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Rat Human Affyretrix probe 1D
Nggx¥ggs -
8 8% Rraez020 HG-13320 Gene description (RAE230 2.0) Gene symbol
1387053 _at 205666_at fivin containing monooxygenase 1 Fmo1
m e 1387243 _at 207608 _x_at cylachrome P450, family 1, sublamily A, polypeplide 2 Cypla2
ol 1367896 _at 204885 _at carbonic anhydrase 3 Ca3

1387139_at 231156_at hydraxyacid oxidase 2 (long chan) Hao2
1388583 _at 203666_at chemokine (C-X-C motif) igand 12 Cxci12
1387816_at 215T12_s_al insulin-fike growth factor binding protein, acid labile subunit Igtais
1387852_at 220477 _at thyroid homone responsive protein Thrsp
1387665_at 206119 _at betaine-homocysteine methyftransferase Bhmt
1387528 _at 207256_at mannose-binding lectin 2, protain C Mbi2
1369044 _a_at 211302_s_at phosphodiesterase 48 Pdedb
1357857 _al 208962 s _; fatty acid desaturase 1 Fads1
1370073 _at 208499 _s_at protein kinase inhibitor pS8 Dnajc3
1389308 _at Z23054_at Dnad (Hsp40) homolog, subtamidy B, ber 11 Dnajp11
1390591 _at 207298 _at Na/Pi cotransporier 4 Sic17a3
1370665_at 200825_s_at hypoxia upregulated 1 Hyou1
1368121 _at 206469_x_al aldo-kelo reductase family 7, member A3 (sflatoon aldehyde reductase)  Akr7a3
1376051 _at 220753_s_at crystallin, lamda 1 Cre1
1370688 _at 202022_at gh ysteine igase, catalytic subunit Geke

e 1389578_at 218647 _s_at hemia/reperfusion inducible protein Yrdo

I 1369061 _at 225609 _at ghutathione reductase Gsr

1373810_at 223373 _s_at phospholipasa A2, group XIIA (predicted) Pla2g12a
1387500_a_at 201488 _s_at NAD(PJH dehydrogenase, quinone 1 Ngo1
1370902_at 206561_s_at akdo-keto reductase family 1, member B8 Akr1b8
1388013 _at 226057 _at DONA-damage-inducible transcript 4-ike Ddit#
1368247 _at 200800_s_at heat shock 70kD protein 1A/1B Hspala/tb
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Kiyosawa et al., J. Toxicol. Sci. 31: 433-, 2006.
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Phase I:
Multi-site analysis of GeneChip
2007 -

Participants Laboratories of TGP validation study

Astellas Pharma Inc.

Daiichi Sankyo Co., Ltd,

Dainippon Sumitomo Pharma Co., Ltd.
Eisai Co., Ltd.

Mitsubishi Tanabe Pharma Corporation
Ono Pharmaceutical Co., Ltd.

Otsuka Pharmaceutical Co., Ltd.
Sanwa Kagaku Kenkyusho Co.,Ltd
Shionogi & Co., Ltd.

Takeda Pharmaceutical Co., Ltd.
Toxicogenomics Project

Alphabetical order




Tissue samples of TGP validation study Animal Study: CRO

Grou Dose Animal No. _ Sample No. Crj: CD(SD) IGS rat
T . Acetaminophen 0, 300, 1000 mg/kg (n=5)
0 1 C 1b Sampling 24h after dosing
C 1c B
g i g i Tissue homogenate: TGP
0 4 C 4 “Three aliquots was prepared
0 5 c5 ﬂ from one of each group.
Low L 1a
300 1 L 1b RNA extraction
L 1¢c GeneChip analysis : Each site
300 2 L2 Rat Genome 230 2.0
300 3 L3
300 4 L4 ﬂ
300 5 LS :
High — = Hi4n Low data process: Each site
1000 1 H 1b Affymetrix Microarray Suite 5.0 (MAS5.0)
H 1¢
1000 2 H 2
1000 3 H 3 Analysis: TGP & Each site
1000 4 H 4 Normalization : Global mean
1000 5 H 5
SET ID SOP type wash & stain  RNA QC 4 or 150C OD measurement  300rpmm QC after fragmentation
1 TGP self Gel 15 Multiscanspectrum + Gel
2 TGP self Gel 15 Multiscanspectrum + Gel
3 TGP self Bioanalyzer 2100 4 Nano Drop . Bioanalyzer 2100
4 TGP kit Bicanalyzer 2100 15 Nano Drop . Gel
5 TGP kit Bioanalyzer 2100 4 Nano Drop .
6  Original self Bioanalyzer 2100 4 Hitachl U-2000
7 TGP kit Bioanalyzer 2100 4 Beckman DU 840 -
8 TGP kit Bioanalyzer 2100 4 Shimadzu UV2450 -
9 TGP kit Bioanalyzer 2100 4 Nano Drop . -
10 TGP self Bioanalyzer 2100 4 NanoDrop - Bioanalyzer 2100
11 Original kit Bioanalyzer 2100 15 Mano Drop - Bioanalyzer 2100
12 TGP salf Bioanalyzer 2100 4 Nano Drop . Bioanalyzer 2100
13 Original kit Bioanalyzer 2100 4 NanaoDrop . Bioanalyzer 2100
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Summary of single dose animal study for samples of TGP validation stud

Compound Acetaminophen
Species, strain, initial age, sex | Rat [Cri;CD(S0)]. 6 week, Mala
Dose (mgikg) Vehicle 300 1,000
No. of animals E 5 5
No. of died animals 0 0 0
Clinical signs (-) (=) (-]
Body weight (% of conrol) () ) (]
Body weight gain (g) 548 38 4-6.7
Food (% of controf) (-) () 458
Hematology (% of control)
“Ret (-} 83 w82
“Blood chemistry (% of control)
X - ) I
P () () 1124
LOH ) [xy 2148
Terminal body weight (% of control) (=) {-) (-}
Absolute organ weight (% of control)
Liver { () )
Spleen - R 2 (-) w80
Relative organ weight (% of control)
 Liver ) 2108 {-)
Spleen (-} {-) {-)
thpamnloq_y (£: very slight, +: slight, 2+: moderate, 3+: severe)
Liver
Change, acidophilic, Hepalocyte, “ o 45(+)
Centrilobular
.. Coliviar nfiraion, Cena 2 ) T -
N is, | ¥ (2 L) 15(+), 115(2+)
7o ”‘P“! acy'e, ) 8] 115(+)
..... e (o] (]
| i o} (V] )
Lymph node -} {- (-}
3 4 1 2 A4 1 4 4 1
N - LA L L 1 i1 1.1
seicts | 10.93(/0.931[(0.93(/0.93|/0.93(|0.93¢
1 sce | 10.94110.93((0.93(|0.93||0.93
sace (10.931/0.93(10.93((0.93¢
.. L3 L 3 -
sz |10.9310.93|0.93
2 o » i 1
|| == |{0.93||0.93}
] » s
(Y LY L L Satt-C4 0 93
. b Sm_cs :
T T iT 3
O 3 4 1 3 4 1 3 1 1
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correlation of the signal value

0837000112 - 0.928 / 0.00208

0825/000M42  0.827/0.00318

0824 /000573 1 0.827 1 0 D048

10.00487
0.628/ 0.00217 052810

0.%24 /0.00763

0,624 /0.00TER

0.914 /0.0051 OWZS /00285  0.823/0.00"TR

0.523 1 0.00545

0.929 7/ 0.00467

o 0.928 1 0.00534

0827/ 000153

.24/ 0.00152

0.926 / 0.00%T

-5
Set ID

0,828 / 0.00608

0.429 / 0 00523

0826 /000123
i ;

Color range

Lowt
Low2
High!
Hight

i
i

08 0es

e

Ls

Sampia ID

9130 2080 906 0.6 0.9000 9130.9060 51

17 0 o1 nsnﬂjﬁﬂﬁnﬂ ¥
i nm*I o 912 Setd-L1m
Setd-L1b
Satd-Lic
Setd-L2
Setd-l3
Setd-L4
Setd-LS
Setd-Hla
Seta-H1D
Setd-H1c
Seta-H2
Set4.H3
Setd.Ha

Set4-HS

L]

Sotdl2
Sel443
LA
Semays
Sold-H1D
Sele-Hic
Sed-HT
Sola-HI
Sl dbid
Sold-HS

Sold-H1m

i

Sot4-C1a
Seta.C
Seal
Soa-C2
Sea-C3
Seta.C4
Seta-Ch
SetdL1a
Set4
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Inter-laboratory correlation of the log2ratio value

'_ i Saca

Setid Seth? Setdd Setidd
24 2 4 2 e o
- - - - = - T - - E
] -- 3 -4 }-1 . } -
- - - - - - - = E
- o - W
T L T T L§ T T T T T L]
Com Low Hgh Core lLom High Cor Low High Com Low High
Setds Setdh Setd? Setid

wignal
4 0
I —
\.
signal
a n
| —
wigrai
. 2
wgral
4 8
\

N T T b | T T "y T T Y T T

Com (7 Hgh Com Low Hgh Cors Low g Cors Low High
Seths Setid Set1?

= 4 2 24 24

- - - - 7 - 4 - 3

-] by . } -1

- L - i - i -4 - -

"dl T L) “‘l L) L] “hl L] T "y L} T

Cart Low Hagh Cowe Low g (=] Low gy Com Lo High
Set1)

¥ =1 // 1367671_at
Pcna: proliferating cell nuclear antigen
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SELTI T

Idiosyncracy

- Dose independent, unpredictable
1/1,000 ~1/100,000
Troglitazone, isoniazid, ...

- PLILX—1E
adduct 2B M EE4{dh

- fRHiE

Troglitazone TIPS 22(6) 298-305, 2001

Idiosyncracy
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INAAR—H—DEZ (FDA)

- A characteristic that is objectively measured
and evaluated as an indicator of normal
biologic processes, pathogenic processes, or
pharmacologic responses to a therapeutic
intervention.
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