“DUAL DIAGNOSIS” and
RELAPSE PREVENTION

Marco Di Nicola, Giovanni Martinotti, Luigi Dattoli

Istituto di Psichiatria e Psicologia
Fondazione Policlinico Universitario “A. Gemelli”

Universita Cattolica del Sacro Cuore - Roma

G'emel_li

Fondazione Policlinico Universitario A. Gemelli
Universita Cattolica del Sacro Cuore



Overview

“Doppia Diagnosi”/Comorbilita

Fattori di rischio per le ricadute

Prevenzione delle ricadute

Implicazioni per il trattamento




Overview

“Doppia Diagnosi”/Comorbilita

Fattor1 di rischio per le ricadute

Prevenzione delle ricadute

Implicazioni per il trattamento




“DOPPIA DIAGNOSI”:
un espediente nosografico?

ICD-10 (OMS)

® Viene classificata nella categoria “Disturbi mentali e comportamentali dovuti all’uso
di sostanze psicoattive”

® Prevede per ogni sostanza 9 sottoclassi, descrittive delle caratteristiche del quadro
clinico (intossicazione acuta, uso dannoso, dipendenza, astinenza, ecc.)

® Viene 1nquadrata sulla base di un principio eziopatogenetico, dove 1’assunzione di
sostanze ¢ primaria e il disturbo psicopatologico secondario

® CRITICHE: stabilisce a priori un nesso di causalita; 1’abuso/dipendenza non viene
considerato di per se stesso come disturbo psichiatrico indipendente

DSM 5 (APA)

Disturbi da uso di sostanze
® Disturbi indotti da sostanze (intossicazione, astinenza, disturbi sindromici secondarti)

® Entrambe queste tipologie di disturbo possono coesistere con qualsiasi altro disturbo
CRITICHE: tende a produrre diagnosi multiple; la ‘doppia diagnosi’ puo favorire un
approccio eccessivamente medico e psichiatrico




AXxis I and Axis II disorders in alcoholics and
drug addicts: fact or artifact?

Substance-related artifact hypothesis
Trait-state artifact hypothesis

AD 1 ANNO DI FOLLOW-UP:

* 44.3% mantengono la diagnosi di Disturbo Correlato a
Sostanze

* 40.2% presentano un disturbo dell’umore/d’ansia attuale
* 66% mantengono la loro diagnosi di Asse 11

Verheul R. et al., J Stud Alcohol. 2000 Jan, 61(1): 101-110



Figure 48. Past Year Substance Use Disorder (SUD) and Serious
Mental lliness (SMI) among Adults Aged 18 or Older: 2015

SUD and SMI

10.6 Million Q.8 Milkon
Adults Had SUD Adults Had SMI

The 2.3 million adults with SMI
who met the criteria for a SUD in
the past year represent 23.8

percent of the 9.8 million adults
with SMI

Among the 19.6 million adults
aged 18 or older in 2015 who had
a past year SUD, 2.3 million
(11.9 percent) also had SMI in
the past year

Figure 49. Past Year Substance Use Disorder among Adults Aged
18 or Older with Serious Mental lliness in the Past Year, by Age
Group: 2015
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Protective Factors:
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Schepis et al., 2011; Alcoholism: Clinical and Experimental Research 5:595-605



Wired. Dopamine projections link the ventral tegmental area, nudeus
accumbens, and parts of the frontal lobe in a reward circuit that even
nondrug compulsions may alter.



Neuroscience and Biobehavioral Reviews 78 (2017) 104-116

Contents lists available at ScienceDirect
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Reviews

Neuroscience and Biobehavioral Reviews
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Review article

Neural correlates of cognitive control in gambling disorder: a systematic @Cwssmrk
review of fMRI studies
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Moccia et al., 2017. Neuroscience & Biobehavioral Reviews, 78: 104-16



Comorbilita: modelli esplicativi

U O O O

Abuso di sostanze come epifenomeno di una fase di malattia

Abuso di sostanze come forma di autoterapia
Abuso di sostanze come causa de1 disturbi psichici

Abuso di sostanze e disturbi psichici:
d aventi cause eziologiche e genetiche comuni (relazione di spettro)

( legati da fattori confondenti comuni (marginalizzazione sociale)

d entita cliniche distinte che, quando co-occorrenti, producono quadri
clinici nuovi e che si influenzano reciprocamente
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ALCOHOL

Alcohol 42 (2008) 451—457

The 1mpact of co-morbid alcohol use disorder in bipolar patients

Betina Mariante Cardoso®, Marcia Kauer Sant’ Anna®®, Vasco Videira Dias®®,
< . . ) .l . . ) s 9 ’ . i . . 9 .;;:
Ana Christina Andreazza™”, Keila Maria Ceresér”, Flavio Kapczinski®
*Bipolar Disorders Program and Laboratory of Molecular Psychiatry, Hospital de Clinicas de Porto Alegre, Brazil

®Department of Biochemistry, Federal University of Rio Grande do Sul, Brazil
“University of Extremadura (UNEX), Badajoz, Spain

+ Alcohol abuse and dependence were associated with
male gender, lower education, earlier age of onset,
psychosis within first episode, depressive symptoms, and
worse functioning.




+ Findings suggest that the co-occurrence of alcohol abuse/dependence
with BD increases the risk for suicide attempt, which may reflect in part the
greater severity of symptoms and impaired functioning.
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Fig. 1. Prevalence of patients with bipolar disorder and a previous suicide
attempt among those with or without alcohol abuse/dependence.

Cardoso et al., 2008: Alcohol, 42: 451-57



Journal of

o) Affective
Disorders

ELSEVIE Joumal of Affective Disorders 115 (2009) 27 —35

www.elsevier.com/locatejad
Research report
Clinical features, response to treatment and functional outcome of
bipolar disorder patients with and without co-occurring substance
use disorder: 1-year follow-up

. - b R . N
Marianna Mazza **. Laura Mandelli °. Marco Di Nicola ?. Desiree Harnic?,

. . . . .- . . . . d
Valeria Catalano ?, Daniela Tedeschi ?., Giovanni Martinotti . Roberto Colombo ¢,
Pietro Bria ®, Alessandro Serretti °, Luigi Janiri®
* Department of Psychiatry, Bipolar Disorders Unit, Catholic University of Sacred Heart, Rome, Italy
® Department of Psychiatry, University of Bologna, Italy

¢ Institute of Biochemistery and Clinical Biochemistery, Catholic University of Sacred Heart, Rome, Italy
¢ Laboratory of Molecular Biology and Human Genetics, Catholic University of Milan, Italy

+ The sample was composed by 131 affective patients: 65 Bipolar Disorder I
(49.2%), 29 Bipolar Disorder II (22.3%), 37 Cyclothymic Disorder (28.5%)

+ 66 patients were diagnosed for a comorbid SUD.

Mazza et al., 2009. Journal of Affective Disorders, 115: 27-35




+ BP with SUD were more likely males (63.6% vs. 41.4%), single or
divorced (respectively 43.9% vs. 25.0% and 16.7% vs. 10.9%).

+They were more likely diagnosed as BP-II and CtD.
|

Table 5
Prevalence of substance use disorders in the BP-I, BP-II and CiD
patients (percentages are given in brackets)

BP-1 BP-II CtD

(N=65) (N=29) (N=37)
Any substance use disorders 17° (26.5) 21 (72.4) 28 (75.7)
BDZs dependence 2(3.1) 2 (6.9) 5(13.5)
Cannabis abuse 2(3.1) 0 0
Opiates dependence 2(3.1) 0 0
Stimulants dependence 1 (1.5) 0 0
Alcohol use disorders 10* (15.6) 19 (65.5) 23 (62.2)
Alcohol abuse 2(3.1) 2 (6.9) 3(8.1)
Alcohol dependence 8(123) 17 (58.6) 20 (54.1)

Legend: BP-I, Bipolar Disorder I; BP-II, Bipolar Disorder II,
CtD, Cyclothymic Disorder.

* Any Substance Use Disorders in BP: Chi-sqg-2,=29.1 P<0.0001;
*Alcohol Use Disorders in BP: Chi-sqp,,=33.1 P<0.0001.

Mazza et al., 2009. Journal of Affective Disorders, 115: 27-35



+ Personality disorders were more frequent in SUD patients than
in non-comorbid BP subjects.

Table 6
Personality disorders in bipolar patients with and without comorbid
substance use disorders (percentages are given in brackets)

BP (N=65) BP+SUD (N=66)

Cluster A Paranoid 0 2(3)
Schizoid 1 (1.5) 1 (1.5)
Schizotypal 0 0

Cluster B Antisocial 1(1.5) 0
Borderline 3(46) 9(13.6)
Histrionic 3(46) 6(9.1)
Narcissistic 1(1.5) 7(10.6)

Cluster C  Avoidant 0 1(1.5)
Dependent 3(4.6) 7(10.5)
Obsessive—Compulsive 2 (3.1) [ (1.5)

NAS 2(3.1) 0

Legend: BP, bipolar patients; SUD, Substance Use Disorder.

Mazza et al., 2009. Journal of Affective Disorders, 115: 27-35



+ BP with SUD were significantly more impaired in social
functioning (SASS) at any stage of the follow-up and poor
functioning increased the risk of relapse in substance use during
treatment.

]
42

41 ¢

40

SASS scores

Baseline 1 month 3 months 6 months 12 months
(Vertical bars denote 0,85 confidence ntervals)

Mazza et al., 2009. Journal of Affective Disorders, 115: 27-35



Dimensioni psicopatologiche: alessitimia

[1 L’alessitimia ¢ un costrutto che indica I’incapacita di
esprimere le emozioni € secondariamente un funzionamento
cognitivo/affettivo appiattito sulla realta concreta, la
difficolta nel distinguere sensazioni somatiche e sentimenti.

[1 Elevati livelli di alessitimia sono stati riscontrati in soggetti
affetti da disturbo da uso di alcol/sostanze e da disturbi

dell’umore, alla cui base vi ¢ anche un comune deficit nella
regolazione affettiva.

laylor, Bagby and Parker; I disturbi della regolazione affettiva. L’alessitimia nelle
malattie mediche e psichiatriche; Giovanni Fioriti Editore 2000



Original Paper

Neumm()bl(’logy Neuropsychobiology 2005;52:37-44 Published online: June 3, 2005
DOI: 10.1159/000086176

Anhedonia and Substance-Related Symptoms in
Detoxified Substance-Dependent Subjects:
A Correlation Study

L. Janiri® G. Martinotti® T. Dario® D. Reina? F. Paparello® G. Pozzi®
G. Addolorato® M. Di Giannantonio® S. De Risio?

#Institute of Psychiatry and Psychology, Treatment Unit for Alcoholism and Multiple Drug Abuse,
and Plnstitute of Internal Medicine, Catholic University, Rome, Italy

[l Allo stesso modo, riveste un ruolo significativo nelle
dipendenze patologiche, sia durante le fasi d’astinenza, sia
come fattore determinante alla base delle ricadute.

[J Sono state riscontrate correlazioni significative tra capacita
edonica, craving e sindrome astinenziale.

Janiri et al., 2005; Neuropsychobiology 52:37-44



= High response variability and several gender differences has
been observed among opioid-maintained OUD subjects.

= Psychopathological dimensions have showed to be strong
predictors of poor outcome.

= Gender-related factors can provide novel 1nsights into patient-
tailored treatment strategies.

Methadone Buprenorphine

Fig. 1. Gender-related psychopathological differences, as measured by the Symptom Checklist-90-Revised (SCL-90-R) subscales, in OUD subjects receiving OST with methadone or
buprenorphine. OUD: Opioid Use Disorder; OST: Opioid Substitution Treatments; SOM: Somatization; O-C: Obsession-Compulsion; INT: Interpersonal Sensitivity; DEP: Depression;
ANX: Anxiety; HOS: Anger-Hostility; PHOB: Phobic Anxiety; PAR: Paranoid Ildeation; PSY: Psychoticism; GSI: Symptomatic Index; *: p<0.05,**: p<001.

Di Nicola et al., 2017. Addictive Behaviors, 71: 107-10



RISK FACTORS for relapse:

“The purpose of the study was to analyze the
pattern and predictors of substance abuse relapse in
a ten-year prospective follow-up of 169 clients,
with co-occurring severe mental and substance use
disorders, who had attained full remission from
substance abuse.”

Xie H, McHugo GJ, Fox MB, Drake RE. Substance abuse relapse in a ten-year prospective follow-up of
clients with mental and substance use disorders. Psychiatr Serv. 2005 Oct;56(10):1282-7.



RISK FACTORS for relapse:

Figure 1

Proportion still in remission (survival function)
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Xie H, McHugo GJ, Fox MB, Drake RE. Substance abuse relapse in a ten-year prospective follow-up of
clients with mental and substance use disorders. Psychiatr Serv. 2005 Oct;56(10):1282-7.



RISK FACTORS for relapse:

Table 2
Discrete-time survival analysis model of hazard of the first relapse in a sample of
128 clients with substance abuse and mental disorders
Logit

Variable hazard SE p OR
Intercept -1.96 .92 .033 14
Time to first remission (years) .16 .08 .060 1.17
Sex, female -1.19 32 <.001 .30
Education, less then high school .60 .30 049 1.82
Age (years) .03 .02 099 1.03
Marital status (not married) -72 .63 253 49
Bipolar disorder -34 34 .326 71
No diagnosis of antisocial personality disorder 58 .36 107 178
Lived in a group home for more than 60 days

in the past year .07 37 847  1.07
Lived independently at least 80 percent

of the time in the past year .99 .33 002 270
Had contact with friends who did not use

substances .02 .30 952 1.02
Currently working —.64 .38 .095 53
Received outpatient substance abuse treatment

in the past two weeks —.68 28 .015 51
Type of substance abuse -.04 15 .805 .96

Xie H, McHugo GJ, Fox MB, Drake RE. Substance abuse relapse in a ten-yearprospective follow-up of
clients with mental and substance use disorders. Psychiatr Serv. 2005 Oct;56(10):1282-7.



RISK FACTORS for relapse:

 Male  Longer time to 1 Type of mental

 Less education first remission illness (including

U Lived L Older age co-occurring
independently O Lack of antisocial PD)

U Did not employment 1 Type of substance
participate in use disorder
outpatient (alcohol, other
substance abuse drugs, or both)
treatment

Xie H, McHugo GJ, Fox MB, Drake RE. Substance abuse relapse in a ten-yearprospective follow-up of
clients with mental and substance use disorders. Psychiatr Serv. 2005 Oct;56(10):1282-7.



RISK FACTORS for relapse:

“A majority of clients with co-occurring disorders tend to relapse
during the course of building a different life by acquiring new
attitudes, skills, supports, relationships, habits, and coping
strategies.

During this process, clients' intentions and efforts interact
complexly with social, neighborhood, cultural, and societal
factors.”

Drake RE, Wallach MA, McGovern MP. Future directions in preventing relapse to substance abuse among
clients with severe mental illnesses. Psychiatr Serv. 2005 Oct; 56(10):1297-302



RISK FACTORS for relapse:

Exacerbation/sudden changes of mental 1illness
symptoms

Dysphoria

Lack of protective housing

B Keeping alcohol or drugs around the house for any reason
B Changes in eating and sleeping patterns, or personal hygiene

Social pressures within high drug-using networks and
neighborhoods

B Hanging around old drinking haunts and drug using friends

Drake RE, Wallach MA, McGovern MP. Future directions in preventing relapse to substance abuse among
clients with severe mental illnesses. Psychiatr Serv. 2005 Oct; 56(10):1297-302



RISK FACTORS for relapse:

Interpersonal stressors

Social 1solation

B attempt to escape from painful experiences

Lack of meaningful activities

B Jack of routine and structure 1n life

Lack of trusting treatment relationships

B Failing to follow ones treatment plan — quitting therapy — skipping
doctors appointments

B Feeling overconfident — that you no longer need support

B Ignoring relapse warning signs and triggers

Drake RE, Wallach MA, McGovern MP. Future directions in preventing relapse to substance abuse among
clients with severe mental illnesses. Psychiatr Serv. 2005 Oct; 56(10):1297-302



RISK FACTORS for relapse:

“In addition to the psychosocial sources of risk, people with mental
illnesses may be vulnerable to substance use disorders and to
relapse of those disorders as a result of:

neurochemical changes in the brain that subserve compulsive use,
tolerance, and withdrawal;

a heightened sensitivity to the biological effects of psychoactive
substances (so they may react adversely to relatively small amounts of substances)

Drake RE, Wallach MA, McGovern MP. Future directions in preventing relapse to substance abuse among
clients with severe mental illnesses. Psychiatr Serv. 2005 Oct; 56(10):1297-302
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Core points of relapse - PREVENTION:

Reducing exposure to substances

Fostering motivation for abstinence

Self-monitoring

Recognizing and coping with cravings and negative
affect

Identifying thought processes with relapse potential, and

deploying, 1f necessary, a crisis plan

...Independent housing with supports or residential programs?

McGovern MP, Wrisley BR, Drake RE. Relapse of substance use disorder and its prevention among persons
with co-occurring disorders. Psychiatr Serv. 20050ct; 56(10):1270-3
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Modelli di trattamento

[

[

Trattamento Sequenziale: trattamento distinto e
sequenziale del DUA e del disturbo dell’umore.

Trattamento Parallelo: 1l paziente viene simultaneamente
coinvolto nel programma di trattamento del DUA e del
disturbo dell’umore.

Trattamento Integrato: combina elementi del trattamento
del DUA e del disturbo dell’umore in un programma
integrato; equipe multidisciplinare di esperti in entrambi 1
disturbi; approccio unificato nel tentativo di seguire e
trattare 1 pazienti nel caso delle varie riacutizzazioni del
DUA e del disturbo affettivo.




Modelli di trattamento

[1 Vi sono evidenze a favore di un trattamento multimodale e
integrato nei casi di DUS con comorbilita psichiatriche, in
cut 1l processo di cura affronti contemporancamente le
problematiche proprie di ciascun disturbo tentando pero di
strutturare un unico percorso terapeutico (attraverso
I’associazione di protocolli farmacologici ed interventi
psicosociali, con terapie individuali e di gruppo).

Krishnan et al., 2005, Psychosomatic Medicine 67:1-18
MckElroy et al., 2001, The American Journal of Psychiatry 158:420-426



Joumal of Affective Disorders 167 (2014) 285-298

Contents lists available at ScienceDirect
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and implications for pharmacological treatment
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Di Nicola et al., 2014. Journal of Affective Disorders, 167: 285-98




Why we need research

L1 While we have been clinically treating such patients for
decades, empirical evidence to support best practices in
pharmacotherapy is lacking.

L1 Our treatment models for mood disorders and those for
substance use disorders are well developed and detailed, but

we do not know if they are applicable to persons with co-
occurring mood and substance use disorders because

practically all research has focused on single, not multiple
disorders.

Pettinati et al., 2013. Current Status of Co-Occurring Mood and Substance Use
Disorders: A New Therapeutic Target. Am J Psychiatry



Take home messages

Substance abuse is like other chronic illnesses (diabetes,
hypertension, etc..) in that people need treatment and
other supports to manage their illnesses over a lifetime.

For clients with dual disorders, we need more information
about what kinds of long-term treatments and supports are
effective—for example, peer groups, dual recovery
groups, case management, and family help.




