Supplementary Materials

Integrative appendix 1: CHR-P and transition to psychosis

The construct of Clinical High-Risk for Psychosis (CHR-P) defines the preclinical prodromal stage of psychosis, which is usually characterized by attenuated or temporally limited psychotic symptoms and a partial functional decline (Nelson & McGorry, 2020). The CHR-P construct is pragmatically helpful to facilitate the early identification of young help-seeking subjects at imminent risk of developing a full-blown psychotic state, i.e. undergoing a transition from the prodromal to the clinical stage of psychosis. 
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Besides antipsychotics and antidepressants, benzodiazepines (BDZ) are frequently prescribed to help-seeking CHR-P individuals, mostly to contrast anxiety and insomnia. According to some studies, 5% to 10% of CHR-P individuals receive a prescription for BDZ in the first year of contact with an early intervention center (Poletti et al., 2019; Fusar-Poli et al., 2020). Indeed, help-seeking CHR-P higher have a prevalence of anxiety (Solmi et al., 2023) and, in about 30% of the cases a fully-fledged individuals have high comorbid anxiety disorders, (estimated at 30% of cases circa (Salazar de Pablo et al., 2021), and compared to controls, the CHR-P status was related to a higher prevalence of anxiety (Solmi et al., 2023). Furthermore, There is some evidence that the presence of more severe anxiety has been is related to the persistence of attenuated psychotic symptoms in CHR-P individuals (Cropley et al., 2015). Nevertheless, treatments that decrease the risk of transition to psychosis in CHR-P individuals do not favor a reduction of anxiety in these subjects (Mei et al., 2021). Thus, there is a rationale for the focused treatment of anxiety in CHR-P individuals. 
The treatment of anxiety includes a variety of approaches, and several classes of drugs have been proposed for short- and long-term treatment of anxiety disorders. Antidepressants, especially Selective Serotonin Reuptake Inhibitors (SSRIs), are currently considered the first-line treatment for anxiety disorders (Bandelow et al., 2022; Bandelow et al., 2023). Additional drugs that are listed in current guidelines for the treatment of anxiety are pregabalin (for generalized anxiety disorders), beta-blockers (especially for somatic symptoms), buspirone, and, albeit off-label, quetiapine (Bandelow et al., 2023).
Although BDZ are not recommended for routine use because of the risk of abuse, they are the most effective drug to contrast an acute anxiety crisis (Bandelow et al., 2017). Currently, BDZ are among the most prescribed drugs for psychopathology, with anxiety and insomnia as the most common reason for the prescription (Dubovsky and Marshall, 2022). Because of their favorable side effects profile and the low risk of lethality in overdose, BDZ can be used during the first phase of treatment with SSRIs, when the antidepressant still has to produce its therapeutic effects. They are also used acutely to control abstinence from alcohol, in the management of seizures, control agitation, and, as well, for muscle spasms and anesthesia premedication (Dubovsky and Marshall, 2022).
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Table S1 Quality rating of studies included in the Meta-analysis according to the Newcastle-Ottawa Assessment Form for Cohort Studies.  	 
	Study
	Selection
	
Comparability
	
Outcome
	
AHRQ
Standard

	
	Item 1
	
Item 2
	
Item 3
	
Item 4
	
Item 1
	
Item 1
	
Item 2
	
Item 3
	

	Ziermans et al., (2011)
	*
	*
	*
	*
	
	*
	*
	*
	Good

	Focking et al., (2016)
	*
	*
	*
	*
	
	*
	*
	*
	Good

	Francesconi et al. (2017)
	*
	*
	*
	*
	
	*
	*
	
	Good

	Yoviene-Sikes et al., (2020)
	*
	*
	*
	*
	
	*
	*
	
	Poor

	Kristensen et al., (2021)
	*
	*
	*
	*
	
	*
	*
	*
	Good




Note: Newcastle-Ottawa Quality Assessment Form for Cohort Studies
Selection items
1) Representativeness of the exposed cohort
2) Selection of the non-exposed cohort
3) Ascertainment of exposure
4) Demonstration that outcome of interest was not present at start of study
Comparability Items
1) Comparability of cohorts on the basis of the design or analysis controlled for confounders
Outcome items
1) Assessment of outcome
2) Was follow-up long enough for outcomes to occur
3) Adequacy of follow-up of cohorts

Thresholds for converting the Newcastle-Ottawa scales to AHRQ standards (good, fair, and poor):
Good quality: 3 or 4 stars in selection domain AND 1 or 2 stars in comparability domain AND 2 or 3 stars in outcome/exposure domain
Fair quality: 2 stars in selection domain AND 1 or 2 stars in comparability domain AND 2 or 3 stars in outcome/exposure domain
Poor quality: 0 or 1 star in selection domain OR 0 stars in comparability domain OR 0 or 1 stars in outcome/exposure domain
