Supplementary Figure 1: Case 1 scRNAseq, UMAP
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A) Quality control metrics of sScRNA-seq including nFeature, nCount, and percent
mitochondrial genes expression

B) Uniform Manifold Approximation and Projection (UMAP) visualization showing five
cell types: B cells, CD4 T cells, CD8 T cells, monocytes, and NK cells

C) Distribution of cell numbers across samples.
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Supplementary Figure 2: Case 2 scRNAseq, UMAP
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A) Quality control metrics of scRNA-seq including nFeature, nCount, and percent
mitochondrial genes expression

B) Uniform Manifold Approximation and Projection (UMAP) visualization showing five
cell types: B cells, CD4 T cells, CD8 T cells, monocytes, and NK cells

C) Distribution of cell numbers across samples.



Supplementary Figure 3: Patient-paracetamol versus patient-media dotplot
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Top 5 upregulated (red) and downregulated (blue) pathways in bulk PBMCs, CD8 T
cells, CD4 T cells, and B cells. Dot size represents —log10 FDR.



Supplementary Figure 4: Patient-ibuprofen versus patient-paracetamol dotplot
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Top 5 upregulated (red) and downregulated (blue) pathways in bulk PBMCs, CD8 T
cells, CD4 T cells, and B cells. Dot size represents —log10 FDR.



Supplementary Figure 5: Control-ibuprofen versus control-media dotplot

control-ibuprofen

v control-media

cell killing -

leukocyte mediated cytotoxicity -
activation of immune response -
lymphocyte differentiation -
leukocyte mediated immunity o
immune system process -
adaptive immune response -
cellular defense response -
leukocyte activation -

cytolytic granule -

tumor necrosis factor receptor -
mononuclear cell differentiation -
oxidoreduction—driven active A
respiratory chain complex A
mitochondrial respirasome -
respirasome -

microtubule organizing center 4
meiotic nuclear membrane A
nuclear membrane protein 4
nuclear membrane microtubule -
ubiquitin—protein transferase -
focal adhesion -

cytoplasmic translation -
structural constituent of ribosome

cytosolic ribosome -

N

‘0/\/\&Q;

S c§>

Q&e}\\\\\\\\\%

&

-log10(padj)
10
20
30
40

Immune

50

Direction

® uw
@ down

Mitochondria

Membrane-associated

Ribosome

Top 5 upregulated (red) and downregulated (blue) pathways in bulk PBMCs, CD8 T
cells, CD4 T cells, and B cells. Dot size represents —log10 FDR.



