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* Drug induced liver injury
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DILI imaging of hepatocytes cultured on Cell-able®
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Nifedipine, Bupropion HCI, Cyclophosphamide H,0, Acetaminophen,
Benzbromarone, Ciprofloxacin HCI, Clomiplamine HCI, Diclofenac Na,
Estrone, Isoniazid, Phenacetin, Troglitazone, Ketoconazol
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Criteria for evaluation of DILI on Cell-able®

Criteria for positive

TOYO GOSEI Imaging: nuclear total intensity (minus feeder) <0.4; MMP area
Cell-able® <0.4; GSH area <0.4

Positive at least one in the assay at 1-30*Cmax,

l4days exposure.

Xu, 2008 Imaging: nuclear area <0.4; MMP intensity <0.4; GSH area <0.65;
GSH intensity <0.4; ROS intensity >2.5
At least one positive in the assay at 100*Cmax, 24hrs exposure.

Khetani, 2013 Luminescence: ATP ICg,; GSH IC,,
Colorimetry: urea I1C;,
ELISA: albumin I1C;,
At least one positive (ICg, of less than 100*Cmax) in the assay at
1-100*Cmax, 16days exposure.
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Comparative table with other DILI results

LTKB* Clinical TOYOGOSEI, 14-d, Xu, 2008, 1-d, Matrigel, Khetani, 2013, 16-d,
Label/DILI | DILI co-culture Cell-able®, 100x Cmax co-culture, 1-100x
score 1-30x Cmax Cmax

Aspirin Negative Negative Negative Negative
Lidocaine Negative Negative Negative Positive
Prednisone Negative Negative Negative Negative
Propranolol HCI WP/3 Negative Negative Negative
Imipramine HCI AR/3 Negative Negative Positive
Nifedipine WP/3 Negative Negative Negative
Bupropion HCI AR/5 Negative Negative NA

Cyclophosphamide H,O AR/5 Positive GSH, MMP Negative Positive
Acetaminophen Positive Positive GSH, MMP, N Positive MMP NA

Benzbromarone Positive Positive GSH, MMP, N Positive MMP, ROS Positive
Ciprofloxacin HCI WP/7 Positive GSH, MMP Negative Positive
Clomiplamine HCI Positive Positive GSH, MMP Negative Positive
Diclofenac Na WP/7 Positive GSH, MMP, N Positive ROS Positive
Estrone Positive Negative Negative Negative
Isoniazid BW/8 Positive GSH, MMP Negative Positive
Phenacetin Positive Positive GSH, MMP, N Positive MMP, N Positive
Troglitazone WD/NA Positive GSH, MMP, N Positive GSH, MMP NA

Ketoconazol BW/8 Positive GSH, MMP, N NA NA

* LTKB: Liver Toxicity Knowledge Base. FDA THEEBEIN TS, DILIZ5IERIT EEVVERT IEED B E R
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Xu, 2008

negative positive

Khetani, 2013

negative positive

negative  positive
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FDADLTKB*ZOL oD —IZ TH S XK. FDA-approved drug labeling for the study of drug-induced liver injury (Minjun Chen,
et al., Drug Discovery Today,16, 697-703, (2011))IZH2ULVT. Status/Label A NM (No Match) X [& WP (Warnings and
Precautions) X IEAR (Adverse Reactions)T. Severity level5A\3LL FZnegative, 4 X [£5% +/- , 6L L% positive&L 7=,
Status/Label A WD (Withdrawn), BW (Boxed waring ), D (Dis continnued )I££ Tpositive& L1z, EMHLTKBD) RMZE WSS
[&. 20084 Xub DX DClinical datazx EIZHIE L=,

*L TKB: _Liver Toxicity Knowledge Base
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http://www.fda.gov/ScienceResearch/BioinformaticsTools/LiverToxicityKnowledgeBase/default.htm
http://www.fda.gov/ScienceResearch/BioinformaticsTools/LiverToxicityKnowledgeBase/default.htm
http://www.fda.gov/ScienceResearch/BioinformaticsTools/LiverToxicityKnowledgeBase/default.htm
http://www.fda.gov/ScienceResearch/BioinformaticsTools/LiverToxicityKnowledgeBase/default.htm
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