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agiscono a livello del sistema nervoso centrale, stimolando il rilascio di 
diversi tipi di neurotrasmettitori

•Antipsicotici
•Antidepressivi
•Stabilizzatori dell’umore
•Ansiolitici

Psicofarmaci

https://www.pazienti.it/contenuti/anatomia/sistema-nervoso-centrale
https://www.pazienti.it/contenuti/terapie/antipsicotici
https://www.pazienti.it/contenuti/terapie/antidepressivi
https://www.pazienti.it/contenuti/terapie/antidepressivi
https://www.pazienti.it/contenuti/terapie/tranquillanti-ansiolitici


>> antipsicotici agisce sulla trasmissione dopaminergica
(razionale per la teoria dopaminergica come base organica della schizofrenia). 

•Antipsicotici tipici (o di prima generazione, anni 50-60)
üclorpromazina, aloperidolo

Efficaci soprattutto sui sintomi negativi, meno sui positivi
Danno sindrome extra-piramidale

•Antipsicotici atipici (o di seconda generazione)
üOlanzapina, Quetiapina, Risperidone, Aripiprazolo 

Molto più efficaci nel controllare i sintomi positivi, ridotto rischio di effetti extra-
piramidali. 

Farmaci Antipsicotici 



Ipotesi sull’origine della depressione: 
Riduzione funzionale della trasmissione monoaminergica

• ↓ dei neurotrasmettitori monoaminergici (Na, Ser o 5-HT, DA) 
sp.intersinaptico
• ↓ dei recettori monoaminergici postsinaptici che mediano la 
risposta biologica
• “Up-regulation” degli autorecettori monoaminergici
presinaptici che controllano il rilascio delle monoamine

Tutti i farmaci antidepressivi agiscono 
aumentando i livelli di monoamine nella 
terminazione sinaptica

Farmaci Antidepressivi



Blocco della ricaptazione di monoamine 
(aumenta la concentrazione di 
neurotrasmettitori nello spazio intersinaptico).

Farmaci Antidepressivi 
(prima generazione)



Farmaci Antidepressivi (seconda generazione) 
Classe farmacologica Principali principi attivi
Inibitori selettivi ricaptazione serotonina 
(SSRI) 

citalopram; escitalopram; fluoxetina; 
fluvoxamina; paroxetina; sertralina, ecc

Inibitori selettivi ricaptazione 
noradrenalina (NARI) 

reboxetina 

Inibitori ricaptazione serotonina e 
noradrenalina (SNRI) 

enlafaxina; duloxetina

Inibitori ricaptazione noradrenalina e 
dopamina (NDRI)

bupropione 

Antidepressivi noradrenergici e 
serotoninergici specifici (NaSSA) 

Mianserina; mirtazapina. 

Antidepressivi ad azione serotoninergica 
mista (SARI)

trazodone; nefazodone.

Agonisti melatoninergici agomelatina



what are the causes that favor 
the onset of diabetes during 

Antipsychotic Therapy?



Schematic Representation of Interaction of AAPs with Major 
Neurotransmitter-Receptors and association with Metabolic Alterations

R. Singh. European Journal of Pharmacology 844 (2019) 231–240



August 2011 | Volume 6 | Issue 8

Altered glucose homeostasis 
developed after certain hours-
days of AAPs treatment which is 
independent of weight gain in 
both rodents and human 



One-year Weight Gain in Patients 
Treated with Atypical Antipsychotics

HA Nasrallah, Molecular Psychiatry (2008) 13, 27–35

Risk of weight gain associated with 
second-generation antipsychotics

Simona Cernea, Drugs. 2020



Receptor-Binding Profile and 
Metabolic Risk of Antipsychotic Drugs

S. Siafis, Current Neuropharmacology, 2018, Vol. 16, No. 8



M Azevedo Da Silva, Diabet Med. 2020 Nov;37(11):1866-1873



Random effects meta-analysis of the association 
between use of ADs and Incidence of Diabetes.

2017 Salvi et al.

Is the link between 
ADs and diabetes 
due to ascertainment 
bias?

May different ADs 
carry different risks of 
type 2 diabetes?



Meta regression analysis of pooled estimates of T2DM and 
Duration of Medication in Antidepressant Users.

TCAs rather than other 
categories of antidepressants 
increased T2DM risk. 
Moreover, there was an 
increasing linear trend 
between duration of 
antidepressants medication 
and T2DM risk

Yuqing Wang, 2021





Roma, 7-10 novembre 2019

Pharmacological Strategies to 
Counteract Psychotropic Drugs-

Induced Weight Gain and 
Metabolic Adverse Effects





• Antipsychotics and Antidepressant use play an essential part of the 
management of people with severe mental illness; however, this comes at 
the cost of an increased risk of weight gain and diabetes 

• Antipsychotics, especially SGAs, are associated with weight gain and 
glucose dysregulation, two major contributors to T2D development

• SGAs, in particular olanzapine and clozapine, but also the FGA 
chlorpromazine, can impair Insulin Signaling in Insulin-Sensitive Tissues

• SGAs have a direct effect on β-cell function and insulin secretion probably 
also on α-cells and associated glucagon secretion

Conclusion 1



•Long-term Antidepressant use increased the risk of type 2 diabetes 
onset in a time and dose-dependent manner. Glucose tolerance 
improved when antidepressants were discontinued or the dose was 
reduced after diabetes onset. However, the undellying mechanism is still 
unclear 

•Long term antidepressants use should be evaluated more cautiously for 
its benefits and the potential risk of Type 2 DM

Conclusion 2



• the first choice of therapy should be an antipsychotic (AP) or 
antidepressant with low risk of metabolic disturbances

• Along with lifestyle intervention, Metformin should also be implemented 
as first-line therapy for DM

• As second-line therapy, a GLP-1RA (especially liraglu�tide or once-
weekly exenatide) or an SGLT2 inhibitor should be chosen for the 
management of DM, as they confer additional advantages (weight control, 
cardiore�nal protection, low risk of hypoglycemia)

Conclusion 3





Factors that may contribute to diabetes and other 
physical health risks in people with severe mental 
illness.

V. Mamakou, PsychiatrikI 29 (1), 2018 Elizabeth Blanchard, Diabetes Management (2014) 4(4), 339–353

Weight gain effects 
on medication 
(antipsychotics and 
antidepressants)


