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Mechanisms of idiosyncratic drug induced liver injury focused on inflammasome
reaction and development of the evaluation methods.
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The reactive metabolite of acetaminophen, amiodarone, amodiaquine,
carbamazepine, entacapone, gefitinib, nevirapine, tolcapone and troglitazone can cause the release
of damage-associated molecular patterns (DAMPs) from hepatocytes which can activate inflammasomes.
In this study, DAMPs which include DNA, RNA, heat shock protein (HSP) 40, HSP60, HSP70 and HSP90,
were identified in the culture supernatant of a hepatocyte cell line. These results in the
production of DAMPs that activate inflammasomes result in an immune response. Inflammasome
activation may be an important step in the activation of the immune system, which in some patients,
can cause immune-related adverse events. The method, which is developed in this study may provide a
method to study the mechanism of idiosyncratic drug reactions and even predict which drug candidates

are likely to cause such adverse reactions.
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1 APC
FLC-4 1.5x10% cellmL 100 pL.  Prime Surface 96U plate  Sumitomo Bakelite Co., Ltd.
Dulbecco’s Modified Eagle Medium DMEM 37°C
5% CO; 7 3 cytochrome P450
CYP 1-Aminobenzotriazole ABT
THP-1 24 well plate  4x10%250 uL phorbor
myristate acetate 100 ng/mL 250 uL macrophage 3
PBS DMEM 1 mL 37°C 5% CO- 1
FLC-4 macrophage  THP-1 24 THP-1
IL-1B THP-1 caspase-1 caspase-1
YVAD caspase ZVAD caspase-1
IL-1B IL-1B ELISA kit
BioLegend, Inc. THP-1 caspase-1 Caspase-Glo® 1

Inflammasome Assay Promega Corporation
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