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Supplemental Material, Table 1. Severity of hepatic injury.

Histological score  No mPPAR« Ppara-null hPPAR«
Control 1000 2000 Control 1000 2000 Control 1000 2000

Steatosis 1 0 0 0 0.3 0.9 2.5 0.2 1.3 1.4

2 0 0 0 0.3 1.0 1.4 0.4 1.6 1.5

3 0 0 0 0.1 1.1 1.9 1.0 1.4 1.8

4 0 0 0 0.2 1.0 1.3 0.3 1.3 2.3

5 0 0 0 0.2 1.3 1.4 0.3 1.5 1.1

6 0 0 0 0.4 2.0 2.6
Mean + SD 0.0£0.0 0.0+£0.0 0.0£0.0 02+01" 1.1+02% 1.7+05"1 04+03" 154027  1.8+05"7
Necrosis 1 0 0.9 14 0 1.0 1.2 0 0.7 1.2

2 0 0.4 1.0 0 0.3 1.0 0 0.6 1.0

3 0 0.8 1.1 0 0.7 1.0 0 0.4 0.8

4 0 0.4 1.0 0 0.3 1.0 0 1.0 1.1

5 0 0.8 1.8 0 1.0 0.7 0 0.5 1.0

6 0 0.7 1.1 0 0.6 1.1
Mean + SD 0.0+00 0.7+02" 12+03"" 0.0+00 07047 1.0+02" 0.0+ 0.0 0.6+02" 1.0+0.1"1
Inflammation 1 0 0.2 1.6 0 0.2 0.3 0 0.3 0.3

2 0 0.2 0.5 0 0.3 0.3 0 0.2 0.1

3 0 0 0.3 0 0 0.2 0 0 0.2

4 0 0 0.5 0 0 0.2 0 0.3 0.5

5 0 0.1 2.7 0 0.1 0.5 0 0 0.5

6 0 0.1 0.3 0 0 0.8
Mean + SD 0.0+00 0.1+01 1.0+1.0"" 0.0+00 0.1+0.1 0.3+0.17 0.0+ 0.0 0.1+0.2 04+03"
Hepatocyte 1 0 0 1 0 0 0 0 0 0
proliferation 2 0 0 1 0 0 0 0 0 1

3 0 1 0 0 0 0 0 0 0

4 0 0 1 0 0 0 0 1 0

5 0 0 1 0 0 0 0 0 1

6 0 0 1 0 0 0
Mean + SD 00+00 02+04 08+04" 0.0+0.0 0.0+0.0 0.0+ 0.0 0.0+ 0.0 0.2+0.4 03+05

" Significantly different from control group (P < 0.05) of mPPAR« mice.
" Significantly different (p < 0.05) from the 0 ppm group (control) in the same genotyped mice.
Y Significant difference (p < 0.05) between 1000 and 2000 ppm TRI.
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Hepatic PPARa, VLCAD, MCAD, PH, PT, PCNA, DGAT1, DGAT2, PPARY, p65,
p50, p52 and TNFo mRNA expression in mPPARa, Ppara-null, and hPPARa mice
(unexposed controls, or exposed to 1000 or 2000 ppm TRI). Values represent means
+ SD for 5 or 6 mice per group. Each mRNA level was normalized to the level of -
actin mRNA in the same preparation.

* Significantly different from mPPAR« controls (P < 0.05).

# Significantly different from Ppara-null controls (P < 0.05).

" Significantly different from controls (P < 0.05) in the same genotype group.
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Western blot analyses of hepatic PPARa, PPARa target gene, and actin proteins
from mPPARa, Ppara-null, and hPPARa mice (unexposed controls, or exposed
t01000 or 2000 ppm TRI).



Supplemental Material, Figure 2

B

52
PPAR ,
¥ * .o 4 ACOX A 15
L z
H £
z 3
£ § £
-
E %, i
e 3 - 2 0s
- 5 i o
x "
ol
0+ s rev—— —r= Lk mPFAR Epara quil
DControl @ 1000 pper @000 ppen oContrd @ 1000 ppr @ 2000 ppm OControl 81000 ppm W00 ppem
15~
. B ACOXB ThFo
VLCAD . i
£ Z4 i, t 1 1
i t ot ot H ; 1 1
H < 3 N
£ z
5 > H :
1 ) £1? 3 064
i . 3 H
e | B | N i N
ol [ - [ o ) APPAR
mPFARe Ppara-ail NFPAR: Ppara il
P aCortrol w1000 200
oControl @ 1000 ppre @ 2000 ppmi OCorirol /1200 ppm 3000 ppm L= L] mo. Bpm
25 MCAD L]
7y PCHL
> 2 tot z*
i £ s t ]
z t 26
515 E E
£ £ tot ®
= i )
= i = | B :
o ] 0
mPPARz Fpara-eul WPPARa mFPARs Ppara -l HEPARa P PARG
OConrsl  W1000 g W 2000 ppem G mil00ppn w0 pom Dot .lwonnn 2000 e
4 4
25 4 peS
£ 3 2, £,
5 25 z g =
E £ £,
£ s A 2
§ . § 1 E 1
& gs &
0 0
mPPAR: Fparz -ml hPFARa mPPAR Fpara-audl hPPARE Epam -l
OContml @ 1000pem 2000 porn oo w1000 pom w2000pem OContrl @ 000 ppm w2000 ppm

PT

4 50
z i t ot al "
£ k]
£ H 1
£ 3 A
F] E [1] 1
5, £l
¢ - ;

0+ o

mEEARS Ppara-mill Y mPPARS Fpara-wll WFPARS
oContml @ 1000 pon @ 2000 pom oControl @ 1000 ppm @ 2000 pom

Relative intesities of PPARo, VLCAD, MCAD, PH, PT, PCNA, ACOX A, ACOX B,
NFxB p65, p50, p52, TNFa, 4-HNE, and ALDH2 protein expression. Each band was
quantified by densitometric analysis and normalized to the level of actin in the same
preparation. Histograms represent means + SD for 5 or 6 mice per group.

* Significantly different from mPPAR« controls (P < 0.05).

* Significantly different from Ppara-null controls (P < 0.05).

TSizc:,rniﬁcantly different from controls (P < 0.05) in the same genotype group.



