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Supporting Figure 1 

 

 

 
Supporting Figure 1. Effect of different concentrations of cariprazine and AY9944 on human 

fibroblasts 13C-sterols. Three different control human fibroblasts were cultured in the presence of 

cariprazine and AY9944 for 7 days in lipid-deficient medium containing 10 mM 13C-glucose as 

major energy source.  
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Supporting Figure 2 

 

 
Supporting Figure 2. 13C-sterols and Residual Cholesterol Synthesis in A549 cells lines in the 

presence and absence of the antipsychotics. Cells were incubated with 10 mM 13C-glucose in lipid-

deficient medium for 48 h. All four compounds were present at 100 nM. *p<0.05, **p<0.01, 

***p<0.005 and ****p<0.001. 
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Supporting Figure 3 

 

 
Supporting Figure 3. Cariprazine affects serum sterol levels of mice injected with the drug. 

Cholesterol levels correspond to: 556.5 ± 13.1 nmol/million cells (vehicle) and 672.8 ± 26.1 

nmol/million cells (cariprazine).    
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RNA Preparation and Quantitative PCR 

These methods have been described previously (1, 2) and we provide here detailed 

description. Total RNA was isolated from the cells using Trizol (Life Technologies, Rockville, 

MD). The concentration of total RNA was measured on a Nanodrop instrument (Thermo 

Scientific, Wilmington, DE). Total RNA (500 ng) from each sample was reverse transcribed to 

cDNA using a High Capacity cDNA Archive Kit (Applied Biosystems, Foster City, CA). Real 

time PCR was performed with an StepOnePlus Real Time PCR System (ThermoFisher) using 

cDNA (equivalent to 5 ng of input RNA) per 25 µl reaction volume, 2X SYBR green master mix, 

and gene-specific primers. All samples were run in triplicate. Differential expression was 

calculated as ΔΔCt against expression of two normalizers (Actb, Pgk1). 

Statistical analyses of the qPCR data were performed using pairwise Student t-test in MS-

Excel 2010, while false discovery for multiple testing was performed by calculating the individual 

q-value (3) for transcript using the Benjamini-Hochberg approach (4). 
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mRNA levels of hmgcr and dhcr7 in the cortex.  

ΔΔCt values correspond to the difference between cariprazine group and vehicles groups. Values 

correspond to the mean ± SE of five animals. ΔΔCt for hmgcr was 0.048 ± 0.077 and for dhcr7 

was 0.063 ± 0.108. There is no statistical difference between cariprazine and vehicle groups.  



 S6 

 

Purity of tested compounds 

All tested compounds have purity >95% as determined by NMR and/or HPLC analysis. The 

Certificate of Analysis or analytical evidence is included for each compound. 
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Cariprazine (ChemScene, 99.76%)
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Brexpiprazole (ChemScene, 99.38%) 
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Aripiprazole (Bristol Myers Squibb, >95%) 
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AY9944 (Vanderbilt Synthesis Core, >95%) 
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1-(2,3-Dichlorophenyl)piperazine (Sigma-Aldrich, 97%) 
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1-(3-Chlorophenyl)piperazine (Sigma-Aldrich, 99%) 
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D-13C6-glucose (Cambridge Isotope Laboratories, 99%) 
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