1. SUPPLEMENTARY METHODS
1.1 Search Strategy
We searched the PubMed, EMBASE and Web of Science databases from the inception until March 30 2026, using Medical Subject Headings (MeSH), keywords, and synonyms appropriate for each database related to (Humans) OR (Patients) AND (Schizophrenia) AND (Neurogenesis) NOT (Review) OR (Systematic Review). The full search strategy for each database can be found in supplementary material (Supplementary Table 1). We completed our search by manually reviewing the references of the included articles and contacted study authors for data clarification. The review protocol was not prospectively registered, as it was developed after the initial stages of the study.
1.2 Eligibility
To achieve a concise and precise review of the role of neurogenesis in SCZ, some criteria were selected to systematize the search in the different databases and thus include only articles related to the subject. Inclusion criteria: (i) Studies on SCZ patients; (ii) Studies in which psychosis diagnosis was determined according to either DSM-IV, DSM IV-TR17, DSM-V (American Psychiatric Association, 2013) or International Classification of Diseases, Ninth or Ten Revision (ICD-9 or ICD-10); (iii) Studies measuring neurogenic markers (at genetic, structural, molecular or protein level) of cell proliferation, migration, or differentiation in any peripheral tissue from patients with SCZ. (iv) Studies measuring neurogenic markers in CNS from patients with SCZ (v) Studies with a control group. The exclusion criteria were: (i) SCZ studies focusing on biomarkers related to other than neurogenesis; (ii) Clinical cases reports; (iii) Non-controlled group comparison; (iv) Studies that exclusively focus on the neurogenic effects of exposure to any type of treatment.; (v) Studies conducted on animals; (vi) Studies conducted in languages other than English; (vii) Review articles; (viii) Full text not available and (ix) studies not published in peer review journals. 
1.3 Study Selection
Two independent co-authors (NRR and SGC) screened titles and abstracts to identify studies that met the inclusion criteria outlined above using Rayyan software [1]. The same two co-authors then considered eligible full texts among these articles and the final list of included articles was reached through consensus. The Kappa index was 0.968. Discrepancies over the eligibility of studies were resolved through discussion with additional reviewers (BCF, MRV, NGT and MAN).
The meta-analyses by Tang et al. (2013) [2] and Ou et al. (2016) [3] were included in this systematic review to investigate the relationship between SNPs in the GSK-3β enzyme and SNPs in miR137 with neurogenic processes, respectively. However, the studies included in their meta-analyses did not specifically mention the term 'neurogenesis' individually. Hence, these individual studies were not included in our systematic review. Additionally, the meta-analysis conducted by Patel et al. (2022) [4] was included to investigate the general expression profiling of genes associated with neurodevelopment and neurogenesis employing public datasets from the SCZ ENIGMA consortium.
1.4 Data Extraction
Data was collected by two co-authors (NRR and SGC) and checked for inconsistencies by three other independent co-authors (NGT, MRV and BCF). For each study, the following information was collected in duplicate: (i) publication year and name of the first author; (ii) characteristics of patients with SCZ (age, sex, country, ethnic origin), (iii) type of samples and research methodology used; (iv) outcome measurements of proliferation, migration, and differentiation (marker used for structural neurogenesis, timing of outcome assessments, and corresponding p-values); and (v) general results. In case of missing data, the authors were contacted for additional information.
1.5 Quality Assessment
Sixty-six out of the sixty-eight studies included were evaluated using the checklist provided by the Clarity group at McMaster University (Available online: http://www.distillersr.com/wp-content/uploads/2021/03/Tool-to-Assess-Risk-of-Bias-in-Case-Control-Studies-DistillerSR.pdf). This checklist assesses the risk of bias in case-control studies by considering five domains of the study. These domains include the quality of assessment of exposure, confidence that cases had developed the outcome of interest but not controls, appropriate cases selection, appropriate control selection and appropriate case-control matching based on important prognostic variables or statistical adjustment.  For each of these domains, the studies were classified into one of four categories:  low risk of bias, probably low risk of bias, probably high risk of bias, or definitely high risk of bias. In studies that did not correspond to classical case-control designs, the Clarity Group checklist was applied in an adapted manner, with its criteria interpreted according to the experimental context of each study.
Regarding the meta-analysis conducted by Tang et al. (2013), a formal quality assessment of the included studies is not clearly reported. This lack of transparency makes it difficult to evaluate the overall risk of bias and the robustness of its conclusions. Nevertheless, the authors identified several potential sources of bias that could affect the interpretation of their findings.
Additionally, the meta-analysis conducted by Ou et al. (2016) [3] included studies underwent assessment based on the Newcastle-Ottawa Scale (NOS) criteria. This scale employs a "star" rating system to evaluate the methodological quality across three aspects: selection, comparability, and exposure. Scores on the NOS range from zero (indicating low quality) to nine stars (indicating high quality). Studies scoring less than 5 stars were classified as "low quality," while those with scores of 5 stars or more were considered to be of "high quality” (Supplementary Figure 1).
1.6 Protein-Protein interaction network performing
A protein-protein interaction (PPI) network was performed for the most reported transcripts in the literature of neurogenesis in SCZ, incorporating functional clustering and enrichment information retrieval from relevant databases (Figure 5). The PPI network was performed with Cytoskape V3.10.0. Functional clustering was performed with clusterMaker2 Cytoscape App, which uses a Markov CLustering Algorithm (MCL) from interaction score between nodes. A granularity parameter (inflation value) of 2 was used. Enrichment information for the proteins (nodes) was retrieved and displayed (see Figure 6) from GO Biological Process, KEGG Pathways, and Reactome Pathways databases, removing redundant terms with a cutoff = 0.5.
2. SUPPLEMENTARY RESULTS
2.1 Risk of Bias
The methodological quality of studies included was assessed using the checklist provided by the Clarity group at McMaster University. The risk of bias assessment is presented in Supplementary Figure 1.
Twenty-four out of the sixty-six studies evaluated did not specify the diagnostic criteria for assessing and developing exposure [5–28]. Sixteen studies did not incorporate any method to control for demographic features or clinical characteristics (such as age and sex) or laboratory parameters that could act as potential confounders (e.g., drug consumption or smoking habits) [14, 19–23, 25, 29–37]. Twenty-four studies obtained a low risk of bias (green category) across all domains [38–62]. In five studies, one domain exhibited an unclear or high risk of bias (yellow or red category) [29, 35, 63–65]. Eleven studies were considered to have an unclear risk of bias, with 2 or 3 domains classified as yellow or red categories [28, 32, 34, 36, 37, 66–71]. Lastly, twenty-four studies were considered to have a high risk of bias, with more than 3 domains falling into yellow or red categories [5–11, 13–27, 33, 72]. Our risk of bias study combines studies from categories B and C, labelling them as unclear risk (yellow category) Supplementary Figure 1).
The meta-analysis by Tang et al. (2013) identified biases like selection, information, confounding, and potential reporting bias, which could affect the validity of effect estimates. Ou et al.'s (2016) meta-analysis revealed high methodological quality with NOS scores of 6 or higher, and sensitivity analysis confirmed result robustness without significant heterogeneity or publication bias.
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