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mg/kg bw treatment profiles, with the 2 mg/kg profile spanning both.

A e e e DR R e en o PR Covege Iporen = 35 liver miRNA were significantly altered at both carcinogenic doses (4 and 8 mg/kg bw).
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These data support previous studies that demonstrated cellular response to toxicity and

[ S proliferation are occurring in the mouse liver after short term exposure to furan at these

damage response

"y doses
- = RO B * mMIRNA appear to be more sensitive early indicators of furan toxicity than mRNA, with lower
3 L T ey e gy T T R L R T e EE mm BMD values
. e fiajeiOvenplofinaniDEmRS * Many of the altered liver miRNA have been associated with HCC in the literature.
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Dose-responsive liver and blood miRNA

Preliminary evidence suggests that primary hepatocyte culture may be a useful tool for
mMiRNA biomarker discovery.

bloma rke rs | N d |Cate fu ra n—med |ated ||Ve r Our results indicate mechanistic involvement of miRNA in furan

tumorigenicity and identify several candidates with potential utility as
accessible, dose-responsive biomarkers of chemical-mediated
disease outcome.

Fig. 2. Dose Separation after DESEQ2 analysis, liver DEmiRs filtered at FDR < 0.05, FC + 1.3. PCA of log2 normslized
asts (A) and lustering of DEmiRs sltered st sl three doses (B) show two clusters: (0 and 1 mgkg
doses) and (4 and 8 mgikg doses) with the 2mg/kg dose overlapping both clusters.
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