Transcriptional program of cholestatic disease elucidated from
time resolved cellular and molecular responses
in livers of bile duct ligated mice
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Background. Cholestasis denotes a pathological condition where the
normal process of bile secretion is disrupted. Bile acids, the main compo-
nent of the bile fluid, are toxic agents at higher concentrations. Thus, un-
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Perp=18h-2d, Progr=5d-14d) and other time frames (6-18h etc.). Consensus score: weighted average thereof, either positive
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ease progress, and its most closely correlated transcript factor is TGFbeta
(gene Tgfb2). The transcript of fibronectin (Fn1) marks the onset of the dis-
ease process best, the transcript of interleukin 2 (112) for the transition to the
perpetuation phase, and interleukin 28 (I128b) for the transition to the pro-
gression phase. All these genes encode excretion products and, thus, are
candidates for clinical progression parameters. Prominent molecular
events exhibited by strong transcript peaks are found for SHP (NrOb2) at 6h
and transin-2 (Mmp10) at 18h. By exploiting merely temporal transcript
changes, we are able to construct a decision tree that allows to reliably pre-
dict these specific phases of disease progression for each single animal,
suggesting the existence of a well-coordinated and individually reproduc-
ible transcriptional program.
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