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4. EH

m-70E7x /-0 28 BREIREROBRSEERAR% 6 @H D Sprague-Dawley %

SPF 7 v b (Crl:CD(SD), 1 B¥MfErfER 6 iX 121C) ZHAWVWTER L, EEIXO0 (=
— i RPEREE) | 100, 300 R OX 1000 mg/kg/day & L, F7/, XEHL 1000 mg/kg
BEFHO—HOMEE (1 BEMHES 6IT) 2 oW TITRESMME T % 2 B OREHM
PR, EHTLOTEEZRE LT,

BEERE, B, BREHE. BEERVCLEERETE. WThoREERBIS
WTHEERRLS ., RV EREOEEIRD LN Mo Tz, '
—BRERVHEALZ—BREOFRIF-TOBEIBWTREXREHE ST
1000 mg/kg % EHE DR TR bz,

FETIE., BEHRPIEEERM D 1000 ngkg REEROBTRO LN, FEHMNE
WIRERRBD T,

RBRE BKREESD) T 54 BIZBKEOEHE L REOEEMMI 1000 mg/kg
BEHOBETRDONE,

M LERE T, WEHBKTEICNY 7Y 54 FOEMED 1000 mg/kg 55
DT, BavATFo—n, U VIBERURLABEDOEMED 1000 mg/kg 5D
HTRb LI,

FREERETIE, REFARTRICBEERICBV THYERDOEED 1000 mg/kg
B EEEOM THIRIC, ETERICA LI, o, MEFHITIT 1000 mg/kg B 5-FD
MRS B ORFEEEMEOCEERBRE SRS bz,

B, BEHEATH I VEESHBAKTRICA LN BTV TRHIREIL LD,
HEDLHWIRE L, BEESRD LN,

U LDHER. m-70E7 /) —VORRBREETICB T 2 EZEEIIEE LTRE
EREOBOERENOHEREL B 300 mg/kg/day LHEFE S,
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5. #

i}

EESBE EERLE FEEER LV ELERNBWEOKECLY . m-TuET
=/ —NETy MC28 BRIRERAKRE L, TOEBEZRALNTTHLLLIC, 28
AR L. BEOTHEESBRZOTEORELWET S, Ab. ARBIIGESHE
RS YY—=F 7 —BPERERRORRBEZIT TS,
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6. BHEMHRUZGE

6.1 #HERMERUEK

6.1.1 WEME
FRBIEALEERDEOn y MBS, MESIIKROBY THS, £, RBRK
BEFRAMAER 1LITRLE,

£ : m-7aE7x /) —)b

R : 3-Bromophenol

il A : 3-7uEro )

CAS &5 : 591-20-8

BERAREEREES 3-896

5 =V : BrC¢H,OH

FTE : 173.01

&= : OH

Br

i 2 : 96.9% (GC)

R : N

AR (BEA) : 20~32°C (HiRR{HE)

AFE : 575g (500g; 1A, 25¢g;3A&)

27N : H~REFRRE

ZEM : BRERTH, HBRODE IOV TRRZHE TR ERESY
EHEL,. RETHDZ LRI (BER2),

REFIE : MR (MERER. EHIE ; 2~8°C) | e

RIFGET : HESEH AT HKBRPERFERVE | HAERERY
ERE

BV EOEER : v A7, FREFHA LK,
BRD LWGEFTCITV R EARB L 2V E S ICIRY &
277,

EH : WBRWE 1 g B EREREE LTRELEZ, A/

ST LB EOBREIIEE L, £, KRinEg
DBREIREMLHERE. TRTEELL,
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6.1.2 BEAK
YN : a2— il
oy hES : PEG0519
s : MR TERASHT
RIFFIE : ZiR

BB, ARRICEL > TEE LEFRBEFOm-T 0 e 7 = ) —VOEEERR (R
BRES : A2172) TRWVT, 2— VMBI TORBRMEOEZERICRGRERIELN
TWBZ&nh, #HKE LTa—lERIRUT,

6.2 BEROAR
6.2.1 BERR DR R

BEZLIILEROHBRYE 2 ERICERL, 2— VB THR L T 20 mg/mL & (K
FAEBR . 60 mg/mL K (TAEEK) KU200 mg/mLiE (BEERK 2HARL
Tro BERIRITE 1 EILL LOSHECHR L, %L 7 BLANICER Lz,

6.2.2 BESROBESE
BERIZ1 BMLEST OBAMICHE L EHRE CHET(WBEN, EflfE:3~5°C)
THRELZ,

6.2.3 BADPTORES

FEBRYWED 0.1 R 200 mg/mL AR (A - = — 1) 3, WA (RRER,
1~10°C) | KT 8 B, ZORERT 24 BHEETH D Z L BPHEASHER Y U ¥
—F X —HBEHEF THRR IR TS (RBREED : A2172, TGRS

6.2.4 BERERDRERR

BE1HEE 4 BOBREIZAVIRRECERBIZOWVT, ZORELKRASHERY
VY —F k& — HEGHFH CHPLCEZ AW TR L, TORE, RRMEICS
THREDEISIL 101.0~105.0% (FFASEEH : XTFEICKTHEIE ; 100£10%LA) T
HY, WTNLHFBHENTH o (RAEE4-1 RV 4-2) . HHTEOBIE 2 KITR
2 '

1 BEY Y OBRAZ R OCERE
: 1 &K T 10 mL
BIEXIRYE : m-7B2ETx /) —/V
HPLC AIE &4
BT A : L-column ODS (5 pm. 4.6x150 mm ., BEEAN {bE
W8 R AT S0 )
F T AMERERERE
40°C

13
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ZEHE : T b= UAAEEK (11, viv)
TR : 1 mL/min
R : UV (BIZEHK £ 276 nm)
EAE : 20 uL
A= bV 7T —RERE
: 10°C
Sy BT E : 65
EAERF
EANEFE | EAR% EARA
1 3 EEERE AT LEAER)
2 3 EXERE (E&R)
3 1 HIEERFE (20 mg/mL)
4 1 FlEERREE (60 mg/mL)
5 1 Bl EHES (200 mg/mL)

BHERE R CRERZRRBOMEIL, AR 24 BHUAICEE L
foo B ANV TF—va VRRT, A— M U7 I7-RILBITS
24 B FROBEEDPHBENL TN,

6.3 ARVERVRMOEIRER

EMABRETA N IAVIZEY Ty FEAWVWERBRALEL ShTW3, ZORER
KHEAINEREOT vy MIFERI< A, TRENFEETHDI I ENHER
L7,

6.4 HEIMRUELIIT

Sprague-Dawley 5%& SPF 7 v F [Crl:CD(SD), HAEF ¥ —1L R « U X—KASH, B
REAF L ¥ —) MEE 475 %2 SEEBTAFL, YFTC9 HRERE - BILEE L.
—RREOBE (1E/A) | AERE GH) RUSEMERZ—RREOEE (1E) 21T
V., FEEME, —RRERCERL2—BRRECBEBIREERAONLTEEL BEbh
DMERER 36 L (ERES L CHERER 24 L, [EIfERE L U CHERER 12 08) 2B 68k
TRRICHE L=, BERKA OFERHFIL, BT 201~238 g, T 152~186 ¢ TH -
oo BV - BIEHIMF OBRERMEIZ L VEHIE, BHT0YE (BEHEKBO 2
BED OBEBEICESNT, EHOFHEENTE IR THELRD LA ELERL
o EEOEIMTIZayEa—F2AVWETay 7EBERCEEAMBEORESYE

(Tay 7EBETLERBELZERL, RBRERUENOEEES 2 EIESIZEINT
oo ) WX VIToTe, ET2, REEMITZLERHB B ICRBRRILORA LT,

) REREHEEICHEV. EXTEITMAES 45 I Th o oA, BRI MRS 47 KAMA Shi,
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6.5 fHERHE .

EITIEE 21~26°C (BR7E : 23+3°C) | FABE 31~72%™ (BRE : 50£20%) . #
K[UEEL 1 BFE 10~15[E, BB 1 B 12 KRR (07:00~19:00) OEMFAE =X (201 5X) T,
754y bRERBMME S —Y (W 250xD 350xH 200 mm : B A —UkRAEH) CF
METL, MEENOERL2ER 1 BEE L7, BEREHEE CRF-1 () = I VER
TEERSH, oy FEE 091005, 091104) ITBEERE VT, 7=, HEBEHE
KEAERBARIZE Y BRICERXE T,

) @ 20104E 4 A 21 BO 10:00 HIZIBES 70%% LB Y, RBRHEEOHE (50£20%) kB L
R, T EMREHTHY, BB HOVTHLEFERREDLNT, RBRRE~DOREE IR

o7,

6.6 fHRUSKHKDOEAME

ARt ORAEIZE L TIMEH T v MZ2UW T Eurofins Scientific Analytics T4y
FEITV. E7, BRI DWW TIREEEREBE Y v ¥ — At AE B I I
HHREREZEMOIC GFE40E) EELE, TNHODTEREEEZAFZL, RBSE
WHEBPRWI LR LR, ELERFLE,

6.7 FMMOBINRVT—OADRFT

I AR/ EE S 2R U CRBER Lz, ATRHOESITRITE COMIX
RREF. IR VEESSEAR L~V T _NED0 7, BoT®RE, ik
VCHREZE FHEEE, B, PRUOSAEHOIE) [T4HOBBEE2TF, ZOHA,
1000 DALIXEE, 100 DALITE (0 B2 HE, 1 FL2ME) | 10 & 1 OMREEES L Lz,
EEBr—VE, BoO0RMEERA LA =Y S5L0BICEE (B) JLitas
F LT _vEDF, RBRES, BRERK, #EE, . &89EE. FEZFERUOY
BRYEBEHR L, 2L, FH2—BRIREOBE, BERE, BAIRUVERES
BEREFIZ, BEAIHLTREOEREHIBT 2D, ¥—V TNV 2ERL TR
BREES. HIRVCEEEEODARERRLE,

6.8 RERERE. RSHMH. RERBEVEEHRREE Eh 5 ORRER

EERBRIETA FIA L, REBRBEIBRORELBR L, REHMIZ 28 B
& L7z, REBBRRER SRR T-ROITOATWS 1 H THE (TEE) & Lk,
EEHMIEEOTEZ RN T OIOICES L EZX LN 28H (4B &L, Z
DRREEITORP> T,

6.9 #®5HE

BEREIX SmLkg FEL L, BY U TERAVWTRAROKS Lz (08:00~10:37
D) . REBEIIER (m—) ZRRICKRE L, BEI L OREBREIIEH
DHEEZEECREHLE,
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6.10 BREERUVZFOHRTRMIE CIZEERK

M7 EET= /=00 (F—il) | 100, 300 2T 1000 mg/kg/day & 1 BEMERER
SIEOT v Mz 14 ARRERORS LR | 428k E& LT, M#ET 1000 mg/kg
BEHOMBILFREL ADVIIBEEERIEEBALNTZOATHT=Z b, K
RBRIZBITA2REEIX, 1000mgkg B SHL2SHES L, A1 3 TERL, 300 mg/kg
ZHHEIZ, 100 mgkg ZIEAEICERE Lz, BERKRZKROR 1T,

= 1. BERE
ShEREE BREE | B ¥ | R5EE M * B Bl #
(mg/kg) | (mg/mL) | (mL/kg) EikUE: HME S i ¥ B 5
\ | 6 1001~1006 | 6 1007-1012
RFIREE 0 0 3 H| 6 1101~1106 | 6 1107~1112
\ | 6 20012006
EAEE | 100 20 3 g | 6 | 2101~2106
. i3 6 3001~3006
AR 300 60 5 " 6 3101-3106 i
o | 6 40014006 | 6 40074012
mARE | 1000 200 3 #| 6 4101~4106 6 41074112

6.11 HBERUREODAEX

FThZhi@lsh ISR ORELER Lz, RBRBOERICEL TIXTR
D@y &L,

#4518 (day 1 of administration) &5 A
#5138 (week 1 of administration) : & 1 0o#E7H
Bl#E 1 B (day 1 of recovery) : ERBE BSHBKTORR)
El148 138 (week 1 of recovery) :BIE 1 2 EIE T B
6.11.1 — i IRRE D HASE

EEFEZOWTRELMTIIER 3E\ REMERSERR UK 2RRE (2L,
M- RREBOBE, BERE, BHRCERERRNELERT DRIRERT L
BREE®D2E) | BESETITER 1B, A%, RERE, B2, TBHRUH R
Wiz EO—RREEZBR LI,

6.11.2 ML —BIREORE. #itRE. BAIRUVBREHZDOAE

SRR OB RIT., EFEEICOVWT, RERBENIC 1E, R5HIRFEROE
EHRTEREE 1 HEK L, T, BERE, BEHRVEREBHEORER, #S5
48 (HEE#%520H, MERE270) ROEE2HE (H1E 13 B) Z17-7, 3k
—RIREOBEROBEREIC DWW TIIERIES 2 WE X a7 LEFERET AW,
B, BEERURERRSOBEHEHIR (7714 Fb) L. 8% 7 0¥ AICER
L7=RETITo 7=,

16
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6.11.2.1 HlG—RREOHR
1) F—bhF—URNEBE
%5E, g RETH
2) FIFF-TOBE
F=UhroOROHLRYTE, HE - KEOWKRE. R - 8050, IREK (RKR
. IRRGEASUIRER) | WIHLREIE, BEthRRidae (RIE. L&, B, Wi, REW
%) . N R UTIERT LR
3) AT 74—V FRBE
HERREE, &, RETE). ERTE. £17. €8, 8. XH LR EK, 3
i (PR, HER)

6.11.2.2 BaeRE
BEE RS, B G, BANG, BERG., AR, ZEHhEmRKE. ZHEEE

6.11.2.3 2 hiRE
CPU #—3° MODEL-9502A (7 A 2—x =7 Y U 7#REaH) 2 AV TR
VEBEORBHEZHE L,

6.11.2.4 BHEHEDRE
EREWH B R EHE P —NS-AS01 (BFRE&H ==z —uP A= X) ZHWTH
FHESEAZAEL -, BIEIX 1S L, 10 0FRE T 0~60 45 DRI EHEEES Lz,

6.11.3 KEHE

ZEEIZONWT, BREMBEFIIERE 1, 4. 7. 10, 14, 17, 21, 24 R 28 HOH
HEhic, EEMEPIREE 1, 3. 7. WERC 4 BICHIE L, BIEIX 08:33~09:33 ©
BT o 7. TR BICIIHMSBREEREHRO LD, giA 1L 16 FFREBRE I %0
BEZRE L= (08:01~08:16) ,

6.11.4 BHEEAE

EFEFEIZOVT, BEHBPIIRE 1. 7. 14, 21 K28 BOREHIIC, EEHM
hiXEE 7 RO 14 BICHIE L, BIEK 08:55~10:00 DREIZIT o7, 2B, &R
HOBERMBN»bO 1 BE%, #5783 6 BMORBEERESZ. TO®IXTAZ
CICTHRORBEREZAE L, 1K1 AEZEE L, BE 1 BZXEE1IB»L 7
BHETO 6 BERNORBERES., TORIX7THEMOREEREZHEL, 1K1 HE
PEHLE,
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6.11.5  RRE

5 4ERVERE 2BIZIT 7,

BEAE (852 BOB5%) ZAEECONT, FE2E (EHs ) HEER
DEFEIZOVWT, REIABZENETIERSEZ Yy FLEF—VIIEL., €& -
BB ROK T TARRMR % KT A BER - B EEAK T T2 0RO 20RHREHRERL,
RLCERELEEAROHECL VRE L, ¥, BARIE, RRy—VIOREL
“IREECRIENDD 1 B4 DFEAKELE, BAREZHAVCCRIELE,

&2 RBREOEE. MRERUVERABRELGTE

1) 4BRBERIZOVWTORE

REEH BIEF ik

pH F—=avART 4 v A TEARBERY (T —7 LA BRASH)
ABE A= aVv AT 4 v I A TEARBRK Y (7—72 LA BRE&H)
A2 F—vavAF 4 v A TEARBRK Y (7T —7 LA %RELH)
V= F—va VAT 4 v 7 ATEARBRKY (T—7 LA #HREH)
bi=diiiN A—va v AT 4y 7 ATEARBREK Y (F—7 VA BRE&H)
vy LY A= a VAT 4 v I R TEABRBREK Y (7T—7 L1 %KRE&4)
gavry ) =4 F—a AT 4 v 7 A TEARBRKY (7T—7 LA HRXEH)
| WERBIE

ki Bk ik

RE 4HHE) ® BEMARAL Yy VELAVWEAREE (BAL: mL)

2) 20EERIRICOVWTORE

BREEH BFEFikE

RE QOEEE) ® ARVY VA —FRWEFRAE (BA: mL)

BEE KAFETHED (BAL : mOsm/kg)

R e

3 . AUTION™ MINI AM-4290 {7 — 72 L A %X 44)

Y. AEIBRBETREER A—FF7 L FRXZy hOM-6030 (7 — 7 LA #REH)

) ARFBOREE 0BHOREZEH LT 24 MEORE (mL/24h) ZEHLE,

18
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6.11.6 miEPRE

BEHRRCEENRAET OB B OFEIRIFIC, BiA»D—& (8 16~20 ki)
RS E2EEz O NT, =—FT VKRBT CRE L., B8RO EDTA-2K N
M (SB-41: YR A v 7 ARRSHE) Wik (W imL) 28R L7z, HLHAMmE
WDWNTHR 3.1) KESBLABEERVFEICLIIBRE L, Fic, ik (09 mL) %
3.8%7 TUET MY U LARKNRRYE (MKIFCHL 1 F0OEAR) KHERL, &
Bt (BEHIRIKETE ; 8E 3,100 rpm, 1,690xg, 12470, EEHIMKTE ; &€ :
3,000 rpm, 1,580xg, 10 3f) 2KV B oo onTER32) KEHLZEBER
CHFERLIVBRELE, B, ERICIZ2EBICEL. 2AFKIZS> VT
May-Griinwald-Giemsa PeBIEIC K 5 MKBHFERZ/ER U228, ERICE 2IBIET
ELHMTL, SRIIER Lo T,

R 3. MEFREDERD, MERERVERBRELTE

1) EDTA-2K MIHLRIC DWW T ORE
BREHEH BlEFH & Hfr
FMERE (RBC) 2EEL—F—Ta—F A bR N —E? 10%/pL
~ES & (HGB) VT VA RNESRELEEY g/dL
~<hZ7 Yy ME (HCT) FRfFRE R R ERAR S HEE Y %
EHHRMERAEE (MCV) 2AEL—HF—Ta—H A PANY—? fL
FigRmRmAaFEE (MCH) FRORBERO~NTEZ oV ENLEL g
EHFRMERMEAEBERE (MCHC) ~F/attVBRUA~A M7 Uy MEMNLEHY g/dL
MWHRMERE (Retic) RNAREIZLB L —F—Tu—H% A kA ) —? %
fu/hRE (PLT) 2HEL—F—Tu—HF L A RY—EEY 10%/uL
HMLEkE (WBC) 2HELV—Y—Ta—% A b ARY—? 10%/uL
BMRE S RY ANFF - BREILLE 7 —F 4 b MY —iE %
RABAELV—F—Ta—F AL P AR —iE?Y 10%/uL

2) 2z VBT MY LIRS ML - ROV TORE
BEEE REFE -0
“u ba R (PT) sy hED s
Ei{eHs bR

75 AF B (APTT) say bED s
747V ) —4 & (FIB) ra v RFTRFUED mg/dL
fF A R e
D RAEMIEFHRELET KU 47 120 (Siemens Healthcare Diagnostics Inc., Hllinois, USA )
b . MiFEE SR ELERE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) VB (LYMP) | 43k (NEUT) . BBk (EOS) . #F3EEER (BASO) . Eizk (MONO)
BOKREEREaK (LUC) , £, HOKESRL ANKENOESEOEHZBEH L,

19
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6.11.7 MARLERE

MEEREARAE L REFICER LW (0 4ml) Z2EEERERAOARE (X
YVl b A= ey T TAERKESH) WKWDY, BB (REHBR TR
FE:3,100 rpm. 1,690xg, 12 0fl, BUEHIMK TR ; 7€ : 3,000 rpm. 1,580xg. 1047
M) L. BonmFiconT, £ 4.1) CRBLEFERUCFEICLIOIVREL
Eilo, ~RY VIMEAERE (MK 1 mL H472 9520 BALOA~RY V) [CEBRLEMLEK (8
2ml) ZEOHOH RESYBKTE ; 8 3,100 rpm, 1,690xg, 12 43fE. [EIEHAK
FET B BRAE ¢ 3,000 rpm. 1,580xg, 1047[) L. B oMz oV TER 4.2) IZH

BLEHEBRUHEICEVREL,

x4 MBLFEREOEB., ARERUVERBSELTE

1) DEELZMBIZ >V TORE

Y. S HBEREOITERE PVA-oll (MRet=A 7V FF 4—)

D BRICEEBOIER TBA-120FRTE (HZAF 4 IV AT b XHREH)

BREER BlEH ik B
ALP Bessey-Lowry ¥ 2 IU/L
#= v X7 o—A (T-CHO) CEH-COD-POD # ¥ mg/dL
rYZDETAL R (TG) LPL-GK-GPO-POD & ¥ mg/dL
Yy fEHE (PL) PLD-ChOD-POD #: ¥ mg/dL
“BryaLry (T-BIL) YA FEF—FEY mg/dL
Jra—=z (GLU) Fra—2RFr Ko -k mg/dL
RFELEHE (BUN) Urease-LEDH ¥ 9 mg/dL
7 L7 F=> (CRNN) Creatininase-creatinase-sarcosine oxidase-POD # @ mg/dL
F R YA (Na) A AV RIREBIRIE Y mmol/L
BV A (K) A F VRIREBIEE Y mmol/L
#®E (CD BEBEEY mmol/L
ANV T A (Ca) OCPC ¥ mg/dL
mBY Y (P) Y IFUEBREY mg/dL
wi-ABE (TP) Biuret % ¥ g/dL
FNT7 22 (ALB) BCG g/dL
A/G . (A/G) BI-ARBERVCTIATIVUNGEH
2) ~Y IR OB L - RISV T ORE
BREEH HEFE B
AST UV-rate 35 IU/L
ALT UV-rate 35 @ IU/L
LDH UV-rate i ¥ IU/L
y-GTP Loy-ZNE I3 HARF4-=haT =Y FE? IU/L
1% B B E RS
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6.11.8 RIEZRE

6.11.8.1 Bl
E2TOEMITONT, MBI ARBRGIEIC L Y ALBIES ., H4%K - 55 - 9
- B2 est2H0RE - ABONRIC L S#EMRBERENZITY., BRETEL
77

6.11.8.2 HEEEANTE
2TOFPIZHOVT, RIZFRTHREVCER BEXER) 2HETR L L bIT, #xt
ERCIHBRFOEKENSEE 100 g 4720 ORMEELEH LT,

B, *HZM4LEAAEOBRBEIZOWTIIEENA IZEIE L. 2048 E CHEMm
L7,

B, B, MARR, RRER. OB, AFGR. B, REE. BE bk I TE

6.11.8.3 RIBHASERE
ETOEEIZONTRICRTEHRE - B2 L, U UBEEH 10 vivedhil<l v
BWCHEE LR, =720, MY VEBEEE 10 viviekil< ) VikE AR, IRERE O
RV VEBEBEER CHE L3 W I A EZNALT AT E R 25 vivved b= U ViIRT
BEE®R. BERCBELELELX T 7 UV RCERELEER., ThEh, U UBESE 10 viv¥
FA<) VIECREL, X774 088 L, Z0%, ~< b FIVY - nF VoY
BERLEHL, THOXNBHEAUOFTHER (REMEREHAMIZ OV TIXLA) 1o
WTER L, 2B, *x TRLEAUESREIREUNEZHEL. ZM08R%1To7,
Eo. BRYEREORENRDNHMEOTIZOWTIHERCFHERF CICEE
HoeEEzOWTER L, ER/MROEBERMERICBWCEHOFRUEHRERD
B 1AL EEROBAEHOBE | FITROLER, PEATHY, ERDERSED
EEBRBDOOENTHARNZ Lh b, RBRBICEE I v S HiEr L,

KA, /N, FEE (BED) . B EIRBRk*, TEEA, BRR*. LE/ME* Bl
B, KRR, MREE. BET U Vo8, BREEY o, O, KED M (KREXEED) .
B, +285. =5, BB (AR EET) | BB, BB, BB, FEB. B
BERE. REE*. RBELE&* iR, IR+ 7B, BEF (B¥E2E) . XBFE (B
B Ete) *ROKBEHEREG *

iz, RepgE* (RAPRITIBKE SBEET, ~~ b2V v - =4 VU RBERE
BECTERM L, ) . N—F—R* KRR, &, BE. BTR*, FTR: KR
ke, BE. R (BREH) *. KE (BEH *. EEBNSL (BN RUYEEEHE
HLUTHRFEL,

21



B-6583

6.12 #EHERH
A= 74—V IFNBEOEENEE BEREICBIT S EENER EARIE.

BEREFEORE. FE (KEHEMELZESD) | BiEE, BKE. RREOCEENE
B. MEFERE, LBLEFRERCHRBEET —FIX50WT, MBELEEEHLD
B CHERHBIT 21T o 72, &7, TR OV TIT Bartlett REIC L 0 H#tEORELTT
ofc (FEKE . E 1%) . D8PE LWEAE Dunnett % AW T, EE SO
£ 1X Dunnett B > meanrank test # iAWV T M BB L FEBREH L OB TREZIT T2 (A
BAE: TRSER1%) , 2B, BERCOVTL, FRECL VY EHOSBROH—
HEORE (BEAKE . Al 5%) #1iTo72, TOHKR. ELEMSIRDONZHEIC
XX EREE L R E R B L OEHEDOEIZ OV T Student D t RE (BEAYE : @1
SEN1%) 2, SE08MERRD bR BEITIX Aspin-Welch D tRRE (FEK
¥ :RRESERI%) &2T-o7279,
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7. PEBRER

7.1 — ik 5E
FA& % Table 1-1~1-3 R T Appendix 1~10 (278 L7z,
1) #EHIRE
TEER R E-21 15 25 BIZ 1000 mgkg EHOHE /12 H 50X /125 TCRO L
77
2) [EEHRE
HHENT OB TE, BEAMZEC TREEIRO b h o T,

7.2 FHAL—-BKE. #EeRE. BEHORUVERESE
7.21 Ao — K
FX#& % Table 2-1~2-18 2 T Appendix 11~70 {Z5R L7z,
1) H&EHMH
FIFH>TOBEBIIBWT, BERRESEZE 2 BIZ 1000 mg/kg #EEOHE 1/12
B¢ # 5 3 BIZ 1000 mg/kg # 5-BEOKE 3/12 6] & M 1712 F1T. 45 43812 1000 mg/kg
BEBHORE /2FTRD LN,
2) [EIfEHARE
A =TT 4=V FNBEBIZBWT, ML ERYEIROFELRGENEE 1 Biz
1000 mg/kg # 5RO TR bz,

7.2.2 BERE
FA& % Table 2-19, 2-20 & T Appendix 71~76 {27 L 7z,
1) ®548
WTNOBREEBICEBWTHEFII R, ML bRELAERMEREHLD
FIICHEBZEZERD N o T,
2) HE2R
WThOBREERBICRBWTHRFII 2, ML bIREEL 1000 mgkg &5 & D
FICEEEIR OO o T,

7.2.3 Eh

FXA& % Table 2-21, 2-22 F U% Appendix 77~82 125w L7z,

1) ®&E548

MERE L bR L SR EREFH L OMICAREEIRO ORI T2,
2) [EfE28

HERE & bXPIREE S 1000 mg/kg B EBEE ORMIICHBEZEARO SN0 T,
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7.2.4 B EH=E

FX#& % Fig. 1~4, Table 2-23, 2-24 Jz (X Appendix 83~88 {Z R L7,

1) #5438

MERE S bR L EEBRMERSHOBRETEITIIAKICHBL, AEEERR
Hohiehot,

2) [EfE28

BERE & bR REEL 1000 mg/kg B GO B HEHEILTERRICHEB L. FEERR
DoRhol,

7.3  @&=E
R4 % Fig.5. Table 3-1. 3-2 % T* Appendix 89~94 [Z5% L 7=,
1) #HEHIR
BEER A REHMZE C T 1000 mgkg | EEHOMTAHA LN, HEMMTOKER
MECFEREESRD LN,
2) [EIEHIRE
B RESEERR 2@ U C 1000 mg/kg I EH OB THRD HiLiz,

7.4 {EfHE

FiA& % Fig.6. Table 4-1, 4-2 & U* Appendix 95~100 {25 L7z,

1) HEHIRE

MERE & b REE L FEBRYER SHOBHEINIZERFICHEB L, FEZRRDS
nipnot,

2) [EEHRM

FEZBENEE 14 BIZ 1000 mg/kg HEFHEOME TR D b,

7.5 REBE (EXKE8)

A& % Table 5-1~5-8 & T Appendix 101~118 {Z5R L7,

1) ®&548

EWAEE CTHREEWTAOEBMICLREIIRO L1708, BAEORFER
BE L REOBRBEEM 1000 mg/kg WEHOBETHRD b,

2) [EE2E

EHEAEE CHEEVNTLOBHICLEZRIRD LT, RE, BAERVREE
JERZ B REEL 1000 mg/kg R EHOMICEEEIIRRO b hol,
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7.6 MBEFRE

F%#&% % Table 6-1~6-6 &K T Appendix 119~136 {27 L1z,
1) #HEHIBKTE

T4TY =T BOEERRMEN 300 mg/kg B ESBHEDOMME T, EEES ha
RS T RF VB OFERIERD 300 mgkg B 5EHOH TRD LRI,
2) [EEMIRME TR

WMROLERBROFBLBMEL 747 ) /U BOFEREME. AMKESZBICHBIT
DU NEREER L IR E R IR OF B2 RED 1000 mg/kg 5 FEOHE T, FRlERE K
UNw b7 )y MEOHEREME., BMKRSEIZH T D FPEREOFTERBMED 1000
- mgkg REBHOMTRD LN,

7.7 MmEEEHRE

A& % Table 7-1~7-4 K O¥ Appendix 137~148 {Z7R L 77,
1) BEHRKTR

TNT I OFEREMEN 300 mgkg L EREFHOHET, NI TV ESA FOEE
7R {ED 1000 mg/kg B 5HEOMERE T ALT DA B REE & v-GTP DHEE R EMA 1000
mg/kg WEHOHET, BaLvXFn—A, VUVBEAROREABEORERGHEEE
ROEE KM 1000 mg/kg B 5 OM TRH b,
2) [EEEARMET R

TN a—2ARVOREBEZEROAEREMED 1000 mgkg B EBHDOHET, AST KT ALT
DOFE/2KMED 1000 mg/kg TG DOMETRD LT,

78 W®REE=E
Fi#& % Table 8-1~8-8 & U' Appendix 149~172 1Z5R L7z,
1) REHIMKTR

Jicd : MEEROFR KM 1000 mg/kg 5B OME TR
Do,

i) : RN EEOCEERSMEN 1000 mg/kg REFHEOH TR
b,

lig : X EROFEREMED 1000 mgkg REFEDOM TR
o,

it : X EEOH B RIEMES 300 mg/kg HEHEDHE TR
bz,

B : HXEERORE/REEN 1000 mg/kg BWEHOETR
» b,

2) [EMEHIRHE T iy

Jix : HXEREDOARRSED 1000 mgkg BEREDORE TR

» o,
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lixg!- : M EEOBERIKMED 1000 mg/kg BREFHOB T, #
HEUVHMNEROFEREED 1000 mgkg BEEHD
METRD LI,

P i : HXEEOFERLFMEN 1000 mgkg BESHOE TR
o,

BE : MAXMEEOCFEZEMEDN 1000 mg/kg HEHETRDH
i,

7.9 EIB®mR

FRA&E % Table 9-1. 9-2 K U' Appendix 173~244 [Z5R L7z,
1) BEHMETR

FREER : BEER 1000 mgkg TEHD 1/6 FITRO LK,

= : B RILIED 1000 mg/kg B S5BEOHE 1/6 FITRD B
77

BE : /AINEED 1000 mg/kg B EBED 1/6 FITRD HhvTz,

E : FEENDS 100 mg/kg TEBED 1/6 B TRD bz,

2) EEHER TR

B L& : HEES X EEE RO 1000 mg/kg REBDOE 1/6 TR

o,

710 REHAGIRE

A& % Table 10-1~10-4 K TX Appendix 173~244 1278 L7z,
1) BEHEKRTE

TRMEREIZL 5 LEZ DN BB HEREOBIZED b,

= : BB ORF LEERO CEMERE R 1000 mg/kg
BEEOHE2FITRDOLNE,

BREHMK TR TIIUTIRTEHRBEO b, ZOoHBRERELS VTR

bEFEMEDOE(L & HBT LT,

R EAE : FRIZBWTHEENAZ O 1000 mgkg BEEHD
/6 BITRELRFTFHIFESRD bz,

AREK : R ER RS 1000 mg/kg ¥ 5 EEDOHE 1/6 FI TR
Hhint,

N : B RREOMIRBENRXTBEDRE 2/6 Fl. 1000
mg/kg REREDHE 1/6 Bl TR bz,

BB : BMH 5V IRELRKEOHZENS I REEOH 1/6
%, 1000 mg/kg & 5-EEDME 3/6 HITFRD iz,

T : BRI DM IR 3 5 IREEOME 1/6 I TR DB
77
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FER gk

e

2) [EMEHIR TR

R R R ILIED 1000 mg/kg B 5-EEOHE 1/6 B TR
b,

B D IR EE 72 FAARJE B o T AR ZE B A3t FE B
DHE 1/6 B & M 3/6 BT, BIZR M/ PISEREDS o FRAE
DO 1/6 FICERH BT,

BRI MREES X REEORE 1/6 §I T, B2
BB X RBEOME 1/6 5l TR D LT,

REE/2D 9 fah 1000 mg/kg T S BEDOME 1/6 HITRDH 5
ni-,

BE 2 RAEME O H AR IZTE A3 3T FREE O 3/6 51, 1000 mg/kg
BEHD 26 fITRD LT,
Bt E S T REEORE 1/6 1, 1000 mg/kg & 5-
BHoOmE 26 FITRO LN,
BELFAESHELTRBED 16 flcROONTE, £
7o, BIRICBWTRBEB A BN 1000 mg/kg ¥ 58
D 1/6 Bl CEERFEHESERRD bz,

B RETPEARAS 1000 mg/kg B 5-BEDME 1/6 5T,
BB D S RS REE D 2/6 5 & M 1/6 B,
1000 mg/kg ¥ G- DHE 1/6 Bl & HE 2/6 FI TRO> BN T,
FIRICBWTEEBA LI 100 mg/kg BEHD 1/6
Bl CEREREAD D RERD bz,

HER TR TRIUTICRTERIAPIRO b, TOHBRAZRENLLWVTRHE

FEOEL & HET Lz,
FEER bk

B

HRIZBWTHABRBI AL XREE L 1000 mg/kg
BREBEOE /6 P TRELEFRFELRBVD b,
BMRERROEEN S BEEE 1000 mg/kg BEHD
A 1 FITRD b,
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8. EE

m-72E7x /=028 ARRERARSESERR L 6 BE D Sprague-Dawley &

SPF 5 v b (Crl:CD(SD), 1 BEMERES 6 % 121L) 2 HVWTERK L7, #E5EIZ0 (=
— 2 RFEBEE) | 100, 300 R T 1000 mg/kg/day & L., F7z, REEEE L 1000 mg/kg/day
DO—WOBEE (1 BEHES 6 MY Iz oW CIRBREHMK TR 2 BRI OWREHM &2 & T,
BHET{LOFHMEE KRR LT,

—RIREECIE, BREHIRE TICRES R E 21 225 25 HIZ 1000 mg/kg & 5 OHE TR
oo, BB, BEHMTICIEFERBDOoh oz,

MR —RE T, BEMBT IR > TOBBIIB W CTRERIRIEHS 1000
mg/kg WEFHOMERETRD biviz, ToM, BEHFAFIZA—T 70— FNERE
BWTIE S A Y EEOEED 1000 mg/kg EFHOHMTHOLNTZN, TS EELRE
{ETHY, HEHMPIZIIRO N THRWI L, BEELHBT L,

BEERE, BARUVEREBHE TR, WTNOREEBIZBWTHREFIT R, #
BRYEREDOEEBIRD LN T,

FE T, BEHETICEEER 1000 mg/kg BREBOETH LN, RFEOKBER
MEREEELR L, 2B, BEEHRPIZS 1000 ng/kg REHOE TRENR AL
B, FEEMEEIREELIZERETH, AECL2EEERRD b,

BT, EEHETIZEHER 1000 mgkg BEFHOHTHONZN, —BEOE
ETHo ., BEHMFICERD LN TWARWZ L DBEME L Hl L=,

RBRE BARKEST) TII.BRE54BIIEKEOSRE L REOBEB M2 1000 mg/kg
BEHOETRO LN, BB, ZhoOE{IIAREIZLDERL, EEEBREDL
ni-,

MERFERE T, BEHFEKRTERICT 7V -5 EOBEED 300 mg/kg 58
DOMERET, EEAEES RS T RAF B OERD 300 mg/kg 5 HOMETRD
bR, WTHbLIKBETHY ., MAERICIRRERZEZA DR TV RN L
DHBREEL R Lz, 28, BEHNBKTRICERLEREORHEE 747 /-5
VEOEME, BMERESEIZRIT B U L ERER & FEEIRIEOKED 1000 mg/kg
BEHOBET, FOERER O~ b7V vy MEDOEME, BMERSEICBIT S FPEREK
DEEDS 1000 mg/kg | EFHOIETRDOLNN, WTh I BREOELLTHY, #E5
IR TEIZIIRD 5N TWARWI & hERME L HlF Lz,

MELFERE TR, REHHEKR TN 7V 54 FOBMEDN 1000 mg/kg 58
DHERET, Ba LV RFr—nL, U VIBERTRZABEDEES 1000 mg/kg & 5-F 0
TR bNERDEREOFER RO, 2. FEHMBRTEHRCRERINALOE
EIARIZL VEE L, BEERIRBD bz, Toft, HEHEK TR ALT O&RHE
& y-GTP DIEREAS 1000 mg/kg I 5-FEDHE T R DIREDS 1000 mg/kg R EREDOMET,
TNT I OBEED 300 mg/kg L EOEREFHOETHRDONEZN, WTFhb I<EE
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ThHY, BETAIEBICEEN W EnLERELHE L, 28, BEEHRKET
BRI a— AR ORFEEROKMED 1000 mg/kg HEEHOMEET, AST XONALT OF
fEAS 1000 mg/kg T EHDOHETRO NN, WTFhb I BEARELTHY, B5H
IR TRICIIRO N TWRWNWZ E ML ERME L HE LT,

REFRECE., REHME THICFR CHYEEOEMES 1000 mg/kg 25 B O
2, B THMEROSMED 1000 mg/kg I EHOBICRD b, 28, EEHRMK
TEHIZ G g W Tt B OVESH E B O S EAS 1000 mg/kg I S HOM T, X EER
DIEMED 1000 mg/kg EHDOHETH LN H DD, TSR T BIZ L ~ER
L, T I BRECRSFHPERTRICADNL THRWVWE{LThocZ &b, Th
LOELICIIREIC L IEEEIBD LN, £, HEFNCEORE LEMRO
VBB KD 1000 mg/kg B EBHOMMBETHR LN, ZOEOELIIAERHE L %
D7 x ) —~NVEBEED &FNT =)V, 4 (1-AFNZT=)) T /)—)VD
Ty MIBITS 28 ARREROBEEFEMRRD ® THLAHALNTEY, £ IIEEFR
BATH D038k & 0 RICR T AR TH B EZF 2 bhiz, /B, ZhbH0EL
HREICL Y EER L, BEERARD BT,

ZOMOREFERE CIX, FEHMETRICEBROMEIEREDOHMN 1000 mg/kg
BEFOBET, MOKEIERDORMED 1000 mg/kg B E5BHOMTRD b=, WTh
H I BRETHY HEBEFENICIELBRD N TWARNI EnLM3EE L HIBF L7,
E. BBOBNEEOKMED 300 mgkg BEHOHETRDO NN, TKEETH
V. BHERCASERELIEED R TRV I &, BRELHE L, 2B,
EIEHARE TRIZ, 1000 mg/kg TG HOMHE TR, BIBR UBEOHMNEERDOEMEIR
HoNEB, WTHLIKBETHY, BEHBAKTRIZIIVRD bR TWARWERT
HHZ D, BRELHBTI UL, Bz, FRICBWTHREHMKETRIC 1000 mg/kg
BEHOBTHER ELAORAGE, BEO/PEILEBERILENS, 100 mgkg BEHD
HECREREEN Y, EEHIRE TRRHC 1000 mg/kg RS HOMTCRE LAOAERIED D
NB, WTFRHREBREZ EMSBIEE LB L,

ULDHER, m-70E7 /) —VOFRBREHTICBT2BYERNE L LTURHE
EREOBOE L END, HEL Y 300 mgkg/day &HEE SN, 2B, BEHH
FHLVEIREHERTRICBD DN LR ERIC I O EERH 2 VIIERE L. EE
HENRO iz,
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9.
1)
2)
3)
4)
3)
6)

7
8)

Rk

m-7BE7 /) —ADTy M AV 14 HERERODRSHSHERR
(FHERAR) EHREERY VY —FEr¥—, RBREFS : C-B451, 2009 4)

Snedecor GW, Cochran WG. Statistical methods.8th ed. Ames: Iowa State University
Press;1989.
Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control.J Am Stat Assoc 1955; 50:1096-121.
Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.
AR (1977) : ZBZhFHE —FHE & MR — 1 R RFEHRS, HK.
ARG (1981) : ZRENFTAE — 5l & #8407 — 1 ROR KBRS, 1.
REHBE T, LR ERERRBE. 8. 555 (2001)
ZKES. LEVEEMERBRBRE. 10, 258 (2003)
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Fig.1 A 28-day oral toxicity study of 3-Bromophencl in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)



Activity (Count)

B-6583

500
Female
400
300+
2001
100
O— 0 mg/kg
A~ — A 100 mg/kg
M— —m 300 mg/kg
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Fig.2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.4 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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Fig.b A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
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Table 1-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
Day of administration
Sex Dose Findings

mg/kg 1 2 3 4 5 6 7 8 g 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 i2 12 12 12 12
Male 100 No. of animals [¢] 6 6 6 6 6 6 8 8 6 3] 6 6 6
No abnormality 6 [¢] 6 6 6 6 6 6 6 [ 6 6 6 6
300 No. of animals 6 6 6 6 8 6 6 6 6 6 6 6 6 6
No abnormality 6 6 [ 6 6 6 8 6 6 6 6 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 i2
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 100 No. of animals 6 6 [¢] [ 6 [¢] 8 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 <] 6 6 6 6 6 6 6
300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 [ 6
No abnormality 6 6 6 6 8 6 6 6 6 6 6 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 i2 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
Day of administration
Sex Dose Findings

mg/Kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 100 No. of animals 6 6 6 6 6 6 6 6 6 6 6 8 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
300 No. of animals 6 [ 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 8 6 6 6 6 6 6 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 11 10 10 11 10 12 12 12
Salivation 0 0 [¢] 0 0 0 1 2 2 1 2 0 (4} 0
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 i2 12 12 12 12 12 12 12 12
Female 100 No. of animals 6 ] 6 6 6 6 6 6 6 6 6 8 6 6
No abnormality [ 8 6 6 6 8 [ 6 6 6 6 6 [ 6
300 No. of animals 8 6 6 6 6 6 6 6 6 6 6 6 6 [
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings
mg/kg 1 2 3 4 5 6 T 8 9 10 il 12 13 14
Male o] No. of animals 6 6 6 6 6 6 6 6 6 ] 6 6 6 6
No abnormality 6 6 6 6 6 ] 6 6 6 6 6 6 6 6
1000 No. of animals 6 6 8 6 6 6 [ 6 6 6 [ 6 6 6
No abnormality 6 6 [§] 6 6 6 [ 6 6 [ 8 6 6 6
Female 0 No. of animals 4] 6 6 6 6 6 ] 6 6 6 6 6 [ 6
No abnormality 6 6 6 8 6 6 8 6 6 6 6 [ [ 6
1000 No. of animals 6 6 6 6 6 6 ] 8 6 6 6 6 <] 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
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Table 2~1 A 2B-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation {Week 1 of administration period}
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 8 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 : 6 12
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Table 2-2 A 28-day oral toxicity study of 3-Bromophenol im rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) ] 100 300 1000 0 160 300 1000
Parameter No. of animals 12 [} 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation {(Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 6 12 12 8 6 12
Posture
Normal 12 6 [ 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxieity study of 3~Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation {(Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 Q 100 300 1000
Parameter No. of animals 12 6 [} 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 [¢] 6 12
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Table 2-5 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6
Posture
Normal 6 6 [ 6
Convulsion
None 6 6 6 6

Abnormal behavior
None 6 6 6 6
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Table 2-6 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : home cage observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 [
Posture
Normal 6 6 6 6
Convulsion
None 6 <] 6 6

Abnormal behavior
None 6 6 [} 6
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Table 2-7 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 1 of administration period)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 [ 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 12

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 [ 6 12
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Table 2-8 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of administration period)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 8 6 12
Ease of removal from cage

Easy 12 6 8 12 12 6 6 12
Fur condition

Normal 12 6 6 i2 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12

Pupil size
Normal 12 6 6 12 12 6 6 12

Salivation
None 12 6 6 11 12 6 6 12

Slight 0 0 0 1 0 0 0 0

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 6 6 12
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Table 2-9 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 3 of administration period)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos '

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 9 12 6 6 11

Slight o] 0 0 3 0 0 0 1

Abnormal respiration
Absent 12 6 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 6 12 12 8 6 12
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Table 2-10 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 [ 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Narmal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 5] 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation

None 12 6 6 11 12 6 6 12

Slight 0 0 0 1 0 0 o] 0

Abnormal respiration
Absent 12 [ 6 12 12 6 6 12

Reactivity to handling
Easy 12 6 [ 12 12 6 6 12
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Table 2-11 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 [§] 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6
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Table 2-12 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent [ 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 8 6 6 6
Pupil size

Normal 3} 6 6 6
Salivation

None 6 6 6 8

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 6 6
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Table 2~-13 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 [ 12
Abnormal behavior

None 12 6 6 12 12 8 6 12
Stereotypy

None 12 6 [ 12 12 G 6 12
Gait

No/minimal location 1 0 0 Q 0 0 0 0

Normal 11 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 2+ 2 3+ 2+ 2+ 2 7+ 3 5+ 1 9+ 2 5+ 2
Defecation count (Mean+S.D.) 1+ 1 0~ 2+ i+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 9 5 3 8 12 5 6 12

Small amount 3 1 3 4 0 1 4] 0

No significant difference in any treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 2 of administration period)
Sex Male Female
Dose {(mg/kg) [ 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 [ 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 0 0 1 0 0 0 0

Normal 11 6 6 11 12 [ 6 12
Posture

Normal 12 6 6 12 12 6 [ 12
Grooming

None 12 6 6 12 12 6 8 12
Rearing count (Mean+S.D.) 3+ 4+ 3 3+ 3 2+ 2 T+ 7+ 3 7+ 1 6+ 2
Defecation count (Mean+S.D.) 1+ 0+ 1 1+ 2 1+ 1 [ 23 0+ 1 0+ Q 0o+ ©
Urination

None 7 6 5 7 11 5 [ 12

Small amount 3 0 1 4 1 1 0 0

Moderate amount 2 0 0 1 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-15 A 28-day oral toxicity study of 3~Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 [ 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 [ 6 12
Convulsion

None 12 6 6 12 12 6 5 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 (3} 0 0 0 0 0 0

Normal 11 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 3+ 4+ 2 3+ 2 3+ 2 8+ 2 6+ 2 g+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0+ 1 0+ 0 1+ 1 0o+ O 0+ 0 0+ 0 0 0
Urination

None 8 5 4 7 12 [ [ 12

Small amount 4 1 2 3 0 0 0 0

Moderate amount 0 0 0 2 0 0 0 0

No significant difference in any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4 of administration period)
Sex Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

No/minimal location 1 0 0 0 0 0 0 0

Normal 11 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean#S.D.) 3+ 5+ 2 3+ 3+ 3 T+ 2 6+ 3 9+ 1 8+ 2
Defecation count (Mean+S.D.} 0+ 0+ 0 1+ 1+ 1 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 10 6 5 12 12 5 [} 12

Small amount 2 0 1 0 0 1 Q 0

No significant difference in any treated groups from control group.
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Table 2-17 A 28-day oral toxicity study of 3~Bromophencl in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation {Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 6 8 8 [
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 [ 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal [§] 6 [ 8
Grooming

None 6 6 6 8
Rearing count {(Mean+S.D.) 4+ 1 3+ 1 6+ 2 g+ 1#aT
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 8 4 5 6

Small amount 0 2 1 4]

#% ; p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 2-18 A 28-day oral toxicity study of 3-Bromophenol in rats with & recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000

Parameter No. of animals 6 6 6 [}
Arousal

Normal 6 [ 6 6
Convulsion

None 6 6 4] [¢]
Abnormal behavior

None <] 6 6 6
Stereotypy

None 6 6 6 6
Gait

Normal 6 [ 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.)} 3+ 1 4+ 2 9+ 2 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None . 6 6 6 6

No significant difference between treated group and control group.



Table 2-19 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 w

Manipulative test (Week 4 of administration period)

eeks

B-8583

Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 6 12 12 6 [ 12
Auditory response
Normal 12 6 6 12 12 6 6 12
Approach response
Normal 12 6 8 12 12 6 6 12
Touch response
Normal 12 6 [ 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 [ 6 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O 0+ 0 0+ © 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) T4+17 71+16 75+16 81+18 48+17 67+17 51+18 52411

No significant difference in any treated groups from control group.
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Table 2-20 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ O
Landing foot splay (mm: Mean+S.D.) 98+10 88+17 73+22 62+22

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore 1limb Hind limb
mng/kg g g

0 No. 12 12

Mean 1275 571

S.D. T4 69

Male 100 No. 6 6
Mean 1221 546

S.D. 61 59

300 No. 6 6

Mean 1202 531

S.D. 59 85

1000 No. 12 12

Mean 1294 550

S.D. 128 75

0 No. 12 12

Mean 1024 449

S.D. 59 47

Female 100 No. 6 6
Mean 1094 477

S.D. 84 46

300 No. 6 6

Mean 980 445

$.D. 127 42

1000 No. 12 12

Mean 1031 479

S.D. 72 68

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore 1imb Hind 1imb
mg/kg g g

Male 0 No. 6 6
Mean 1610 1143

S.D. 197 217

1000 No. 6 6

Mean 1636 1017

S.D. 245 192

Female 0 No. 6 6
Mean 1200 641

S.D. 114 119

1000 No. 6 6

Mean 1199 625

S.D. 116 93

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Motor activity (Week 4 of administration period)
Interval (minutes)
Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 394 329 275 345 308 294 1945
S.D. 44 79 60 79 g8 103 326
Male 100 No. 6 6 6 [ 6 6 6
Mean 414 359 346 289 307 242 1958
S.D. 37 56 84 75 54 77 308
300 No. 6 6 6 6 6 6 6
Mean 383 334 317 283 257 254 1827
S.D. 33 36 39 101 128 127 410
1000 No. 12 12 12 12 12 12 12
Mean 391 337 319 315 311 219 1891
S.D. 46 70 87 56 76 116 344
0 No. 12 12 12 12 12 12 12
Mean 384 349 308 248 232 261 1782
S.D. 26 38 67 75 69 73 204
Female 100 No. 6 6 6 6 6 6 6
Mean 372 342 292 199 295 267 1767
S.D. 37 54 47 96 79 65 230
300 No. 6 6 6 [ 6 6 6
Mean 395 308 334 271 229 240 1775
S.D. 49 102 33 70 119 103 355
1000 No. 12 12 12 12 12 12 12
Mean 373 359 287 255 245 205 1723
S.D. 36 50 72 89 62 78 247

Unit : Count

No significant difference

in any treated groups from control group.
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Table 2-24 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0~10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. 6 6 6 6 6 6 6
Mean 392 312 289 291 295 251 1830
S.D. 75 105 90 89 109 112 544
1000 No. 6 6 6 6 6 6 6
Mean 380 305 236 289 279 299 1788
S.D. 24 40 42 64 81 76 239
Female 0 No. 6 6 6 6 6 6 6
Mean 388 312 250 245 208 200 1602
S.D. 52 64 121 72 144 109 379
1000 No. 6 6 6 6 6 6 6
Mean 384 313 289 243 279 221 1729
S.D. 29 60 73 53 77 63 144

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28

0 No. 12 12 12 12 12 12 12 12 12 12

Mean 219 246 275 303 335 356 383 400 417 198

S.D. 10 13 17 18 24 27 31 36 38 31

Male 100 No. 6 6 6 6 6 6 6 6 6 6
Mean 220 247 277 305 338 359 388 408 423 203

S.D. 7 8 9 11 12 14 16 18 20 15

300 No. 6 6 6 6 6 6 6 6 6 6

Mean 219 245 270 295 326 344 369 383 401 181

S.D. 8 10 13 14 18 22 26 27 29 22

1000 No. 12 12 12 12 12 12 12 12 12 12

Mean 218 242 267 289 317 338 359 374 388 170+
S.D. 7 10 10 10 i8 18 22 25 25 23D

0 No. 12 12 12 12 12 12 12 12 12 12

Mean 167 175 184 194 203 215 221 227 236 69

S.D. 9 9 9 11 13 15 16 16 17 13

Female 100 No. 6 6 6 6 6 6 6 6 6 6
Mean 168 178 188 201 213 223 231 237 244 76

S.D. 7 7 6 12 10 9 9 10 11 7

300 No. 8 6 6 6 6 6 6 6 6 6

Mean 170 180 188 198 209 219 227 238 244 75

S.D. 9 11 13 17 20 21 25 24 26 20

1000 No. 12 12 12 12 12 12 12 12 12 12

Mean 169 176 186 196 205 214 223 230 238 68

S.D. 6 6 7 8 7 7 8 11 13 15

Unit : g

# : p<0.05 (Significant difference from control group)
D : Dunnett’s test
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Table 3-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Body weight (Recovery period)

bay of recovery

Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 6 6 6 6 8 6
Mean 431 446 463 478 492 61
S.D. 24 28 28 29 29 6
1000 No. 6 6 6 6 6 6
Mean 383+ 395 % 410%« 427w 442+ 59
S.D. 23T 247 26T 31T 29T 8
Female 0 No. 6 6 6 6 6 6
Mean 240 246 247 253 256 16
S.D. 12 14 12 14 14 6
1000 No. 6 6 6 6 6 6
Mean 237 245 249 260 262 26
S.D. 11 11 14 17 14 9
Unit : g

# : p<0.05 ; #» : p<0.0l (Significant difference from control group)
T : Student's t-test
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Table 4-1 ) A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Food consumption (Administration period)

Day of administration

Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 23 23 25 24 22
S.D. 2 2 2 2 2
Male 100 No. 8 6 6 6 6
Mean 24 24 26 25 23
S.D. 1 1 1 1 2
300 No. 6 6 6 8 6
Mean 24 23 24 23 22
S.D. 2 2 2 2 2
1000 No. 12 12 12 12 12
Mean 23 22 24 24 23
S.D. 1 2 2 2 2
0 No. 12 12 12 12 12
Mean 17 15 16 15 15
S.D. 2 1 1 1 1
Female 100 No. 6 6 6 6 6
Mean 18 15 17 16 15
5.D. 1 1 1 1 0
300 No. 6 6 6 6 6
Mean 17 16 17 16 16
S.D. 2 1 1 1
1000 No. 12 12 12 12 12
Mean 17 14 16 16 16
S.D. 1 1 1 2 2

Unit : g/rat/day
No significant difference in any treated groups from control group.
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Table 4-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/kg 7 14
Male 0 No. 6 6
Mean 26 28
S.D. 2 2
1000 No. 6 6
Mean 27 28
S.D. 2 1
Female 0 No. 6 6
Mean 18 18
S.D. 2 1
1000 No. 8 6
Mean 19 204+
S.D. 1 iT

Unit : g/rat/day
#+ : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 5-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
1) 2} 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 86.06.57.07.58.08.5 9.0 - &= + bttt bt I R L L - - 4 kb e bt
0 12 0 0 0 0 0 0 1 7 4 1 110 0 O 0 3 4 5 0 O [¢] i2 0 0 0 O 0
Male 100 6 0 0 0 0 0 0 1 4 1 0 1 5 0 0 ] 1 3 2 ¢ ¢ 0 6 0 0 0 0 0
300 6 0 0 0 0 0 0 2 4 0 0 1 5 0 O 0 i 2 3 0 0 0 6 0 0 0 O 0
1000 12 0 0 0 1 1 1 3 ] 0 0 3 9 0 0 0 8 3 1 0 0O 0 12 0 0 0 ¢ 0
0 12 o] 0 1 4 0 2 1 4 0 6 3 3 ¢ O [4] 7 0 5 0 0 0 12 0 0 0 O 0
Female 100 6 0 0 0 1 2 1 1 1 0 3 1 2 0 O 0 3 1 2 0 0 0 6 0 0 0 0 0
300 6 0 1 0 1 3 1 0 0 0 2 2 2 0 0 0 3 0 3 0 O 0 6 0 0 0 O 0
1000 12 0 0 1 3 4 1 2 1 ¢} 7 2 3 0 O 0 8 3 1 0 O Q 12 0 0 0 O 0
1} - <10 mg/dL - 10 - 25 mg/dL + 26 - B5 mg/dL ++ : 86 - 250 mg/dL +++ 251 - 600 mg/4dL +4++ >600 mg/dL
2) - <5 mg/dL - 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ 31 - 70 mg/dL LR 71 - 125 mg/dL et >125 mg/dL
3) - <30 mg/dL +- 30 - 60 mg/dL + 61 - 125 mg/dL ++ 126 - 250 mg/dL 4 251 - 750 mg/dL 44+ >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery periocd of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - - P T - + 4 A h +- + 4+ 4+ LY Y DY
0 12 12 0 0 0 O 12 0 0 0 0 10 2 0 0O 0 012 O
Male 100 6 5 0 1 0 0 5 1 0 0 0 5 0 1 0 0 0 6 0
300 6 4 2 0 0 O 6 0 0 O 0 5 1 0 0 0 c 6 0
1000 12 10 1 ¢ 1 O 12 ¢ 0 ¢ 0 10 2 0 0O 0 012 0
0 12 11 1 0 o0 o 12 0 0 O 0 12 0 0 O 0 012 0
Female 100 6 6 0 0 0 O 6 0 0 O 0 4 2 0 O 0 0 6 0
300 6 5 1 0 0 ¢ 6 0 0 O© 0 4 1 1 0 0 0O 6 0
1000 12 12 0 0 0 ¢ 117 1 0 0 0 10 2 0 O 0 012 0
4) - 1 <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) -~ : <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL. +++ : 5.1 - 10.0 mg/dL ++++ ; >10.0 mg/dL

.
6) +- : <2.0 mg/dL + 1 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - +- + ++ +++ - +- + ++ +++4 - +- + o+ e+t - += 4+ 4+ + - +- + - +- + 4+ ++4 - 4= 4+ 4t o+t
0 12 12 0 0 0 0 12 0 0 0 O 012 0 0 O 12 0 0 0 ¢ 12 ¢ O 12 0 0 0 o 12 0 0 0 O
Male 100 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 © 6 0 0 6 0 0 ¢ 0O 6 0 0 0 O
300 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 0 6 0 0 0 O
1000 12 11 01 0 0 12 0 0 O O 012 0 0 O 12 0 0 0 O 12 0 O 10 2 0 0 0 12 0 0 0 0o
0 12 12 0 0 0 0 12 0 0 0 0 012 0 ¢ O 12 0 0 0 O 12 0 O 12 0 0 0 o 12 0 0 0 O
Female 100 6 6 0 0 0 O 6 0 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 0 5 1 0 0 O 6 0 0 0 O
300 6 6 0 0 0 0 5 1 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 0 O
1000 12 i2 0 0 0 0 11 1 0 0 0 012 0 0 0 12 0 0 0 0 12 0 O 9 3 0 0 O 12 0 0 ¢ 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

+++ [ Severe
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Table 5-4 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period}

Water Urine Osmolality

Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
0 12 Mean 34 8.8 1782
S.D. 5 3.2 395
Male 100 6 Mean 39 9.7 1688
S.D. 5 3.2 287
300 6 Mean 36 9.8 1704
S.D. 5 2.4 294
1000 12 Mean 43w 12.2 1605
S.D. 6D 4.1 334
0 12 Mean 30 5.2 2104
S.D. S 2.5 602
Female 100 6 Mean 32 7.7 1646
S.D. 11 6.3 542
300 6 Mean 30 4.1 2255
S.D. 4 1.2 440
1000 12 Mean 33 8.4 1627
S.D. 6 4.3 389

*% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 5-5 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6,0 6.5 7.0 7.5 8.0 8.5 9.0 T T L T T - 4- + 4 e+ A+ - +- + 4+ At A+
Male 0 6 0 0 0 0 3 3 0 3 3 0 0 0 0 2 4 0 0 6 0 O 0 0
1000 [¢] 0 4] 0 0 4 2 0 1 5 0 0 0 0O 1 5 0 0 6 0 0 0 0
Female 0 [ 0 0 0 0 3 0 4 0 1 1 0 0 4 0 2 0 0 6 0 0 0 0
1000 6 0 0 1 0 4 1 2 2 2 0 0 0 2 1 3 0 0 6 0 0 4] 0
1) - <10 mg/dL +- 10 - 25 mg/dL + 26 - 85 mg/dL ++ : 86 - 250 mg/dL +4 251 - 600 mg/dL s >600 mg/dL
2) - 1 <5 mg/dL +- 5 - 7.5 mg/dL + 7.6 -~ 30 mg/dL ++ : 31 - 70 mg/dL + okt 71 - 125 mg/dL Py >125 mg/dL
3) - <30 mg/dL - 30 ~ 60 mg/dL + 61 - 125 mg/dL ++ @ 126 - 250 mg/dL 44 251 - 750 mg/dL P >750 mg/dL
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Table 5-6 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

4) 5) 8) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. E—
mg/kg - +- + A - 4+ ++ e+ 444+ + = + o+ A e+ LY Y DY
Male 0 6 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 6 O
1000 6 6 0 0 0 O 6 0 0 O 0 5 1 0 0 0 0 6 O
Female 0 6 6 0 0 0 O 6 0 0 O 0 4 2 0 O 0 0 6 0
1000 6 6 0 0 0 O 6 0 0 0 0 4 2 0 0 0 0 6 0
4} ~ 1 <0.03 mg/dL - 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) ~ : <0.5 mg/dL + 0.5 - 1.5 mg/dL  ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +~ : <2.0 mg/dL + : 2.0 - 3.5 mg/dl, «++ ; 3.6 -~ 7.0 mg/dL. +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow
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Table 5-7 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co

Sex Dose No.

mg/kg - 4 4+ 4 - 4 4+ 4 4+ 4= + o 4 - - 4+ 4+ +++4 - - - 4 o b + - * bt b d
Male 0 6 6 0 0 0 O 6 0 0 0 O 6 ¢ 0 0O ¢ 0 0 0 0 1 0 0 0 0 6 0 ©

1000 6 6 0 0 0 0 6 0 0 0 0 6 0 0 O 0 0 0 O 0 3 0 0 O 0 0 0 o
Female 0 6 6 0 0 0 0 6 0 0 0 O 6 0 0 O 0 0 0 O© [ 2 0 0 0 0 0 0 0

1000 6 6 0 0 0 0 6 0 0 0 O 6 0 0 O 0O 0 0 0 0 2 0 0 0 0 0 0 ¢
SEC : Squamous Epithelial Cell - . Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + ¢ Mild
co : Calcium Oxalate ++ : Moderate

o+

: Severe
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Table 5-8 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery period)
Water Urine Osmolality
Sex Dose No. intake volume
mg/ke ml./24h mL/24h mOsm/kg
Male 0 6 Mean 35 13.4 1838
S.D. 4 2.1 386
1000 6 Mean 36 11.2 2011
S.D. 5 3.5 498
Female 0 6 Mean 30 8.0 1746
§.D. 8 3.4 517
1000 6 Mean 30 10.8 1986
S.D. 8 10.0 879

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose  No.

mg/kg X10*/pL g/dL % fL pPg g/dL % X10*/ xL s s mg/dL

] 6 Mean 887 15.7 46.9 54.1 i8.1 33.4 2.0 123.3 12.8 18.2 304

§.D. 33 0.7 1.9 1.0 0.2 0.4 0.7 10.4 1.9 2.2 32

Male 100 6 Mean 850 15.5 46.8 55.0 18.2 33.0 2.3 129.0 12.5 18.3 304
S.D. 14 0.7 1.9 2.0 0.7 0.4 0.3 4.6 0.9 1.9 33

300 6 Mean 873 15.4 46.7 53.5 17.7 33.0 2.1 126.9 13.5 18.1 3564%
S.D. 18 0.5 1.4 1.2 0.5 0.3 0.2 9.1 0.9 0.9 27D

1000 6 Mean 874 15.7 47.1 54.0 17.9 33.2 2.2 114.7 13.1 18.8 319

S.D. 44 0.6 2.1 1.5 0.5 0.3 0.2 13.8 1.2 2.7 42

0 6 Mean 813 14.9 43.4 53.4 18.3 34.3 1.8 128.4 10.9 14 .4 227

S.D. 60 0.9 2.3 1.8 0.6 0.2 0.4 8.8 6.5 0.8 13

Female 100 6 Mean 825 15.5 45.6 55.3 18.8 34.0 1.7 132.5 10.9 14.7 242
S.D. 31 0.5 1.3 1.3 0.4 0.4 0.3 20.3 0.2 1.0 20

300 6 Mean 828 15.3 45.1 54.5 18.6 34.0 2.0 131.8 11.5 16.2» 257#
S.D. 32 0.4 1.1 1. 0.6 0.4 0.6 10.9 0.6 1.1D 25D

1000 6 Mean 819 15.0 44 .0 53.7 18.3 34.1 2.1 129.1 11.1 15.3 240

S.D. 38 0.6 1.4 1.9 0.7 0.5 0.6 4.5 1.0 1.4 17

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X102/ HL LYMP NEUT EOS BASO MONO LUC
0 6 Mean 99.8 83.2 13.9 0.8 0.5 1.3 0.4
S.D. 28.5 4.5 4.3 0.2 0.2 0.5 0.1
Male 100 6 Mean 105.8 80.4 15.8 0.9 0.6 1.8 0.6
S.D. 16.9 5.2 4.4 0.3 0.2 .1 0.2
300 [$] Mean 92.1 76.3 20.4 0.8 0.5 1.6 0.4
S.D. 7.6 7.6 7.3 0.2 0.2 0.5 0.1
1000 6 Mean 113.2 80.5 16.2 0.8 0.6 1.4 0.6
S.D. 16.4 5.3 5.3 0.1 0.2 .3 0.2
0 6 Mean 79.1 79.6 17.0 1.2 0.4 1.3 0.8
S.D. 14.0 6.0 6.2 0.5 0.0 0.5 0.2
Female 100 [ Mean 82.1 79.4 16.7 1.2 0.5 1.7 0.4
S$.D. 22.7 6.3 6.2 0.5 0.2 0.5 0.1
300 6 Mean 95.1 77.6 18.9 0.9 0.5 1.4 0.7
S.D. 37.6 4.8 4.7 0.2 0.1 0.2 0.4
1000 8 Mean 87.4 81.9 14.5 1.1 0.4 1.6 0.5
S.D. 15.1 6.7 6.1 0.4 0.1 0.6 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%/4L)

Sex Dose No.

mg/kg LYMP NEUT EOS BASO MONO LuC

0 6 Mean 84.0 13.0 0.8 0.5 1.2 0.4

S.D. 27.5 2.5 0.2 0.3 0.2 0.2

Male 100 6 Mean 84.6 17.0 1.0 0.6 2.0 0.6
S.D. 11.4 6.4 0.5 0.1 1.5 0.3

300 6 Mean 70.6 18.5 0.7 0.5 1.5 0.4

S.D. 11.7 5.7 0.2 0.2 0.5 0.1

1000 6 Mean 90.9 18.5 0.9 0.8 1.8 0.7

S.D. 12.5 7.5 0.1 0.2 .5 0.3

¢ 6 Mean 63.0 13.2 1.0 0.3 1.0 0.5

S.D. 13.2 5.2 0.4 0.1 0.4 0.2

Female 100 6 Mean 64.8 14.1 1.0 0.4 1.4 0.4
S.D. 17.7 7.6 0.5 0.2 0.7 0.2

300 6 Mean 74.1 17.6 0.8 0.5 1.3 0.7

S.D. 30.8 6.5 0.3 0.2 0.4 0.7

1000 6 Mean 71.9 12.38 0.9 0.4 1.4 0.5

S$.D. 15.8 4.7 0.3 0.1 0.7 0.3

LUC : Large unstained cells
No significant difference in any treated groups from control group.
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Table 6-4 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery periocd of 2 weeks

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X104/ 1L g/dL % fL PE g/dL % X10*/ #L s s mg/dL
Male 0 6 Mean 871 15.1 45.0 51.7 17.4 33.6 2.1 119.6 12.3 17.2 315
S.D. 46 0.7 2.0 1.7 0.6 0.2 0.4 11.4 0.7 1.9 45
1000 6 Mean 874 15.1 45.0 51.4 17.4 33.7 2.6% 126.3 12.1 16.7 266+«
S.D. 35 0.5 1.8 1.0 0.4 0.4 0.3T 14.3 0.9 1.5 19AT
Female 0 6 Mean 849 15.2 44.0 51.8 17.9 34.5 2.2 124.3 11.4 14.1 218
S.D. 16 0.5 1.2 0.9 0.4 0.3 0.5 11.9 0.3 1.1 39
1000 6 Mean 812+« 14.8 42 .6 52.5 18.2 34.6 2.5 125.6 11.3 14.3 227
S.D. 24T 0.2 0.7T 1.1 0.5 0.5 0.6 16.7 0.5 1.1 22

* : p<0.05 (Significant difference from control group)
T : Student’s t-test
AT : Aspin-Welch t-test
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Table 6-5 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/#L LYMP NEUT EO0S BASO MONO LUC
Male 0 6 Mean 105.1 82.5 13.5 1.1 0.5 1.8 0.6
S.D. 39.1 2.5 2.2 0.5 0.1 0.4 ¢.3
1000 6 Mean 116.0 77.0% 18.9 1.1 0.4» 2.0 0.7
S.D. 15.8 5.4T 5.4 .3 0.0T 0.2 0.3
Female 0 6 Mean 61.6 74.8 21.4 1.5 0.5 1.5 0.3
S.D. 19.5 7.6 7.8 0.4 0.3 0.5 0.1
1000 6 Mean 79.9 72.6 23.2 1.4 0.5 2.0 0.4
S.D. 21.3 7.6 7.6 0.5 0.3 0.8 0.3

LUC : Large unstained cells
* : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 6-6 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X102/xzL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONOQ LUC
Male 0 6 Mean 87.1 14.0 1.1 0.5 1.8 0.6
S.D. 33.6 4.9 0.4 0.3 0.5 0.3
1000 6 Mean 89.2 22.0 1.2 0.5 2.2 0.8
S.D. 13.1 7.9 0.3 0.1 0.4 0.3
Female 0 6 Mean 47.0 12.3 0.9 0.3 0.9 0.2
S.D. 19.2 2.6 0.2 0.2 0.2 0.1
1000 6 Mean 59.3 17.2%+ 1.1 0.4 1.6 0.4
S.D. 22.2 2.3T 0.3 0.4 0.8 0.3

LUC : Large unstained cells

L2

T :

Student’'s t-test

: p<0.01 (Significant difference from

control group)
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Table 7-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
meg/keg 1U/L 1U/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 57 32 49 1 572 58 56 99 0.1 131
S.D. 3 20 10 0 111 10 17 13 0.0 12
Male 100 6 Mean 59 25 49 1 651 57 59 99 0.1 139
S.D. 4 4 8 0 82 12 26 16 0.0 13
300 6 Mean 59 28 47 1 722 55 66 96 0.1 141
S.D. 5 3 10 0 215 10 21 12 0.1 9
1000 6 Mean 57 34+ 47 1+ 662 63 91+ 115 0.1 138
S.D. 5 SDT 6 1DT 122 9 20D 13 0.1 10
0 6 Mean 62 20 43 1 308 56 g 94 0.1 100
S.D. 8 2 11 0 79 7 2 11 0.0 12
Female 100 6 Mean 64 25 46 1 371 53 17 96 0.1 112
S.D. 5 3 10 0 125 5 8 10 0.0 19
300 6 Mean 84 25 49 1 366 64 17 109 0.1 116
S.D. 65 7 23 0 129 14 6 14 0.0 14
1000 6 Mean 59 24 49 1 373 TO» 24w 123n» 0.1 117
S.D. 5 2 9 0 142 12D ith] 13D 0.1 12

# : p<0.05 ; *» : p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test
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Table 7-2 A 28-day oral toxicity study of 3-Bromophencl in rats with a recovery period of 2 weeks

Blood chemistry (After administration period}

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/cL.
0 6 Mean 11 0.21 144 4.7 110 9.7 7.4 6.1 3.4 1.25
S.D. 2 0.03 2 0.3 1 0.4 0.3 0.3 0.1 0.14
Male i0o0 6 Mean 12 0.21 144 4.6 109 g. 7.7 6.0 3.3 1.20
S.D. 1 0.02 2 0.2 2 0.2 0.3 0.1 0.1 0.08
300 6 Mean 10 0.21 144 4.9 111 9.6 7.6 6.0 3.28n 1.12
S$.D. 1 0.03 1 0.4 1 0.1 0.8 0.1 0.1D 0.10
1000 6 Mean 10 0.20 143 4.7 109 9.5 7.7 5.9 3.2%e 1.15
S.D. 2 0.02 1 0.3 2 0.2 0.2 0.1 C.1D G.05
0 6 Mean 18 0.32 142 4.4 113 9.5 7.3 5.9 3.4 1.38
S.D. 2 0.05 1 0.3 1 0.3 0.3 0.2 0.2 0.08
Female 100 6 Mean 16 0.28 143 4.3 112 9.6 7.1 6.1 3.5 1.32
S.D. 3 0.04 1 0.3 1 0.3 0.6 0.3 0.2 0.12
300 6 Mean 14 0.26 142 4.4 113 9.5 6.6 6.1 3.4 1.25
S.D. 3 0.04 2 0.3 2 0.2 0.6 0.3 0.1 0.10
1000 6 Mean 15 0.27 143 4.6 111+ 9.9 7.3 6.5nn 3.7 1.35
S.D. 2 0.04 1 0.3 1D 0.4 0.4 0.4D 0.3 0.12

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

AST ALT LDH v ~GTP ALP T-CHO TG PL T~BIL GLU
Sex Dose No.

mg/kg IU/L IU/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL

Male 0 6 Mean 65 26 55 1 444 63 55 98 0.1 154
S.D. 9 3 12 0 94 9 14 9 0.0 13

1000 6 Mean 63 - 30 50 1 496 58 50 95 0.1 135«
S.D. 5 4 8 0 159 9 13 6 0.0 11T

Female ¢ 6 Mean 69 27 45 1 269 72 17 124 0.1 110
S.D. 6 5 9 0 63 14 3 21 0.0 13

1000 6 Mean 60« 22+ 42 1 263 69 21 122 0.1 115

S.D. 5T 2T 7 0 83 9 9 13 0.0 8

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 7-4 A 28~-day oral toxicity study of 3-Bromophencl in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Ccl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 15 0.28 144 4.7 109 9.8 7.2 6.1 3. 1.10
S.Db. 2 0.03 2 0.2 2 0.2 0.7 0.1 0.1 0.07
1000 6 Mean 13+ 0.25 143 4.9 110 9.8 7.2 6.0 3.2 1.14
S.D. iT 0.03 1 0.2 (4} 0.2 0.2 0.1 0.1 0.09
Female 0 6 Mean 20 0.31 142 4.2 112 9.9 6.2 8.3 3.8 1.85
$.D. 4 0.04 1 0.1 1 0.3 0.5 0.3 0.2 0.09
1000 6 Mean 17 0.29 142 4.3 112 9.9 6.4 6.3 3.8 1.34
S.D. 2 0.03 0 0.4 1 0.4 0.6 0.4 0.3 0.05

# : p<0.0S5 (Significant difference from control group)
T : Student's t-test
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Table 8-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After administration period)
Male

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
mg/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BW) g(g/100g BW) mgimg/100g BY)
0 No. 6 6 6 6 6 8 6 6
Mean 385 2.05 432 1.24 11.83 0.73 2.78 60
S.D. 48 0.09 82 0.14 2.26 0.13 0.42 8
Absolute 100 No. 6 6 6 6 6 6 6 6
Mean 400 2.08 519 1.32 12.56 0.66 2.92 53
S.D. 22 0.07 109 0.11 1.71 0.08 0.23 9
300 No. 6 6 [ 6 6 6 6 6
Mean 377 2.02 405 1.20 11.26 0.60 2.88 56
S.D. 26 0.06 16 0.17 1.32 0.06 0.33 8
1600 No. ] [ 6 6 6 6 8 6
Mean 375 2.02 552 1.26 12.17 0.63 3.04 51
S.D. 25 0.07 121 0.15 0.65 0.07 0.19 5
0 No. 6 6 6 6 6 6 ]
Mean 0.54 112 0.32 3.05 0.19 0.72 18
S.D. 0.06 14 0.02 0.27 .02 0.04 1
Relative 100 No. 6 8 6 6 6 6 6
Mean 0.52 130 0.33 3.13 0.17 0.73 13
S.D. 0.02 28 0.03 0.28 0.02 0.07 2
300 No. 6 [ 6 6 [ 8 6
Mean 0.54 107 0.32 2.98 0.16¢ 0.76 15
S$.D, 0.03 14 0.03 0.25 0.01D 0.08 2
1000 No. 6 6 6 [ 6 6 6
Mean 0.54 147+« 0.34 3.25 0.17 0,81« 14
S.D. 0.04 28D 0.04 0.23 0.02 0.05D 2

Statistical analysis of body weight was not done.
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose {R+L) {R+L)
ng/Kg gl{g/100g B¥) mg{mg/100g BW)
0 No. 3 6
Mean 3.26 858
$.D. 0.21 82
Absolute 100 No. [ 6
Mean 3.19 835
S.D. 0.18 55
300 No. 6 6
Mean 3.15 848
S.D. 0.15 68
1000 No. 6 6
Mean 3.23 830
S.D. 0.32 140
0 No. 6 6
Mean 0.86 224
S.D. 0.11 21
Relative 100 No. 6 6
Mean 0.80 209
S.D. 0.08 14
300 No. [} 6
Mean 0.84 225
S.D. 0.06 10
1000 No. [ 6
Mean 0.86 222
S.D. 0.08 39

No significant difference in any treated groups from controcl group.



Table 8-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

B-6583

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g g(g/100g BY) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g B¥) mg(mg/100g BY)
0 No. 6 6 6 6 6 6 6 6
Mean 228 1.93 415 0.78 6.59 0.48 1.68 62
S.D. 19 0.04 54 0.06 0.51 0.03 0.04 7
Absolute 100 No. [ 6 6 6 6 6 ] 6
Mean 233 1.89 461 0.80 6.40 0.47 1.64 65
S.D. 8 0.05 43 0.03 0.46 0.05 0.06 4
300 No. [ 6 6 6 6 6 6 6
Mean 233 1.90 483 0.78 6.63 0.49 1.76 65
S.D. 25 0.07 35 0.09 0.86 0.06 0.26 5
1000 No. 8 [ [ 6 6 6 6 8
Mean 228 1.86+ 469 0.80 7.27 0.50 1.71 66
S.D. 11 0.04D 110 0.09 0.59 0.09 0.10 5
0 No. 8 8 6 6 6 6 6
Mean 0.85 184 0.34 2.90 0.21 0.74 27
S.D. 0.07 29 0.01 0.18 0.02 0.06 4
Relative 100 No. 6 6 6 8 6 6 6
Mean 0.82 198 0.34 2.75 0.20 0.71 28
S.D. 0.03 19 0.02 0.12 0.02 0.02 2
300 No. 6 6 6 6 6 6 6
Mean 0.82 209 0.33 2.85 0.21 0.76 28
S.D. 0.07 13 0.02 0.20 0.03 0.05 3
1000 No. 6 6 6 6 6 6 6
Mean 0.82 206 0.35 3.19+ 0.22 0.75 29
S.D. 0.04 44 0.03 0.15D 0.03 0.05 3

Statistical analysis of body weight was not done.
« : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (R+L)
mg/kg mg(mg/100g BW) mwg(mg/100g BW)
0 No. 6 6
Mean 94.6 485
S.D. 7.3 152
Absolute 100 No. [} 6
Mean 80.6 462
S.D. 5.4 127
300 No. 6 6
Mean 87.5 543
S.D. 15.9 117
1000 No. 6 6
Mean 88.0 430
S.D. 10.1 164
1} No. 6 6
Mean 41.7 215
S.D. 3.9 73
Relative 100 No. 6 [
Mean 39.0 200
S.D. 2.4 57
300 No. 6 6
Mean 37.7 237
S.D. 6.0 61
1000 No. 6 6
Mean 38.7 190
S.D. 4.8 77

No significant difference in any treated groups from control group.
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Table 8~5 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg ¢ glg/100g BY) mg(mg/100g BW) g(g/100g BW) gl(g/100g BW) g(g/100g BW) g{g/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6 6 6 8 6 6 6
Mean 463 2.09 445 1.37 13.20 0.74 3.08 67
S.D. 26 0.08 67 0.13 0.83 0.12 0.36 7
1000 No. 6 6 6 6 [ 6 8 [
Mean 414 2.10 475 1.29 11.47« 0.75 2.99 5%
S.D. 28 0.03 97 0.05 1.37T 0.06 0.29 6
Relative 0 No. 8 [ 6 8 6 6 6
Mean 0.45 98 0.30 2.85 0.16 0.86 14
S.D. 0.01 12 0.02 0.13 0.02 0.05 2
1000 No. 6 [ 6 6 6 6 6
Mean 0.51«s 115 0.31 2.76 0.18+ 0.72 14
S.D. 0.03AT 25 0.02 0.18 0.02T 0.04 1

Statistical analysis of body weight was not done.

*

T :
AT :

p<0.05 ;

Aspin-Welch t-test

4

p<0.01 (Significant difference from control group)
Student's t-test
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Table 8-6 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididynmis
Dose {R+L) {R+L)
mg/kg g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.24 1155
S.D. 0.18 91
1000 No. 6 6
Mean 3.20 1141
S.D. 0.15 110
Relative ¢ No. 6 6
Mean 0.70 249
S.D. 0.04 14
1000 No. 6 6
Mean 0.78% 277
S.D. 0.06T 40

# : p<0.05 (Significant difference from control group)
: Student's t-test
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Table 8-7 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Absolute and relative organ weight {After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
mg/ke g g{g/100g B¥) mg(mg/100g BW) g(g/100g BY) g(g/100g BW) g(g/100g BW) g(g/100g BY) mg{mg/100g BW)
Absolute ¢ No. 6 6 6 3 6 6 6 6
Mean 240 1.96 378 0.81 6.13 0.46 1.70 68
S.D. 11 0.07 104 0.04 0.37 0.06 0.16 16
1000 No. 6 8 6 6 6 [ 6 6
Mean 248 1.92 3176 0.83 6.86+ 0.52 1.80 70
S.D. 13 0.08 94 0.07 0.54T 0.08 0.14 10
Relative 4] No. 6 6 6 [ 6 6 6
Mean 0.82 158 0.34 2.56 0.19 0.71 28
S.D. 0.03 45 0.02 0.14 0.03 0.04 7
1000 No. 6 [ [ [ 6 6 6
Mean 0.78 152 0.34 2.76+% 0.21 0.72 28
$.D. 0.04 39 0.01 0.16T 0.04 0.04 5

Statistical analysis of

*

T

body weight was not done.
p<0.05 (Significant difference from control group)
Student's t-test
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Table 8-8 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Female

Ovary Uterus

Dose (R+L)
mg/keg mg(mg/100g B¥) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 83.7 536
S.D. 9.6 135
1000 No. 6 6
Mean 83.4 502
S.D. 6.0 102
Relative ¢ No. 6 6
Mean 35.1 223
$.D. 5.4 . 54
1000 No. 6 6
Mean 33.6 204
S.D. 2.7 48

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M M M F F
Dose(mg/kg): 0 100 300 1000 0 100 300 1000
Findings Number: 6 6 6 6 [
Epididymis
Focus,white 0 0 0 - - - -
Kidney
Dilatation,pelvic 0 0 4} 0 0 0 0
Testis
Small 0 0 4] - - - -
Vagina
Nodule - - - - 0 1 0 0

M : Male, F : Female
- : Not applicable
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Table 9-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Gross pathological findings {After recovery period)

Organs Sex: M M F F

Dose(mg/kg): 0 1000 0 1000

Findings Number: 6 6 6 6
Epididymis

Focus,white 1 1 - -

M : Male, F : Female
- : Not applicable
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Table 10-1 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg}: 0 100 300 1000 ] 100 300 1000
Findings Number: 6 6 [¢] 6
Adrenal
Number examined 6 0 0 <] <] 0 0 6
Not remarkable 6 0 0 6 6 (¢ 0 6
Bone+Bone marrow,femoral
Number examined 6 [0} 0 6 8 Q ] 6
Not remarkable 6 0 0 6 6 0 0 6
Bone+Bone marrow,sternal
Number examined 6 0 0 6 6 0 0 6
Not remarkable [ 0 0 6 6 0 0 6
Cerebrum
Number examined [¢] 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Cerebellum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 [
Epididymis
Number examined 6 0 0 6 - - - -
Not remarkable 6 0 0 5 - - - -
Granuloma,spermatic 0 0 0 1 - - - -
mild 0 0 0 1 - - - -
Eye
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 5 6 0 0 6
Dysplasia,retinal 0 0 0 1 4] 0 0 4]
minimal 0 4] o} 1 0 0 0 0
Heart
Number examined 6 0 0 6 6 (o} 0 6
Not remarkable 4 0 0 5 6 0 0 (53
Cell infiltration,focal 2 o} 0 1 0 ¢ 0 o]
minimal 2 0 0 1 0 4] 0 (v}
Intestine, duodenum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 ¢} 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 6 6 0 0 [
Not remarkable 6 0 0 6 6 0 0 8
Intestine,ileum(Peyer’'s patch)
Number examined 6 0 0 8 6 0 0 ]
Not remarkable 6 0 0 6 [ 0 0 6
Intestine, cecum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 5 0 0 3
Cell infiltration,mucosal 0 0 0 (4] 1 0 0 3
minimal 0 0 0 0 0 0 0 2
mild o] 0 0 0 1 0 0 1
Intestine,colon
Number examined 6 0 [0} 6 6 (¢} 0 6
Not remarkable 6 0 0 6 5 0 0 6

M : Male, F : Female
- : Not applicable
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Table 10-2 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs Sex: M M M F F F
Dose(mg/kg): 0] 100 300 1000 4] 100 300 1000
Findings Number: [ 6 6 6 6

Intestine,colon (continued)
Cell infiltration,mucosal
minimal
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Dilatation,pelvic
mild
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,periportal
minimal
mild
Microgranuloma
minimal
Lung{bronchus)
Number examined
Not remarkable
Cell infiltration,focal
minimal
Metaplasia,osseous
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Ovary
Number examined
Not remarkable
Parathyroid

B PO ORI OOOKMUAN OO GO OO
OO OO0 QOOOOO OOO0O000 QOO GO OO
OO OO0 OO0 VOO LOOLC OO QO
DO B OO OOOCOTMM HHUIM M OO

CO00 OO0 OO0 OO OO0 OCOOOOCO OO0 OO OO OO
=M OMG OO0 Od O OO00RM OO COM® Od OO

COMTMm CONB O® MO ON RHHOOUID HRERENWN® OOOMm OO ke
CCOO OO0 OO OO OO OO0V OVOOOOOO COOOO OO oo

Number examined

Not remarkable

Cell infiltration, inflammatory
minimal

Number examined 6 0 0 5

Not remarkable 8 0 0 5

No sample 4] 0 0 1
Pituitary

Number examined 6 0 0 [}

Not remarkable 6 0 0 6

Cyst 0 0 0 0

mild 0 0 0 0

Prostate

6 0 0 6

3 0 0 4

3 0 0 2

3 0 0 2

[ I
LI I I |

[ |
LA I

M : Male, F : Female
- : Not applicable
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Table 10-3 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M M F F F
Dose(mg/kg) : 0 100 300 1000 0 100 300 1000
Findings Number : 6 6 6 6 6
Sciatic nerve
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Skeletal muscle,femoral
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 [
Spinal cord,thoracic
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Spleen
Number examined 6 0 0 6 6 0 0 8
Not remarkable 5 0 4} 4 6 0 0 6
Hematopoiesis,extramedullary 1 Q 0 2 0 0 0 0
minimal 1 0 0 2 0 0 0 0
Stomach
Number examined 6 6 6 6 6 8 6 6
Not remarkable ' 6 6 6 0 6 6 6 0
Hyperplasia, squamous,diffuse 0 0 0 6 0 o} 0 6
minimal 0 0 0 6 0 o] 0 6
Testis
Number examined 6 0 0 6 - - - -
Not remarkable 5 0 0 5 - - - -
Atrophy,.seminiferous tubular 1 0 0 1 - - - ~
mild 1 0 0 0 - - - -
severe 0 0 0 1 - - - -
Thyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 5 5 0 0 3
Ectopic thymus 0 0 0 (0] 0 0 0 1
minimal 0 0 0 0 Q 0 0 1
Cyst,ultimobranchial 2 ) 0 1 1 0 0 2
minimal 2 (o} 0 1 1 0 0 2
Thymus
Number examined 6 1} 0 6 6 0 0 6
Not remarkable 6 4] [¢] 6 [ ] 0 6
Trachea
Number examined 6 0 0 6 6 4] 0 6
Not remarkable 6 0 0 6 6 0 0 6
Urinary bladder
Number examined 6 0 0 6 [ 0 0 6
Not remarkable [§] 0 0 6 6 0 0 6
Uterus
Number examined - 6 0 0] 6
Not remarkable - - 6 0 0 6
Vagina
Number examined - - - - 0 1 0 4]
Cyst,inclusion - - - - 0 1 0 0
mild - - - - 0 1 0 0

M : Male, F : Female
- : Not applicable
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Table 10-4 A 28-day oral toxicity study of 3-Bromophenol in rats with a recovery period of 2 weeks

Histopathological findings (After recovery period)

Organs Sex: M M F F
Dose(mg/kg) : 0 1600 0 1000
Findings Number: 6 6 [¢] 6
Epididymis
Number examined 1 1 - -
Granuloma,spermatic 1 1 - -
mild 1 1 - -
Stomach
Number examined 6 6 6 6
Not remarkable 6 6 5 5
Edema,limiting ridge 4] V] 1 1
minimal 0 0 1 1

M : Male, F : Female
- : Not applicable
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