An Artificial Intelligence-guided signature reveals the shared
host immune response in MIS-C and Kawasaki disease
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Supplementary Figure S1 (related to Figure 2).

The KD-specific (13 gene)! and the sViP (20 gene) signatures are independent. Top: Both sViP and
KD-13 signatures are induced in the whole blood samples from MIS-C and KD subjects (Figure 2c, h), and
here we asked if their induction may be co-dependent or independent using a correlation coefficient
analysis. Bottom: Correlation tests (two-sided test of the slope of the regression line compared to zero)
between KD-13 signature (Y axis) and sViP (left, x axis) or IL15/IL15RA compositive score (right, x axis)
were calculated and displayed as scatter plots using python seaborn Implots. The confidence interval
around the regression line is indicated with shades.
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Supplementary Figure S2 (related to Figure 4a).

Serum cytokine profiles in Kawasaki Disease (KD) in acute and convalescent disease. Line plots
show the changes in the levels of cytokines in paired samples from acute and convalescent visits of KD
subjects. Wilcoxon matched pairs signed rank test was used for two parameter two-sided statistical analysis
to test significance. Source data are provided as Supplementary Data 2.
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Supplementary Figure S3 (related to Figure 5).

Correlation tests of cytokine levels, as determined by mesoscale and clinical/laboratory findings.
Heatmaps of correlation matrix are displayed for MISC (a) and KD (b). Correlation matrix and significance
was determined using GraphPad Prism 9. Significant correlations (based on two-sided test of the slope of
the regression line compared to zero), defined as those in which p values are < 0.05 are highlighted in bold
fonts. Source data are provided as Supplementary Data 2.
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Supplementary Figure S4 (related to Figure 6).

a. Schematic summarizes how sViP signature classifies two distinct cardiac phenotypes, CAA and reduced
pump function in KD and MIS-C, respectively. b. Consecutive sections from formalin fixed paraffin
embedded (FFPE) cardiac tissue collected at autopsy from a child with severe debilitating cardiac
complications of KD were stained for masson’s trichrome, H&E and IL15/IL15 receptor A antigens (left).
Healthy heart sections from another child were used as controls (right). Representative images from one
subject is shown. Scale bar = 200 pm.
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