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Key to Table 10
Standard key to blood biochemistry data

Blood Biochemistry:

ALP
AST
ALT
GGTP
Creat
BUN
TP
Alb
Glob
A/G ratio
Gluc
T.Chol
TG
T.Bil
Ca

P

Alkaline phosphatase
Aspartate aminotransferase
Alanine aminotransferase
v-Glutamyl transpeptidase
Creatinine

Blood urea nitrogen

Total protein

Albumin

Globulin
Albumin/globulin ratio
Glucose

Total cholesterol
Triglyceride

Total bilirubin

Calcium

Inorganic phosphorus
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(IET 04-0158)

Table 11 -1 Necropsy - Incidence of macroscopic lesions in female mice
Terminal kill after 28 weeks of treatment

Site & Lesion Dose (ppm) 0 90 UVB+0 UVB+1 UVB+10 UVB+90
No. of animals examined 23 22 23 23 23 23
Systemic/external appearance : [N=] 23 22 23 23 23 23
Amputation of tail i 0 0 0 0 0
Skin(#) : [N=] 23 22 23 23 23 23
Subcutaneous mass(es) 0 0 0 4 1 1
Erosion/ulcer 0 0 15 ** 9 10 6 ++
Spleen : [N=] 23 22 23 23 23 23
Pale in color 0 0 0 1 0 2
Spot(s) 0 0 0 0 1 0
Enlargement 1 1 19 *# 19 21 22
Lymph node : [N=] 23 22 23 23 23 23
Enlargement 1 0 22 % 23 23 23
Muscle : [N=] 23 22 23 23 23 23
Mass(es) 0 0 0 0 0 1
Lung : [N=] 23 22 23 23 23 23
Mass(es) 0 1 0 0 0 0
Liver : [N=] 23 22 23 23 23 23
Spot(s) 0 1 0 2 2 3
Sclerosis 0 0 4 3 4 5
Atrophy 0 0 0 1 1 2
Enlargement 0 0 0 0 0 2
Adhesion between lobes 0 0 0 0 0 1
Adhesion to stomach 0 0 1 0 0 0
Adhesion to small intestine 0 0 0 0 0 1
Adhesion to spleen 0 0 0 0 0 1
Mass(es) 0 0 0 0 0 1
Kidney : [N=] 23 22 23 23 23 23
Spot(s) 0 0 0 0 1 0
Ovary : [N=] 23 22 23 23 23 23
Cyst(s) 1 2 0 1 0 0
Uterus : [N=] 23 22 23 23 23 23
Thickened wall 1 0 0 0 0 1
Eye: [N=] 23 22 23 23 23 23
Opacity 3 3 7 6 12 9
Enlargement 0 1 0 0 0 0
Exophthalmos 0 0 0 0 1 0
Auricle ; [N=] 23 22 23 23 23 23
Mass(es) 0 1 0 0 0 0
Tail : [N=] 23 22 23 23 23 23
Bending 0 1 0 1 0 1
Thoracic cavity : [N=] 23 22 23 23 23 23
Hydrothorax 0 0 0 0 0 1
Abdominal cavity : [N=] 23 22 23 23 23 23
Mass(es) 0 0 1 0 0 0

[N=): Number of animals examined at the site.

#: Masses that observed on the external surface of skin were not contained.

Significantly different from 0 ppm group (Fisher's exact probability test): *, p <=0.05; **, p <=0.01.
Significantly different from UVB+0 ppm group (Fisher's exact probability test): +, p <=0.05; ++, p <=0.01.

164



Table 11 -2 Necropsy - Incidence of macroscopic lesions in female mice
Killed in extremis or found dead

(IET 04-0158)

Site & Lesion Dose (ppm) 0 9 UVB+0 UVB+1 UVB+10 UVB+90
No. of animals examined 0 1 0 0 0 0

Systemic/external appearance : [N=] 0 1 0 0 0 0
Emaciation 0 1 0 0 0 0
Thymus : [N=] 0 1 0 0 0 0
Enlargement 0 1 0 0 0 0
Lymph node : [N=] 0 1 0 0 0 0
Enlargement 0 1 0 0 0 0

[N=]: Number of animals examined at the site.
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Table 11-3 Necropsy - Incidence of macroscopic lesions in female mice
All animals examined

(IET 04-0158)

Site & Lesion Dose (ppm) 0 90 UVB+0 UVB+1 UVB+10 UVB+90
No, of animals examined 23 23 23 23 23 23
Systemic/external appearance : [N=] 23 23 23 23 23 23
Emaciation 0 1 0 0 0 0
Amputation of tail 1 0 0 0 0 0
Skin(#) : [N=] 23 23 23 23 23 23
Subcutaneous mass(es) 0 0 0 4 1 1
Erosion/ulcer 0 0 15 ** 9 10 6 ++
Spleen : [N=] 23 23 23 23 23 23
Pale in color 0 0 0 1 0 2
Spot(s) 0 0 0 0 1 0
Enlargement 1 1 19 ** 19 21 22
Thymus : [N=] 23 23 23 23 23 23
Enlargement 0 1 0 0 0 0
Lymph node : [N=] 23 23 23 23 23 23
Enlargement 1 1 22 ** 23 23 23
Muscle : [N=] 23 23 23 23 23 23
Mass(es) 0 0 0 0 0 1
Lung : [N=] 23 23 23 23 23 23
Mass(es) 0 1 0 0 0 0
Liver : [N=] 23 23 23 23 23 23
Spot(s) 0 1 0 2 2 3
Sclerosis 0 0 4 3 4 5
Atrophy 0 0 0 1 1 2
Enlargement 0 0 0 0 0 2
Adhesion between lobes 0 0 0 0 0 1
Adhesion to stomach 0 0 1 0 0 0
Adhesion to small intestine 0 0 0 0 0 1
Adhesion to spleen 0 0 0 0 0 1
Mass(es) 0 0 0 0 0 1
Kidney : [N=] 23 23 23 23 23 23
Spot(s) 0 0 0 0 1 0
Ovary : [N=] 23 23 23 23 23 23
Cyst(s) 1 2 0 1 0 0
Uterus : [N=] 23 23 23 23 23 23
Thickened wall 1 0 0 0 0 1
Eye : [N=] 23 23 23 23 23 23
Opacity 3 3 7 6 12 9
Enlargement 0 1 0 0 0 0
Exophthalmos 0 0 0 0 1 0
Auricle : [N=] 23 23 23 23 23 23
Mass(es) 0 1 0 0 0 0
Tail : [N=] 23 23 23 23 23 23
Bending 0 1 0 1 0 1
Thoracic cavity : [N=] 23 23 23 23 23 23
Hydrothorax 0 0 0 0 0 1
Abdominal cavity : [N=] 23 23 23 23 23 23
Mass(es) 0 0 1 0 0 0

[N=]: Number of animals examined at the site.
#: Masses that observed on the external surface of skin were not contained.

Significantly different from 0 ppm group (Fisher's exact probability test): *, p <=0.05; **, p <=0.01.
Significantly different from UVB+0 ppm group (Fisher's exact probability test): +, p <=0.05; ++, p <=0.01.
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(IET 04-0158)

Table 13- 1 Histopathology - Incidence of microscopic lesions in female mice
Terminal kill after 28 weeks of treatment

Site & Lesion Dose (ppm) 0 90 UVB+0 UVB+1 UVB+10 UVB+90
No. of animals examined 23 22 23 23 23 23
Skin(lumbo-dorsal)(#) : [N=] 10 10 10 10 10 10
Hyperplasia, epidermis 0 10 ** 10 10 10
Skin(other sites)(#) : [N=] 0a
Erosion/ulcer
Cyst, epidermal -
Abscess
Inflammation
Squamous cell carcinoma [Ma]
Spleen : [N=]
Hyperplasia, lymphocyte
Hematopoiesis, extramedullary, increased
Splenitis
Lymph node : [N=]
Lymphadenitis
Squamous cell carcinoma of skin,
metastasis
Muscle : [N=]
Abscess
Lung : [N=]
Cellular infiltration, mononuclear cell
Cellular infiltration, neutrophil
Pneumonia
Adenocarcinoma [Ma]
Adenoma [Be]
Liver: [N=]
Necrosis, hepatocyte, massive
Necrosis, hepatocyte, focal
Hematopoiesis, extramedullary, increased
Cellular infiltration, neutrophil
Abscess
Granuloma
Proliferation, bile duct
Gallbladder : [N=]
Cholecystitis
Not in section
Kidney : [N=]
Deposition, amyloid, glomerulus
Tubular basophilic change
Glomerulonephritis
Cellular infiltration, mononuclear cell
Pyelitis/pyelonephritis
Ovary : [N=]
Cyst
Uterine horn : [N=]
Hyperplasia, endometrium
Eye: [N=]
Cataract
Hyperplasia, corneal epithelial cell
Keratitis
Anterior synechia
Squamous cell carcinoma [Ma]
Hemangiosarcoma [Ma]
Abdominal cavity : [N=]
Granuloma
Skin(abdominal) : [N=] 10
[N=]: Number of animals examined at the site.
#: Lesions corresponding to masses that observed on the external surface of skin were not contained.
[Be]: Benign neoplasm; [Ma]:Malignant neoplasm.
Tissue(other sites): Tissues sampled from region(s) not designated in the protocol.
a: Examined on the animals that showed macroscopic lesions. Not subjected to statistical analysis.
Significantly different from 0 ppm group (Fisher's exact probability test): *, p <=0.05; **, p <=0.01.
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Table 13 -2 Histopathology - Incidence of microscopic lesions in female mice

Killed in extremis or found dead

(IET 04-0158)

Site & Lesion Dose (ppm) 0 90 UVB+0 UVB+1 UVB+10 UVB+%0
No. of animals examined 0 1 0 0 0 0

Systemic tumor : [N=} 0 1 0 0 0 0
Malignant lymphoma [Ma] 0 1 0 0 0 0
Thymus : [N=] 0 1 0 0 0 0
Lymph node : [N=] 0 1 0 0 0 0

[N=): Number of animals examined at the site.
[Be]: Benign neoplasm; [Ma]:Malignant neoplasm.
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(IET 04-0158)

Table 13 - 3 Histopathology - Incidence of microscopic lesions in female mice
All animals examined

Site & Lesion Dose (ppm) 0 90 UVB+0 UVB+1 UVB+10 UVB+90
No. of animals examined 23 23 23 23 23 23
Systemic tumor : [N=] 23 23 23 23 23 23
Malignant lymphoma [Ma] 0 0 0 0 0
Skin(fumbo-dorsal)(#) : [N=] 10 10 10 10 10
Hyperplasia, epidermis 0 10 ** 10 10 10
Skin(other sites)(#) : [N=] 0a a 8a
Erosion/ulcer -
Cyst, epidermal -
Abscess -
Inflammation
Squamous cell carcinoma [Ma]
Spleen : [N=] 1
Hyperplasia, lymphocyte
Hematopoiesis, extramedullary, increased
Splenitis
Lymph node : [N=]
Lymphadenitis
Squamous cell carcinoma of skin,
metastasis
Muscle : [N=}
Abscess
Lung: [N=]
Cellular infiltration, mononuclear cell
Cellular infiltration, neutrophil
Pneumonia
Adenocarcinoma [Ma]
Adenoma [Be]
Liver : [N=]
Necrosis, hepatocyte, massive
Necrosis, hepatocyte, focal
Hematopoiesis, extramedullary, increased
Cellular infiltration, neutrophil
Abscess
Granuloma
Proliferation, bile duct
Gallbladder : [N=]
Cholecystitis
Not in section
Kidney : [N=]
Deposition, amyloid, glomerulus
Tubular basophilic change
Glomerulonephritis
Cellular infiltration, mononuclear cell
Pyelitis/pyelonephritis
Ovary: [N=]
Cyst
Uterine horn : [N=]
Hyperplasia, endometrium
Eye: [N=]
Cataract
Hyperplasia, corneal epithelial cell
Keratitis
Anterior synechia
Squamous cell carcinoma {Ma]
Hemangiosarcoma [Ma]
Abdominal cavity : [N=]
Granuloma
Skin(abdominal) : [N=]
Thymus : [N=]
[N=]: Number of animals examined at the site.
#: Lesions corresponding to masses that observed on the external surface of skin were not contained.
[Be]: Benign neoplasm; [Ma]:Malignant neoplasm.
Tissue(other sites): Tissues sampled from region(s) not designated in the protocol.
a; Examined on the animals that showed macroscopic lesions. Not subjected to statistical analysis.
Significantly different from 0 ppm group (Fisher's exact probability test): *, p <=0.05; **, p <=0.01.

—
O D =

]
SO NDNO WL

N
[==2 8 J
*
*
N
(=0 S }
(o8]
- 2
[\
o W

—
OO R OWR MM OO O N
]
[\ [
n N
-+
NN [\
W W
-]
N
w
]
]
w
[

Q= O = e D
-
[=}
(=]
i

"
[=}
-]

.
-
[ _—
—_
et
—
-

o
—
—
Jury

OCONOUWODHROVWVOORNMRWEAEWROO ONQ M

=\

COO0OO NNV WW=OOORRINOS,, ©
[

—
COTCOONNH OO O=RO 1 @
—
COO0OTCON=NHOO=ONOD ., ©

=
=
COMMOON R OROR OO
[,

[V
=

[y

O OO NOOWRFME R OR MM B OOD

&

[y

[
R OOoOONY= N O CONOoOoOoO OO0
i~
=

—
© 1 O~ VONQOLODOOROODOWOLULIATUNODODONDNDS ,, ©

T O OO NWLWOREW: ONNOOAOHEOOO
—_

[y
T D OO AR O R OO, OO OC

-4
o
R
-

4}
=
f-)

12 a

08
~
0
2
-t}

10
12

=4
R
=41

t OO O N OO D

[y

10 10 10
1a 0a 0a 0a

Juy
>
[

oo

]

171



T10°0=>d ‘4 ‘5070=> d * :(1591 13 Komrym -uwrepy)) dnoif wdd g+g A wory yuaiayyip Apueogrusis

*dnoi3 oy ur suorse] anserdrod4y rewnroprde Jo roquun [eio} Y} 01 (94) onel oy spussardar sisoyquared ur oSt
"HONRNUSISIIIP JO 99X5op Aq PATJISSE[O 9I9M SEUIOTIOIRD [[90 snourenbg

"UD{S JO 9JBLINS [BUISIXD 9] U0 PIAISSGO IR} Sassew 0) SurpuodssIio)) #

3k

(19¢) 9 r60) T (2d4y parenuarogrp Apzood) qredAL
BIUIOUIOIRD [[90 snowrenbg

(O1pL) €21 (1Z°€9) L9 (ed&y pajenuazspp A[oreropowr) JyodAy,
BUIOUIDIRD [[20 snowenbg

(88'61) €€ (zo€g) s¢ (ed43 parenuazopyip [jom) ] 2d4T,
NEOEUEU =®u mzoamzdm

090 1 (0o0) o BUIOYUEORO]RIDY]
(181 ¢ r60) 1 europdeq
(000) o0 (681 ¢ ersefdrodAy
991 901 UD{S JO 90BLINS [BUIIXS 21} O SOSSBUI JO "ON
01 01 POUTIIEXa S[RIIUE JO "ON
06+dAN 0+dAN (wdd) ssoq uoISo|

JUSTITEDI) JO SYoaMm g7 IS)Je [[I JeUIWIS],
oorur ofeurs} Ul (¢)suorse] ouse[drodAy rewaroprda ordoosooru Jo sousprouy - £Soforyiedoisiyy $1 91qeL

(8ST0-+0 LAY)

172




(IET 04-0158)
Table 15 Determination of hepatic oxidative stress markers - Group mean values in female mice
After 28 weeks of treatment

No. of

Dose animals Lipid peroxide contents 8-OHdG

(ppm) examined (nmol/g tissue) (ng/mg DNA)

0 8 Mean 419 2.70

S.D. 182 0.61

90 8 Mean 363 2.30

S.D. 221 0.58

UVB+0 8 Mean 245 * 2.67

S.D. 79 0.73

UVB+1 8 Mean 267 2.33

S.D. 122 0.75

UVB+10 8 Mean 233 2.09

S.D. 95 0.97

UVB+90 8 Mean 218 2.03

S.D. 66 0.54

S.D. : Standard deviation.
Significantly different from 0 ppm group (Student's t test or Aspin-Welch test): *, p <= 0.05; **, p <= 0.01.
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(IET 04-0158)

Table 16 Determination of skin oxidative stress markers - Group mean values in female mice
After 28 weeks of treatment
No. of
Dose an;)m:ls Lipid peroxide contents 8-OHdG
(ppm) examined (nmol/g tissue) (ng/mg DNA)
0 8 Mean 344 3.26
S.D. 223 0.25
90 8 Mean 230 2.80
S.D. 101 0.65
UVB+0 8 Mean 340 2.30 **
S.D. 187 0.17
UVB+1 8 Mean 270 2.58
S.D. 116 0.32
UVB+10 8 Mean 336 291 ++
S.D. 162 0.19
UVB+90 8 Mean 189 317 ++
S.D. 88 0.62

S.D. : Standard deviation,
Significantly different from 0 ppm group (Student's t test or Aspin-Welch test): *, p <= 0.05; **, p <= 0.01.

Significantly different from UVB+0 ppm group (Dunnett's test following one-way ANOVA
or Dunnett-type test following Kruskal-Wallis test): +, p <= 0.05; ++, p <= 0.01.
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B 8147 BEMKESBERERERA

TBEOBEHFHICHRDSHBREEITON
T O THECET 5HBRREEERT 5
%72 o TOEE Mg, BLFOZ&HT
EiEL 7=,

1. BEBME
RRABROBBRME L, 8- TIVFIINT >
BT MEAUIRAMPIER (ACQ) TH

D, HABEETNFNT EZT LADER
Rk DES . B udd (Dfh. HhEE
99.3%. BAR{LZE (BR) 55.6%BXUT I
FNT EZT L GBI TZT A,
WLEE 50%. FIEMIZETZE () /Avocado
Research Chemicals Litd) 44.4% TH o /=,
ZHE L -t BB R E 40 % LT OREEIC
TEE AR 15~30C) THRE L.

2. WBREY
A V7|t ELAETR TEES
N7z Wistar Hannover % SPF S v b
(BrlHan:'WIST@Jcl[GALAS]) DifE#) %
Awe, gl 6 BimicTHAL, 7
H R BRERIEICHIME U /=18, 7 B TRllR
WL 72 bR SaE B — iR 2
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KLz, BIRE 22 + 3°C. BE 50 £
20%. HKER 10 B2 LR =V 7
Lwiax7—450). BREAKRR 12 KR/
H PRl 7 RsUT. F5% 7 BT IR
SINEYETETEHEL . P T,
HHERIC 3 LT OESLFERLE. R
WA R TH 2 EBERME (UL
Y NVEBERTEKR2HL) 2HW,. X7
L Z S ELEAH BRI AN TEMIC B B ICHEE
SRz, BRBKIE, TR TR R
BEELLE., REREERF MY ILICX
STRELEHFKE, 7S 2F v 78S
KO ANTEHWICHBRIZERIEZ,
2B, BMOMOEFWICEL TIdRE B
HEFTICED 2 mEBEAEICIEVEEL /=,

3. REREE
AERFEEITIL 100, 300 B LT 1000 mgrke
D3HABRERELZ, 1ABIIDE IED
AL,

4. BB G ORE

#HAE (100. 300 BLU 1000 mgke)
DHEBYER SR 2R EMCHB Lz, &
SHROFABICEL, R TEITHEICK S
RERBEOHEZER L=, BREREWR 4
ml/kg & L7z, FIEEDHPB I HELAN
YNAZTLEREL. BEAK (REH
EHA2H) ZMAEARL. XF¥—5F—
TERLTREIE .

5. ¥E5Hk

B ekSa1E 055 L0 KRER 3 K
BRETHRSE, #ERERAY—5—T
RBAEL THELGRBITRS ., BRENIICK

WETEYVCTFERWTIEZEORE L=,

6. ERERIER DEiLZZ

#5.4 B3 5% 30 B L 4 FEREIC,
FHMOBHEHMK TR XTI 1 B 1 E,
I AMOEE FSRQON L7 IOVIS LAY N2 N
178, Pk, Ei&. REME. IR, BE
HFIT DWW TR L -, BRI
BE#% 14 BEE L,

7. {KE
FEIL, HBRMERSERM BEET.
14 BRI RRRICTEENCHE L.

8. iRk
BT AR, BIEEHIRR TR (3%
B 14 B) O&ESHYIL. T— T IVERENC
L DREFSE, BHL THRIBNEFEOF
EERRLIz,

9. FEEIEE (LD501H) OBEH
BISR TR (5% 14 AR ETORERE
HERICEDE, LD & ERE L=,

C. kR

1. BEEBILD50 1E

EEHEER 1ITRT,

FETEIE, 100, 300 B L 1000 meglkg
HOEICETNZTN0/3. 1/3BLU33TH
27,
INSDFIERMN S, LD50 EOFFE.
300~1000mg/ kg THBH EEZ N,

2. KEHE

FERHEHREE 2 1TRT,

BEZ 7T ABXU 14 HOEEER DK
HED, R5MOKEMEE L TIERICH
mLTwe,
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3. ERRAEIR

BERER O REEE 3 I1TRT

300 BXLU 1000mgkg LEHTRD S
NI BNWT, ek BHHET.
RIRIET, FEE. OEBEES XU Rk
EOBENENDBD N, BRKTHR (%
5 14 HE) ETEHFELEZEYTIE. 34
BRERTERERIBERI o2,

4. HIBFTR
HIRFTR2Z2E 41TRT,
FECHIOUBHFMREL T, EOHAR
HBLUOREDH D WEERBANEY. BED
BN EYIRD 5Nz, BEERTR (&
514 B) T EETYORR T, W
RORE IR oo iz,

D. &

ACQ DEMEROBFEMZRETHDIT,
Wistar Hannover Rt 5 v MTDWTHERE
L7z. BRIRIEROBZETIE, L#. BHK
T, HRRET, Wi OEBESOEEDTE
NBLVN BT OHEEDENEZEO—RIRE
OEALZRTERDED 5Nz, FETHO
BT, EELTREFERRICBNT
LIZLIERD NS, HLE ORI EHE
TNz, INHDT EMNS, ACQ HE5ITHE
B9 5 KAV RIdE0 s nisdh o 7z,

ACQ #EITHBITHIETRIL 100, 300 B
K T 1000mg/kg - 5HDNHIZZN TN 0/3.
1/3 BLWY 3/3 Thoiz. Lo T Wister
hannover %= v ~® LD50 EDOHFEIE
300~1000mg/kg ThHd EEZ SN,

ZDFERIE, OECD (RRH 1 71 BRFEHEAE)
DFEDH S GHS (Globally Harmonised
System) 51 53U —24 (LD50 f# i

300-2000mg/kg) &HIE SN, FWRIIE
OHE T EYICTHYE TS LD50 EOH
BTHhoTz,

E. &
AEBREAETIZBWT, ACQ DRAMRD
#=M1L OECD OED 5 GHS 5TV —4 1
PEL. EWRYIEOSEOLBYICHST
% LD50 [EHOFHETH 3 EfmIhiz.

F. 5IH>R

1) BEOBFHFBICROIHBREICD
W, (BifB) BMKES, 12 BES
81475 (FRE 124 11 A 24 H)

2) OECD Guidelines for the Testing of
Chemicals. Guideline 423: Acute Oral
Toxieity — Acute Toxic Class Method.
Adapted: December 17, 2001.

G. ERE
1. SwXFE
AQ D

2. FRRER
L

H. MM EHEOHEE - BUSRHE
1. RrirES
AW

2. ER#EN&H
L

3. TDOl
2L
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