LA DEPRESSIONE IN
COMORBILITA CON
DISTURBO DA USO DI
SOSTANZE




Esposizioni A Sostanze E Autolesionismo Nei Preadolescenti

" Studio basato su dati dei Poison Centers " +54% chiamate per esposizioni a
USA (2000-2023) sostanze

* Popolazione: bambini 6—12 anni ® <6 anni: esposizioni perlopiu accidentali

“ Obiettivo: valutare le esposizioni a sostanze ™ 6—12 anni: cresce ingestione
legate ad autolesionismo intenzionale (esperimenti,
autolesionismo)

® Esposizioni sospette per autolesionismo/suicidio:

— +400% negli | lenni (7 — 34 per 100.000)
— +350% nei 12enni (26 — 114 per 100.000)
Percentuali non intenzionali: 95% (6 anni) — 59% (12 anni)

Anderer S, JAMA2025



Esposizioni A Sostanze E Autolesionismo Nei Preadolescenti

e e s , Aumento esposizioni sospette per autolesionismo
* Analgesici (i piu frequenti) (Per 100.000 bambini)

* Antistaminici ;833

* Farmaci per tosse e raffreddore
 Stimolanti e droghe da strada

* Luogo prevalente: domicilio
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Disturbi da uso di Trend disturbi da uso di stimolanti tra giovani adulti (2001-2020)
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Disturbi da uso di Prevalenza 2020 per fascia d’eta
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Comorbidita nei soggetti con disturbo da uso di stimolanti (2025)
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Psychiatry, 2025
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Childhood Lifestyle Behaviors and Mental Health Symptoms in Adolescence

736 Children aged 6 to 9 y were
invited to participate

i

512 Children, who accounted for 70% of the invited,
participated in the baseline examinations

—> 8 Excluded due to physical disabilities or withdrawal

504 Baseline ‘

66 Dropped out during 2-y follow-up
22 No time or motivation
5 Moved elsewhere
39 Unknown reason

438 2-y Follow-up

162 Dropped out during 8-y follow-up
107 No time or motivation
16 Moved elsewhere
4 Health reason
35 Unknown reason

277 8-y Follow-up

Perceived stress score

Depressive symptoms score

197 Excluded
107 Missing data on device-assessed lifestyle behaviors
at baseline, 2-y follow-up, or 8-y follow-up or mental
health symptoms at 8-y follow-up
90 Missing data on self-reported lifestyle behaviors at
baseline, 2-y follow-up, or 8-y follow-up or mental
health symptoms at 8-y follow-up

187 Included for the analyses on the associations
of self-reported lifestyle behaviors with mental

170 Included for the analyses on the association of
device-assessed lifestyle behaviors with mental

Self-reported lifestyle behaviors B (95% Cl)? Pvalue B (95% Cl)? P value
Total physical activity, min/d -0.15(-0.30t0-0.01) .04 -0.17 (-0.31t0-0.02) .03
Unsupervised physical activity, min/d -0.09 (-0.24 t0 0.05) 21 -0.14(-0.29t00.01) .06
Sports, min/d -0.12 (-0.26 t0 0.02) .10 -0.11(-0.26t00.03) .13
Supervised exercise, min/d -0.15(-0.29t0-0.01) .04 -0.14 (-0.29t0 -0.00) .05
Total screen time, min/d 0.27 (0.13t0 0.41) <.001 0.30(0.15t00.44) <.001
TV watching, min/d 0.10(-0.04 t0 0.24) .16 0.10(-0.04 t0 0.24) .16
Computer use, min/d 0.16 (0.01 t0 0.30) .03 0.15(0.00to0 0.30) .05
Mobile device use, min/d 0.28(0.16t0 0.41) <.001 0.33(0.19t00.46) <.001
Baltic Sea Diet Score -0.11(-0.25t00.03) A1 -0.08 (-0.23t00.06) .25
Device-assessed lifestyle behaviors
Sedentary time, min/d -0.04 (-0.18t00.11) .61 0.01(-0.14t00.16) .89
Light physical activity, min/d 0.02(-0.14t0 0.18) .76 0.03(-0.13t00.20) .68
Moderate to vigorous physical 0.09(-0.11t00.29) 40 -0.04 (-0.24t00.16) .69
activity, min/d
Vigorous physical activity, min/d 0.11(-0.11t00.32) 34 -0.04(-0.26t00.18) .74
Physical activity energy 0.11(-0.07 to 0.28) 23 -0.01(-0.19t00.17) .90
expenditure, min/d
Sleep duration, min/d -0.09 (-0.25t0 0.06) 24 -0.08 (-0.24t00.07) .29

* Haapala EA, Leppanen MH,...... Lakka TA. JAMA Netw Open. 2025




Social Media Use and Depressive

Nagata JM, Otmar CD, Shim J,

) ....Kiss O, He J, Baker FC.. JAMA
Symptoms During Early Adolescence Netw Open. 2025
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Real-world
Adolescent
Smartphone Use
Is Associated With
Improvements In
Mood: An

Ecological
Momentary
Assessment Study

Mood
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Minich M, Moreno M.. PLoS One. 2024
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70

% soggetti con trauma

60

501

Trauma in Youth At-Risk for Serious Mental lliness

Prevalenza di traumi nei diversi stadi

- [l Abuso fisico
B Neglect emotivo

I 1 .
HC

I Bullismo psicologico

Stage 0

Stage la

Stage 1b

e Stimare prevalenza, impatto percepito e
durata dei traumi <I8 anni

Campione (n = 243, 12-25 anni):

e Stage O (rischio, asintomatici) = 41

e Stage la (sintomi lievi ansioso-depressivi)
=52

e Stage |b (sindromi attenuate: CHR psicosi,

umore moderato) = |08

Stowkowy et al., ] Nerv Ment Dis, 2020



Development and
psychometric properties of
the "Suicidality:Treatment
Occurring in Paediatrics
(STOP) Risk and Resilience
Factors Scales" in
adolescents

Rodriguez-Quiroga
A, Flamariquel |, ....
Arango C, Santosh P;
STOP Consortium.
Eur Child Adolesc
Psychiatry.2020

Exploratory factor analysis for the adolescent, parent, and clinician version of the STOP-SRiFS and STOP-SReFS

STOP-SRiFS Anxiety and Substance Interpersonal Chronic Risk due to
depression risk misuse risk risk risk life events
Adolescent
Depressive thinking 0.960 - 0.076 - 0.011 0.001 - 0.057
Pessimism 0.928 0.007 0.028 —0.091 —0.003
Low self-esteem 0.905 0.009 0.017 —-0.126 0.080
Depressive mood 0.850 0.027 0.020 0.027 —0.090
Anxiety 0.780 0.036 - 0.075 0.139 - 0.015
Worrying about school performance 0.472 0.036 0.127 0.026 0.091
Misuse of Cannabis 0.000 0.881 - 0.027 —0.039 —0.087
Smoking 0.073 0.810 —0.096 0.066 0.019
Exaggerated use of alcohol —0.002 0.598 0.076 —0.170 0.092
Misuse of other drugs —0.025 0.396 0.019 - 0.028 0.088
Relationship breakup —0.090 0.345 0.318 0.187 —-0.132
Searching Internet sites about 0.140 —0.035 0.815 - 0.154 —0.056
suicide
History of suicidal attempt - 0.032 0.024 0.713 0.131 - 0.026
Bullying 0.133 —-0.115 0.247 0.137 0.128



Disregolazione affettiva

mantenere relazioni

Depressione

Comportamenti
anticonservativi




Role of proinflammatory cytokines in dopaminergic system disturbances, implications for
anhedonic features of MDD

Idee di
suicidio Opioid &
cannabinoid

Depression Thoughts

Disturbo della
concentrazione

The vicious cycle of
chronic pain and depression

Emotions Behaviors

Somatic
reactions

Emotivi
Colpa/Inutilita

Dolore/ Fatica,
Disturbi Somatici Astenia

Perdita di
Interesse/anedonia
(75%)

Depressione

Rosenblat JD, Swardfager W, Mcintyre; Curr Pharm Des. 2017




Altered Task-Evoked
Corticolimbic
Responsivity in

Generalized Anxiety
Disorder

Increased reactivity in GAD to Decreased reactivity in GAD associated
negative stimuli but decreased with cognitive control of emotion

reactivity associated with
cognitive control of emotion

Increased reactivity
in GAD to worry
induction but
decreased reactivity

Decreased to most other tasks

reactivity in GAD
to threat signals
but mixed findings
for memory tasks

Decreased reactivity in GAD associated
Increased reactivity in GAD with mixed findings with overgeneralization of learned fear

Kim N Kim MJ. Int J Mol Sci. 2021



A comprehensive evaluation of adverse childhood
experiences, social-emotional impairments, and

Trovini,..... De Filippis,
neurodevelopmental disorders in cannabis-use disorder: European Psychiatry 2023
Implications for clinical practice

3%

2% 23%
5%

20%
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Cannabis And Synaptic Reprogramming Of The Developing Brain

a Normal e :ffect of adolescent THC exposure
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Moos RH, Moos BS, Andrassy JM.
Psychiatr Serv. 1999 Dec
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La Presa In Carica — TRATTAMENTO FOLLOW UP
E La Cura Dei
Pazienti Con DUA




MDE severity™ Summary recommendations for initial treatment selection

Mild with low safety risk. * Psychotherapy and pharmacotherapy demonstrate similar benefits .

— Psychotherapy (if readily accessible) is preferred because of fewer risks ‘ﬂ
» Exercise, certain CAM treatments, or guided DHIs may be considered as monotherapy, especially if
preferred by patients ‘_

Moderate, with low-moderate * Initial choice is between pharmacotherapy and psychotherapy .
safety risk. — Pharmacotherapy is slightly more efficacious in reducing depressed mood, guilt, suicidal thoughts,
anxiety, and somatic symptoms during acute treatment G
— Structured psychotherapy, specifically CBT, is slightly more efficacious in the medium-term
(6—12 months) ‘
* Combination of pharmacotherapy and psychotherapy may be considered .
* Exercise, certain CAM treatments and/or DHIs may be considered as adjuncts to psychotherapy and/
or pharmacotherapy, especially if preferred by patients & ).

Severe, with moderate to high * For severe MDE without psychotic symptoms, use a combination of pharmacotherapy and
safety risk. Psychotherapy °
* For severe MDE with psychotic symptoms, use a combination of antidepressant and antipsychotic
medication .

* For very severe and/or life-threatening situations, consider electroconvulsive therapy ( .

Can | Psychiatry. 2024



Visione negativa
di sé

Visione negativa del futuro

Visione negativa del mondo ..
(pessimismo)

* Inadeguato * Sconfitte * Pieno di frustrazioni e di difficolta

* Difettoso indesiderabile * Privazioni * Inevitabile prolungamento della
* Inutile * Denigrazioni sofferenza

* Carente di risorse * Umiliazioni * Revisione di una sicura sconfitta e un
* Sentimenti di autobiasimo e autocritica * Senso di  insopportabilita e| senso diinutilita (de-motivazione)

* Incapace di raggiungere le mete prefissate, di| irrisolvibilita dei problemi quotidiani
godere di buona salute, di avere una buona

Scherno e disprezzo in cio che le altre
posizione sociale, di essere in grado di| persone dicono sul suo conto
suscitare interesse nelle persone che lo
circondano




World Mental Health Survey Collaborators.
Effective Treatment for Mental and Substance
Use Disorders in 21 Countries

Contact coverage Any contact with any mental health care professional

Minimally adequate coa
coverage Minimum dose of psychotherapy or psychopharmacology

Psychotherapy

Effective
coverage
(disorder-and
severity-
specific mix)

[ Effective coverage
[ ] Individuals with MAT
[] Contact and with perceived need

Increasing severity
Substance use disorders

Psychopharmacology T [ Individuals with perceived need

B ndividuals

Mood disorders

* Vigo DV, Stein Dj...... Kessler RC;. JAMA Psychiatry. 2025




Campanelli
D’allarme))
Per La Salute

Mentale Dei
Ragazzi

 Cambiamenti emotivi e comportamentali repentini che
implicano:

* Incapacita di far fronte alle attivita quotidiane con I'efficienza
solita

e Cambiamenti nel ritmo del sonno e/o delle abitudini alimentari

* Stati d’animo negativi di lunga durata, spesso accompagnati da
pensieri di morte

* Appiattimento affettivo, fenomeni dispercettivi o atteggiamenti
autoreferenziali

 Estremo ritiro sociale

* Aumento dell’aggressivita rivolta ai familiari /

> 4



Major Depression in Comorbidity with Substance use Disorders: Patients' Features and
Clinical-Neurobiological Rationale of Antidepressant Treatments

| Anhedonia

Patient with MDD and

SUD in comorbidity Ideal

antidepressant
_ treatment
EEREREEE

Cognitive function

Craving and substance use 1 H—

Drug-drug interaction

De Filippis S, Martinotti G, Nicoletti F, Mastrostefano A, Trovini G, Pugliese A, Di Nicola M. Curr Neuropharmacol. 2024



= E stato avviato uno studio retrospettivo per valutare i ® Una revisione sistematica della letteratura ha
tassi e gli indicatori di ricaduta in 544 giovani con primo esaminato gli indicatori di remissione continua o
episodio di psicosi’ ricaduta in seguito alla sospensione dei farmaci
antipsicotici dopo un primo episodio di psicosi%P

161% m

dei pazienti ha interrotto il La percentuale di soggetti con

trattamento antipsicotico dopo una ricaduta dopo finterruzione dei
mediana di 6 mesi di trattamento’ farmaci antipsicotici variava dal

19% al 97% in dieci studi2

0
1 46% Risultati predittivi di
di coloro che hanno 2 , un’interruzione efficace o di

interrotto il trattamento ha ° una ricaduta non sono
avuto una ricaduta ancora stati replicati in

entro un anno’?a letteratura?




Table 3 Descriptive statistics of outcomes at 2 months (short term) and at 12 months (long term)

Treatment accepted 413 442 (61.4%) 82 524 (12.3%)
Treatment not accepted 259735 (38.6%) 500653 (87.7%)
Treatment tolerated 635417 (94.4%) 589321 (87.5%)
Treatment non-tolerated 37760 (5.6%) 83 856 (12.5%)
At least one adverse event 306 655 (45.6%) 479039 (71.2%)
Death 4082 (0.6%) 17 380 (2.6%)

17.1[5.0] 123 [6.5] 12.9[6.8]

Real-world Effects Of
Antidepressants For Depressive
Disorder In Primary Care:
Population-based Cohort Study

* De Crescenzo F, De Giorgi R, Garriga C, Liu Q, Fazel S, Efthimiou
O, Hippisley-Cox J, Cipriani A. Br J Psychiatry. 2024



Addiction

N D. Volkow; E B. Jones; E B. Einstein; E M. Wargo ; YAMA Psychiatry 2019

‘ Incentive salience ‘

Binge or
intoxication

Pensieri
creano
emozioni

@ Dopamine

@ Opioid peptides

@ Corticotropin-releasing o .
factor Emozioni

& Dynorphin creano

Executive function h & Glutamate Reward deficit and -
deficits stress surfeit comportamenti




TRAZODONE FIALE TRAZODONE 150 TRAZODONE 300 MG
IN 250 CC FISIOLOGICA | CONTRAMID CONTRAMID
Day Morning Afternoon Evening
1-6 X X X
7-12 X O X @
13 @ @

* Infusione endovenosa lenta (30-50 gocce al minuto) due volte al giorno

* Il legame con le proteine plasmatiche e dell’89%—95%

De filippis et al work in progress
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' Algoritmo Trazodone Nella Diagnosi Duale

Paziente con diagnosi duale:
depressione + uso di sostanze

Depressione + alcol Depressione + cannabis Insonnia da sospensione
— Sedazione notturna, — Stabilizzante sonno e BZD
antidepressivo umore — Basso rischio abuso

Astinenza da cocaina
— Aiuto su sonno e disforia




Vortioxetine Vs. Other G D. Kotzalidis, G Lombardozzi,
Antidepressants In Patients With M Matrone, E Amici, F Perrini, |

Major Depressive Episode With Or Cuomo, S De Filippis; Current

A . Neuropharmacology 2021
Without Substance Use Disorder

Vortioxetine 5-20mg =mp 126 patients 1

MDE — 12 months

Other antidepressants s 100 patients J

Black arrow, stronger improvement; blue arrow, weaker improvement



Vortioxetine Vs. Other
Antidepressants In Patients With

G D. Kotzalidis, G Lombardozzi,
M Matrone, E Amici, F Perrini, |
Cuomo, S De Filippis; Current

Major Depressive Episode With Or
J P P Neuropharmacology 2021

Without Substance Use Disorder

Treatment group (N) Criterion Responders, N (%) Remitters, N (%)
Vortioxetine (N=126) CGI-S 99 (78.57%) 77 (61.11%)
MADRS 87 (69.05%) 67 (53.17%)
Both 70 (55.56%) 59 (46.82%)
NonSUD (N=84) CGI-S 64 (76.19%) 48 (57.14%)
MADRS 56 (66.67%) 42 (50%)
Both 53 (63.10% 37 (44.04%

SUD (N=42)

35 (83.33%)

29 (69.04%)

31 (73.81%)

25 (59.52%)

30 (71.43%)

22 (52.38%)

Otherantidepressants (ADs) (N=100) CGI-S 75 (75%) 51 (51%)

MADRS 36 (36%) 15 (15%)

Both 36 (36%) 12 (12%)

NonSUD (N=62) CGI-S 44 (70.97%) 31 (50%)
MADRS 23 (37.10%) 12 (19.35%)

Both 33 (53.23% 16.12%

SUD (N=38)

31 (81.58%)

20 (52.63%)

13 (34.21%)

3 (7.89%)

13 (34.21%

2 (5.26%




* Vortioxetina ha aumentato
I'espressione del BDNF dell’'ippocampo
nei soggetti sottoposti a CUMS

* Vortioxetina ha sensibilmente ridotto
I'anedonia inducendo effetti
neuroprotettivi nei soggetti depressi
sottoposti a CUMS

Yanxia Lu, Cyrus S. Ho, Roger S. McIntyre, Wei Wang, Roger C. Ho;Brain Research Bullettin June 2018 G S Malhi et al Australian & New Zealand journal of Psychiatry 2021
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Baune et al., Intern. J.
Neuropsychopharm., 2018




Sick Leave/Disability
Leave (days/12 weeks)

Absenteeism
(days/week)

Mean Change From Baseline (SD)

2.0 -
3.3*
(11.9)
4.0 -
*P=0.03.
** P<0.001.

0.6*
(2.9)

Presenteeism
(days/week)

1.6%*
(3.1)

Work
productivity
improvedover
entire study
duration with
vortioxetine

De Filippis et al. 2022;
Neuropsychiatric Disease
and Treatment 2022:18;
1665-1677



Management Of Schizophrenia And Comorbid Substance Use Disorders: Expert Review And Guidance

Patient is offered treatment for either SCHZ or SUD.

# I:> o ? Separate services sequentially and independently treat SCHZ and SUD.
18389 8888  *

Treatment delays, decreased motivations and poorer outcomes.

SEQUENTIAL
MODEL

Patient receives concurrent treatment for both SCHZ and the SUD.

Treatment provided by different services.

Probable coordination problems and patient drop out.

The patient benefits from a broader and collaborative approach.

INTEGRATED _
Single treatment plan.

Multidisciplinary management and follow-up, enhancing continuity of support._%

* Neyra A, Parro-Torres C, Ros-Cucurull E, Carrera |, Echarri E,Torrens M. Ann Gen Psychiatry. 2024 Oct
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