Instruction to the Japanese Toxicogenomics Project (TGP) Data
The Japanese toxicogenomics project (TGP) was performed by the Japanese National Institute of Health Science, the National Institute Biomedical Innovation, and 15 pharmaceutical companies[1]. This 5-year project was completed in 2007 with the primary goal to create a gene expression database using Affymetrix arrays for testing 131 compounds, mainly medical drugs. Supplemented with some kidney studies, the main targeted organ is liver. Close to 20,000 arrays was generated for liver in both in vitro and in vivo experiments, which are used by CAMDA 2012. 

The in vivo experiment used Sparague-Dawley rat as an animal model and two experiment designs were used (i.e., single dose study and repeated dose study). In the single dose study, rats were treated with three dose levels (i.e. low, medium and high, in the approximately 1:3:10 ratio) with time-matched controls, and sacrificed at 3, 6, 9 or 24 hr after a single administration. In the repeated dose study, rats were also treated with same three dose levels (i.e. low, medium and high in the 1:3:10 ratio) with time-matched controls, and sacrificed at 24 hr after the last dose of repeated administration for 3, 7, 14, and 28 days. Liver was profiled for gene expression analysis with 3 animals in each group. Other data obtained include histological examination, blood chemistry, hematology, body weight, organ weight and general symptoms. 
Two types of in vitro study, primary hepatocytes from Sparague-Dawley and human donors, were used. They were treated with three dose levels (i.e. low, medium, high with 1:5:25) with time-matched controls, and harvested for gene expression analysis at 2, 8, 24 hr after treatment. 

A drug’s drug-induced liver injury (DILI) potential in human was assessed based on its FDA-approved drug labels by FDA’s NCTR[2]. Only the drugs with the label data are assigned into one of the following categories. Totally, 101 drugs were assessed according to their FDA-approved drug labeling, resulting 41 most-DILI-concern drugs, 52 less-DILI-concern drugs, and 8 no-DILI-concern drugs:
· Most DILI concern: If a drug was withdrawn with DILI concern or given a black box warning on its potential to cause liver injury in human, it will be assigned as most DILI-concern. In addition, if a drug’s label mentions liver injury concern in the Warnings and Precautions label section, it will be assigned as most DILI-concern when its severity of liver injury concern is high or moderate.

· Less DILI concern: if a drug’s label mentions liver injury concern in the Warnings and Precautions label section, but its severity is low, it is considered as less DILI-concern. The drugs are also considered as less DILI-concern if they are mentioned in the section of Adverse Reaction. 

· No DILI concern: If a drug is clean in all three drug labeling sections, it is considered as no DILI-concern. 
Table 1 Summary of the TGP Data (Liver specific)

	 
	Human
	Rat

	
	in vitro
	in vitro
	in vivo

	Dose type
	Single
	Single
	Single 
	Daily repeated

	Dose concentration
	low, middle, and high (1:5:25)
	low, middle, and high (1:5:25)
	 low, middle, and high (mainly 1:3:10)
	low, middle, and high (mainly 1:3:10)

	Sampling time
	2h, 8h and 24h
	2h, 8h and 24h
	3h, 6h, 9h and 24h
	3 day, 7 day, 14 day and 28 day

	Histological and clinic chemistry data
	NA
	NA
	Histopathology; body/organ weight; food consumption; hematology and blood chemistry

	Microarray analysis for each dose/time
	duplicate
	duplicate
	triple
	triple

	# array
	2004
	3140
	6264
	6249

	Probs per array
	54675
	31099
	31099
	31099

	#compound
	119
	131
	131
	131

	Human DILI potential Annotated by NCTR
	   93 (M/L/N=40/45/8)
	101 (M/L/N=41/52/8)      
	101 (M/L/N=41/52/8)
	101 (M/L/N=41/52/8)

	
	
	
	
	


*M/L/N = most DILI concern, less DILI concern and no DILI concern
Data files:

(1) Raw data: 

a) human_in_virto; b) rat_in_virto; c) rat_in_vivo_single d) rat_in_vivo_repeat

(2) Mas5 data: all the raw data have been preprocessed by using mas5. (Bioconductor toolbox in R)
a) human_in_virto; b) rat_in_virto; c) rat_in_vivo_single d) rat_in_vivo_repeat

(3) open_tggates_attribute.csv: in this file, the detail information of each CEL file is listed.

(4) Pathological items.xls: the compounds pathological data information 

(5) Drugs information for Japanese dataset.xls: the compounds are mapped onto the DrugBank, and the related chemical information (Pubchem ID), CAS No, therapeutic categories (ATC), etc are extracted. Drug’s DILI potential in human was assessed based on FDA-approved drug labeling.
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