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Adverse effects

e G

Blood, _
Urine and Tissue A

Effect

e ISP R
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Generallzed Medicine

Personallzed Medicine

.X.

AR
R

Personalized:
-Pharmacotherapy
-Treatment goals
-Psychotherapy
-Treatment intensity
-Neuromodulation

-eHealth
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Substance Dependence on Alcohol
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Cognitive Systems
Systems for Social Process

Arousal/Modulatory Systems
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Substance Dependence on Alcohol
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All addicted vs controls

Intensity

zvalues
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+1.6
2.2

y=17

Substance addicted vs controls

z values
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Substance Dependence on Alcohol
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Gambling addicted vs controls
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Intensity

Substance Dependence on Alcohol
_—

Alcohol effects that maintain drug seeking and use

Reward Relief
(positive reinforcement) (negative reinforcement)

Progression of addictive process

Mechanisms that are candidate targets for pharmacotherapies
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p-opioid receptor antagonism CRH1 receptor antagonism

Partial dopamine receptor agonism? NK1 receptor antagonism
Partial nicotine receptor agonism? k-opioid antagonism

) g _ _ _
Orexin receptor antagonisms- Nociceptin receptor agonism?

MI, CM, CRA EMDR, trauma behandeling

Naltrexon? Agonist R/ Nalmefene? Baclofen?

Neuromodulation Clonidine/prazosine/doxazosine




Intensity

Substance Dependence on Alcohol
—_—
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DOPAMINERGIC RESPONSIVITY IN ALCOHOLISM

FIGURE 1. GH Responses to Apomorphine During Early Withdrawal
in Alcoholics Who Relapsed Over 3 Months (N=8), Alcoholics Who

Abstained for 6 Months (N=13), and Healthy Subjects (N=10)
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G.A. Wiesbeck et al. :Drug Alcohol Dep 1998
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Intensity

Substance Dependence on Alcohol
—F.

Stageren Verslaving
-Stagering: impulsiviteit — compulsiviteit
-Anamnese (craving), biomarkers, testen?
-consequenties:

psychotherapie vb CM vs EMDR?

farmacotherapie vb Naltrexon vs Nalmefene
behandel doelen & intensiteit

Nijmegen Institute for Scientist-Practitioners in Addiction
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EN\, \RONMENT

() Negative Valence

Z Positive Valence

< Cognitive Systems
Systems for Social Process

(O Arousal/Modulatory Systems

RDoC
-Transdiagnostisch
-Moleculair tot vragenlijst
-Continuim model

omevce | osmewoe J oo

Acute Threat “Fear”
Potential Threat “Anxiety”
Sustained Threat

Loss

Frustrative Non-Reward

Approach Maotivation
¥ i Attention
el -
2 L - Auditory
Initial Responsiveness to S A
Reward Declarative Memory
Sustained Responsiveness
5 R Language Behaviour
cupll:lve Control
iawatd L rig Goal Selection, Updating,
Habi Representation & Maintenance
bl - Response Selection
- [Inhibition
- Performance Monitoring
Wiurln{ng Memory
Active Malntenance
- Flexible Updating
- Limited Capacity
- Interference Control

Affiliation & Attachment

sndal Communication
Reception of Facial
Commumication

- Production of Facial
Commumcation

- Reception of Non-Facial
Communication
Production af Non-Facial
Commumication

Perception & Self
- Agency
- Self-Knowledge

Perception & Others

- Animagcy Perception

- Action Perception

- Understanding of Mental
States

AROUSAL & REGULATION

Circadian Rhythms

Sleep & Wakefulness

RDoC
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Farmacogenetica en alcohol: Naltrexon

1.0 =
()
g_ 0.9 4
MNaltrexone |/
2 0.8 "% Aspd0 Allele (A/G, G/G)
E 0,.7 | | \k- A =30%
E ' hee A=15% Nal
E ng . lraxone /
t- !"h AsndD Allels (AJA)
= 0.5 WL « Flacebo/
> Aspd0 Allela (WG, GIG)
£ 0.4
A Placebo /
E 0.2 A=30% > NNT =34
E A=15% > NNT =7-8
a l.'.l.'l-
0.0 : : : : : .
0 14 28 42 BE 70 84

Days
_ = NISPA—
(Oslin et al. Neuropsychopharmacology, 2003)
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ENV\RONMENT

() Negative Valence

E Positive Valence

< Cognitive Systems

o) Systems for Social Process

(O Arousal/Modulatory Systems

Cost-Effectiveness Analysis of Genotype-Guided
Treatment Allocation in Patients with Alcohol
Use Disorders Using Naltrexone or Acamprosate,
Using a Modeling Approach

= Matraxone Bl = Endoqeencus Oploids
Martina Teichertd Marieke J.H. Coenen® Arnt Schellekens' j = Rpcaphor = Exogenous Opiates

Reinier L. Sluiter® Wietske Kievit? Gert Jan van der Wilt® Aart H. Schene®
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Farmacogenetica

Naltrexon HCl ao| !

Filmtabletten

Wirkstoff: Naltrexonhydrochlorid
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(Oslin et al. Neuropsychopharmacology, 2003)
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eﬂ\"RONMENT

() Negative Valence

z Positive Valence
< co
=

o) Systems for Social Process
(@]

gnitive Systems

Arousal/Modulatory Systems

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

0,27

0,01

T T T T T T
0 2 4 6 8 10 12

Weeks abstinence first three months

' no anxietylow severity
‘no anxiety/high severity
= “anxietylow severity
= anxietyhigh severity

(Schellekens et al. Eur Psychiatry 2015)
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(Franken et al. Biological Psychology 2007)

(Schellekens et al. Addiction 2011)
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= Erroneous response = Correct response

0CD Patients Unaffected First-Degree Relatives Healthy Comparison Subjects

=200 0 200 400 -200 0 200 400 =200 o 200 400
B msed mMsedC MSseC

OCD Patients Unaffected First-Degree Relatives Healthy Comparison Subjects

EMDR?
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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

Dr Olivier Ameisen

LE DERNIER VERRE Mimi Pierce, Arjen Sutterland, Esther Beraha, Kirsten Morley,

Wim van den Brink

Nijmegen Institute for Scientist-Practitioners in Addiction



Meta-analyse baclofen & alcohol
-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

Nijmegen Institute for Scientist-Practitioners in Addiction



Effect op TTL (vooral lage dosis)

Time to Lapse Subgroup Analysis (TTL): Baclofen Dose
Study name (year, dose mg) Statistics for each study Std diff in means and 95% Cl %M_MMIM)_ Stisticsoreechstudy Sddffinmeasand 50
Stddiff Standard Lower Upper Sudi Saad - Lot e
inmeans eror  limit limit pValue ) s e pde
- Hah Berahaetd. (2016, 150 O 01’ -0 03 088
Borahaet . (2016, %) 008 020 04™ 0% 089 g Reyaied (1] ) W 0 4 M 0
Reyraudet d. (2017, 180) 00 0112 014 0314 03% Hgh 07 0 00 08 (02
Gartutt et . (2010, %) 0% 025 Q08 086 0107 Low Baceetd. (206, 1) 08 02 M 0B 0 ——
\peved (obisted 75 039 025 081 08 0108 i Low Catutetd, (2103 0B 05 B 0% 0 1
Kupitsky et d. (2015, 50) 058 030 081 128 046 —— Low Kaisiyeta (215 5) 02 0% 01 128 016
Mreyed. (robisted %) 0561 0246 000 108 002 — Low Moloyed (rpifised®) 0% 026 OB 108 R —
Neriey et a. (207, ) 070X 005 152 006 —-— Low Moy, (274.3) 0% 0@ 0 1% 006
4 -
Adtododd (07.0) 088 027 03 124 000 - m ‘ﬁ;:‘;ﬁ%” g; gg 3’% }gg gg
vy et dl. (2014, 60) 081 03 009 168 00 —— o AT B (3Bt _L
Addraogd () m B S Wl LSV ) | | — —T Low _ozm_qm 0133 088 00 === _’.-
0418 015 012 064 000 < Oed 05 00 0% oo N
200 400 000 100 200 2 40 00 10 20
Favours Placebo Favours Baclofen Favours Placebo Favours Baclofen
Meta Analysis with random effects mode! Meta Analysis with random effects model

Overall significant effect baclofen (d=.42)

HD effect ns (d=.11);
LD effect significant (d=.57)
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Effect op PAE (vooral lage dosis)

Percentage of Patients Abstinent at Endpoint Subgroup Analysis (PAE): Baclofen Dose
Study name (year, dose Statistics for each study Odds ratio and 95%Cl Group by Statistics for each study Odds ratio and 95% Cl
Qdds Lower Upper Dose Odds Lower Upper
ratio limit limit p-Value ratio limit limit pValue
Hauser et d. (2017, ) 0731 0248 2153 0509 High Berahaet d. (2016, 150) 082 0419 1,772 0636 i
Beraraetdl (2016, %) 082 034 1963 060 :$ ?Wﬁf:m%%) e e o o 2
aury et d. ished, ; , )
Berahaetal, (2016, 150) 082 Q49 1772 06% Hih Mieretd. (015 200) 450 1231 1642 008 —a
Ryredetd. (017,180) 1151 0568 236  06% Hih 162 080 2091 018 e
Jauyetd. (unpubished, 300) 2286 1488 359 0,000 Low Haseretd. (017,3) 0731 0248 2153 05609 —a—
Morleyetd. (upublished, 0) 2414 0569 10245 0232 - Low Bodaetd (016,30) 082 034 193 060 —a—
Mrleyetdl. (upubished, 75) 2500 0588 1068 0215 - Low Mriey et a. (urpublished, 30) 24%4 050 10245 022 RN
Miler etdl, (2015, 270) 4500 1231 16482 003 . h Low Morey et . (wpublshed, 75) 2500 0588 10628 0215 T
Adblodoeta (007,30) 6250 2425 16108 0000 —- o ﬁﬂﬁ:%% bl il
0 5 , )
Addolorato et a. !2(1)2,30) 8750 203 37611 0004 ’T Low 20 0% 552 008 >
001 01 1 10 100 001 01 1 10 100
__________ﬂrsﬁaﬂ_ﬁvm-&dden eGP Favars Badidlen
Overall significant effect of baclofen (OR-1.93)
HD effect ns (OR=1.63);
LD effect significant (OR=2.29)
___—NISPA ——
- il T
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Geen effect PDA

Percentage Days Abstinent

Studyname (date, dose Statistics for each study Std diff in means and 95% Cl

Stddiff Standad Lower  Upper

inmeans aror Vaiance  limit limit p-Vdue
Leggioetd. (2014, &) -1,534 0419 0175 -2404 0764 000
Ponizoskyet d. (2014, 50) -0216 0251 0063 07 026 030 (
Garbutetd. (2010, 30) -00%6 024 000 -044 0412 0907
Marleyet d. (unpublished, 75) 0246 0244 00® 0231 073 0312
Muiler et dl. (2015, 270) 033 020 0073 -01 0831 0190
Marleyet d. (unpublished, 30) 048 0,245 0080 000 0% 006
Adddaraoetd. (2007, 30) 0906 029 0083 0457 136 000 . =
Addaaoa d. (22 D) 1,201 08 0121 0519 183 0001 ——
——————— O’AB — Oﬁ%— &w— -%42 —0’@ —0’@ - s e sl . .. -

-4,00 -200 0,00 200 4,00
Favours Placebo Favours Baclofen

Meta Analysis with random effects model

Overall effect baclofen ns (d=0.21),
Deleting outlier (Leggio et al., 2004) effect significant (d=0.40)
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Effect vooral bij heavy drinkers

Subgroup Analysis: Average Daily Alcohol Intake at Inclusion

Group by _ _ _ Study name dose mg) Statistics for each stud Std diff in means and 95%Cl
Average daily alcohol intake at inclusion Std diff dad Lower Upper

inmeans  emor limit limit p-Value
<14d/d Ponizovsky et d. (2014, 50) -0,216 0251 0707 0275 039
<14d/d Beraha et d. (2016, 30) -0,048 020 -0479 0334 080
<14d/d Garbutt et d. (2010, 30) -0,026 0224 0464 0412 0907
<14d/d Reynaud et d. (2017, 180) 0,085 0112 -0124 0314 03%
<14d/d Madaestaltuogublished, 75) 0,246 0244 0231 0723 0312
<14d/d 0,044 0081 0114 0203 0583
>14d/d Beraha et d. (2016, 150) -0,04 0183 032 0335 08x8
>14d/d Muler et a. (2015, 270) 0,353 0269 -0175_ 0831 0190 1
>14d/d iehod, ; 0245 000 0%7 0046 ‘K\
>14d/d a. (2014, 30) 0,783 032 0015 152 0046
>14d/d Morley et d. (2014, 60) 0,831 034 000 1603 0035
>14d/d 1,138 0345 0461 1,814 0,001 —
>14d/d 0.39%5 0111 0178 0612 0,000
Overall 0,165 0065 U8 UZA U0 <o

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

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

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

Dr Qlivier Ameisen
LE DERNIER VERRE

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

-Baclofen vooral substitutie en geen anti- Cravmg

_—NISPA ——____

Nijmegen Institute for Scientist-Practitioners in Addiction



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

Nijmegen Institute for Scientist-Practitioners in Addiction
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Conclusies
* Verslaving is heterogene aandoening

(bij uitstek)

« Gepersonalliseerde benadering
— Biomarkers
— Psychomarkers
— Sociomarkers

 Farmacotherapie, psychotherapie,
sociaal-maatschappelijk, behandeldoelen



..-'-ArntSc'Fifé ckens =~ TR
_Psychiater Radboudumc, Pl Donders Institute

B T e

=, A T
; oo R
.ié‘-.i' | .

! :

i;_.'-- e
IIIE ::.'w.

i RPN
, v
r i ) T S . 4 =
i AT

Vincent
van
Gogh



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

()
- e ..
o !
—-— B o)
_-_-- o
i, R=gp.
- [
=t D
= @
—_——
L
2
—-—
- o
i
L
-
oo a e =10 T T T T T
+ 25 Age of Onset
%
: NISPA
Donders Institute gt RSN,
forBrail:l., Cog]'lfﬁon and Behaviour Nijmegen Institute for Scientist-Practitioners in Addiction

(Emmerik et al. 2012, Schellekens et al. 2012, lIbegi, Schellekens, et al. 2018)



JAMA Psychiatry | | META-ANALYSIS

Disruption of Reward Processing in Addiction

An Image-Based Meta-analysis

of Functional Magnetic Resonance Imaging Studies

Maartje Luijten, PhD; At F. Schellekens, MD, PhD; Simone Kiihn, PhD; Marise W. J. Machielse, MD, PhD; Guillaume Sescousse, PhD
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All'addicted vs controls
zvalues

B Std diff in means and 90% CI

+1.6

s -2.0 0.0 2.0

=3.0

y=17

Substance addicted vs controls

z values
+2.5

+1.7
2.2

-3.0

z values
425

19 "HYPER" YR

VS-Responsiveness
a ADHD vs. Healthy

Donders Institute g B SRt

for Brain, Cognition and Behaviour Nijmegen Institute for Scientist-Practitioners in Addiction

(Plichta Neurosci Biobeh Rev 2014, Schellekens, Luijten et al JAMA Psychiatry 2017)
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Proportion of Participants Using
Cocaine (Percent)
“?" 3

60 —
Eu-
'4“ Ll Ll L] ¥ L L] L L] L | L] L]
2 3 4 5 6 7 8 9 10 1 12 13
Week of Study

Q Piacebo () 60 Milligrams Amphetamines per Day (O 80 Milligrams Amphetamines per Day

Donders Institute e S

for Brain, Cognfﬁon and Behaviour Nijmegen Institute for Scientist-Practitioners in Addiction
(Levin, et al. JAMA Psychiatry, 2015)



oy Sample | Medicalion and LI type Duration Effect on Effect on
sxe | maxinuim dos {weeks) ADH Y sLne
Selubiner ef &l (2002 48 | Methyphenidate TR 3 = 30 mg Cocaine el " 0
Carpentier et al, (X052 25 | MethyWphenidate TR 3 = 15 mp Yerious® # ] Mot evalumted
Levin el al. (2006 M | Methylphenidste 5B 2 3 2040 mg Oyl 12 ] ]
Huprogeon 4H mg
Levin et al. (20077 106 | Methydphenidate SR 40+ 2mg Cocaine 14 i Qi+
Kansienius etal, {201 05" 2 | Methylphenidate (ORCES) T2 mg A phest s ne: 12 i}
Winhusen el al. (3000 255 Mathylphenichste ({5} T2 mg Micodine 11 ik
Riggs et al (2001 P W | Mehyphenidie (OROS) 72 mg Vol 16 N+) +)
Kmmsienits etal, {200 479 5 | Methyphenidate (CROE) 180 mg Ay phestammi ne: 24 ’:“_
Levin et al. (201 5% 126 | Amphetamine (MAS) 60 or 3l my Cocaine 13 \;I
Eadllins et &l (200 457 3 | Lisdexamfetmine T img Micotine B ]
Wilens et al, (200" 147 | Adomoxetne 25100 mg Alcohoel 12 )
Thurstone o af (20104 | Awmoxedoe 25100 mg Virious 12 o o
MeRse-Clark et al (2010)% 3| | Avmoxetne 100 mg M juana 12 + 0
Riggs et al (20041% &2 | Pemolide T-112.5 mg i i2 + o
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// \\\
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Donders Institute
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(Carpentier Levin, Harv Psych Rev 2017 )



CBT/Integrated

Baseline Post-treatment Follow-up  Cohen's d (baseline to

mean (S5D)  mean (SD) mean (SD) post-treatment)
within treatment
group)
Primary outcome N =60 N =48 N =39
ARS total score 35.65 28.09 (9.01) 28.47 @
(9.30) (8.37)
Secondary outcomes N =60 N =48 N =39 -~
TLFB (days of 147 (3.64) 028 (0.70) 051 {1.04( 45 ¥
excessive use in -
prior week)
CBT/5UD P values
Measure Baseline Post-treatment Follow-up  Cohen's d (baseline to Post treatment
mean (SD)  mean (SD) mean (SD) post-treatment) (between
within treatment treatment
group groups)
Primary outcome N =59 N = 46 N =239
ARS total score 36.78 31.54 (11.39) 31.29 @ 030
(10.98) (10.37)
Secondary outcomes N = 59 N = 46 N = 39 ,—l\
TLFB (days of 206(530) 040(095)  060(1.24)Q 44 ] 453
excessive use in -
prior week)
A NISPA
Donders Institute gt SIS =,
for Brain, Cognition and Behaviour Nijmegen Institute for Scientist-Practitioners in Addiction

(Emmerik Drug Alc Dep 2019)



Eur Addict Res 2018;24:43-51 Received: October 10, 2017
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DOI: 10.1159/000487767 Published online: March 6, 2018

International Consensus Statement on Screening,
Diagnosis and Treatment of Substance Use
Disorder Patients with Comorbid Attention

Deficit/Hyperactivity Disorder

Cleo L. Crunelle®® Wim van den Brink¢ Franz Moggi¢
Maija Konstenius® Johan Franck® FrancesR. Levin® Geurt van de Glind9
Zsolt Demetrovics" Corné Coetzee! Mathias Luderer! Arnt Schellekensk

Frieda Matthys® ICASA consensus group

Donders Institute e L CRIP NS e,
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International Consensus Statement on Screening,
Diagnosis and Treatment of Substance Use
Disorder Patients with Comorbid Attention
Deficit/Hyperactivity Disorder

Cleo L. Crunelle®*® Wim van den Brink¢ Franz Moggi®
Maija Konstenius® Johan Franck® FrancesR.Levinf Geurt van de Glind9
Zsolt Demetrovics" Corné Coetzee! Mathias Luderer! Arnt Schellekensk

Frieda Matthys® ICASA consensus group

- Early onset SU(D) - Early diagnosis

« More severe course  Non-Stimulant treatment
 Treatment resistance « Robust Dose stimulants
 Poor QoL  Non-pharmacological
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Relating addiction and
psychiatric disorders
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ADHD: substance & dependence

Correlation >50%
Correlation 20-50%
Correlation 10-20%
Psychiatricdisorders ADHD
Substance Dependence

Substance Use

Nicotinedependence

Alcohol dependence

Cannabisdependence

&,

Smoking Cig per

Alcohol Cannabis
initiation day consumption use
ADHD MDD Schizophrenia | Bipolar Autism Anorexia
disorder spectrum Nervosa
N 20,183/ 59,851/ 36,989/ 20,129/ 18,381/ 3,495/
35,191 113,154 54,065 27,969 27,969 10,982
Nicotine 38,602 .53 (.07) .42 (.06) .18 (.05) .13 (.06) .08 (.10) .02 (.06)
dependence 1.85x1013 3.6x1011 1.1x107 2.17x107? 4.43 x10* 7.2x107
Alcohol 141,958 .44 (.10) .57 (.16) .36 (.05) .19 (.10) -.08 (.13) .03 (.13)
Dependence® 4.21x10° 3.00x10* 3.24x1011 4.76x10% 5.47x10*1 8.08x10*1
Smoking 74,035 .37 (.08) .33 (.05) .11 (.04) .13 (.05) .06 (.08) -.05 (.08)
initiation” 3.14x10° 3.10x10 6.5x 103 6.8x10°3 4.54 x 101 6.01x10!
Cigarettes per 38,181 .38 (.11) .12 (.08) .12 (.05) .21 (.07) -.03 (.11) -.14 (.14)
day* 5.00x10*% 1.60x10* 3.20x10? 6.1x10°3 8.21x10* 3.18x10*1
Lifetime cannabis 53,179/ .16 (.04) .21 (.08) .24 (.03) .29 (.06) .23 (.06) .11 (.06)
use* 131,586 1.50x104 5.99x103 5.81x10%° 7.06x108 9.03x10° 8.01x107
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Clinical Case

« O 25yrs
Reason: detoxification phenibut (35g/day)
— Anxiolytic (1.5g/day)
Psychiatric Hx:

— SUD: GHB & cocaine

— OCD & suspicion ADHD

Family Hx:

— SUD: alcohol

— OCD & ADHD
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Clinical Case

No comorbid  One comorbid  Two comorhid Three comorhid  Four comorhid

disorder disorder disorders disorders® disorders®
Number of comorhid conditions® ni%) ni%) ni%) ni%) ni%)
In patients without ADHD (n= 1037) 653 (63.0) 272(26.2) 82(79) 261(2.5) 4(04)
In patients with ADHD (n= 168) 42(25.0) 68 (40.5) 39(23.2) 10 (6.0) 9(54)
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SUD: n=1,5
ADHD+SUD: n=3,3

50% rule of comorbidity
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Withdrawal severity from phenibut

R

l —s—  S0ES Total score

ADHD assessment??? = ©OoSTotlscore

* Cay 1 Himination of phenibut
*  Day 5 Reduction of diazepam
***  Day 35 Reduction of baclofen

Withdrawal severity in SWS and OWS (0-66)

u ."“i’"h..-r"ﬂ-'-.-‘t..*"\.v'\“a__;"x,,-. M
N NSRS S I\ G I SN s Baclofen 25mg qid
Days (0 - 63) Tapering 50%/wk

Figure 1 Withdrawal severity from phenibut, measured in Subjective and Objective Withdrawal Scale (SWS and OWS3)
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Table 1. Tools for screening ADHD in individuals with comorbid SUD

ADHD screening tool ASRS-SV WURS
Number of items 6 61
Time to fill in <2 min <15 min <8 min <12 min
Considered in populations with SUD (yes/no) Yes Yes Yes Yes
Sensitivity, range 67-100%>f 80-93%¢F 949%! 58-71%8
Specificity, range 66-82%2F 60-70% ¢ 86%" 04-82%8
Sensitivity if combined +WURS: +ASRS: 57-92%"f +ASRS: 67%"

57-92%* +WURS: 87%"

+CAARS: 67%"
Specificity if combined +WURS: 91%° +ASRS: 91%* +ASRS: 92%f

+CAARS: 92%f +WURS: 90%"

« Consider lower cut-off (ASRS: 11; CAARS: 60)
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Clinical Case

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

/54% abstinh

N=127 N=121

> 7

/8 days later
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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
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Treatment
Consider adequate medical treatment of both ADHD and SUD.

Always consider a combination of psychotherapy and pharmacotherapy.

Integrate the ADHD and other psychiatric comorbidity treatment with SUD treatment as soon as possible.

Psychotherapy, preferentially targeting the combination of ADHD and SUD, should be considered.

Long-acting methylphenidate, extended-release amphetamines, and atomoxetine are effective in the treatment of
comorbid ADHD and SUD, and up-titration to higher dosages may be considered in some patients. The abuse potential
is limited with long-acting agents.

Caution and careful clinical management is needed to prevent abuse and diversion of prescribed stimulants.
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Clinical Case

c 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, irreqular visits, short acting, etc
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Clinical Case

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

 FEvidence is limited!
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