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7 EEER CEEAHHEORSY (T oy JEBERCHEREEMR L, REER
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EH B ORS BICTHEBBRIIREET AT, ARBRII= —T NVIEMET CTLRIE I,
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6.10.1 Flaask . _

FHRABROKR 5L 250, 500, 1000 XU 2000me/ke/ B D 4 FIRERE L. 4 %R
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6.10.2 FHER
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BELFEER, 2 BRBEYE ETIZ, 2000mg/ke/ B R 5REOMERES 1 FlOIE T A5
Bahf, —IREBTIX. 2000mg/ke/ B 5 FEOMEE CIESEHAA Oz, KET
X, BAOEmERTERSRA SN,
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BB o R 1* 0.1* 10 1 HE 5 5001~5005 24 BRR -

*: MMC OB ERERELZRT. a):2 BB ORERMALER

6.11 HBRRUREOFE

- 6.11.1 — KB D%

FHRRBREVARRBR L b, B5RIBEN. BEEE, HESH 2BE. £, ©
C OMOBIX 1A TE, —RRE (AR, SRRE. FTRRCHEY) oBEs =k
- LT,

6.11.2 HKERE
FHRR Tk, &&5R& 2@@1&—5%&8 1 B 1E@ELE (9:090~9:35)
AREBR T, RESEREEVERMERSRIC VTR, §RE5R L 2EEREY
BOEHERA (8:51~10:06) 21 B 1 FRIE LT, Tk, BESBRICOWTE,
BE5EA, REARUVBREZAOFTHERA (3:51~10:08) 1218 1 BRE L%,

6.11.3 . BHZEHEEROES

INEDBROTZDOEAR Schmid DFE " Victt-> TEMLE, Thbb, &5
BEFEDORRICEYTI I~ AFEMHEEIC L O TEEIYE, AAOKBEEZHEHL
Wi E P Lic, £D®% lmL 7 4 AR—YFTVENE & 236 EFHEZAVT, 9
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0.1~0.2mL O 4MRIEMIE (GIBCOBRL, 2 v hES : 494548) TE MR EZELEIC
TV Lz, i, ZOEBEFNBREUVESREEHVCERMR & 4RIEMEEZEMNLT
IR EIES L. 1000rpm T 5 HELAEE (b I —TEHXSH, 5 EERE L
LC-220) L, L%V T, B E IFVY—TL<EBRL. X744 FF7RCEBEHEKL
7o (BERAEAE IS X EARBRE A 1 el , B L ERTEE S,

AH = (FRMETLEKRARHE, vy MES  KWP4454) T3 HREELLE,
BURE Lk, 2B, EROESICEL T, BnES L REEEORNBRFER L.

BERICERBRES. A7 -, ﬁﬂ%ﬁ RBOBERUMERBRHR LTV E
T (ER¥E) . '

6.11.4 BHEERRADORE

BEIERETITOLODRBBEL L LT, BEKBORFRASA R/ 2 1K
PRR L, FHEHRELRDT 7Y //ﬂ“i//:?%ﬂ':?é@.&fﬁﬁgiix Hayashi &®
FE > Nefbote, FH40ugmL 727 Y DA L OkBREDVEBT LishA—7
FRALATA BT 7 AEHET, HR 490mm HEOBEY. BER 7417 —L LT
S15nm A EOBREEBEET S bORM L EREME (VAT A EMBEME BX40 :
AY R AFRE, 2= =Y ERE R BX-FLA : &) VA ABASHT) &
BT, BEEE 600 fF CHE LY,
BEKTHROBRIIFEE L, £k, BRICAVWE - HERIT, 2TOERRE
T HEEIE Lz, -

6.11.5 . BREEOHE '

- TEEIC oW T, 2FRMmER 200 @40 PCE # & 2000 {8 PCE iZxf9 5 MNPCE #
EHEL, TRFhOHBREE (%) 2Rk,

o, BILIC MNPCE & TOHBBRE (%) . PCE L TOHBRHEE (%) I©
DNWTERMELERRELXHE L, FHBEE (%) K20 THEEXRELR/MEDLR
L, '

INEOHBBEEICRT A EEROHIEIX. B EEE L B EEE O MNPCE OH
HBRPUAEFHTOYET —# O Meanz3SD.ATHD = & R RER LI [RMER B Y
WRMEREREY BHE L, 2 @S5 HICE-S< Kastenbaum&Bowman OB E ) (FE

-7k : F{8] 5%) WTRIT Cochran Armitage DEMBE ¥ (FEAHE : W1 BV 5%)

E4T> 7, BT PCE DHBBEEIC ST, BiErEEEL %ﬁﬁ%gﬂﬁ-#k DOET |
Bartlett. DRTE PEITWESHME (FEALE : @R 1%) 2F/S. SEBH—Thotk
7= Dunnett ORE ¥ (FEAHE @1 K 5%) _%ﬁ’: 72
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7. AERER

71 F et |
WEEE{LAKIED 250, 500, 1000 KR 2000mg/kg/ H # 5 L7,

7.1.1 — e Rg
. ¥EER% Appendix 1-1, 1215/ L7,
—RRREETIX, 2000mg/kg/ B R EH O CHERER A O, £, 2 BEE
5.3 B % TIZ. 2000mg/kg/ B EHOMEE 1 flOETHIRER I,

_ ‘ 7.1.2 HE ‘
R % Appendix 2-1, 2-2 TR L7z,

S HECIE. BOERE R TR S0,

7.2  EHREBR .
WBER{LARFED. 250, 500 BTU* 1000mg/kg/ B, BB E LTEHAK, BB &
LT MMC @ Img/kg 5. L1z, '

7.2.1 —AEiKEE ,

TBER DFER% Appendix 3 12, #IE#H Table 1 K FNFhR LIk,

 FatExf R, BWBMEBRERERUBENRBEIIBWT, —&IEBRELEAGH
nhoiz,

7.2.2 *E
BESDER%E Appendix 412, #FE% Table 2IZENENRLIEZ,
HEHBYER SR TEEORVER L R TEHRA LN, BIENBHEL LB
T, FERDEREHRRUVBENBEOKERBICEF XA ONEd o7,

723  BHEEEXOBRTER '

(B B D FE R % Appendix 512, #8354 Table 3 IZEFNFHR LT,
HBRYHEREH TIZ MNPCE O HBEHEDN 250mgkg/ B 5H# T 0.12£0.10%.
500mg/kg/ B % 58T 0.10£0.04%. 1000mg/kg/ B IS8 T 0.12+0.04% %2R L=, “h
B OEZ B REED 0.1320.07% L BB LR, WThoRER LKHENICER
REINTR ST, BREFVLRELLRD bR,

T, EEBRMEREHO2RMIR 200 BRI 5525 PCE OHBBRES . [RERE
LB L CHHENICHERELERE P27,

B, BEHBEHEO MNPCE DHISEL., BENEE L EAFCENLE, &
bio, BRI OB REE O MNPCE O HBRMEL, BHAEFICHT 28540
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CAE B 4 ) Meant3S.D.OFENTH o,
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8. FHE

BEE L ARBORBEREFREOHFRLREFT 572, Crlj:CDIQCR)SPF < &7 = %
BWi/ I ERBEER L,

BERARETHEHOTFHAR T, =7 X2 250, 500, 1000 & U8 2000mg/kg/
HE# 24 RRMART2ERARS LcER. 2B BRE5E B £ TIC, 2000mg/ke/ B ##
E DR | FIORTHRER S, —RIKE T, 2000mg/ke/ A 5 B O HERET
EEmRmAA bR, FETE., BOERERT8HRBR I,

TOBRELERE, FARBTRTHERBEBVW IR THAOL AR -7
1000mg/kg/ B 2 B AR E LT 500 R 250me/kg/ H 2K 24 BRI T2 EE O/ E L,
2E BREHN 4 BHICEHEOERETo7-, £, BHENRBE LTERAEAK LR
MERSHLFALHEETREL, BEFRELTSA b2 CD Imgkg % 1E
BETAHERELL,

FD#ESR, MNPCE OHBHEEILBWVT, %%&ﬁ%ﬁﬂ%ﬂﬂaﬁmﬁm_tbmr
FHEMICFEEREMIED o T, ARERENRZELELRD bR o7,

Elo. FEBRHEREFHICBIT 22K MK 200 BHICEH 5 PCEOHEMEEIL, B
MR HREE L B U TR EICAERELE R E R o7, FRBRICBWTHRYE
RELLZ2BHMBETCORBEORERARIB LN o, BRAWELEbh 3

. 1000mg/kg/ A TREENTH Y HE (REEREHERLE) 2TET 5 L CRERZY
LEZBNE,

. Bt RE L B BE O MNPCE @Hjﬁﬁﬁ“ti BRI BIT B E 4D
L ET — F O Mean£3S.D. @ﬁlﬁﬁf%of__ EhG BRIIETICERSh LD L
Zz b,

i 7235, Ishidate” b i3ME & BV O RGBT RALRRR CERFENRV D & 285
Ltues. “

‘LLEDRERMNS ., BER{LAKFIZARRERSEM T T Crlj: CDl(ICR)SPF"?r?RCD‘“”Ed B
WT, REEREFREEIBOLHELL,
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R BEAMLAR (2 v MES : 300102)
FohE (fEE) B (EHBK)
PR mEE
TEM BAFE (FMEZORBREREOYEHE (100) o3
T BHRER OWBRIREE O EIEOEE] 25 100£10%
A,
= ‘
—— Bz E (mg/mL)
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Table 1 : A micronucleus test of Hydrogen Peroxide in mice

Clinical signs

1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Beforc Before
Group Dose .. . after after .. . after after - 2nd
administration L. . L . . administration .. \ .. . .. .
(mg/kg/day) adminisiration  administration administration  administration administration
. Number of animal 5
Negative control 0 Hmero ar.u.ma : 5 > 3 : 3 3
No abnormalities 5 5 5 5 5 5 5
Low 25 0 Number of animals 5 5 5 5 -5 5 5
No abnormalities 5 5 5 -5 5 5 5
Middle 500 Number of animals 5 5 5 5 5 5 5
No abnormalities 5 5 5 5 5 5 5
High 1006 Number of animals 5 5 5 5 5 5 5
) No abrormalities 5 5 5 5 5 5 5
Positive control @ 1 * Number of animals 5 - - 5 5 5 5
(Mitomycin C) -No abnormalities 5 - - 5 5 5 5

- : No observation
a) : Administration was done only once for the positive control group.
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Table 2 ; A micronucleus test of Hydrogen Peroxide in mice
Body weight
. 1 day after the
Group - Dose . I.St . ' .Z.nd . .y2nd
administration  administration se
{mg/kg/day) . : administration
N 5 5 5
Negative control 0 Mean 32.6 323 32.7
S.D. 1.2 1.6 1.6
N 5 5 5
Low 250 © ‘Mean 324 31.9 322
' ’ S.D. 0.8 0.5 0.6
i N | 5 5 ' 5
Middle 500 -  Mean 323 326 329
S.D. 1.0 1.3 14
. N 5 5 5
High 1000 °  Mean "32.8 32.7 324
S.D. 1.6 1.9 2.0
- a) - N 5 5 5
P‘(’;;;t‘;:;‘:‘:"cl) 1 Mean 32.7 329 . 327
S.D. 1.6 1.4 1.6
Unit: g

a) : Administration was done only once for the positive control group.
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Table 3 " A micronucleus test of Hydrogen Peroxide in mice

Observation of bone marrow smears (About 24 hours after the 2nd administration)

Dose Na. of MNPCE No. of PCE in

Growp {mg/kg/day) in 2000 PCE MNPCE(%)™ 200 erythrocytes - PCE(%) )
N 5 _ 5 5 5 -
Negative control 0 Mean * S.D. 31 0.13 = 007 116 = 8 578 £ 4.2
Min. / Max. 0.05 / 020 515 / 62.5
. N 5 5 5 5
Low 250 Mean *+ S.D. 2 x2 0.12 = 0.10 118 =9 592 + 44
Min. / Max. 0.05 / 0.25 . 56.0 / 64.5
N 5 5 5 5
Middle 500  Mean+S.D. 221 0.10 * 0.04 120 =+ 11 59.9 +5.7
Min. / Max. 0.05 7 015 . 545 / 695
N 5 ' 5 5 5
‘High 1000  Mean=S.D. 2+1 0.12 + 0.04 115 + 9 57.7 + 43
Min. / Max. 0.05 / 0.15 . 525 / 64.0
posi o N - _ 5 5 5 5
E’;:;‘;;C‘;‘l‘;"é 1 Mean + S.D. 40 = 10 2.02 + 048 117 * 5 584 = 2.4
yein €) Min. / Max. 1.25 / 240 55.5 / 60.5

a} : Administration was done only once for the positive control group.

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythracytes (PCE)
c): Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE) per 200 erythrocytes

No significant difference in any treated groups from negative control group.
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Appendix 1-1 A micronucleus test of Hydrogen Peroxide in mice
Clinical signs (Preliminary study)
1st administration 2nd administration
Immediately ~ About 2 hours : Immediately  About 2 hours 1 day after the
Before Before
Sex Group Dose P - after afler . after afier 2nd
. administration - . . . . administration .. . N . . .
(mg/kg/day) administration  administration administration  admiaistration administration

nimals 3 3

Low 250 Number of amfnals 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
. i 3

Middle 500 Number of ar.u.mals 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
i 3

Male High 1000 Number of ar.ufnals 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
Number of animals 3 3 3 2 2 2 2
. iti 2 ' 0

Highest 2000 No abnormalities ' 3 3 2 2 0
Abdominal distention 0 0 0 g 0 2 2
Dead 0] [t} 1 ¢ 0 0 0
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A micronucleus test of Hydrogen Peroxide in mice

Cliriical signs (Preliminary study)

M-1396

1st administration

2nd administration

1 day after the

Before Immediately  About 2 hours Before Immediately  About 2 hours
Sex Group Dose administration after after administration after after 2nd
administration  administration administration  administration acministraiion
(m/kg/day) drmini dmini dmini . dmini .

Low 250 Number of animals 3 3 3 3 3 3 3
. No abnormalities 3 3 3 3 3 3 3
imal 3 3 3 3

Middle 500 Number of amfna H 3 3 3
No abnormalijties 3 3 3 3 3 .3 3
p - 3

Female - High 1000 Number of animals 3 3 3 3 3 3
No abnormalities 3 3 3 - 3 3 3 3
Number of animals 3 3 .3 3 3 3 2
. Can iti 3 3 3 3 3 0 0
Highest 2000 No abnt-nmalmes ‘

Abdominal distention 0 0 0 ] 0 2 2
Dead 0 0 0 [H 0 1 0
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Appendix 2-1 A micronucleus test of Hydrogen Peroxide in mice

Body weight (Preliminary study).

1 day after the

Group ‘ Dose Animal . l.S[ . . -Z-nd . 2nd
administration  administration .. .
{mg/kg/day) number - - - administration
“101 345 35.1 34,7
102 353 35.8 35.3
Low 250 103 Bl 332 333
Mean 343 34.7 344
s.D, 1,1 1.3 1.0
201 327 32.7 - 32.6
202 35.2 354 35.1
Middle 500 208 353 o 354 355
' Mean 34.4 34.5 34.4
Male S.D. ' 1.5 1.6 1.6
301 . 354 37.0 33.1
302 34.3 34.4 31.5
~ High 1000 303 333 33.5 ‘ 32.8
Mean T 343 35.0 325"
S.D. 1.1 1.8 ' 0.9
401 33.8 324 31.4
402 35.6 Dead
Highest 2000 403 34.1 33.3 30.9
' Mean 3435 329 31.2
'S.D. 1.0

Unit: g
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Appendix 2-2 A micronucleus test of Hydrogen Peroxide in mice

. Body weight (Preliminary study)

1st 9nd 1 day after the

Sex Group Dose Animal administration  administration l2.nd .
' - (mg/kg/day)  number administration
111 254 255 246
. 112 270 259 25.8
Low 250 113 275 253 244
: Mean 26,6 25.6 249
S.D. 1.1 0.3 0.8
211 272 -~ 26.5 26.6
212 24.8 25.5 24.7
Middle 500 213 27.1 26.8 . 26.4
‘ : Mean . 264 26.3 25.9
Female S.D. 14 - 0.7 1.0
311 26.9 26.5 A 25.2
312 26.9 25.0 23.3
High . 1000 313 28.3 C 270 26.9
Mean 274 26.2 25.1
S.D. 0.8 1.0 ' 1.8
411 27.3 26.6 24.9
412 25.4 23.1 221
Highest 2000 413 27.0 24.2 Dead .
Mean 26.6 , 24.6 © 235
S.D. 1.0 1.8

Unit: g
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Appendix 3 A micronucleus test of Hydrogen Peroxide in mice

Clinjcal signs

~

Ist administration - 2nd administration

‘ Before Immediately  About 2 hours Before Immediately  About 2 hours 1 day after the
Group Dose Animal administration after after administration after aftec Znd
administration  administration administration  administration administration
{mg/kg/day) number

1001 . . . . . - , -

1002 - - - - - - -
Negative control 0 1003 - - - ) . . . -

Low 250 2003 . . . o . . .

Middle 500 2003 . . . ; . ‘ . .

High 1000 4003 . . ; . A ) )

Posilive control

{Mitomycin C)

—
Lé
L
b
T e e e
T e e e
b
'
'

- : No abnormalities
/ : No observation
a} : Administration was done only once for the positive control group.
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Appendix 4 A micronucleus test of Hydrogen Peroxide in mice

Body weight

: ’ 1 day after the
1st 2nd
Group Dose Animal . 2nd

i administration  administration - . 7, )
(mg/kg/day) number administration

1001 325 324 32.2

1002 348 348 - 35.3

1003 - 17 30.5 314

Negative control 0 1004 32.0 325 33.0
1005 322 312 31.5

Mean 32.6 323 327

S.D. 12 1.6 1.6

2001 336 327 - 32.9

2002 320 31.5 32.0

2003 321 315 31.3

Low - 250 2004 31.5 31.8 327
2005 329 32.2 32.2.

Mean 324 319 322

S.D. 0.8 0.5 0.6

3001 334 i 343 34.5

3002 30.9 ) 31.6 31.3

3003 33.1 33.6 344

Middle ' 500 3004 321 ©31.7 32.5
' 3005 32.0 31.7 32.0

Mean ) 323 T 326 329

S.D. 1.0 . 1.3 1.4

4001 3.7 32.1 31.7

4002 324 324 32.2

4003 ' 35.6 36.0 35.9

High 1000 4004 317 31.2 31.0
4005 325 31.9 314

Mean 32.8 327 324

: : ' S.D. 1.6 1.9 2.0
5001 355 35.2 35.4

5002 32.2 323 32.3

Positive control 5003 31.7 329 32.5
(Mitomycin C) 5004 31.8 31.5 311
5005 32.5 327 32.2

Mean ‘ 327 329 32.7

S.D. 1.6 1.4 1.6

Unit: g

a) : Administration was done only once for the positive control group.
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Appendix 5 A micronucleus test of Hydrogen Peroxide in mice
Observation of bone marrow smears (About 24 hours after the 2nd administration)
Dose Animal  No. of MNPCE Mean + S.D. Mean = S.D. No.of PCEin  Mean * S.D. Mean * S.D.
Group {mg/kg/day) number  in 2000 PCE MNPCE(%) { Min / Max ) 200 erythrocytes ' PCE(%) ( Min / Max )
1001 4 3 21 0.20 0.13 = 0.07 120 116 = 8 60.0 578 +42
1002 1 0.05 ( 005 7020 ) 103 51.5 ( 51.5 7625 )
Negative control 0 1003 2 0.10 125 62.5
1004 2 0.10 118 59.0
1005 4 0.20 . 112 56.0
2001 1 2 %2 0.05 0.12 * 0.10 112 118 = 9 56.0 592 * 44 _
. 2002 5 ’ 0.25 ( 005 /025 ) 112 56.0 ( 56.0 7 64.5 )
Low 250 2003 1 0.05 127 63.3 -
2004 1 0.05 112 56.0
2005 4 0.20 129 64.5
3001 2 2 1 0.10 0.10 % 0.04 109 120 = 11 545 - 59.9 =57
3002 2 0.10 (005 /015 } 117 585 ( 545 7695 )
Middle 500 3003 2 " 0.10 114 57.0
3004 1 0.05 139 69.5
3005 3 0.15 120 60.0 :
4001 3 2 21 0.15 0.12 * 0.04 111 115 =9 555 577 £ 43
4002 3 0.15 (005 7015 ) . 119 59.5 ( 525 7640 )
High 1000 4003 1 0.05 105 52.5
h 4004 2 0.10 114 57.0
4005 3 0.15 128 64.0
5001 25 40 = 10 1.25 202 *.0.48 120 117 +5 60.0 584 £ 24,
 Positive control 5002 37 1.85 ( 125 7 240 ) 112 56.0 { 555 /605 )
: . . : 1 5003 45 2.25 120 60.0
(Mitomycin C)
5004 48 2.40 121 60.5
5005 47 2.35 111 55.5

a): Administration was done only once for the positive control group.
b}. Proportion(%%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 pol ychromatlc erythrocytes (PCE)
. c}: Proportion(%) of polychromatic erythrocytes (PCE, including MNPCE}) pet 200 erythrocytes
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