08)
3.14x10-6

.33 (.05)
3.10x10-11

.11 (.04)
6.5 x 10-3

.13 (.05)
6.8x10-3

.06 (.08)
4.54 x 10-1

-.05 (.08)
6.01x10-1

Cigarettes per 
day#

38,181 .38 (.11)
5.00x10-4

.12 (.08)
1.60x10-1

.12 (.05)
3.20x10-2

.21 (.07)
6.1x10-3

-.03 (.11)
8.21x10-1

-.14 (.14)
3.18x10-1

Lifetime cannabis 
use*

53,179/
131,586

.16 (.04)
1.50x10-4

.21 (.08)
5.99x10-3

.24 (.03)
5.81x10-15

.29 (.06)
7.06x10-8

.23 (.06)
9.03x10-5

.11 (.06)
8.01x10-2

(Vink, Schellekens Science 2018)



Clinical Case
• 25 yrs
• Reason: detoxification phenibut (35g/day) 

– Anxiolytic (1.5g/day)
• Psychiatric Hx: 

– SUD: GHB & cocaine
– OCD & suspicion ADHD

• Family Hx:
– SUD: alcohol
– OCD & ADHD

(Coenen, Batalla, Schellekens, under review)



Clinical Case

(Newman et al. J Abnorm Psychol 1998, Emmerik et al. Addiction 2014 )

SUD: η=1,5
ADHD+SUD: η=3,3

50% rule of comorbidity



Clinical Case

(Coenen, Batalla, Schellekens, under review)

Baclofen 25mg qid
Tapering 50%/wk

ADHD assessment???



Clinical Case

(Crunelle & ICASA Eur Add Res 2018; Luderer Drug Alco Dep 2019)

• Screeners

• Consider lower cut-off (ASRS: 11; CAARS: 60)



Clinical Case

(Emmerik, Drug and Alcoh Dep, 2017 )

• Structured Interviews
– Conner’s Adult ADHD Diagnostic Interview (CAADID)
– Diagnostic InterView for ADHD in adults (DIVA)
– Psychiatric Research Interview Subst/Ment dis (PRISM)

ADHD

SUD

ADHD

SUD
54% abstinent

95% ADHD
N=127 N=121

78 days later



Clinical Case
• Collatoral Information (parents. school reports, etc)

– Current/childhood Sx
– Family Hx
– School & Occupation
– Social function
– Physical exam

• Continuous proces over time
– Check severe withdrawal
– Check severe intoxication

(Crunelle & ICASA Eur Add Res 2018 )



Clinical Case

(Crunelle & ICASA Eur Add Res 2018 )



Clinical Case

(Crunelle & ICASA Eur Add Res 2018 )

• R/
– Less effective in comorbid SUD
– Bupropion: contradictory findings
– Methylphenidate: contradictory findings
– High dose stimulants: potentially positive

• Methylphenidate up to180mg
• Mixed Amphetamine (ER) up to 80mg

– Pemoline: potentially positive
– Atomoxetine: potentially positive

• Diversion: >adolescents, irregular visits, short acting, etc



Clinical Case

(Crunelle & ICASA Eur Add Res 2018 )

• Psychotherapy
– CBT (consider integrated SUD-ADHD CBT)
– Dialectic Behavioral Therapy
– Individual Coaching
– Skills training
– Mindfulness

• Evidence is limited!
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