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Metabolic dysregulations such as weight gain, high cholesterol, and altered fasting blood glucose
are common side effects of antipsychotics, the principal treatment option for psychiatric disorders
such as schizophrenia. While a portion of these effects can be attributed to changes in mood,
behavior, and homeostasis within the brain, there is evidence that antipsychotics can have direct and
deleterious effects on the periphery, including modulations in adipocytes. In this study, human pre-
adipocytes (cell line A41) were differentiated into mature white adipocytes before being exposed to
6 antipsychotics with a range of severity of inducing metabolic side effects in patients. These
samples were multiplexed (16-plex) with TMTPro, each plex containing all 3 control conditions to
maintain intra-injection comparisons, prefractionated into 8 fractions by reversed phase separation,
and injected into a Thermo Scientific Orbitrap Eclipse mass spectrometer for analysis. All
conditions were executed with technical triplicate, and two passages were utilized as biological
pseudoreplicates. A vehicle condition was used as a comparative negative control, and cells that had
just finished undergoing maturation induction were collected early as a metabolically active control.
Data were processed using Proteome Discoverer v2.5, identifying over 6000 proteins per plex.
Filters revealed approximately 4500 quantified proteins per plex, and statistical analyses revealed
differentially expressed proteins in each comparison. Distinct dysregulations were seen among
different antipsychotics. Pathway and gene ontology overrepresentation analyses revealed few
terms, partially in agreement with previous literature, suggesting that post-translationally modified
protein activity may have more of an effect on antipsychotic-induced lipid dysregulation than the
levels of individual proteins.
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