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Background

This is a protocol of additional analyses plan to “Sex differences in the efficacy, acceptability and tolerability of antipsychotics in people with an acute exacerbation of schizophrenia: a systematic review and individual-participant-data pairwise, dose-response, and network meta-analyses.” The original protocol was pre-registered (PROSPERO CRD420251022957) and published elsewhere. [1] 

The original research proposal stated: “Our main objective is to investigate sex differences, while also adjusting our findings by accounting for additional variables that may act as potential prognostic factors, effect modifiers, or other factors with an impact on the outcomes.” In the analyses described here, we aim to focus more on additional variables that may influence the relationship between sex and treatment effects or side effects. We will treat these variables as possible effect modifiers and run the series of analyses we conducted for the main sex difference analyses.

Additional analyses

Menopausal status
It is hypothesized that estrogen may interact with antipsychotic metabolism. [2] We will examine this hypothesis by comparing females before menopause vs after menopause. We will use 47 years old as the threshold, but we may consider using 45 and 50 as sensitivity analyses. Based on previous papers, [3] we hypothesize that females after menopause experience less improvement and more side-effects.  

Age
Older people have lower secretion potential and thus may carry higher risk of side-effects. We will examine the effect of age assuming a linear relationship, but we will explore potential non-linear effects if possible. We will also explore whether the effect of age differs between females and males. We expect that the older patients get, the lower doses are needed and the more side-effects inducing antipsychotics will be.

Weight
Females are on average lighter than males and this may lead to sex differences. We will consider lean body weight as the primary measure, which takes the sex difference into account,[4] and body mass index and total body weight as secondary.  We expect that the heavier patients are, less efficacious and less side-effect inducing antipsychotics would be.

Baseline severity
We have already adjusted for the baseline severity in our analysis. Here we want to further examine the potential effect of baseline severity not only as a prognostic factor but also as an effect modifier.[5] We anticipate larger effects for those with severe baseline severity, but no meaningful difference for side-effects.

Race
Different races have different probability of being poor metabolizers (e.g., Asians are more likely to be poor metabolizers than White patients). We hypothesize that Asians require lower doses and are more sensitive to side-effects compared to White. We also anticipate Black patients are more susceptible to side-effects than White patients.[6] 
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