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Serum concentrations of substances were determined in patients before the onset of DILI (Before DILI), during DILI (During DILI)
and after the recovery of DILI (After DILI). Panel A shows the increase in the concentration of serum liver injury markers
normalized by the upper limit of normal values. If ALT = ALP or ALT < ALP, normalized values of ALT or ALP was selected,
respectively. For control subjects, n=15 from 15 patients, whereas for Before DILI, During DILI and After DILI patients, n=281,
n=278, and n=446, respectively, from 63 patients. Panel B shows the serum g-Glu-Xs concentrations. For control subjects, n=15
from 15 patients, whereas for Before DILI, During DILI and After DILI patients, n=116, n=140, and n=215, respectively, from 63
patients. Panel C shows the serum concentrations of TNFa. For control subjects, n=15 from 15 patients, whereas Before DILI,
During DILI and After DILI patients, n=93, n=114, and n=81, respectively, from 63 patients. Panels D, E and F show the serum
concentrations of IL-1b, IFNg and IL-6, respectively. In Panels D, E and F, the n for control subjects were 15 from 15 patients,
whereas those for Before DILI, During DILI and After DILI patients were 90, 95 and 75, respectively, 63 patients). Each bar and
box represents the median and the range from lower to upper median. *p < 0.05 and **p < 0.01, significantly different from the
respective control groups. 11
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Scoring analysis for DILI. Serum concentrations of g-Glu-Xs, TNFa, IL-1b, IFNg, IL-6 and CRP were normalized by
that of control and scored. In each patient, the highest scores of each marker, which are observed within 10 days
before the peak of liver injury, were summed and these values were plotted with the peak amount of normalized
ALT/ALP. The open and closed circles represent the results from control (n = 15) and DILI (n =42) patients,
respectively.
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The total amount of DCLF and protein-adduct form of DCLF, respectively, in each fraction. Results are given as the
mean = SD of 3 independent experiments. *p < 0.05 and **p < 0.01, significantly different from the respective

control group.
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Rat hepatocytes were cultured in the medium containing DEM, cytokines and DCLF at indicated concentrations for
24 h, (A) Cell viability was normalized by that in the absence of DCLF in each treatment. Closed diamond and open
square, triangle and circle represent the results obtained in the presence of vehicle (veh), DEM, cytokines and both
DEM and cytokines, respectively. Each approximation curve was drawn according to the least-squares analysis.
Results are given as the mean = SD of 6 independent determinations. (B) Cytochrome c release from
mitochondria to cytosol was determined by Western blotting. After 24 h incubation, fractions of mitochondria and
cytosol were prepared from hepatocytes to determine the amount of cytochrome c. As a control protein in each
fraction, Na*/K*-ATPase a and a-tubulin were confirmed in mitochondria and cytosol fraction, respectively. Results
are given as the mean =+ SD of 4 independent determinations. *p < 0.05, **p < 0.01 and ***p < 0.001,
significantly different from the control group.
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