Table S1.  Differential expression results for mRNA.

Expression data was normalized and log2-transformed for analysis (see Methods).  Three tabs provide results for the three timepoint comparisons analyzed: 72 hours vs. baseline, 7 days vs. baseline, and 7 days vs. 72 hours.  Columns for each tab of the file are as follows: Gene name, P-value from the paired t-test, the FDR-adjusted P-value from the paired t-test, the mean difference in mRNA expression values, and the standard deviation for the mean difference in expression values.


Table S2.  Differential expression results for miRNA.

Expression data was normalized and log2-transformed for analysis (see Methods).  Three tabs provide results for the three timepoint comparisons analyzed: 72 hours vs. baseline, 7 days vs. baseline, and 7 days vs. 72 hours.  Columns for each tab of the file are as follows: Gene name, P-value from the paired t-test, the FDR-adjusted P-value from the paired t-test, the mean difference in miRNA expression values, and the standard deviation for the mean difference in expression values.


Table S3. Significantly correlated miRNA-mRNA pairs supported by TargetScan or MirTarBase 

Significantly correlated miRNA-mRNA pairs were defined as having Spearman correlation coefficient  r < -0.4 and p<0.05. TargetScan (ver 8.0) and MirTarBase (ver 9.0) were queried for these miRNA-mRNA pairs to bolster evidence of predicted interactions.


Table S4. Testing for differences in the principal component analysis of differences in two timepoints and projected onto the differences for the other two timepoints. 

A principal component analysis (PCA) was computed on the differences in the expression for the timeframe identifying specified pathway identified in the bioinformatic analyses. Using the first timeframe, the loadings defining the first principal component (PC) were used to project the first PC onto the differences in expression in the second timeframe; the first PC captures the dominant shared variation across the differences in gene expression between the two timepoints. For each pathway, a paired t-test was computed to test whether the first principal component was statistically different between the two timepoints. The first PC captures the dominant variation and is a priori focus. However, the process was repeated for the second, third, and fourth PC to illustrate the decay in proportion of variation explained and for completeness.

Table S5. Associations between clinical/demographic variables and miRNAs correlated with Neutrophil Degranulation Pathway genes.

Eighteen clinical and demographic variables were tested for statistical association with the change in log2-transformed normalized expression between baseline and 7 days for miR-3613-5p and miR-3690-5p.  A Wilcoxon (nonparametric) test was used to evaluate the binary variables (Yes/No), while the Spearman correlation coefficients and corresponding p-values were calculated for the continuous variables (age, ICH volume).

Supplemental Figure S1. Diagonal Split Heatmap of correlation and p-value at day 7

Unclustered heatmap for the combined Spearman correlation coefficient (r) and the -log10(p-value) between miRNAs and mRNAs from the neutrophil degranulation pathway. Each square on the heatmap is separated by a diagonal line with upper left showing the -log10(p-value) and the lower right showing the Spearman correlation coefficient after filtering the Spearman correlation coefficient (r) < 0 and p-value <0.05. The focus on negative correlations is based on the biologic relationship between miRNA and mRNA expression.

Supplemental Figure S2. Pathway Analysis of differentially expressed mRNA between 72 hours vs. baseline.

Supplemental Figure S3. Pathway Analysis of differentially expressed mRNA between 7 days vs. baseline.

 



