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2.5

5CQSD

97.0%

A HA

50g (25gx2 A)

MR (EMIME - 2.3~8°C) .

DAF LT, GRBR

HEAGHIERT  WBRMBERFE. B 1 RS Y
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BIREH : AEBEHE LAY THICAIBETH D720, Y THhE
BR LT,

6.1.3 BHExRME

4 BF ~A hvA4 ¥ C (BLFMMC &R, )

A — : HiREEx ) VERXEH

oy hEE : 550AJC

pakiii : 2mg/vial

BREFTIE : =R, #E)

RS : HEGH AT £ 1 AHEBEEDERRRAEFEE
BIREAR : MMC iZ/MERBRIZESAVOR, RT—FNEE

ThYy TFEHRRIA T A 0] - TERLE,

6.2 IR, BRERRUBHEXRBRYEORE
6.2.1 iR O EHED]
6.2.1.1 EEELY AN
AV TMEZEOEERA W, £z, ARRCIIRERA L LTHBRME 2R
HENC. 1 BSTONBEREOEGKRZ 2 ABAT T ARITHELE,

6.2.1.2 REHE
ARBRTIRIOER, WBRENICRET LK,

6.2.2 BEROFR

6.2.2.1 SRS AL
FREZLCHEBRMEERERL, AV 7THEMNXATCHERL, FIERICART 7L
oo 1 BT ONERERZ 2 ANBET T ARITHELE,
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6.2.2.2 REAE
BT (RBEN, 3FAE : 1~10°C, ERIME : 4.5~6.2°C (FHERER) | 4.8~6.3°C (K
R ) KRFEL, ARERKTBURNIERLE,

6.2.2.3 TEM

0.5~200mg/mL BERICO>WT, W7 (WEREN., &M : 1~10°C) 7 BFE+ =R
UHEETEETHD I LAKRRESER Y VY —F U F—THEERIATWS (RR
EE 1 A-2449, IRIFES2) .

6.2.2.4 WERBEDREERREE
ARBRICEATIMOZHREL YV ZNEFN 10mL I L, BEZHEXSERYY
Y —F ¥ —HBGHEFRT CTRERALEZER. RTVERIXNTIEE1E 25mg/mL #5R
8T 102.0%. 50mg/mL $EBRIE T 103.2%., 100mg/mL #BERIK T 105.0%TH V. T
NHFEMERE (FTREICHTHEE £ 100£10%) &~ Lz, 2B, HPLC HIEEAN
VF—Y g VIIBREER YV IS —F v & — (BRBRES  A-2449) TEBRSh,
HPLC HIEEDOBE Z LU TR LTz,

PHEOHE

1) F¥EME
m-2F N7 = =)
oy h&EE : 5CQSD

2) HIEEAREBORY

UTWRT I, FRIEABZHEEMLZ%, n=1 TRERL, BEZMZTH
RUCHIEERR L ARFARLZ, 28, 1 RHRTIX. BEELEL E R L 7-1%.
EEEE LT,

‘ TR TRER
I R wag | RTRE | pag BRE
(mL) (mL) (mL) (mL)
25 1 50 0.5 25 2500
50 1 50 0.5 50 5000
100 1 100 0.5 50 10000

Wi =& ) —

3) HPLC v A7 A

HPLC 2695 L —3 3 VE Y 2 — /L (Waters Corporation)
R H 2 2487 7 =2 7 )V A UV/VIS $iHi#8 (Waters Corporation)
T — F R E Empower (Waters Corporation)

12
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4)  HPLC BlE4&H
BT b : L-Column (4.6mm I.D. X 250mm, HIF%& Sum, —f%
MEEAN  CFYE 7o)

T AEBRERERE

: 40°C
HPLC #%Eh#H : T b= bV AIREEKY ERIRBIR (600:400:1, v/v/v)
B BEA : ImL/min
i ganl : UV (HE#KKZ 220 nm)
AEHEAE : 10pL
F—hP 7T -NRERE

10°C

5) RIEHR DR
s BEARUEAE
HEARUVHAEZSLE L THERT RN o7,

6.2.3 GHEXBRME DR

FAREIZ, MMC @ 0.1mg/mL KBEREZRBE L7, T72bbB, MMC (2mg/vial) 1 &
ZEHAKE SmL CEMLULE, 2mL 2R LT, £BEAHKE? % 6mL 12 T 8mL
L7,

Hl1: BERERF [ (%) KEHEETH oy FEE : 1A82)
H2: BAERF ( (%) KBERETH ov bEF : KID%9)

6.3 HERIVERURRORRER
< T APERBRIESANLN TR Y . TORBRIERASNLREO <Y AT
MHRE<mbh, ERENPEBETHIZLNLRBRLE,

6.4 HEREY

ICR % SPF v 7 X [Crlj:CDI(ICR), BAF ¥ —/L R - U N—FAEH, ERHEEF
BU#—) % THEET, THERBRAL LTS 16 L= ARERE L L CrE0 pLE!
EHEAL, THEAR, ARRELAWHEZ 1 B KX, 8 HERE - BULABT L=,
BZE-BMLABTHMP IO EERNE AfFH. REKTREROES T H) ROMEAE,
FERE, THREO—RELZ 1B 1HBEL, ZORREL LZEFOLRVEY
(FiEBR - MERES 1200, ARBR - BE250C) 2BIRL. s BB TRRICH LT,

FERLEZSo 1 EERER (BESREBIIBRERIR) BT A HEEGREIX. TH
BT 31.7~36.7g. M 24.9~27.9g, ARBRNEE 31.0~37.1g ThHoTe, HHTHD
BREWI. 1 HBEOREBICHRBROOERI L, REBITARAICL Y RREEZT (T

13
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TERBR DS HERES 4 T, ARBRDPHES L) .

¥3: RBHEZICHV. EXEEITMHES ISETho72, EEICIIMES 16 LAMAZX
ni,
H4: HRBRHEEICHEV., EXEEITHE 2L THo7=2, ERICHEEIOEIMAIRZ,

6.5 ®WESEH

EWILIEE (GFAE4M 23+3°C) B PHERER 22~24°C, ARBR 22~24°C, HXBE
(FFAHE 50£20%) TR 40~50%., ARABK 47~60%, BK[EH 1 FEEN-Y
10~15E, B 1 B 128/ (07:00~19:00) OFBEE FERES : FHRRKR 103 5
=, KRB 104 5%) CEHEE (FUA b7 Lb—7: BAF ¥y —L R« U X—FKKREH)
EANTETITAF 77— (W155x D245 xH 150mm : BAZ VT RAE&H) 12
1EF oA L EFESE CRF-1 (Y = Z VB TEERNESE. 2y FES:110908
(PR . 111109 (KRB ) ROUEEK (HEBRSEHEAEK  HABEER) %
HRIZERIEHEE LK,

6.6 f¥. KHKRUVEHHPDEAME

k., B AERCEETDORAHEIZOWTIX, SEVCEKEIIFRA Lz Yy b D
LG L= — & % Eurofins Scientific Analytics 26 ZNENAF L, REHKIZD
WTIHE, KEBICERLIZKEOSTZ2EHE LT v 7 BERXSHICESR (FF 40D
CICEE L RRYMERIET AT Y EAF L. ENENRRFEORN L 2HER LT,
EDELERTF L,

6.7 BYMOEAINKRULT—~DRT

/NELY R B RE : TFIERER TIL 630~661., AR TIL 948~977 DEFEEN
AENENT-EEL ARBFICESE LT,
BmEE : FEREBR TirX, 100 OALIXEE., 10 OALIXYE (X 0 &,

HEX 1) 1 OMLIFEEES L Ls, ARB T,
BEEZ L (BRUREEE, K, P, SAERERUBE
SBEEDIE) T 4HTOEFTE 2T 72, 1000 DALITEE,
100 DAL (HEIX0F) | 10L& 1 OMIIEKRES L
L7z, THAR., ARBRELEEEFIX 1 »00HEED
FEEOTTZ, FREBTIF—VICHE (B) Jticay
T Ll —U o647, RRES, RERK, ¥
HEE, %, BWESROBFEREELR T LE, BIZF
HRRTIIBYWRBRKTH, ARRCTIIEHERE %
BAEE L7z,
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6.8 B

ik, % - BHEHR SIS, AERC—RIRBICEEX L ORI EELZE
Ali, BoUHA (1 HERER) OFEZREIC, EHOFHEERTEHETY
ZBRRDEHIBHEER L, BFORM TR Ya— 2 2RV LT 0y JEELE
EUOEELZMHEOMREY (Tuy JEBETLERBZEE L. ABRFEEAOCHEAO
BHEESEZEERICEYYETR) X7y, BWERERZER LT,

6.9 BRERRBR. BREAERUZTALDEREH
BEREKIX, EERRIC—BHICAVWOIIROKSGE Lz, BE5FEIX 10mL/kg
WELL,. v VRIZTZVFXFVIAEY T EZAVWT, 24 HMARTC2E RS L,
BEZEOREREBEIBREAOHRESLEBICEH L, £/, BEMSRBRICIEAY
THERRICERESE L, BEMSRBCE X EHEHERICMEOFRIRE ST
%5 MMC % 25G DERSZHAWVCTHERENIIC 1 FERELE, REAEIX 10mL/kg AE
&L,

6.10 BEERUVZTORTEHRWE FITHERK
6.10.1 FimalER

FHRABROBRERI. FHEAEZEHHARBRITA FS4 U TED S 2000mg/kg/B & L.
PLTFAE 2 TER LT 1000, 500 B TX 250mg/kg/B D 4 HEZRE L, 1 HY Y OH
VIEIIHERER 3L E L, £/, 2HEBREBROK 24 RE B OEFBWHIZ OV TITR
BT AT AIC LY BREFEIE, BHERUITORbo T2, HIERREZR1.IITT,

& 1. PRABRBHERR

‘ BE
7 (mf/f’fa) (fg/m’%’)- i Eole| mox | owss
sna [ o [w [ w [ (a7 [
ewx [ w0 [ w [ [ (2]t [
ena [ w0 [w |0 [e R [
B A& 2000 200 10 2 fé 3 401~403
6.10.2 A ER

FiERBR Cix, SR 3 o~ 2 &2 AW T 250, 500, 1000 KT} 2000mg/kg/
ABZR24KFEERC2ERARE L-FHER. 2EBEREEH £ TIZ, 2000mg/kg/ B
RO 1/3 #l, H 23 PIORTHIERINTZ, —KKETIE 500, 1000 KT
2000mg/kg/ B EBHICEGR (B6) BNAh b, RETIX, 2000mg/kg/ B E5HT
BAERPBPFED v,

15
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L7EBoT, ARRIEBITHHBEREERIET., BRLFIPAONTRERAWMEL BRI D
1000mg/kg/BZmAE L L, ATAK 2 TBRL T, 500 XU 250mg/kg/BHD 3 AE%:
REL TNICEAEZRETIREGRELTMMC 2R 54 55 REZMZ .
FESEEL LT, 1YY OEHEITSIEE L,

BRI, 2EBEEHRO24FME Lz, £, EHRBRICHL M REEN
Bohholizd, BEOZLTEETII L E LT,

2B, MMC OB EEIZ/PIZEOFREIBRE SN TVWS Img/kg & L, BEHK 24 FF
MICEMEZERL, HERERER 2177,

R 2 FABRBEHEER

. Beg RE BRExg RS ; o B REEE EURE

| (meke/B) | (mg/mL) | (mLig) |mag | T | BOE | BRES (B 5%)
R& Mt R 0 0 10 2 | 5 1001~1005 | #9 24 BeRY ®
K RE 250 25 10 2 | # 5 2001~2005 | # 24 B[ 2
7 HE 500 50 10 2 | HE 5 3001~3005 | #9 24 B§RG ®
=R & 1000 100 10 2 | # 5 4001~4005 | %924 BRR ®
B5 M ot R 1* 0.1* 10 1 i 5 5001~5005 24 B8

*: MMC DR EBRVBE 2R,

a): 2E B OREFHRMLER

6.11 BERUVEREDAE
6.11.1 —BREOHER

FHARBREOARBRE L, RERBRIRER ., BEEEZ, REBZH2M. k. %
DIMOBIX 1A 1E, —fRE (Kak, 2RRE, THROHEDRY) 0BE%
EH L7z,

6.11.2 KEAIE

FHEAR T IEERSA»L 2B BEHS5FRE TR LEREIE LK (8:22~9:05),
ARBRTIX, 1BIEE5E»0 2BEREEVEET (BRI O W TR ERTH
WWHREE) 1 B 1EEIE L (8:47~9:19)

6.11.3 BHEHRERDEH

ERERAMCABNES LEMESONBREIER LI /MEOBEDT-DODER %,
Schmid DFE " DIZfE-> THEB L7, Thobb, H#E5EFEOEBICREESIEIC~
TAZEHERAIC L VZREIY, AHOKXKBEZHL LAmRZUKLEZ, £01%
ImL ¥ 4 AR—VF T AVEREE 236 EBEHFHEEZHNT, £ 0.1~0.2mL O 43R MmF
(GIBCO BRL, v v F&EFE :788065) CTEHMMRZELECHE M HLE, KiIZ, Z
DEHFARCEFSEZAVCERMAREFBELFESEML CHEEZIZS L,
1000rpm T 5 HRELELOEE (M I —TEKRNSH, 5 LS REROH LC-220) L,
EEEZB T, MBYEIFT—CISEML, XS54 RSS2 28K LE (BEEXR
RIS EEFRBENOE | EER) . BELEERIREZIYE, 2F¥/—n

16
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(FiSefiR T KRS, oy FES  EPF6315) TI3IHNMEE L%, BUAE L
2o 2B, BRIEIRBREES., X7, BBEE, RROEEHKUCERBZHTL
2o _NVETE (BERIE) .

6.11.4 BHEREROHE
BRIBRETITHOZDRABEEZ2 L LI, BERREBORGERRXTA FIF R 1K
BRIR LTz, BHBHEEARDT 7V VA Ly @k O 21%, Hayashi 50
FE 3oz, FH40pgmL 727 VP ALy UARBRE VBB T Lz AA—
FGRAZATA KT T A 2H{E T, TE 490nm fTIEDOREX, BEFA 74 V2 —L LT
5150m LEOHE#ZBRT 2052 HAEALERE (AT LEWHEME BX40 :
F Y U RAFREHE, 2= NP VB ENERE BX-FLA : 4V U 32 %XE&H) %
AT, BAEMEER600ETBELE,
BIRKRTROERIEE L, £/, BBIZAVRPoTERIL, £ TOERER
HTHEELE,

6.11.5 BREROHE

LTE®EIZOWT, 2FRMER 200 B oERME (LU, PCE £37) HEUIEYR
PEARMEREL & 2000 Bl PCE IZxt¥ 2/ BT 58 RME (BLF. MNPCE L&
1) BEHEL, ThZPhoHBREE (%) ki,

Flo. BT LI MNPCE #& 2O HBUEE (%) . PCEHEZOHBHEE (%) I
OWTEHELEERELZHEHL, SHEEE (%) KOV TEHEKRMELER/NMED R
&Lz,

INEDOHBREEICHT2EEEOHE X, BEXBE & BIExBRE D MNPCE O H
BEE (%) PUFREFTOERT —F OFHEL3SDATHLI L 2HALLEE, B
MR R ERESEHLZHEBRL, 2B SAICE S < Kastenbaum&Bowman DR
E D (BEAYE : F{l 5%) Y TNT Cochran Armitage DEMIKRE © (FEAYE : M
1 RO 5%) 29T-7, BT PCE OHBEHAEIZOWTIZ, RESBE L SHRYER
E# L O T Bartlett DRE DVEITWESEME (BEAE : TM 1%) 2T, o8N
#)—1712 o 7272 % Dunnett DE P (FEAE : @l 1 KU 5%) 21To 7,
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7. BERER

7.1 FlRAER
m-TF N7 x /) —)VD 250, 500, 1000 XV 2000mg/kg/H &5 L7z,

7.1.1 — A% 4K BB

mER % Appendix 1-1, 1-2 2R L7z,

—RABTIX 500, 1000 X T* 2000mg/keg/ A B EREICEHERR (18€) RHrbhi,
F 7z, 2000mg/kg/ BREFEOHE 1/3 6], 23 HOR AR SN,

7.1.2 *K=E
FEE % Appendix 2-1, 2-2 12" L7z,
R E TiX, 2000mg/kg/ B R EH THAEmMARD bhi,

7.2 AEHER
m-TF T =) =D 250, 500 KT 1000mg/kg/ B, BMEXMNRBLE LTAY 7, B
MR E LT MMC D Img/kg 2% 5 L7z,

7.2.1 — AR IR 7.

BEER DR % Appendix 312, #¥E% Table 1 IZZNEhR LT,

500 2T 1000mg/keg/ H R ERBICE AR (B6) BNAH LN, BRMESsHRE K OB
BT —RRECELETADL o2,

7.2.2 ®KE

BB D# R % Appendix 4 12, #IE% Table 2 IZFNEFNR LT,

BB B LT, SERDEREH THRERBICRERAONEhoT, B
BB O WTIR, REHEBICREIAON P oT,

7.2.3 BHEHREROHZHER

EEBI DR % Appendix 51T, #WFEE Table 3 ICENEFRR LT,
WEHRME R EH TIX MNPCE O HBHEE DN 250mg/kg/ H ¥ 58 T 0.13+£0.08%,
500mg/kg/ B 58T 0.11£0.05%., 1000mg/kg/ B 5H T 0.24+0.09% %~ L7, &
NEDOEEZEMESREED 0.2020.12% LB LR W TNOHRMERERED
ZHCAEEREMNIRST., AEREFNRELLRDbh2ho Tz,

Fhe, EHERYWERSHOLRME 200 BAFIC L 5 PCE O HBEE T, SR
LB LT, HFAFHNICEE (p<0.05) REMITRIBRIoT,

728, BBHEXTERAEDO MNPCE O HEBRAEE X, BYEXTRE L _BEFCHEMLE, &
Hiz, B RER OB BE O MNPCE O HEBMEE I, YHEFICBITA3E84D
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EETFT— X OEHEL3S.D.OHBHENTH - 77,
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8. EE

m-TFNT ) —NORGBEREFREORELRTT 572, Crlj:CD1(ICR)SPF
v U R E AW MERRE ERE L,

BREBZRETHODOTHARTIE, HHESL 3 LD~ D RIT 250, 500, 1000 &
W 2000mg/kg/ B 2K 24 RFRIEIBC 2 B OB E LR, 2BHEEERHE £ TIZ,
2000mg/kg/ A G-BEOHE 1/3 il HE 23 GO THER I N, —BIRETIX 500,
1000 XY 2000mg/kg/ B EHICE AR (1B8E) BAH LTz, KETIX, 2000mg/kg/
BHEEHTHABERMARD b,

CORREEL LI, ARBRICBITARERIR., BB ALNTRERNME: BEbh
% 1000mg/kg/ B #EmAELE L, LFAK 2 TBRL T 500 R 250mg/kg/ B 21 24 FF
FEREC2EEOES L, 2EBESEBN 4 RRAICEHBREARAZER LBER L,

Ehe, BESRLE L TAHY 7THEERDERSH LA CHAECRET 28, BiEx
BLLTCwA b CO Imglkg® 1 HEETAIHEREL, BREBFTE DR
KEHBHREARAZER LBERE2To%, 1YY OBWEITRESILE LT,

ZDFER., MNPCE OHBBEEICBWT, E#EBRMERSGHIIBESRBEICHAT
MEFFHICHEEREMIRDONT, AEKENR2EELLBO ORI T,

T, BEBRYEREHICBIT 5LRMER 200 @AFIC 5D 5 PCE O HBREEIX, B
XA L B L TR ENICEERE(LER IR Mo T,

2B, RatkxtRREE L BT IRBED MNPCE OHBHEE X, YHEFRICBIT K40
LEEF —F OEHELISD.OHBERNTH o2 b, RBRIZIBEOICERESNTZHOD
LEZINT,

UEDRERERPD, m-mF VT = ) — )VIZEARBRSEHE T T Crlj:CDI(ICR)SPF v 7 R
DEBICBNT, REKETHEREITEVCHE L,

BB, m-mFNLT =) — L, EREREERRCRE, RAFERERRTIIRE
BOBERE’FRIN, BEOERENELATHS 19,
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Table 1 A micronucleus test of m-Ethylphenol in mice
Clinical signs
1st administration 2nd administration
Immediately  About 2 hours Immediately  About 2 hours 1 day after the
Before Before
Group Dose AP after after e after after 2nd
administration . . . . administration .. . .. . .. .
(mg/kg/day) administration  administration administration  administration administration
. Number of animals 5 5 5 5 5 5 5
Negative control 0 ..

No abnormalities 5 5 5 5 5 5 5
Low 250 Number of arfifnals 5 5 5 5 5 5 5
No abnormalities 5 5 5 5 5 5 5
Number of animals 5 5 5 5 5 5 5
Middle 500 No abnormalities 5 5 5 0 5 5 3
Colored urine (brown) 0 0 0 5 0 0 2
Number of animals 5 5 5 5 5 5 5
High 1000 No abnormalities 5 5 5 0 5 5 0
Colored urine (brown) 0 0 0 5 0 0 5
Positive control ¥ 1 Number of animals 5 A - 5 5 3 S
No abnormalities 5 - - 5 5 5 5

(Mitomycin C)

- : No observation

a) : Administration was done only once for the positive control group.
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Table 2 A micronucleus test of m-Ethylphenol in mice
Body weight
It ond 1 day after the
Group Dose administration  administration .2.n d .
(m&/day) administration
N 5 5 5
Negative control 0 Mean 33.7 333 33.8
S.D. 1.7 2.1 2.5
N 5 5 5
Low 250 Mean 33.9 33.4 33.5
S.D. 1.6 1.6 1.6
N 5 5 5
Middle 500 Mean 340 334 33.7
S.D. 1.6 1.6 1.2
N 5 5 5
High 1000 Mean 341 342 33.8
S.D. 1.6 1.7 1.9
. a) N 5 5 5
P‘(’i';i‘t‘(’;c"c';:g') i Mean 342 34.6 34.3
y S.D. 1.9 2.3 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 m-Ethylphenol in mice

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

Dose No. of MNPCE No. of PCE in
Group (mg/ke/day) in 2000 PCE MNPCE(%) * 200 erythrocytes PCE(%)
N 5 5 5 5
Negative control 0 Mean + S.D. 4+2 0.20 % 0.12 121 + 14 60.4 + 7.0
Min. / Max. 0.10 / 0.40 51.5 / 67.5
N 5 5 5 5
Low 250 Mean+S.D. 3 %2 0.13 + 0.08 128 + 7 64.0 + 3.4
Min./ Max. 0.05 / 0.25 60.5 / 68.5
N 5 5 5 5
Middle 500  Mean#S.D. 2 % 0.11 £ 0.05 112 £ 7 56.2 + 3.6
Min. / Max, 0.05 / 0.20 520 / 60.5
N 5 5 5 5
High 1000 Mean+ SD. 542 0.24 + 0.09 109 £ 13 54.6 + 6.6
Min. / Max. 0.10 / 0.35 445 1 62.5
~ y N 5 5 5 5
PE’:E(V;CO'.’“CC" 1 Mean + S.D. 37 %5 1.86 + 0.26 107 + 6 537 + 2.8
yein C) Min. / Max, 1.60 / 2.25 495 / 565

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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A micronucleus test of m-Ethylphenol in mice

Clinical signs (Preliminary study)

M-1479

1st administration 2nd administration
Before Immediately ~ About 2 hours Before Immediately ~ About 2 hours 1 day after the
Sex Group Dose administration after after administration after after 2nd
(mg/kg/day) administration  administration administration  administration administration
Number of animal 3
Low 250 umber o axflfna S 3 3 3 3 3 3
No abnormalities 3 3 3 3 3 3 3
. Numb i

Middle 500 umber of al?xfnals 3 3 3 3 3 3 3

No abnormalities 3 3 3 3 3 3 3

Number of animals 3 3 3 3 3 3 3

Male High 1000 No abnormalities 3 3 3 1 3 3 1

Colored urine (brown) 0 0 0 2 0 0 2

Number of animals 3 3 3 3 2 2 2

Highest 2000 No abnorm‘ahtles 3 3 3 0 2 2 0

Colored urine (brown) 0 0 0 2 0 0 2

Dead 0 0 0 1 0 0 0
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Appendix 1-2 A micronucleus test of m-Ethylphenol 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 A after after T after after 2nd
administration .. . .. . administration .. . .. . . .
(mg/kg/day) administration  administration administration  administration administration
i 3

Low 250 Number of ar?xfnals 3 3 3 3 3 3

No abnormalities 3 3 3 3 3 3 3

Number of animals 3 3 3 3 3 3 3

Middle 500 No abnormalities 3 3 3 2 3 3 3

Colored urine (brown) 0 0 0 1 0 0 0

Number of animals 3 3 3 3 3 3 3

Female ) o

High 1000 No abnormalities 3 3 3 1 3 3 1

Colored urine (brown) 0 0 0 2 0 0 2

Number of animals 3 3 3 2 1 1 1

Highest 2000 No abnO@alltles 3 3 2 0 1 1 0

Colored urine (brown) 0 0 0 1 0 0 1

Dead 0 0 1 1 0 0 0




Appendix 2-1

A micronucleus test of m-Ethylphenol in mice

Body weight (Preliminary study)

M-1479

1 day after the

) 1st 2nd
Sex Group Dose Animal administration  administration .2.nd .
(mg/kg/day)  number administration

T 101 34.1 33.1 33.0
102 32.2 31.8 319
Low 250 103 33.5 33.6 347
Mean 333 32.8 33.2
S.D. 1.0 0.9 1.4
201 31.7 31.1 31.5
202 33.8 323 333
Middle 500 203 33.7 31.5 31.2
Mean 33.1 316 32.0
Male S.D. 1.2 0.6 1.1
301 33.1 32.5 32.8
302 345 33.8 337
High 1000 303 32.3 34.7 32.8
Mean 333 337 33.1
S.D. 1.1 1.1 0.5

401 36.7 Dead
402 327 30.2 27.7
Highest 2000 403 32.8 29.3 27.6
Mean 34.1 29.8 27.7

S.D. 2.3

Unit: g



M-1479
Appendix 2-2 A micronucleus test of m-Ethylphenol in mice

Body weight (Preliminary study)

1 day after the

. Ist 2nd
Sex Group Dose Animal administration  administration . 2_nd .
(mg/kg/day) number administration
) 111 26.3 25.5 23.9
112 26.3 26.6 25.7
Low 250 113 27.9 27.2 279
Mean 26.8 26.4 25.8
S.D. 0.9 0.9 2.0
211 25.0 25.8 25.9
212 27.1 27.0 27.3
Middle 500 213 27.8 28.7 28.7
Mean 26.6 27.2 273
S.D. 1.5 1.5 1.4
Female

311 27.3 279 28.5
312 27.7 27.5 26.3
High 1000 313 24.9 27.2 27.7
Mean 26.6 27.5 275
S.D. 1.5 0.4 1.1

411 25.3 Dead
412 27.9 25.9 24.5

Highest 2000 413 26.8 Dead
Mean 26.7 259 245
S.D. 1.3

Unit: g
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Appendix 3 A micronucleus test of m-Ethylphenol in mice

Clinical signs

1st administration 2nd administration
. Beft Immediately  About 2 hours Before Immediately  About 2 hours 1 day after the
Group Dose Animal elore after after after after 2nd

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

1001 - - - - - - -
1002 - - - - - -
Negative control 0 1003 - - - - - - .
1004 - - - - - - -
1005 - - - - - - -
2001 - - - - - - -
2002 - - - - - - -
Low 250 2003 - - - - - - -
2004 -
2005 - - -
3001 - - .
3002 - - -
Middle 500 3003 - - -
3004 - - -
3005 - - -
4001 - - -
4002 - - -
High 1000 4003 - - -
4004 - - -
4005 - - -
5001 - / /
5002 - / /
5003 - / /
/ /
/ /

i R ]
'
1

Positive control ¥ i

(Mitomycin C)

5004 -
5005 -

- : No abnormalities

/ : No observation

T: Colored urine (brown)

a) : Administration was done only once for the positive control group.
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Appendix 4 A micronucleus test of m-Ethylphenol in mice
Body weight
. Ist ond 1 day after the
Group Dose Animal administration  administration .2.nd .
(mg/kg/day) number administration
1001 335 327 332
1002 339 33.0 333
1003 353 36.3 37.5
Negative control 0 1004 349 34.1 343
1005 31.0 30.5 30.7
Mean 337 333 33.8
S.D. 1.7 2.1 2.5
2001 34.8 34.0 333
2002 344 34.6 34.6
2003 35.8 35.1 354
Low 250 2004 329 31.8 324
2005 31.8 31.7 31.6
Mean 339 334 335
S.D. 1.6 1.6 1.6
3001 34.4 33.9 34.0
3002 35.8 35.2 35.2
3003 33.2 32.6 334
Middle 500 3004 34.8 342 339
3005 31.6 31.1 31.8
Mean 34.0 334 33.7
S.D. 1.6 1.6 1.2
4001 32.8 333 32.1
4002 36.3 36.5 36.1
4003 344 35.1 35.2
High 1000 4004 322 32.2 31.8
4005 34.8 33.7 33.7
Mean 34.1 342 33.8
S.D. 1.6 1.7 1.9
5001 37.1 384 36.6
5002 323 33.0 328
. a) 5003 344 349 35.0
P?;;:l‘;c‘:mg' 1 5004 34.6 33.9 345
yein ©) 5005 32.8 32.7 32.7
Mean 342 34.6 343
S.D. 1.9 2.3 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 m-Ethylphenol 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(%) © Mez?n + S.D.
(mg/kg/day) number in 2000 PCE ( Min / Max ) 200 erythrocytes ( Min / Max )
' 1001 8 4 2 0.40 0.20 + 0.12 135 121 = 14 67.5 604 £ 7.0
1002 3 0.15 ( 0.10 / 040 ) 128 64.0 ( 515 /675 )
Negative control 0 1003 2 0.10 129 64.5
1004 4 0.20 109 54.5
1005 3 0.15 103 51.5
2001 2 3 £2 0.10 0.13 + 0.08 125 128 £ 7 62.5 640 + 34
2002 2 0.10 ( 005 /025 ) 121 60.5 ( 60.5 / 685 )
Low 250 2003 5 0.25 133 66.5
2004 1 0.05 124 62.0
2005 3 0.15 137 68.5
3001 2 2 =1 0.10 0.11 + 0.05 121 112 £ 7 60.5 56.2 + 3.6
3002 { 0.05 ( 0.05 /020 ) 118 59.0 ( 52.0 /605 )
Middle 500 3003 2 0.10 104 52.0
3004 2 0.10 107 53.5
3005 4 0.20 112 56.0
4001 2 5 £2 0.10 0.24 + 0.09 115 109 + 13 57.5 546 + 6.6
4002 5 0.25 ( 010 /035 ) 108 54.0 ( 445 [/ 625 )
High 1000 4003 5 0.25 125 62.5
4004 7 0.35 89 44.5
4005 5 0.25 109 54.5
5001 40 37 £5 2.00 1.86 = 0.26 109 107 £ 6 54.5 53.7 £ 28
. [ 5002 34 1.70 ( 1.60 /225 ) 111 55.5 ( 495 / 565 )
P;’:::‘;;‘:‘:g) 1 5003 a5 225 13 56.5
5004 32 1.60 105 52.5
5005 35 1.75 99 49.5

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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