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Association of preceding psychosis risk states and non-psychotic mental disorders with incidence of
clinical psychosis in the general population: a prospective study in the NEMESIS-2 cohort

Mood disorders

Drug use disorders
Psychosis high-risk state
Anxiety disorders
Alcohol use disorders
Psychosis low-risk state

Psychosis moderate-risk state

29.86 (12.92-68.98), p<0.001
28.44 (10.40-77.79), p<0.001
22.07 (9.83-49.56), p<0.001
15.37 (7.32-32.30), p<0.001
3.36 (0.93-12.08), p=0.064
1.51 (0.36-6.41), p=0.573
1.27 (0.17-9.67), p=0.816
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Sinan Guloksuz, ...... and Jim van Os; World Psychiatry June 2020




Cannabis— esordio sintomatologico
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Probability of Transition to Psychosis in Individuals at Clinical High Risk An Updated Meta-analysis 2021

Figure 2. Meta-analytic Cumulative Risk of Transition to Psychosis Figure 3. Meta-analytical Kaplan-Meier Failure Function (1 - Survival) and Hazard Rate of Transition to Psychosis in Individuals
: ey i o i y atClinical High Risk for Psychosis
in Individuals at Clinical High Risk for Psychosis
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The neurobiology of drug addiction: cross-species insights into the dysfunction and recovery of the
prefrontal cortex

Drug cue exposure
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Differenze di genere

¢ Differenze nell’utilizzo:
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Cannabis and synaptic reprogramming of the developing brain
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Mappe di differenze nei valori di FA: TRS vs controlli sani

p < 0.05 corretto per
multiple comparazioni

RADIAZIONE TALAMICA
ANTERIORE

FASCICOLO LOGITUDINALE
SUPERIORE

FASCICOLO LONGITUDINALE
INFERIORE

FASCICOLO FRONTO-
OCCIPITALE INFERIORE

FASCICOLO UNCINATO

FORCEPS MINOR

TRATTO CORTICO-SPINALE

M Matrone, G D. Kotzalidis, A Romano, A Bozzao, | Cuomo, F Valente, C Gabaglio, G Lombardozzi, G Trovini, E Amici, F Perrini, S De Persis, F lasevoli, MD, S De Filippis, Andrea de Bartolomeis, Progress in Neuropsycopharmacology & Biologica 2022




Mappe di differenze nei valori di FA: TRS vs controlli sani
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TARGET FARMACOLOGICI INNOVATIVI

ALTERAZIONI
GLUTAMMATO

SINTOMI NEGATIVI

RIDOTTA FA
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J Ramaekers, N L. Mason, L Kloft and E L. Theunissen; Nature Reviews Neuroscience 2021




First-episode schizophrenia

Either: Titrate, as necessary, to minimum effective dose
Agree on the choice of antipsychotic medication (see section on ‘minimum effective dosethis chapter)
with patient! and/or carer
S Do passivie: . Adjust dosage regimen according to therapeutic
Start second-generation antipsychotic medication®* response and tolerability/safety
B /Vol“
Assess over 2-3 weeks l‘O/@,at
edO/-
.Qe 90’/7 'OOO/_
ec\.\ e/‘en /7)e O’
& No effect Ce /Cel‘/'o,,
Continue at dose If poor adherence related to poor
established as effective Change drug and tolerability, discuss with patient and
Consider switching to oliowahaye/process change to drug with more
depot/long-acting injection favourable side-effect profile
before discharge™* If poor adherence related to other
Not effective factors, consider early use of
depot/long-acting injection**

Clozapine***

The Maudsley® Prescribing Guidelines in Psychiatry; 2021
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Understanding and Predicting Variability in Response to Treatment in Psychotic Disorders: In Vivo
Findings

La resistenza al trattamento & osservata in
circa il 15-20% degli esordi schizofrenici
aumentando nel tempo di un ulteriore 15%

Un esame del sistema presinaptico nella
psicosi  resistente al trattamento ha
evidenziato una minore capacita di sintesi
della dopamina striatale

Volume ventricolare aumentato e alterazioni
della sostanza grigia e bianca sono associati a

scarsa risposta clinica

La Causa puo essere un uso eccessivo di
cannabis o antipsicotici?

Supersensitivita recettoriale dopaminergica?

S Jauhar and O D. Howes; Clin Pharmacol Ther. 2019




Drug Reward And Addiction In Pentients with Early-Episode Schizophrenia
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Association of Long-Acting Injectable Antipsychotics and Oral Antipsychotics With Disease Relapse,
Health Care Use, and Adverse Events Among People With Schizophrenia

[ ] 0As alone (reference)  [] LAIAs alone [I] combination use
E Self-controlled case series analysis for full treatment period

[ Nontreatment period 4 Outcome event 2o B LA
Model 1
Start of Comparison between End of
observation period - full treatment periods N observation period
—
_d . ﬁﬁ w
January 1, 2004, or first December 31, 2019,
schizophrenia diagnosis or death

70.396 pazienti; eta media 42 anni, periodo osservazione dal 2004 al 2019

Yue Wei et.al , Jama Network Open; 2022



Association of Long-Acting Injectable Antipsychotics and Oral Antipsychotics With Disease Relapse,
Health Care Use, and Adverse Events Among People With Schizophrenia

Hospitalizations for Hospitalizations for Incident
Subgroups IRR (95% Cl) P value psychiatric disorders  IRR (95% CI) P value schizophrenia IRR (95% Cl) P value suicide attempt
Sex
Female 0.45 (0.42, 0.48) <0.001 . 0.46 (0.42, 0.49) <0.001 - 0.86 (0.56, 1.32) 0.4846 .
Male 0.54 (0.51, 0.58) <0.001 . 0.56 (0.52, 0.59) <0.001 - 0.48 (0.31,0.74) <0001 ®
Age,y
18-44 0.47 (0.44, 0.51) <0.001 . 0.47 (0.43, 0.50) <0.001 B 0.71 (0.47, 1.07) 0.0973 .
4565 0.46 (0.43, 0.49) <0.001 . 0.47 (0.44, 0.51) <0.001 . 0.68 (0.41, 1.12) 0.1293 .
> 68 0.62 (0.55, 0.70) <0.001 . 0.64 (0.57, 0.73) <0.001 . 0.90 (0.16, 5.14) 0.9038 .
Initiation time of LAIAs
-~ 0.23 (0.20,0.27) <0001 ® 0.25(0.22,0.30) <0.001 ® 058 (021,159) 02879 =
a
Y 0.37 (0.33, 0.42) <0.001 . 0.37 (0.32, 0.42) <0.001 . 0.45(0.21,1.00) 00507 =
Late
Schizophrenia cohort ., 37 043) <0.001 - 0.39 (0.36, 0.43) <0.001 . 0.62(0.37,1.04) 00685 ®
Incident cohort 0.57 (0.54, 0.60) <0.001 - 0.58 (0.55, 0.61) <0.001 . 0.64 (0.44, 0.93) <0.05 .
Prevalent cohort
Length of follow-up,y 052 (050 055) <0001 . 0.53 (0.51, 0.56) <0.001 B 0.61 (0.44, 0.85) <0.01 -
210 0.41 (0.37, 0.46) <0.001 . 0.41(0.37, 0.47) <0.001 N 0.83 (0.36, 1.88) 0.6492 .
<10
Substance use 0.49 (0.47, 0.51) <0.001 0.50 (0.48, 0.52) <0.001 . 0.63 (0.42, 0.95) <0.05 -
Without 0.56 (0.51, 0.62) <0.001 0.59 (0.53, 0.66) <0.001 . 0.62 (0.39, 0.98) <0.05 "
| I | 1 I 1 I I 1 1 1
With 1 02 05 08 111 02 05 08 111 01 1 2 4 6
vors Favors Favors Favors Favors Favors Favors
)As LAIAs OAs LAIAs OAs LAIAs OAs

Yue Wei et.al , Jama Network Open; 2022



Association of Long-Acting Injectable Antipsychotics and Oral Antipsychotics With Disease Relapse,
Health Care Use, and Adverse Events Among People With Schizophrenia

Hospitalizations for Hospitalizations for Extrapyramidal

Subgroups IRR (95% ClI) P value somatic disorders IRR (95% Cl) Pvalue cardiovascular diseases IRR (95% Cl) P value symptoms
Sex

Female 0.84 (0.79,0.89) <0.001 - 0.80 (0.69, 0.93) <0.01 - 0.38 (0.33, 0.44) <0.001 -

Male 0.90 (0.85,0.96) <0.001 - 0.84 (0.73,0.97) <0.05 - 0.42 (0.37, 0.49) <0.001 -
Age, y

18-44 0.75(0.68, 0.82) <0.001 - 0.70 (0.48, 1.03) 0.0683 - 0.33 (0.28, 0.39) <0.001 -

45-65 0.83 (0.78,0.88) <0.001 - 0.81(0.70, 0.95) <0.01 . 0.44 (0.38, 0.51) <0.001 -

> 65 0.99 (0.92,1.08) 0.8811 - 0.88 (0.74, 1.03) 0.1144 - 0.72 (0.52, 0.98) <0.05 -
Initiation time of LAIAs

Early 0.81(0.69,094) <0.01 - 0.88 (0.57, 1.35) 0.5564 " 0.25(0.18, 0.34) <0.001 *

Late 0.75(0.66, 0.85) <0.001 - 0.62 (0.42,0.93) <0.05 - 0.55(0.42,0.73) <0.001 "
Schizophrenia cohort

Incident cohort 0.83(0.77,0.89) <0.001 - 0.71 (0.57,0.88) <0.01 - 0.39 (0.33, 0.46) <0.001 -

Prevalent cohort 0.89 (0.85,0.93) <0.001 L 0.88 (0.78, 0.98) <0.05 L 0.42 (0.37,0.48) <0.001 -
Length of follow-up, y

210 0.86 (0.82,0.90) <0.001 - 0.88 (0.79, 0.99) <0.05 - 0.41 (0.37, 0.46) <0.001 -

<10 0.97 (0.88, 1.06) 0.4968 L 0.74 (0.58, 0.95) <0.05 . 0.41(0.32, 0.52) <0.001 -
Substance use

Without 0.88 (0.84,0.92) <0.001 0.82 (0.74, 0.91) <0.001 0.40 (0.36, 0.44) <0.001 .

With 0.84 (0.75,0.95) <0.01 1.07 (0.73, 1.57) 0.7275 0.55 (0.41, 0.74) <0.001 -
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Yue Wei et.al , Jama Network Open; 2022



Changes in insight over the first 24 months of treatment in schizophrenia spectrum disorders

Current effect: F(3, 309)=57,936, p=0,0000 Current effect: F(3, 309)=,60476, p=,61235
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L Phahladira L Asmal, S Kilian, B Chiliza, F Scheffler, H K. Luckhoff, S du Plessis, R Emsley; Schizophr Res 2019




The course and concomitants of depression in first-episode schizophrenia spectrum disorders: A 24-

| month longitudinal study |
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L Phahladira, L Asmal, H K. Liickhoff, du Plessis, F Scheffle, S Kilian, R Smit, C Buckle, B Chiliza, R Emsley; Psychiatry Research 2021




Prevention and Treatment of Opioid Misuse and Addiction: A Review

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



Two-injection start: an alternative start regimen with aripiprazole once-monthly

Aripiprazolo 400 mg

oIS Stabilizzazione . Continuare con Aripiprazolo 10-20 mg
Giorno 1 Giorno 14
. . e
2 x Aripiprazolo 400 mg +

AT

Drettoide Ghaeo

TIS Stabilizzazione .

Gio;'no 1

Aripiprazolo 400 mg

Giorno 26- 30

Aripiprazolo 400 mg

/
e

Giorno 26- 30



