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ANEEEEITIENWLO & TE S,

201

AFEHERIISHD ACQ DV R 732
FHL7T. BEREBT Y ERDEBRRE
A9,

E. %55

ACQ XU A BB W T/MMEDE
FITEBDENT, Lo T, in vivo Ak HE
WHHERMEIRETH D LR L.

F. 5IR>CHR

1) Schmid, W. (1976) The micronucleus
test for cytogenetic analysis, in: A.
Hollaender (Ed.) Chemical Mutagens,
Principles and Methods for Their
Detection, vol. 4, Plenum. New York,

PP. 31~54.

Gollapudi, B. and Kamra, O.P. (1979)

Application of a simple

2)
Giemsa
-staining method in the micronucleus
test, Mutat. Res., 64, 45~46
Kastenbaum, M.A. and Bowman, K.O.
(1970) Tables for determining the
statistical significance of mutation
frequencies, Mutat. Res., 9, 527~
549.

Nishioka, H. (1975)
activities of metal compounds in
bacteria. Mutat. Res., 31, 185-189.
HEE (1980) SEOLRFME - BHEIE
ik, ERFE#FE 12, 44-53.
Sakagami, Y, K.,
Yokoyama, H., Ose, Y., and Sato, T.
(1988) DNA test  of
disinfectants by liquid rec-assay.
Mutat. Res., 193:21-30.

4) Mutagenic

6) Yamasaki,

repair



7) Sakagami, Y., Yamazaki, H.
Ogasawara, N., Yokoyama, H., Ose,
Y., and Sato, T. (1988) The evaluation
of genotoxic activities of disinfectants
and their metabolites by umu test.
Mutat. Res., 209:155-160.

8) Hikiba, H., Watanabe, E., Barrett,
J.C., and Tsutsui, T. (2005) Ability of
fourteen chemical agents used in
dental practice to induce chromosome
aberrations in Syrian hamster
embryo cells. J. Pharmacol. Sci.,
97:146-152.

G. BFEs%
1. B FER
A0

2. BEREK
/AR

H. A8 A ORI
1. FrErEE
AQ

2. ERHERHF
AR

3. Tl
VAR,

202



"100°0 =d 18 [01JUO0D S[OIYIA JUALINOUCD Y} WOIJ JUSISFIP ATJUROIUBIS & 444
*(s0°0 =d) 1013109 S[IIYA JUAIINIUOD 21} WO JUSISIIIP A[JUedHIUSIS 0N : 'S'N
*1$9) SYURI JO WINS S,UOXO0J[IM FUIsn SISATeue [eONISHRIS : S

*159} axenbs-1yo © 10 URTMOG-TWINRqUS)SEY] JO SI[qe) oY) Sulsn SisA[eue [EOUSHEIS ©

UMW

"UONJRIAQOP PIepuelsS : (0S
*§034001T[1A10 OTJROIYOOULION] : HON

"$9140011]3£19 STRWOIIA[Od : ADd
*sajhoonyifze onewoIgoA[od payea[anuoIdI : HOINIA

'SNK 209 ~ 9L ) ¥6 F €8y |'SNK Szo ~ 010 ) SO0 * 910 S 0ST 0oV
8
. N - . (@o7em ommg)
— (98 ~ STy ) €L F LS (050 ~ SO0 )€EI0 F 610 | S 0 STIOA
‘SN 09S ~ 82V ) €9 F 96F |+« OL'S ~ 0TI ) IS8T ¥ €6°€ S 1] O UIOAWONN
SNK L9 ~ SSy ) ¥v6 + 98 |'SNK s€0 ~ 010 ) 0I0 F +T0 S 0ST
‘SN I8 ~ 76 ) TL F 80S|'SNK s¥0 ~ 020 ) IT0 F LZO S SL (0}0)74 ¥
‘SN #€9 ~ 89% ) €9 F 095 |'SNK S€0 ~ 020 ) 900 * LZO S S'LE
} ) L. ) ) = (1oreM 21N )
— (095 ~ Liy ) S F vTs|— L Oo¥0 ~ 000 )SI0 * 610 S 0 ———
nS (e98ueI) S F uBoly oS (oSuer) S F ueoy 0T (8y/5u) (1y) suy
aDuUeISgN
(%) (@ON+IDA) / ADd (%) g3d / ADINI Jo'oN aso s Suydureg
1591 SNOONUOIDIW - S}[NSAI JO Aremring [ 9[qeL

203




Appendix 1 Mortality in toxicity and micronucleus tests

Dose .
Test Substance Mortality
(mg/kg)
125 03
. 250 1./3
Toxicity test ACQ
500 03
1000 1.3
Vehicle 0 0.710
375 05
Micronucleus test ACQ 75 05
150 0.710
Mitomycin C 10 05

Mortality : Number of death ~ Number of animals dosed.
Vehicle : Pure water.
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Appendix 2  Individual values of micronucleus test

Sampling[ (| Dose | Animal [ BW. |MNPCE/PCE| PCE/PCE+NCE)
time (hr) (mg/kg) | number (g) (%) (%)
111 324 0.40 553
Vehicle 112 314 0.15 50.3
0 113 28.4 0.25 47.7
(Pure water) 114 324 0.15 56.0
115 33.8 0.00 52.5
121 34.2 0.30 46.8
122 33.0 0.35 53.0
375 123 33.2 0.25 59.1
124 323 0.20 63.4
125 29.8 0.25 57.8
126 33.6 0.45 49.8
24 127 355 0.30 58.1
ACQ 75 128 335 0.20 53.4
129 324 0.20 53.7
130 30.2 0.20 392
131 322 0.35 59.7
132 33.7 0.25 45.5
150 133 322 0.10 67.7
134 325 0.20 532
135 33.9 0.30 66.7
141 321 4.65 50.2
142 32.2 1.20 56.0
Mitomycin C 10 143 33.2 3.05 55.4
144 32.7 5.70 43.5
145 329 5.05 42.8
116 33.6 0.30 58.6
Vehicle 117 324 0.25 52.1
0 118 309 0.30 58.5
(Pure water) 119 29.8 0.05 41.5
48 120 31.0 0.05 57.9
136 32.0 0.15 49.1
137 32.8 0.10 37.6
ACQ 150 138 34.3 0.15 60.2
139 32.0 0.15 40.3
140 33.5 0.25 54.2

BW : Body weight at the day of dosing.
MNPCE : Micronucleated polychromatic erythrocytes.
PCE : Polychromatic erythrocytes.

NCE : Normochromatic erythrocytes.
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Appendix 3 Individual clinical observation in toxicity test

Test Substance Dose |Animal Time after the administration
(mg/kg) | number| 1 3 5 24 48  (hr)
11 - - - — —
125 12 - - — - -
13 - — — - -
14 D D,LLP Io,P,T Fd
250 15 - - - - -
Toxicity test ACQ 16 | = — — e
17 P P AP - -
500 18 P P P,S P P
19 Ls, P P AP - -
20 - P P P P
1000 21 - P AP P Fd
22 — — D,E,P P P

— : No abnormalities detected.
A : Abdominal distention.

D : Decrease in spontaneous motor activity.

E : Excitement.

Fd : Found dead.

L : Lacrimation.

Lo : Loss of spontaneous motor activity.
Ls : Loose stool.

P : Piloerection.

S : Soiled fur (perioral region).

T : Tremor.
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i - TIFNT DY MUEBIZRAMBIER (ACQ) D Fy MTRIT |
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WEDER®RARORS L., TORE, BRER (T3R5 5 OLR
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2 L, S s 0 7)) HUARIE AEM T
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SN, METH ) U AOEERBEIMEES N
7=

HHEOMB X MEHE0EH TIIF R
a0 5o Tz,

11. AP ERE (3 23-27)
TR T, BHER ORI TR

BORBDDBHLN., PELUEHEROBETIN
B HHfSE OEIMAMRE SNz, HAEROMED
K MEA BB QM T3 B E 3o
7zo

MBI 25807 SHiMEE T,
WY E RGBT 5 &R 5N a M
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(IET 05-0145)

Table1-1 Mortality - Cumulative death rates in male rats
Dose Week
(mg/kg/day) 1 2 3 4 5
0 0%/10° 0/10 0/10 0/10 0/10
8 0/10 0/10 0/10 0/10 0/10
40 0/10 0/10 0/10 0/10 0/10
200/100 2/10 3/10 4/10 4/10 4/10

*: Cumulative number of animals found dead or killed in extremis during the treatment period.

b, Effective number of animals at each week.
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(IET 05-0145)

Table 1-2 Mortality - Cumulative death rates in male rats
Immunized group
Dose Week
(mg/kg/day) 1 2 3 4 5

0 0%/8" 0/8 0/8 0/8 0/8

8 0/8 0/8 0/8 0/8 0/8

40 0/8 0/8 0/8 0/8 0/8

200/100 2/8 5/8 5/8 5/8 5/8

* Cumulative number of animals found dead or killed in extremis during the treatment period.

®. Effective number of animals at each week.
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(IET 05-0145)

Table 2 Mortality - Cumulative death rates in female rats
Dose Week
(mg/kg/day) | 2 3 4 5
0 0%/10° 0/10 0/10 0/10 0/10
8 0/10 0/10 0/10 0/10 0/10
40 0/10 0/10 0/10 0/10 0/10
100 0/10 0/10 1/10 1/10 1/10

*: Cumulative number of animals found dead or killed in extremis during the treatment period.

b, Effective number of animals at each week.
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Table 3-1 General clinical observation - Incidence of signs in male rats

(IET 05-0145)

Clinical signs Dose (mg/kg/day) 0 8 40  200/100
No. of animals examined 10 10 10 10

No abnormalities detected 10 10 8 3
Appearance:

Emaciation 0 0 0 1
Posture/Body position:

Lateral position 0 0 0 1

Abdominal distention 0 0 0 1
Behavior:

Decreased spontaneous motor activity 0 0 0 2
Respiration:

Labored respiration 0 0 0 1

Abnormal respiratory sound 0 0 2 4 *
Consciousness/Nervous system:

Stupor 0 0 0 1

Sedation 0 0 0 1

Muscle weakness 0 0 0 2
Body temperature:

Hypothermy 0 0 0 2
Excretion:

Loose stool 0 0 0 4 *
Fur :

perioral region:Soiled fur 0 0 0 4 *

external genital region:Soiled fur 0 0 0 3
Eye/Eyelid (eyelid):

Ptosis 0 0 0 1
Mouth (oral cavity):

Salivation 0 0 0 1

Significantly different from control: *, p <=0.05; **, p <=0.01.
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