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Supplementary Table S1: Antibodies used for flow cytometry

Reagent Fluorochrome | Supplier Clone Catalogue
where number
applicable

CD115 PE BioLegend AFS98 135505

Ly6C PE-Cy7 BioLegend HK1.4 128018

Ly6G FITC BioLegend 1A8 127605

CD3 PE BioLegend 17A2 100206

CD4 PerCP BioLegend RM4-5 100537

CD8 APC-Cy7 BioLegend 53-6.7 100714

NK1.1 PE-Cy7 BioLegend PK163 108714

B220 FITC BioLegend RA3-6B2 103206

FITC, fluorescein isothiocyanate; APC, allophycocyanin; PE, phycoerythrin; Cy7,
cyanine-7; PerCP, peridinin-chlorophyll-protein
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Supplementary Figure S1. Sequential plots for gating strategy for the
identification of peripheral blood lymphoid cell populations by flow cytometry
The plots illustrate the gating strategy for the identification of the lymphoid cell
populations in the peripheral blood.
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Supplementary Figure S2. Sequential plots for gating strategy for the
identification of peripheral blood myeloid cell populations by flow cytometry
The plots illustrate the gating strategy for the identification of the myeloid cell
populations in the peripheral blood.
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Supplementary Figure S3. RSV has no detrimental effects on cell viability of
THP-1 and primary human monocyte-derived macrophages

THP-1 macrophages (A) and human monocyte-derived macrophages (HMDM,;
B) were treated with the vehicle control (DMSO) or the indicated concentration of
RSV for 24 hours. Lactate dehydrogenase (LDH) assay kit was used on the
supernatant to assess cell viability. Data (mean + SEM from three or four
independent experiments) are represented to the vehicle control that has been
arbitrarily assigned as 100%. Statistical analysis was performed using one-way
ANOVA with Dunnett (A) or Tukey’s post-hoc analysis (B). No significant changes
were observed.
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Supplementary Figure S4. RSV has no detrimental effects on cell viability of
human aortic smooth muscle and endothelial cells

Human aortic smooth muscle cells (HASMCs; A) and human aortic endothelial
cells (HAECs; B) were treated with the vehicle control (DMSO) or 50 yM RSV for 24
h. Cell viability was then assessed using the LDH assay kit. The results are
presented as mean + SEM relative to the vehicle control, which was set to 100%
from three independent experiments. Statistical analysis was performed using an
unpaired student’s t-test. No significant changes were observed.
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Supplementary Figure S5. Schematic representation of oxidative
phosphorylation pathway (OXPHOS) affected by resveratrol treatment

The OXPHOS emerged as the most significantly enriched pathway inhibited by
RSV. The inner mitochondrial membrane hosts five multi-subunit enzyme complexes
(Complex I-V) and two electron carriers — coenzyme Q10 (CoQ10) and cytochrome C.
The five complexes contain NADH: ubiquinone oxidoreductase (complex 1), succinate:
ubiquinone oxidoreductase (complex Il), ubiquinol: ferrocytochrome c oxidoreductase
(complex Ill), ferrocytochrome c: oxygen oxidoreductase or cytochrome c oxidase
(complex IV), and ATP synthase (complex V). In the pathway, complex | catalyses the
transfer of electrons from NADH to coenzyme Q (ubiquinone) that carries electrons from
complex | to complex Ill. Complex Il receives electrons from the TCA cycle intermediate,
succinate, and catalyses the transport of electrons to FADH2 and then to coenzyme Q
(ubiquinone), subsequently transferring electrons to complex Ill. In complex lll, electrons
transfer from ubiquinol to cytochrome C that brings electrons to complex IV. Finally,
complex IV uses these electrons to reduce oxygen to water. The complex V is the final
enzyme in the oxidative phosphorylation pathway and uses the energy stored in a
proton gradient generated by respiratory chain to produce ATP from ADP. The genes in
blue are those whose expression is suppressed while the genes in red are those whose
expression is induced. Node intensity colour reflects the degree of significance
whereases bright colour is less significant. Image generated by the IPA program.
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Supplementary Figure S6. The NF-kB pathway was predicted to be inhibited by
RSV

The figure displays the NF-kB signalling pathway in which the genes in the
data set were overlapped to visualise the effect of RSV intervention on genes
implicated in the pathway. The nodes in blue represent down-regulated genes while
the red/orange nodes represent up-regulated genes. Genes in blue and red/orange
colour are in the data set and are significantly dysregulated (p<0.05) while genes in
grey colour are also in the data set, but they are not significantly changed.
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Supplementary Figure S7. T cell signalling pathway was predicted to be
inhibited by RSV

The figure displays T cell signalling pathway in which the genes in the data set
were overlapped to visualise the effect of RSV intervention on genes implicated in the
pathway. The nodes in blue represent down-regulated genes while the red/orange
nodes represent up-regulated genes. Genes in blue and red/orange colour are in the
data set and are significantly dysregulated (p<0.05) while genes in grey colour are also
in the data set, but they are not significantly changed. The figure shows a reduction in
inflammation, T cell polarisation and activation, and expansion of CD8" T cells.
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Supplementary Figure S8. NLRP3 inflammasome activation was predicted to
be inhibited by RSV intervention

The figure displays the inflammasome activation pathway in which the genes
in the data set were overlapped to visualise the effect of RSV intervention on genes
implicated in the pathway. The nodes in blue represent down-regulated genes.
Genes in blue nodes are in the data set, and they are significantly dysregulated
(p<0.05) while genes in grey nodes are also in the data set, but they are not
significantly changed.
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Supplementary Figure S9. Wnt/B-catenin pathway was predicted to be
activated by RSV

The figure displays Wnt/B-catenin pathway in which the genes in the data set
were overlapped to visualise the effect of RSV intervention on genes implicated in
the pathway. The nodes in blue and red/orange represent down-and up-regulated
genes respectively. Genes in blue and red/orange nodes are in the data set, and
they are significantly dysregulated (p<0.05) while genes in grey nodes are also in the
data set, but they are not significantly changed.
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Supplementary Figure 10. Schematic representation of the relationships
between thioredoxin reductase-1 upstream regulator and affected genes.

The figure displays the relationship between thioredoxin reductase-1 (Txnrd1)
and its target genes that are associated with various atherosclerosis and metabolic
disorders. The blue lines and nodes indicate predicted down-regulation effect while
the orange and yellow lines and nodes indicate predicted up-regulation effect. Dotted
lines indicate an indirect relationship (there is intermediate molecule or step).



