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HHEMETHD 1,3,5-FV Fuﬂev«\“‘/ﬂf‘w_i WAFEL

o, YRBRICER LEERWEOD v FEE, BREIKOEY ThH 5,

ZA

B

B4

CAS &%
ERATREREE
BEAKRORER

5TE
WEHIKEE (20°C)
4k

@

il 5

VAR

ny bES
#iBE (HPLC)
AF=E
REFIE
RIS

2 eV

i 1% o LBt

1,3,5-F Ve FaFi_uEy
1,3,5-Trihydroxybenzene
Tun vy ) —)v (EK)
108-73-6

(3)-554

OH

HO OH

CsHO3

126.11

&

& ma~f R

BE~DF2ICd TWVWRADRE

217.9°C

TH )=, =—F N, BU TR

K, Ty, RUPVITHE

FHK2G

99.9%

75g (25g%3 &)

GREFT (EHEME : 2.3~8°C) | Fie

HESGWRTR WEBRWERTE. £ 1 HAHERYE
A LS K AL - AR Y i B AR A5 P
AR T %R, RRZEE CHBRWE OLEM %
L. WRBRHIET, RETHDL Z ARSI
(IRFER D .

B RBRIE TR OFREIL T N THEFEL L,
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6.1

6.1

2 273

&

PRy
A=y —
ny &S
RIFHIE
RIFGHT
EIREH

.3 Bt R E

AR
A—T—
oy FEE
kil
REFIE
RS
ERE M

Y 7

AAER/T

HERERAKHE

1314

EiR

HESGPET B 1 RHEERERARE
AEBMEIIKCEETH DD, H—REREREDR
BondAV 7THmEEBRLL,

<A hvA4¥C (A FTMMC &8, )

W REEEx VU VR E&4E

550AJC

2mg/vial

R, EX

HESWHAER #H 1 MAEBREEDEZEREE
MMC /D ERRICES Anbh, BT —2Z1NEE
THY TFEERBRIA FTA v K-> TER LK,

Bk, REBRRUVEENRYMEDORR

6.2
6.2.1 -2 O
6.2.1.1 EE YRS

AV TMEZOEER N, £, ARBRTIIRESRA L LTHERME 2 FRT

AN,

6.2.1.2

REFE

1B TONELREOEAEZ 2 A0BANT T AMEIZSELE,

ARBR T ER, BBRENICRE L,

6.2.2
6.2.2.1

55 B DM
LR

BBECHSWTHERWE LR L, LN TREICIHEE L THiERICART vy 7L
o 1 ADTOREREY 2 BABEY T AIEICHE L,

6.2.2.2

RELE

Bt (BBER. FAME : 1~10°C, EHE : 4.5~5.9°C (FHRABR) . 4.7~6.2°C (K
HE) ) KREFEL, ARBRERTBURNER L,
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6.2.2.3 REM - 99—

0.5~200mg/mL WEMIZOWVWT, W (WEEN, FFAE : 1~10°C) 8 HH+ =R
24 BRIE TEEN W —ThHD I ERRRERURY VY —F L ¥ —CTHRABINT
W5 (RREE : A-2450, B ER2)

6.2.2.4 HERBEDRE - 9—RER

ARBRICERATHIMOBFHBREO L, . TERLVZEAEL IomLERL, BEX
VO — 2L AR VS —F v & —HEGHERT CRABLEER., RRMEICK
T 5 ES 11X 50mg/mL #EERIE T 99.8%. 100mg/mL #EBRIE T 99.7%. 200mg/mL #EBRIK
T 101.5%, BH—HIZZNFh 1.2, 2.1, 1.5%THH, WTFRHEHERE (RREI
T AHEIE D 100£10%., B—M  10%ELTF) %W~ L7z, 238, HPLC JIEENY T
—va VISR IV —F ¥ — (BRES  A-2450) TEEIh,

HPLC HIEEOHIE Z L TICR L,

S EOHEE

1) ZEYME

1,3,5-F Ve Ry Er

o v h&EFHE : FHK2G
2) HEERREBOAN

UTRART I, FRERBZ2~ /X F v I RAF—F—THBLZMP L, n=1 T
BERLU, BEZMZTHERL., MEERNRABZ AR L2, 28, 1 KREFR T,
BERLAES2EB L%, ERE LR,

1 kAR 2RER
by | Bube My D 3
A R EER LR EEE AR
(mL) (mL) (mL) (mL)
50 1 50 1 100 5000
100 1 100 1 100 10000
200 1 200 1 100 20000
Wit =& ) — L
3) HPLC VR F A
HPLC : 2690 £ XL —3 3 % ¥ 2 —/b (Waters Corporation)
yy fankic: : 2487 7 =27 /v A UV/VIS # % (Waters Corporation)
T H LR E : Iv=7a?ruw b ST T 4RV ¥ — (Waters
Corporation)

4) HPLC HI7E &
AT : CAPCELL PAK C18 AQ (4.6mm I.D. x 250mm. HiF
& 3um, HRASHEEER)

12



M-1480

H T AMERERERE

: 40°C
BEHE : FERAKIAEZ 7 —1Y VERIBHR (60 : 40 : 0.1, v/v/v)
PR : 0.5mL/min
¥ : UV (A& 225 nm)
ABEAE : 1opL
A — M7 —NERERE

10°C

5) BIERER DRI
s BEARUCHRE
BEARUCBAEZHLELT2ERIEIRL oI

6.2.3 EExt R E ORA

BRI, MMC @ 0.1mg/mL AKBEEZRAB L, +72bb, MMC (2mg/vial) 1 &
EEHESAAE SmL CHEM L%, 2mL 2HERL T, ABEAEKE? % 6mL X T $mL
L7,

Hl1: BAERF [ () KEREIH, =y FES: 1A82)
H2: BAERF [ (BR) KERETIE oy bES : K1DY4)

6.3 HRERIVMERUVRMKORIRER
TV RIPERRIZES AL TEY ., CORRICERASNIREDO~ U R34
RIS mbh, EREBPEETHLIZLENORBRLL,

6.4 HERZWY |

ICR % SPF v A [Crlj:CDI(ICR), BAF ¥ —nN R « U _X—HXtk, BERKEAET
rF—) ZTEEBT, THABRMA L L CHHES 16 ILE3, ARBRA L L THE 30 L=?
EEAL, PHAR, ARBREOVATEZ 1 BLH X, 8 HERE - B{LAEE L1,
RE - BHEREHM P IS EERE (AR B, REKT BROHES T H) ROYESE,
REWRE, THREO—RRKELZ 1B 1IRBREL, TOBREZHLICREZEORVWEY

(FleskBr . MERER 1200, AFER : HE2500) ZB|IRL, s EEHTRRICHE L,

FRLEZSwo 1EHERER (BHEREBIIRERH) BT 2HEGHEIX. THE
ARBROHE 31.6~36.1g, W 26.1~28.7g, ARBRD M 33.4~37.5¢ ThoTo, HHTHD
BRARFWII, IBEOERESEBICRBLLERA L, REEBITVABRAIZ L VEHE I (F

BRI HERES 4 1T, ARBRBHESIT)
S 3 AREEFICREY, EXERESHES ISKETHo7ed, ERICITHES 16 LAMA S
Nniz,
H4: RBRHEEZREY., EXEEITHE29CTHo R, EEICIIHEIOEIHA SN,
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6.5 HEEH

BILIRE (FAHE 2323°C) 2 FHRBR 22~25°C, ARBR 20~23°C, FHRRE
(FrA&E 50£20%) 25 TR 46~58%. KRB 40~59%., BREH 1 R =Y
10~15ME, BEHE 1 B 12 85 (07:00~19:00) DFAEFE (FAEEEE : THARKR 2015
=z, ARBR 106 5F) THKRE (FUVAS b7 v—7  BRF ¥ — VR« U XN—RXEH)
EANTZTTRAF I r— (W155 x D245 xH 150mm : BARZ U7 HA&H) 1
1EFOINAE L. EEEFEE CRF-1(FV = X VERTEKRNEH . oy FES:110908
(PR . 111109 CFRER) ) ROEKEK (HBRETEKEK : fABHEM) %
HHRIZERIEHEET L,

6.6 fHE. KHKRUVEHPOEAYE

Rt KEARCKEEFOBAHEIZOWVWTIE, SBEOCEKREREA LEZay D
LI L7=5 — & % Eurofins Scientific Analytics 26 FnEFNAF L, BREAKIZD
WTHE, KEBZERLZKEOSHZZHE LT v 7 RASHICESRS (F 41H)
WEREL RBRAMEZRIET DT FEAF L. ENEThEFTORWI L 2R LT,
ETDELERTFLL,

6.7 BYOHMHNRUVT—I~NDRT

INENVY R BE : FlEER ClX 534~565, KRB TiX 858~887 D&EE
HEENT-BER ARICESE L,
BnES : TFRERBR TIX. 100 OALIZEE, 10 DOACIEME (B 0 3F.

HEX 1E) . 1 OMLEEGRES L L, RRRTIL,
BREEZE (BEXREE, K, P, SHAEREROBEE
STREEDIE) I 4 HTDEFEF L 21T 72, 1000 OALITEE.
100 DALIEME (HEX0F) . 10 & 1 OLIIEEES L
L, FHAR, ARRLELEARERIZ 100065
BEEOTT, FRABIF—VICHE (B) Zticay
L r—U e, RRES, R5&K, &
EE . IEERVCHEEZEEE2R RS LE, BEICT
HRBRTIIBYRABRKETH, ARBRCIIEFHERE %
R L 7=,

6.8 ol

i, BRE - BHEHIRFIC, AERVC—BREBIZEERSADN P o EEEE

AL, #2048 (1 EEHSHE) OBELZEIC, EHOTHEENTEIETY

LUIIRDPEIBBHEBR L, BEOBEM TRy Ya—F2HAVWET 0y JEEE

ROEEZMHEOHEY (Tuy JEBETYLEREZER L. RRERUOHEAO

BEERESLZEEAICE Y Y TE) ITX Ty, BIMERERZER LT,
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6.9 BEEER. B5EAZRUTALDRIRER
BEREILZ, BERRIC—ENICAVWONEZROKE L Uiz, #EAEIX 10mL/kg
BELL. VAR TZLVIFVIABS T E2HAVT, F 24 BRIBRE 2B ERE LT,
BEEZLORGEREIESBOFRELEBICEB L, £/, BEMREICIEAY
THERRICERS L, BESBRECEVABEARICIEOFEEIRESLTY
%5 MMC % 25G OEF$ZAVTCERENIZ 1 %S5 Lz, WEAEIT 10mL/kg KE
L L7,

6.10 HREERUVZOHRFERMI CICHERK
6.10.1 FimatER

FHRAROBREGEEI . AEHAELESHRARTA FS4 2V TED S 2000mg/kg/B & L,
LA 2 T L T 1000, 500 O 250mg/kg/B D 4 AEZRE L, 1 BHH Y OH
WEIIMERER 3ICE Lz, £72, 2EBREHR O 24 BB OAETFEHIC OV TITR
B AMAIZ L W REFEIYE, BHERIIfTLR o7z, BEREEZR 11T,

F1. PRABRBHERER

" (m}f/fgjﬁa) (fg/mEL) ﬁﬁf gg | BUR | BRES
LT I S T N H I
enn | w [ o | w [ 2] 3
EHE 1000 100 10 2 ﬁ ; g?}:g‘l’g
EEAE 2000 200 10 2 :‘é g 1(1)1:3(1)2
6.10.2 AR EER

FRARICB W T, SR 3 LD~ v 2 % H T 250, 500, 1000 & U 2000mg/kg/
HZM 24 FFEERET 2HERORE LEER, SEBRDERSHIZBVWT—HRED
R OECHITA NP o, RETIEZ, HBRHEOREIZHEE L 2B R
Loz,

L7eDo>T, ARBRICBITH EEREIT. RTHAP AL T FHRBICBIT2REH
HTHDH 2000mg/kg/ B ZmMlme L, AFAK 2 TBRL T, 1000 XU 500mg/kg/ A
D3IMEELRE LI, THCEERZERGT 2R RELO MMC % 859 % Bt
WEEZmx GESHE L, 1Y YofEmEILSIEE LT,

R EE, 2B R EZ 24 BRI E U, 7, BHRBEICHS N iEsEn
Ronhrololzd, OB TERT D& E LT,

2B, MMC OB G EIT/IMEOFERPHE SN TS Imglkg & L, 5% 24 B
MICEMEER U, Rk ER 21277,

15
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®2 AABRBEEME

. wEE BE BRERE | RE |, " o BB

B | mgfkg/R) | (memL) | (mLske) |myg | ¥ | BOE | BBES |7
F& ik it FR 0 0 10 2 | 5 1001~1005 | %9 24 #5R »
KA E 500 50 10 2 | B 5 2001~2005 | # 24 B ®
T HE 1000 100 10 2 | 5 3001~3005 | #9 24 BriE »
= HAE 2000 200 10 2 | B 5 4001~4005 | 24 B2 2
B5 Pt FR 1* 0.1*% 10 1 HE 5 5001~5005 24 BRRY

*: MMC OB EBRUOBELRT,

6.11 HBRUBREDAE
6.11.1 —RIRREDEHER

a): 2EHEBOREREMLER

FHEABREROARBR LD, BEAERER. BE5EHK. BREBRO 2/, /2. %
DOMOBE TR 1E, —fRRE (EAR, REBRE, THRVEED 2 L) 0BE%
Ehw L7,

6.11.2 AERE
FHARTIIIAEHEBRSENG2EEEREFERETIH 1ERBE L7 (8:41~9:59),
ARBRTIX., 1BHERGE D 2EHEREFEEET (BHEFREICOVWTIIHRERTH
WHEIE) 1B 1EEIE LR (8:25~9:26) ,

6.11.3 BRZBHREXRDOER

EAEHEAMICRABES LEMESORRBRREER LI IEOBEDOT-ODERE,
Schmid D FE "I -> TER L7, T2bb, BERFTEOHMICREESIE <
YRAEEMHERAIC L VREESE, BROKBELHE LESL W LE, T0%
ImL 7 4 AR—F T VERE L 236 BEFES#ZHNT, K 0.1~0.2mL D4R MF
(GIBCO BRL, m v FEH : 788065) THHEHMREZELEFICENE LE, KiZ, &
DEHBERECENSZAVCEHAREFBEMBEZEMNL CHEBEZIZS L,
1000rpm T 5 5 FELOEE (P I —TEKKXESH., 5 L2 AREEOH LC-220) L,
tEEETC, BYEIXFY—CTILBRML, AT7A4 FIF7RAZBHELE (BEEXR
X TR SDXEARBENOE 1 HEER) , BERELEERIREIE, A&/ —0
(Fne i T EM|AEE, vy MES  EPF6315) TI3NBEELL-%. BOREL
o BB, BEACERRES. 27—V, ARES, RROBEHLACERA PR L
T~ EMTTE (BRIE) &

6.11.4 BHZEHEELRAOHE

BRI ERIETIT O LORBESE2 b LI, BHRRBORBGRATA FZT 2 14
PRIR U=, BHMBHRIESADT 7 ) VoA Ly Ui a bk OEEIL, Hayashi 5O
FHiE PN T, TH40ug/mL T 7 UL FA Ly UKBREVEB T LI AN
FGRWATA R T RA&#tEl, HE 490nm M EOREL, B 7 414 —& LT

16
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5150m L EDOFEEZFRT 202 E L o8 IEME (VAT A4EDEME BX40 :
F Y U NRAFARE, 2= A=Y NVERECEE BX-FLA : Y U 2% &4h) %
AT, BRAEBE00ETHELL,

BIERTROERIIFEE L, £/, BIEZBICAVRP o TERIT, £ TOEREE
HRTHBERELL,

6.11.5 HEREROHE

1 EEICONT, 2FRMER 200 AFOHERMLE (LT, PCE LE7) HEVIEL
AR M EkEL & 2000 fBD PCE IZxT 2/ NEEZFTHHERMER (LT, MNPCE & &2
) BEHEL, TR ThoOHBEE (%) 2R,

Fio, BT LIT MNPCE & DO HEBBEE (%) . PCEHE ZOHBAEE (%) I
OWTHEBHELEERELHEH L, FHBEE (%) KOWTHEXKELR/MED L
&L,

INEOHBRBEEICT A FEEEOHEIX. BiExHREE & B RAEDO MNPCE O
BEE (%) PYUMEFTOERT X OEYELISD.ATHLZ L 2B LZE. B
M RE R EREHL 2B L, 2 EHESMICHE D < Kastenbaum&Bowman DR
B (BEAKYE : A 5%) X U Cochran Armitage DEEAIRE © (BEA%E : @Al
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58 L O T Bartlett DRE VEITVESBM (FEAKE : Tl 1%) 2, L8
¥J—72 o 7 7= ® Dunnett DRRE Y (FEALE : @l 1 RV 5%) 2177,

17



M-1480

7.1 FEHEER
1,3,5-F VB FrX o XUE 0250, 500, 1000 XX 2000mg/kg/ A # &5 Liz,

7.1.1 — IR &
R % Appendix 1-1, 1-2 2R L7z,
BEBRDEREH BT, —RRBOEMCRVECHITA DN T2,
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PERHREEIC b —ARREBIZ B LIZ B b R s 72,
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PERHBREE & LB U CHRHAZNICEERELLERI Mo Tz,
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Table 1 A micronucleus test of 1,3,5-Trihydroxybenzene in mice

Clinical signs

2nd administration
Immediately  About 2 hours 1 day after the

1st administration

Immediately  About 2 hours

Group Dose I'3e‘fore . after after I_Be‘fore . after after 2nd
administration .. . .. . administration .. . .. . .. .
(mg/kg/day) administration  administration administration  administration administration

Negative control 0 Number of animals 5 5 5 5 5 5 5
& No abnormalities 5 5 5 5 5 5 5
Low 500 Number of animals 5 5 5 5 5 5 5
No abnormalities 5 5 5 5 5 5 5
Middle 1000 Number of ar'lifnals 5 5 5 5 5 5 5
No abnormalities 5 5 S 5 5 5 5
High 2000 Number of a:.lifnals 5 5 5 5 5 5 5
No abnormalities 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 1,3,5-Trihydroxybenzene in mice
Body weight
Ist nd 1 day after the
Group Dose P e 2nd
administration  administration .. .
_(mg/kg/day) administration
N 5 5 5
Negative control 0 Mean 35.2 348 35.2
S.D. 1.2 1.3 1.2
N 5 5 5
Low 500 Mean 35.5 354 35.8
S.D. 1.4 1.2 1.6
N 5 5 5
Middle 1000 Mean 354 35.2 352
S.D. 1.4 1.5 1.7
N 5 5 5
High 2000 Mean 35.5 35.2 35.6
S.D. 1.4 0.8 0.8
N 5 5 5
s a)
P‘(’;;‘:;‘:":}:g; 1 Mean 35.4 355 35.1
Y S.D. 1.2 1.1 1.5
Unit: g

a) : Administration was done only once for the positive control group.
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Table 3 ‘ A micronucleus test of 1,3,5-Trihydroxybenzene in mice

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

Dose No. of MNPCE No. of PCE in c
Group (mg/kg/day) in 2000 PCE MNPCE(%) " 200 erythrocytes PCE(%)
N s 5 5 5
Negative control 0 Mean+S.D. . 31 0.14 + 0.05 120 £ 9 60.1 £ 44
Min. / Max. 0.05 / 0.20 56.0 / 67.5
N 5 5 5 5
Low 500  Mean S.D. 3% 0.14 + 0.04 122 % 11 612 + 5.7
Min. / Max. 0.10 / 0.20 53.5 / 68.5
N 5 5 5 5
Middle 1000 MeanS.D. 3 %3 0.16 + 0.13 123 + 9 615 + 4.4
Min. / Max. 0.00 / 0.35 56.0 / 66.5
N 5 5 5 5
High 2000  Mean+ S.D. 3% 0.15 + 0.05 111 + 8 55.7 + 4.1
Min. / Max. 0.10 / 0.20 50.0 / 60.0
N R N 5 5 B 5
P?:/;:i‘;fnc“’::g‘) 1 Mean + S.D. 32+ 13 1.58 % 0.65 123 £ 13 61.5 + 6.4
Y Min. / Max. 1.05 / 2.70 55.0 / 71.0

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

b): Proportion(%) of micronucleated polychromatic erythrocytes (MNPCE) per 2000 polychromatic erythrocytes (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 1,3,5-Trihydroxybenzene in mice
Clinical signs (Preliminary study)
1st administration 2nd administration
Immediately  About 2 hours Immediately  Abont 2 hours 1 day after the
Before Before
Sex Group Dose o after after P after after 2nd
administration L s administration s s s
(mg/kg/day) administration  administration administration  administration administration
Low 250 Number of axfifnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
Middle 500 Number of ar-lifnals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
Male Number of animal 3 3 3 3 3 3 3
. u
High 1000 mber o arfxfna s
No abnormalities 3 3 3 3 3 3 3
Highest 2000 Number of animals 3 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
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Appendix 1-2 A micronucleus test of 1,3,5-Trihydroxybenzene 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 s after after . after after 2nd
administration . . . . . . administration .. . .. . .. .

(mg/kg/day) administration  administration administration  administration administration

Low 250 Number of arfifnals 3 3 3 3 3 3 3

No abnormalities 3 3 3 3 3 3 3

Middle 500 Number of ar-limals 3 3 3 3 3 3 3

No abnormalities 3 3 3 3 3 3 3

Female Number of animal 3 3 3 3 3 3 3

High 1000 umber o arflfnas

No abnormalities 3 3 3 3 3 3 3

Highest 2000 Number of ar.umals 3 3 3 3 3 3 3

No abnormalities 3 3 3 3 3 3 3
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A micronucleus test of 1,3,5-Trihydroxybenzene in mice

Body weight (Preliminary study)

M-1480

1 day after the

. 1st 2nd
Sex Group Dose Animal administration  administration .2'nd .
(mg/kg/day)  number administration
101 359 35.7 35.7
102 349 35.8 36.0
Low 250 103 33.7 32.6 33.3
Mean 34.8 34.7 35.0
S.D. 1.1 1.8 1.5
201 34.8 34.3 353
202 33.9 33.2 34.0
Middle 500 203 36.1 36.7 37.8
Mean 349 347 35.7
Male S.D. 1.1 1.8 1.9
301 35.9 35.6 36.0
302 320 335 327
High 1000 303 35.2 36.7 35.6
Mean 34.4 35.3 34.8
S.D. 2.1 1.6 1.8
401 35.7 35.0 36.0
402 35.2 34.5 35.6
Highest 2000 403 31.6 32.1 32.3
Mean 342 33.9 34.6
S.D. 2.2 1.6 2.0

Unit: g
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Appendix 2-2 A micronucleus test of 1,3,5-Trihydroxybenzene in mice
Body weight (Preliminary study)
‘ Ist ond 1 day after the
Sex Group Dose Animal administration  administration .2.nd .
(mg/kg/day)  number administration
111 26.2 25.1 24.4
112 28.2 27.6 25.8
Low 250 113 273 26.4 25.7
Mean 27.2 26.4 253
S.D. 1.0 1.3 0.8
211 28.3 26.9 26.7
212 27.0 26.3 24.8
Middle 500 213 26.5 26.3 26.4
Mean 273 26.5 26.0
Female S.D. 0.9 0.3 1.0
311 26.1 25.5 254
312 27.9 27.4 275
High 1000 313 27.5 27.7 27.7
Mean 27.2 26.9 26.9
S.D. 0.9 1.2 1.3
411 26.7 26.7 25.9
412 27.0 27.5 26.9
Highest 2000 413 28.7 28.5 27.8
Mean 275 27.6 26.9
S.D. 1.1 0.9 1.0

Unit: g
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Appendix 3 A micronucleus test of 1,3,5-Trihydroxybenzene in mice

Clinical signs

1st administration 2nd administration
: Before Immediately ~ About 2 hours Before Immediately  About 2 hours 1 day after the
Group Dose Animal after after after after 2nd

(mg/kg/day) number administration administration _administration administration yinistration _administration administration

1001 - - - - - - -

1002 - - - - - - -

Negative control 0 1003 - - - - - - .

1004 - - - - - - .

1005 - - - - - - -

2001 - - - - - - -

2002 - - - - - - -

Low 500 2003 - - - - - - -

2004 - - - - - - -

2005 - - - - - . -

3001 - - - - - - -

3002 - - - - - - -

Middle 1000 3003 - . - - - - -

3004 - - - - - - -

3005 - - - - - - -

4001 - - - - - - . -

4002 - - - - . - -

High 2000 4003 . . . ] ] ] )

4004 - - - - - - -

4005 - - - - - - -
5001 -
5002 -
5003 -
5004 -
5005 -

Positive control ]
(Mitomycin C)

— N e
~— N N
'

'

'

+

- : 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 1,3,5-Trihydroxybenzene in mice
Body weight
. 1st ond 1 day after the
Group Dose Animal administration  administration .Z.n d .
(mg/kg/day) number administration
1001 334 326 33.0
1002 349 34.6 354
1003 354 354 35.8
Negative control 0 1004 36.2 353 35.6
1005 36.3 359 36.1
Mean 352 34.8 35.2
S.D. 1.2 1.3 1.2
2001 35.7 36.3 372
2002 338 34.1 352
2003 345 347 352
Low 500 2004 374 371 37.6
2005 36.0 34.9 33.7
Mean 355 354 35.8
S.D. 1.4 1.2 1.6
3001 35.7 355 35.7
3002 345 340 342
3003 36.0 352 357
Middle 1000 3004 336 33.8 33.0
3005 37.3 37.6 37.5
Mean 354 35.2 35.2
S.D. 14 1.5 1.7
4001 359 354 36.0
4002 358 349 354
4003 344 35.0 349
High 2000 4004 34.1 34.2 34.8
4005 37.5 36.5 36.7
Mean 355 35.2 35.6
S.D. 14 0.8 0.8
5001 36.1 36.8 36.5
5002 348 354 34.7
. 2) 5003 36.8 359 36.1
P";‘,“"’ °°‘,‘“‘(’:l 1 5004 33.6 33.7 32.8
(Mitomycin C) 5005 35.5 35.5 35.4
Mean 354 355 35.1
S.D. 1.2 1.1 1.5
Unit: g

a) : Administration was done only once for the positive control group.
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Appendix 5 A micronucleus test of 1,3,5-Trihydroxybenzene in mice
Observation of bone marrow smears {About 24 hours after the 2nd administration)
Group Dose Animal N.o. of MNPCE Mean + S.D. MNPCE(%) ¥ Mezfn + S.D. No.of PCEin  Mean = S.D. PCE(%) © Mezfn + S.D.
(mg/kg/day) number in 2000 PCE ( Min / Max ) 200 erythrocytes ( Min / Max )
1001 3 3 +1 0.15 0.14 + 0.05 112 120 =9 56.0 60.1 + 44
1002 3 0.15 (005 /020 ) 116 58.0 ( 56.0 /675 )
Negative control 0 1003 4 0.20 119 59.5
T 1004 1 0.05 135 67.5
1005 3 0.15 119 59.5
2001 3 3 1 0.15 0.14 = 0.04 117 122 + 11 58.5 612 =+ 5.7
2002 2 0.10 ( 0.10 /020 ) 128 64.0 ( 53.5 /685 )
Low 500 2003 4 0.20 107 53.5
2004 3 0.15 137 68.5
2005 2 0.10 123 61.5
3001 7 3 +£3 0.35 0.16 + 0.13 131 123 +9 65.5 61.5 * 44
3002 2 0.10 ( 000 /035 ) 118 59.0 ( 56.0 /665 )
Middle 1000 3003 0 0.00 133 66.5
3004 4 0.20 112 56.0
3005 3 0.15 121 60.5
4001 3 3 1 0.15 0.15 + 0.05 120 111 + 8 60.0 55.7 + 4.1
4002 4 0.20 ( 0.10 /020 ) 118 59.0 ( 50.0 /60.0 )
High 2000 4003 4 0.20 112 56.0
4004 2 0.10 100 50.0
4005 2 0.10 107 53.5
5001 30 32 +13 1.50 1.58 + 0.65 127 123 + 13 63.5 615 +64
Positive control ¥ 5002 28 1.40 ( 1.05 /270 ) 142 71.0 ( 550 /710 )
) R 1 5003 54 2.70 123 61.5
(Mitomycin C)
5004 25 1.25 110 55.0
5005 21 1.05 113 56.5

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

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