Supplementary Fig.1| a) TEER values for HC, BD, and SZ BMECs. Depicted are the average of three technical replicates (9 measurements for each technical replicates) repeated three separate times for one representative cell line from HC, BD, and SZ BMECs. Coefficient of variation across all three technical replicates ranges from 1-26% for each diagnostic group. Mean ± s.e.m is shown for each day. b) TEER value for HC (black), BD (pink), and SZ (blue). Depicted are the average of three technical replicates repeated at separate times for each subject. Mean ± s.e.m is shown for each day.


Supplementary Fig. 2| a) TEER values for cross-culture assays comparing HC BMECs cultured alone to HC BMECs co-cultured with either BBB-nondeficit or BBB-deficit BMECs and comparing BBB-deficit BMECs cultured alone to BBB-deficit BMECs co-cultured with HC BMECs. HC subject: ML56; BBB-nondeficit subject: ML250 (SZ); BBB-deficit subjects: ML37 (SZ), ML81(BD), ML233(SZ). TEER values were collected using three biological replicates. Mean ± s.e.m is shown for each day. b) Heatmap depicting normalized proteomic marker levels detected in conditioned media collected from HC (n=4), BD (n=4), and SZ (n=4) groups during peak TEER (day 2) values. c) Normalized CXCL12 levels in HC, BD, and SZ groups. Raw concentration values were normalized to the average concentration of individuals in HC group. Each dot represents the normalized cytokine level for each line. Mean ± s.e.m is shown for each group. Significance was determined using a general linear hypothesis test (*p=0.0439 comparing CXCL12 in SZ to HC and #p=0.0166 comparing CXCL12 in SZ to BD). All reported p-values are two-sided. d) Correlation matrix between concentrations for each of the markers from the proteomic analysis. Correlations were performed using Spearman correlations and only those pairwise correlations with a p-value <0.05 are shown separately in the HC and in the SZ + BD groups. e-g) Quantification of MMP1 mRNA, protein level, and activity in HC, BD, and SZ BMECs. By using One-Way ANOVA and post-hoc Tukey multiple comparison test, no significant differences were observed for MMP1 mRNA and protein levels or MMP1 activity. RT-qPCR was conducted using three technical and biological replicates for each line. Western blots were performed in biological duplicates and band intensities were quantified using Fiji by Image J and normalized to GAPDH. MMP1 protein activity assay (human Active MMP1 Flurokine E kit) was performed in technical triplicates using conditioned medium from HC, BD and SZ BMECs.  

Supplementary Fig. 3| Quantification of total CLDN5 total protein intensity in BBB-deficit subjects with and without infliximab or piroxicam treatment. Six fields of view from ICC images for each line were used for quantification. Raw intensity values were normalized to the total number of nuclei in each respective field of view and to the averaged intensity of the control condition. Mean ± s.e.m is shown for each group. By using One-Way ANOVA and post-hoc Tukey multiple comparison test, no significant differences were observed in CLDN5 protein intensity.
