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Chern.: acetaminophen

Rat: Crj: CD({SD)

CRO: FRSC

Dose: 0, 300, 600, 1000 mg/kg
Time: 24h aiter dosing
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Exp.0040 - up regulated

/10525 probeset

/10525 probeset

GLM p<0.01 GLM p>0.01
anova p<0.05 anova p<0.05
est p<0.05° Fold>1.5 fiest p<0.05
anova p<0.08 anova p<0.05
- NAaY
itest p<0.05 Fold>15 testp<0.05
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Fold>1.5

Fold>1.5
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CEBS Exp.A0013
Rat:F344/N rat
Dose: acetaminophen
50%, 150, 1500 mg/kg
Time: 24h after dosing
Array: Affymetrix Rat230 2
* used as control
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po2(4.5226)
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test p<0.05, GLM p<0.01, fold »1.5

AQO1 0040

2} CEBS: chemical effects in biological systems

httpi//cebs niehs.nih.gov/
Exp ID: 522398544
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Probeset on RAT230_2.0 genechip

+ -

Total No.of probeset on RAT230 2 31054 -
Gene name 21944 9110
unique UNIGENE iD 18015 3268
Locuslink ID 13687 9359
RGDID 13314 9877
Annotations

GO annotation 15672

KEGG annotation 764

GENE MAPP 1616

probeset with no knowledge 15368

The GO, Kegg etc. is constructed to be a universal categorization of genes
and gene products across species and states. Unique cellular functions and
processes associated with the toxic response is not included.
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Rat primary hepatocyte Single dose 28days repeated dose

Human primary hepatocyte

Reduce risk of adverse effects.




Transcriptome as snapshot of the biophysical status
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A
8 Group 1
c The classification accuracy appears
Compound B j Group 2 D te degrade very rapidly as the
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Correlation based gena selection
t-stat base (unmodified or FDR correction)
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SVM : Support vector machine

PAM : Prediction analysis of microarrays

LDA: linear discriminant analysis

MLDA : Maximum likelihood discriminant analysis
DQDA : diagonal quadratic discriminant analysis
DLDA : diagonal linear discriminant analysis

KNN : K-nearest neighbor

GOARIF a2 L BB

HABOMN —=2 T L5 2

ho—Z i (581 &9 FRM2E &
Rat230_2.0 Rat230 2.0
24h high dose 7SIk Bhypertrophy 4 1B F JL 24k high dose TR kBT AL

Hyporivophy
Hypertropty

EEOTz /247

MOY LT
{ZEBFAR

55{e &
Cross % Positive
Validation Training Test Total 2 negative
sSvm 0.020 8,000 0.000 0.000
NN 0.143 8.000 0.000 0,000
PLELDA - £.000 0,143 0.068
DDA - 0.018 &.190 0,072
DLDA - 0.018 0.238 0.082
PAM 0.055 0.018 §.095 0.083




Class 1 centroid
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Class 2 centroid
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Prediction of PPARalpha action from in vitro to in vivo

in vive in vitro

% Low
Tamura K etal. J Toxicol Sci. 2006 Dec;31{5):471-90. -Pe1 ; Widdle
High

i vitro, 24h, 85{L.8 1 High dose
fog2ratid fo Cont,

KEGG: Cell cycle
in vivo

i vivo, 24h, 85{L &% High dose
2ratio to Cort. in vitro
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o i! g ‘*El“f’;“g"yg ig% ,_ﬁ“s!glg.ég.f¥q§l!..E_s-EEE,EJ.-gh!ls_g | [E Hgléé 'Eng

ratin

e

i

’!‘"""ﬂ“f"'"é"gf“IEIE%HI‘EE"{'“'I'l'E?lfFE”‘l T

e T ——
N R e R b

in vitro

O S D T e,
ONAAARARES HARL S BAN; L0000 B8 O BB A A OGO £ 153 VOO O AN OGN AL S S A0 L0 A e o
Zaanans EraEanas e = SemEmmeas
e e S R P e By

L&




KEGG: Cell cycle invivo, 24h, 851L:5 % High dose in vitro, 24h, 85(L3 15 High dose

in vive iithz;iCcm. in vifro log2ratiq to Comt.
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ortholog genes shown similar change in Human&Rat

SLC20AL:solule carvier family 20 (phosphate transporter), member 1 SULT1 Alisulfotrznsferase family, cytosolic, 1A, phenol-preferring. member §

(uman;201920_et, rat: 1370314 _at) (human: 215299_x 2t rat: 1370019 _at)

22
]

TRy

: Fifiszea?

PPPIR15A:protein phosph 1, regulatory (inhibitar) subunit 154 TYMS:thymidylf¥80Hiliktase @090
(human:202014_st ret:1370174_at) (human:202582 at rat:1373642_at)
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