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1) Collection of patients’ samples/information and biomarker identification on drug-induced liver
injury
Collection of blood and urine samples combined with clinical information have been continued
for patients with drug-induced liver injury and other liver diseases at 4 hospitals. For
drug-induced liver injury, acute and recovered phases of samples were collected. Two
additional hospitals were joined in this project due to small number of cases so far.
Two metabolites and five proteins reported as biomarker candidates for drug-induced liver
injury were assessed by developed LC/MS/MS assay system and commercial kits after
validation, respectively. We found that one of the two metabolites and all the 5 proteins were
suggested to be changed in their levels in acute phase compared to the recovered phase of the
drug-induced liver injury samples.
We also intensively analysed 2 reported biomarker candidates using samples from

acetaminophen-treated volunteers.

2) Collection of patients’ samples/information and biomarker identification on interstitial lung
disease

Collection of blood and urine samples combined with clinical information have been continued
for patients with interstitial lung disease and other lung diseases at 4 hospitals. Because of the
less number of tolerant control samples, we decided to accelerate sample collection by
concentrating to lung cancer patients treated with anticancer drugs. Metabolomic, miRNAomic
and proteomic analyses were performed on acute and recovered phases of samples and we found
several significantly changed molecules in their levels depending on the clinical types of

interstitial lung diseases.

3) Collection of patients’ samples/information and biomarker identification on severe cutaneous
adverse drug reaction

Collection of blood and urine samples combined with clinical information have been continued
for patients with common eruption irrespective of suspected drugs at 4 hospitals (Samples in
acute and recoverd phases were also collected for cases with severe cutaneous adverse drug
reactions). Samples for other skin diseases have been also collected. For diseases with
difficulty in collection, collecting strategy was slightly amended based on the discussion at

intra-meeting.

4) Others

In metabolomic analysis, methods for analyzing hydrophilic metabolites were revised on
extraction and chromatographic (HILIC and ion exchange methods) strategies, which had to be
done because of selling discontinuation of zic-pHILIC column. In addition, highly sensitive
metabolomic system was constructed for urine (10 yL was enough for analysis).

Extensive analysis was perfromed to assess the influence of gender, age, and freeze-thaw

cycles on protein and miRNA profiles in Japanese healthy volunteers .
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