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Figure S1. PC371 in gene reporter assay. PC371 at high doses (512 and 1024ug/mL) did not

decrease the Miller units. Data was collected from one experiment.
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Figure S2. Measure of the CCso using cells viability assays. MTT assay was done with HepG2 (a) and MAC-T (b) cells by increasing

the concentration of pyrimidine compounds (PC371, PC372, PC206 and PC383). ICso of at least two assays and three replicates’ values

were measured with Graph Pad prism 9.4.1. The same has been made with the LDH release assay with HepG2 cells (c), MAC-T cells (d).
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Figure S3. Metabolic and plasmatic stability of PC206. Metabolic stability of PC206 was

evaluated over a time period of 60 minutes. For the metabolic stability (a), 0.5 mg/mL of S9 CD-1

female mice liver fraction proteins were exposed to 10 uM of PC206. PC206’s half-life was

determined to be 83.3 minutes. Regarding the plasmatic stability (b), 10 uM of PC206 was exposed

to CD-1 female mice plasma. For timepoints evaluated, PC206 is stable in plasma.
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Figure S4. Safety assessment of PC206 in cows. Milk production (a) and somatic cell counts
(SCC) (b) were measured as surrogate markers for the onset of inflammation 12 hours before and
during 69 hours after PC206 IM infusion given immediately after the morning milking. Body
temperature, SCC, quarter milk production and milk appearance did not differ significantly when

comparing the three doses to the untreated control group (0 mg).
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Figure S5. UPLC-MS chromatogram of PC206.
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Figure S6. '"H NMR spectra of PC206.
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Figure S7. 3C NMR spectra of PC206.
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Figure S8. UPLC-MS chromatogram of PC371.
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Figure S9. '"H NMR spectra of PC371.
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Figure S10. 13C NMR spectra of PC371.
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Figure S11. UPLC-MS chromatogram of PC372.
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Figure S14. UPLC-MS chromatogram of PC383.
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Figure S15. '"H NMR spectra of PC383.
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