Supplementary Figures

Figure S1. PCA plots of all samples (A), and without the outlier sample (B).

Figure S2. Heatmap of the distribution of all samples (A), and without the outlier simple

(B).

Figure S3. Volcano graphs of the statistically significant Differentially Expressed Genes
(SDEGs), indicated by red dots, between symptomatic and asymptomatic animals (padj<
0,05) five days pre-infection, three, seven and fifteen days post-infection (A), and among

symptomatic cattle (padj < 0.05) over time (B).

Figure S4. Venn diagram of the shared numbers of the Significant Differentially
Expressed Genes (SDEGS) between symptomatic vs. asymptomatic animals five days
pre-infection, three, seven and fifteen days post-infection (A), and among symptomatic

cattle overtime (B).

Figure S5. Gene Ontology (GO) enrichment test (padj < 0,05) for the symptomatic vs.

asymptomatic contrasts (A) and symptomatic cattle over time (B).

Figure S6. KEGG pathway enrichment test (padj< 0.05) for the symptomatic vs.
asymptomatic contrasts (A) and symptomatic cattle over time (B).

Figure S7. The KEGG view on the cytokine-cytokine receptor interaction pathway
(bta04060) enriched on 7 days post-infection among symptomatic cattle (padj< 0.05).
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Figure S1. PCA plot of all samples (A), and without the outlier sample (B).
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Figure S2. Heatmap of the distribution of all samples (A), and without the outlier

simple (B).
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Figure S3. Volcano graphs of the statistically Significant Differentially Expressed Genes
(SDEGsS), indicated by Red dots, between symptomatic and asymptomatic animals (padj<
0,05) five days pre-infection, three, seven and fifteen days post-infection (A), and among

symptomatic cattle (padj < 0.05) overtime (B).
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Figure S4. Venn diagram of the shared numbers of the Significant Differentially
Expressed Genes (SDEGs) between symptomatic vs. asymptomatic animals five days
pre-infection, three, seven and fifteen days post-infection (A), and between symptomatic

cattle overtime (B).



negative regulation of intracellular signal ransduction

negative regulation of transcription by RNA polymerase TI

regulation of small GTPase mediated signal transduction

responsc to organophosphorus

response 10 purine—containing compound
carbohydrate derivative catabolic process
cellular response to external stimulus
cellular response to endogenous stimulus
negative regulation of signal transduction
organic substance catabolic process
response to endogenous stimulus

negalive regulation of signaling

negative regulation of cell communication
carbohydrate derivative metabolic process

padjust

cellular response to chemical stimulus G008

A N 006
responsc to cndoplasmic reticulum stress

s
negative regulation of response (o stimulus

(R
dephosphorylation

purinc ribonucleotide metabolic process
ribonucleotide metabolic proces

ribose phosphate metabolic process

purine nucleotide metabolic process
organonitrogen compound catabolic process

cellular responsc to organic cyclic compound

cellular response to organonitrogen compound

purine—containing compound metabolic process

fe=
[}
o
s

Counts

Al

transport along microtubule
cytoskeleton—dependent intracellular transport
organelle transport along microtubule
microtubule—based transport

vitamin transport

regulation of Rho protein signal transduction
axonal transport

axo—dendritic transport )

regulation of Ras protein signal transduction p-adjust
microtubule—based movement

cytosolic calcium ion transport 0.0075

N 0.0050
organelle localization
lipid transport

lipopolysaccharide-mediated signaling pathway

0.0025

cholesterol transport

sterol transport

lysosomal transport

lytic vacuole organization

antigen processing and presentation
Rho protein signal transduction
lysosome organization

regulation of cell growth

A2



chaperone—-mediated protein folding

cell-substrate adhesion

p-adjust
0.007
0.006
0.005
0.004
0.003
0.002

hemostasis

blood coagulation

coagulation

Counts

A3



regulation of inflammatory response to antigenic stimulus

humoral immune response mediated by circulating immunoglobulin
inflammatory response to antigenic stimulus

regulation of oxidoreductase activity

defense response to Gram—positive bacterium

cytokine—mediated signaling pathway

regulation of toll-like receptor signaling pathway

regulation of interferon—gamma production

interferon—gamma production

immunoglobulin mediated immunc responsc

paadjust

positive regulation of lymphocyte mediated immunity 00075

. o Py . . 040050
regulation of pattern recognition reeeptor signaling pathway

D025
B cell mediated immunity

positive regulation of adaptive immune response based on somatic recombination of immune receptors built...
positive regulation of adaptive immune response

positive regulation of leukocyte mediated immunity

regulation of lymphocyte mediated immunity

defensc response to bacterium

humoral immune response

detense response to other organism

regulation of adaptive immune response based on somatic recombination of immune receptors built...

toll-like receptor signaling pathway

0 1 2 3 4

Counts

Figure S5. Gene Ontology (GO) enrichment test (padj < 0,05) for the symptomatic vs.
asymptomatic contrasts on three, seven, and fifteen days post-infection (A1l-A3,
respectively) and among symptomatic cattle seven days post-infection vs. pre-infection
(B). There was no significantly enriched GO in the symptomatic vs. asymptomatic
contrast on pre-infection and among the symptomatic cattle in the post-infection vs. pre-

infection contrast on three and fifteen days post-infection.
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Figure S6. KEGG pathway enrichment test (padj< 0.05) for the symptomatic vs.
asymptomatic contrasts (Al to A3) and among symptomatic cattle over time vs. pre-
infection on three, seven and fifteen days post-infection (B1 to B3), respectively. There
was no significantly enriched KEGG pathway in the symptomatic vs. asymptomatic

contrast on pre-infection.
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Figure S7. The KEGG view on the cytokine-cytokine receptor interaction pathway
(bta04060) enriched seven days post-infection among symptomatic cattle (padj< 0.05).
The ILIRAP gene has been highlighted in the red box. The up and down-regulated genes
have been shown with red and green colors, respectively. The color intensity is
proportional to the regulatory activity. Rendered by Pathview Web (Luo & Brouwer
2013; Luo et al. 2017).
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