Table 4 Concentrations of NO,Trp in mice liver samples

2-NO,Trp/Trp

4-NO,Trp/Trp

6-NO,Trp/Trp

(nmol/mol) (nmol/mol) {nmol/mol)
Control 1 N.D. N.D. N.D.
2 N.D. N.D. N.D.
3 N.D. N.D. N.D.
4 N.D. N.D. N.D.
5 N.D. N.D. N.D.
APAP 2 hr 6 N.D. 2.99 29.58
7 N.D. N.D. N.D.
8 N.D. N.D. N.D.
9 N.D. N.D. N.D.
10 N.D. N.D. N.D.
APAP4hr 11 N.D. N.D. N.D.
12 N.D. 3.92 26.96
13 N.D. 2.78 24.54
14 N.D. N.D. 32.71
15 N.D. N.D. N.D.
APAP8hr 16 N.D. 3.45 31.36
17 N.D. 2.24 30.51
18 N.D. N.D. 30.17
19 N.D. N.D. 28.02
20 N.D. N.D. 29.32
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Fig. 1. Experimental design (esophagus)

Table 1. Macroscopic nodule in the esophagus of DHPN treated reflux esophagitis rats

Basal diet 1% AsA 0.2% NaNQO2 AsA + NaNQO2

n= 11 13 15 16

Number of nodule 5 3 2 5
Volume of nodulé (mm’) 27 + 17 43 #+ 49 20 *+ 15 149 = 116 *

a: Data are mean == SD value.
* P<0.05 (vs. the basal diet group, Mann-Whitney's U-test)
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Table 2. Incidence of epithelial hyperplasia in the esophagus of DHPN treated reflux esophagitis rats

Treatment Basal diet 1% AsA 0.2% NaNO2 AsA + NaNO2
Esophagus n= 23 22 21 21
P1
Hyperplasia
+ 1 4 1 7*
P2
Hyperplasia
+ 8 13 10 16%*
++ 3 6 1 12%%
-+ 1 3 1 6*
P3
Hyperplasia
+ ‘ 13 15 17 19+
++ 8 6 4 17%%
++ 6 4 1 10
P4
Hyperplasia
+ 19 20 19 10
++ 15 16 17 20%%*
A+ 6 9 12 14%#

# P<0.05, ** P<0.01 (vs. the basal diet group, Fisher’s exact probability test)
+; mild, ++; modelate, +++; severe

Table 3. Incidence of neoplastic lesions in the esophagus of DHPN treated reflux esophagitis rats

Treatment Basal deit 1% AsA 0.2% NaNO2 AsA +NaNO 2

Esophagus n= 23 22 21 21
P1

SCC 1 0 0 0
P2

Papilloma 1 0 0 0

SCC 1 0 0 2

Tumors 2 0 0 2
P3

Papilloma 1 3 1 3

SCC 3 2 0 6

Adenocarcinoma 1 0 0 0

Tumors 5 4 1 7
P4

Papilloma 0 0 1 4%

SCC 4 1 2

Tumors 4 1 7
P1-P4

Papilloma 2 3 2 6

SCC 5 3 2 9

Adenocarcinoma 1 0 0 0

Tumors 7 5 4 11

* P<0.05 (vs. the basal diet group, Fisher’s exact probability test)
SCC; Squamous cell carcinoma
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Table 4. Number and multiplicity of neoplastic lesions in the esophagus of DHPN treated reflux esophagitis rats

Treatment Basal diet 1% AsA 0.2% NaNO2 AsA + NaNQ2
Esophagus 23 22 21 21
Pl
SCC 1(0.04 +0.21) 0(0) 0(0) 0(0)
P2 :
Papilloma 1(0.04 £ 0.21) 0(0) 0(0) 0 ()
SCC 1(0.04 = 0.21) 0 (0) 0(0) 2(0.10 = 0.30)
Tumors 2(0.09 + 0.29) 0(0) 0(0) 2(0.10 =& 0.30)
P3
Papilloma 1(0.04 = 0.21) 4(0.18 + 0.50) 1(0.05 + 0.22) 4(0.19 = 0.51)
SCC 3(0.13 = 0.34) 2(0.09 = 0.29) 0(0) 8 (0.38 = 0.67)
Adenocarcinoma 1(0.04 =+ 0.21) 0 0(0) 0(0)
Tumors 4(0.22 + 0.42) 6(0.27 =+ 0.63) 1(0.05 #+ 0.22) ©12(0.57 = 1.08)
P4
Papilloma 0 () 0(0) 1(0.05 = 0.22) 8 (0.38 £ 0.92)*
SCC 5(0.22 #+ 0.52) 1(0.05 = 0.21) 2 (0.10 %= 0.30) 9(0.43 £ 0.75)
Tumors 5(0.22 = 0.52) 1(0.05 #=0.21) 0(0.14 + 0.36) 17(0.81 =+ 1.40)
Pl1-P4
Papilloma 2 (0.09 %= 0.29) 4(0.18 % 0.50) 2(0.10 £ 0.30) 12(0.57 = 1.12)
Scc 10(0.43 £ 1.04) 3(0.14 = 0.35) 2(0.10 = 0.30) 19(0.90 == 1.34)
Adenocarcinoma 1(0.04 = 0.21) 0(0) 0(0) 0 (0)
Tumors 13(0.57 &= 1.08) 7(0.32 = 0.65) 4(0.19 & 0.40) 31(1.48 = 2.18)

Data are number of tumor and parenthetic data are mean = SD value of tumor multiplicity.

* P<0.05 (vs. the basal diet group, Tukey-Kramer’s test)
SCC; Squamous cell carcinoma
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Fig. 2. Mutation rates of combination with AsA and NaNOz2 in the E. coli strain deficient in muM.
O; WP2 uvrd/pKM101 (0 u g/plate NaNO2) , @; WP2 uvrd/pKM101 (100 u g/plate
NaNOz), A; WP2 mutM uvrA/pKM101 (mutM deficient, 0 1 g/plate NaNO2), A; WP2
mutM uvrA/pKM101 (mutM deficient, 100 U g/plate NaNO2).
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3 0,
o Basal diet BHA 1% -
Basal diet BHA 1%
A A A
MNNG, 100 mg/kgi.g. Interim autopsy after initiation Interim autopsy at 52W

Fig. 3. Experimental design (forestomach)

Table 5. Incidence of proliferative lesions in the forestomach of rats treated with BHA after treatment with AsA and NaNO2

Treatment Basal deit 1% AsA 0.2% NaNO2 AsA +NaNO2 MNNG
Stage
After initiation n= 5 5 5 5 5
Hyperplasia
+ 0 0 0 Sk 0
++ 0 0 0 4* 0
52 week n= 4 5 5 5 5
Hyperplasia
+ 4 4 4 5 5
+ 3 4 4 5 5
-+ 2 1 4 3 5
Papilloma 0 0 0 0 0
SCC 0 0 0 0 S**
78 week n= 15 15 15 15 15
Hyperplasia
+ 15 15 13 15 15
++ 15 13 13 13 15
-+ 13 9 11 11 15
Papilloma 0 0 1 0 ki
SCC 0 0 0 1 14%%*

* P<0,05, ** P<0.01 (vs. the basal diet group, Fisher’s exact probability test)
+; mild, ++; modelate, +++; severe
SCC; Squamous cell carcinoma
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1: FujitaN., Horiike S., Sugimoto R.
Tanaka H., Iwasa M., Kobayashi Y.,
Hasegawa K., Ma N., Kawanishi S.
Adachi Y., Kaito M. Hepatic oxidative
DNA damage correlates with iron
overload in chronic hepatitis C
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patients. Free Radic. Biol. Med.,
42 (3) :353-362, 2007.
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Kawanishi S. Mechanism of oxidative
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4: FJU (BH) EET. MERE, R
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RS BRI R &
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SRR 18 FEESERISEHRE S
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B & S HRRIERAOEEIRD sNahof. R 18 FEE, DEORREZEIT, D1 %a g 1]
SAEHTFF L ORIFTEGSEOESHBE NIRRT B0, Ficy—5 vy bERD, Ty Ml
R AR BRE D L BRRERGRBEER L. 5y bRHIFFEAAERBRIT, Fischer 344 Ru
S Mz N-nitrosodiethylamine io k3 =3 T—3 a VLB ZEHE Uiz A& S 703 B,
10, 300, 6000ppm J&EH) F7=V3 51 7 F > (5000ppm iBK) 2T NENEMT, H5 Wid &V a > EE#R 6000ppn
EHFEIEMALT AR L. 283, ERERO 3 BRI 2/3 BNk T L.
S EEABBEE TR, FREAERL T, REMAB PN KRV real time reverse
transcriptase-polymerase chain reaction Wk BEETFREMNET ok, —F, L BRRERSGH
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400 He B FEVE 4% T O terminal deoxynucleotidyl transferase-mediated dUTP-biotin nick end-labeling Bz
VEM I A HE & U7 Pl 7 R b — 2 ASEAERRENE, )L B8R 6000ppn B K N DA T B
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receptor), 7R h—3 ZBIEEETF (tumor necrosis factor «, p2l, p53) ROVEEMRT (c-fos) @
FEIE PB4 38R5D 5472, Methalothionein 1A - transferrin receptor - p21 OFEIHHE®IL, 2 EHKHE
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BV, BLA N LA - MR . TR - AOBENEE TS bOLRREN. —H, ATF U,
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