Supplementary Methods:

Confounding factors

Of the 14 studies in total included in this review; 12 excluded, or co-varied for post-hoc, patients and/or controls with a history of mental disease, substance abuse or the presence of medical conditions. Some were more stringent in this regard and excluded patients and controls based on multiple additional criteria (for example presence of co-morbid disorders; Domenici et al. 2010; Chan et al. 2015; Jaros et al. 2012). A study by Schwarz and colleagues (2011) used US military patients, who were regularly drug-screened, and therefore could assume to have excluded patients abusing substances. Yang and colleagues in 2006 did not exclude patients based on possible confounding effects. 

13 of the 14 studies included in this review used demographically matched controls to cases, in order to limit the potential for confounding factors to interfere with results. The study by Yang and colleagues (2006) used healthy controls; however there was no mention of these being matched for age, gender or any other possible confounding factors. The remaining 13 studies found no significant difference between age and gender between cases and controls, at the minimum. Again, some studies were more stringent than others with regards to matching the demographics of controls and patients; smoking status, body-mass index (BMI), cannabis consumption, tobacco consumption were matched in studies by Jaros and colleagues (2012), Cheng and colleagues (2010), and Chan and colleagues (2015). Domenici and colleagues used non-matched controls; however statistics remained significant after co-varying for BMI, gender, age and drug treatment effects. Perkins and colleagues matched for age, gender, ancestry and socioeconomic status, and also co-varied for depression and anxiety post-hoc.

Inconsistency between studies 
Eight out of a total of 11 biomarkers with disparity in direction of change between studies were identified in a paper by Domenici and colleagues; for six of these proteins the findings from Domenici and colleagues contradicted the findings from other papers in terms of direction of change.  This may be explained by the fact that the schizophrenia group in this study had a significantly higher percentage of active smokers with respect to controls. However, the plasma levels of the most significant findings; BDNF, RANTES, TIMP-1, EGF and MDC, were still significantly altered in non-smokers. This suggests that these robust findings are un-altered by smoking status, whereas led robust findings may be. This is in keeping with the results of this review in that three of the four most significant findings in Domenici and colleagues’ study, which were also included in table 2, were altered in the same direction in cases as findings from other studies (RANTES, TIMP-1 and MDC; EGF had the opposite direction of change). A further two biomarkers (APOA1 and SGOT) were found to be altered in opposite directions by Schwarz and colleagues (2011) to other studies. A possible explanation for this may be their not excluding samples with possible confounding factors such as those mentioned above (other than substance abuse), leading to discrepancies in results. Despite this, the use of samples taken before onset and from military members reduces the risk of other medical conditions or co-morbid disorders. 

