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4. EH

HRANFREEE LTHERAELTWS 24-P70Ee7c /-4 0 28 BRIREROHR
MR % 6 BEEH D Sprague-Dawley % SPF 7 v b [(Crl:CD(SD), 1 #fERES 6 Xik
12 PG % VTN Uiz, e 5 &1 0 (2 — M 3 EEE) L 100, 300 K TF 1000 mg/kg/day
L BYUTERAWTRAHIRO®KE Ui, £/, BB L 1000 mg/kg & 5FHO—E
OfEE (1 MRS 6 IT) I OoWTIIREHIB& TH 2 BROKRERR LR T.
DA RE L,

HHRBEES S RIRE T, 5B O—BEO S 1000 mg/kg ¥ 58 O MELE
& 300 mg/kg B EBHOBETHERE I,

BERE, BARVEREFTE TR, HRUEREILLZ2REBIA LRIk,

REROEME T, FERCEEHEMEOKMEMER S 1000 mg/kg B 5-BEORETH
b,

RBE EAEE2ET) T, RIEEZB WA LR O BM5 O ST E
OEHER 25 300 mg/kg PL EOBEHOBIZ, BAKEROCREDRHE L BFEEOKE
75 1000 mg/kg B BB OMEHEIC . BEEOKEDS 300 mg/kg DHEIZA DI,

MEFERECIL, HRYERECLIALLLREEBIIALONRENoTZ,

MR FERE Tk, ALT iEEOEED 1000 mg/kg HREHOEETH LN,

BREEETHE., TREEROEMED 300 mg/kg L EOBHREROMBEIZA LN,

FRRTiIX, IRE OBRER 300 2T 1000 mg/kg BEFDOMED DBl H B,

REFERE T, BT RO KBRS 300 mgkg UL EOHR 5B O MR
IZH b, FEOH TIXERICLRR2ECRTRA SN, BRORBE DIEET
RABE LA DRERD 1000 mg/kg I EHOBIZH LN, Tz, MBOBAELD
TLIEDS 1000 me/kg W HBE ORI, ATE OFKF_EEMRO CBHEBEFE 1000 mg/kg
R EFHEOHEREL 300 mg/kg REHOEHIZ, BB OVS AN 300 mg/kg BL EDOREFD
MEICB R STz,

BEHEPH 2 VEIBEK TR ONEE LW TR B AREI X 0 BEIOIHEE
L., BEIEEIBO L,

ULDRER, 24-V70E7x /) —VORRBREHETCRBIT2ERERIIMEL D
100 mg/kg/day & $|Wr L 7=,
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5. #

T

EAREHE EEALD FETHR LEPEREIREOKREICLY  24-VT70E
Tz /)= NETy M2 BRREROKRE L, ZOREBZALNITLILEBHIT, 2
BEEAREL, BEOTEELZFAI-DOTEFORETEBET D, 2B, ARBRIIKAS
RSV Y —F I —BHEREEKOARREZZIT TV,
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6. HBRHBRUAE

6.1 WERMERUVEME
6.1.1 HERYE

ARBRICER LR EOn
v hNES, MESEIROEY THD, 2. RBRRESERMAER 1ITR LT,
B2y : 24-T0ET 2 ) —)b
w4 2,4-Dibromophenol
CAS &S 615-58-7
EER IR ER C¢H,Br,0
Br
OH
Br
DE 251.90
#E (GC) 98.4%
EN LY H
PR Af~ 5 TWERAEDRKREDROBEE
PR 239°C
AlAR 38°C
AFE 575 g (25gx23 &)
ZEM BEHEK TR, #RYEC OV THRRASHERY UV
—F L Z—THT &7V, BEHHEFOLRERELRH
BLZ (BAHER2-1 KT 2-2)
RAFFHIE WREET (WBREN. EHE 2~8°C) | ke
RIFEH T BIEASEHERT WBRWEREFEERUE 2 508 4 Bk
Ry ERRE
BHEWEOEE v R, BREEALL,
BEKOLWEEFTCITVRBARE L2V X S IR
27,
KA HBRHE 1 g 2 REABE LTRELE, SR/

ST LEEBRMEORRIIFEE L, £, #RYE
DEBIILELL MK, 2 THEELL

12
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612 ik
& : a—
oy NEE : CDMl1416

B, BEIC O NI, ARBRICESL > TEB L 24-V7 07 = ) —/VOHER
BhEEM - H—HRBR (RBRES : A2173) KBWT, a—VHPTOEBRDE D
BEEMR O —HICBERERBELNTWA Z b, a—VlEERLE,

6.2 HREROAH
6.2.1 HER DA

BEZLCMNBEEREOHERYEZFRL, a—HICBEBE LT 20 mg/mL & (BAE
B . 60 mg/mL#E (MHAEHK RU200mgmLiE (FHAEHK) AL,

6.2.2 BEBROBREAR X
BEWIT 1 ARESTOBEYT T AARSEL, FHEREETHET WERERN, #F
#iFH 1~10°C ; FHHEHE 5~8°C) KHRFELE,

6.2.3 Wb TcOREH

AYERHE D 0.100 BT 200 mg/mL BBE (FEE : o—2#H) X, BV T R
A, &P (BEBEMN, 1~10°C) T8 HM. ZTOREERT 24 RRELEN OB —TH
52 EBRFEAERER SV P—F L F—THERINTVS (RBRES  A-2173, BT
BE 31 RU3-2) ,

6.2.4 HERBEDORE - ¥—1EHE:R
BH51BE ABOBREICAVCIERBEDOHFRIEIZOWVT, ZORE - H—HEEZ KA
SRV —F ¥ — HEBRBEFER TCHPLCEZAWTHEER L, TO/RR, &
RMEIZHT ABREOE S 1Y 98.5~103.5% (RFA#H : R REICRHT 2EE;100£10%) |
EEREBIL 1%LLT FFRM : CVI0%LLT) TH Y, WIRHHFFEENTH o2 (R

&R 4-1 R UV4-2) , SITEOEEEZ KRICRT,

1BENE D OBRBAEK OCHRRE

3& (B, FROTFTENLER) . 1 ARICDX 10mL

BEXSWME : 24-UF7aET 2 )b
BEX SR E
4R : 24-FFT0ETx ) —I
oy bEE : HAZ01
RIEFEFIE : HIFEET (EHIE 2~8°C) | Fie
RIFHET : HEBHETT SRWERTERCECERIEEDE
RAES T

13
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HPLC BIES&MH
BT A : L-colum ODS (5 um, 4.6x150 mm,
FEEBA  LZEE M iE)
BT AEREREEE
: 40°C

Bt : AZ ) —VIFERIK (7:3, viv)

iR : 1 mL/min

B : UV (JZEHE 224 nm)

AR : 20 uL

F— "G —RERE

10°C
EAIER
EAEF | BEAEK EANE

1 3 ErEg (VA7 AEAER)
2 3 EERE (EER)
3 1 REEARE (20 mg/mL-18)
4 1 RlEEHEE (60 mg/mL- &)
5 1 HEEHRE (200 mg/mL- EB)
6 1 BEZRFEE (20 mg/mL-F+/E)
7 I BIEERFE (60 mg/mL-FE)
8 1 REERFE (200 mg/mL-58)
9 1 HEEHFL (20 mg/mL-TE)
10 1 BEERFRE (60 mg/mL-TE)
11 1 HEZHREE (200 mg/mL-T/E)

FEVEYAIR K OB E EHEE O BB Ik A 24 BRI LA
PICE L7z, 2B, NUT—va VRBRRT, F—F
Y77 —RNICRBITD 24 BREEROREENER
EhTW5,

6.3 AERBMEBRURHOEIRER

FEERBRETA FIA XV Ty b2AVWERBRAMLEL SR TWS, ZORER
WHERAINEZRREOT v MR L<adbh, TEEHRNREETHIZ ENHER
L7,

6.4 FHEREVEUHSIT

Sprague-Dawley & SPF 7 v b [Crl:CD(SD), BAF ¥ — R « Y XL, &
KREEF T & —) MRS 47 L% % SEBCAFEL, YUFTT 10 BERE -BILEF L.
—REBOBE (1E/R) | BERAE GH) ROFEMA—RREOBRE (1B) %17
vV, FREENE, —BRREROHEML2—RREBEOBSIICEFERAONTREL Bbh
DUETES 36 I (EFE L U THERES 24 PT, EIERE S U CHERER 1200) 2BV, 6 A

14
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TR L7, B 5B OKRELFIL. BT 198-254g, T 156~186g TH Y,
AP EECHRE SN TEFSEHFA (8 : 160~250g) O EBERET 2WHHE 1
Bl (EMHES :1012) Abhik, LiHrL., YEEHO—RREBICZEERA LA,
STl b, BBREE~OEEBII WL, RBRICEH L,

BIIRE - BT oAERNEIC L W @&E%, #2740 (RERKRO2AE
81 DERERZESWHWTEIMLL, SO TEHKREN CEX L THE LRI IE5HE
B L7z, BAE0EMTRa sy Ya—d 2AWVWET oy JEEBEROCEESMEBED
MEE (Toy /7BEBECLERBREHERL, ABRERUOHNOEBES L EIFAIC
EYUTh) KX V{Tok, T, REEMIIREFEBICRBRNLEAL, 8HE
HELHCBE L,

) ABREEZCEV, EXXEEIIMES 45 IETHo o EEICITHEREE 47 ERMA I,

6.5 fAEEH

BB E 22~24°C (FFA#GH 1 2343°C)  HIXHEE 37~59%. (FFAHLE : 50+20%) |
R EE 1 B5R 10~15 B, FREA 1 B 12 85[0 (07:00~19:00) DEVMEHEE (909 5=)
T, 7597y bRERBRMEr —Y (W250xD350xH 170 mm : Y — Rz P=7 Y
FHEAEt) CEMNEAFL, #0 1 EoFAETENOFEREER L, BEREHEE CRF-1
(BEBRWEE, ) = X VEBRTENRSSL, vy NES 091005, 091104) K UF
HEAETEKEKEZ BEEKERICL Y BHICERE T,

6.6 HMHERUVHHKDOEAMNE

AR ORABEIZE L CiXfER 2 v MMZ-oWW T Eurofins Scientific Analytics T4
Fraftv, i, SEKICOWTIIEZEHBREE v ¥ —BEXASHIOKEERIC LT
HZAREREZEHNIC (E4E) KELE, 2Thb0oTREELAF L, RBEE
ICRERRNZ EEHER LR, BELERFELE,

6.7 HMOBAHNBRULTr—O~~DOETF

BT AR I/ B A A 23 LU CREEHR L, A2 OHSTRITE TOM
ITRBRES, RO EFESSZHE Ly —U 5~ d 001 T, Baidiix, Wil
EOREIZ L (R, B, FROEHEHOIE) K 4Hi0ES L 2T, Z0OBRE
1000 DALIZRE, 100 DAL (0B A, 1FZ2ME) . 10 L 1 OMLEEEES L L,
EREr— ViR, BOUMECHERA L VI VoBICHE B JLicesn
LT EOT, RBRES, BRERK, BEE, &, 9WES. HEESRUHE
BRFEBZHE LI, =L, HEl—RREOBRE, MERERCENRESII,
BEAZCH LU TREDEREZFB T2, r—I 7N 2EELTRRES. M5
RUOBERSOREFRR LI,
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6.8 HBEER. HE5HH. BSERRUVEERBL Fh 5 0RRER

EURBRETA FIA VL #ERBIEIROREZBIRL, #58MIX 28 BFE
e L, B#EEBIIRERERRTHROITOATWA 18 18 (7TE/ME) & LT,
EEHMIIEEORMYEELRITTIDICELLEXLND 2EM (4B &L,
OMTBEE{TLRIo T,

69 ®E5AX

BRERFRIX SmLkg FES L, BY U FE2AVTRERARE L (08:00~12:09
DR o FREICIIESE (a—rH) 2RBCRELE, BEIZLORERE (BF
BN :0.lmL) HEHOFELZEBIZEH L,

6.10 BWEERUVZORFERIIE TIBER

24-VT70ET 2 ) —AD0 (Z—H) . 100, 300 KT 1000 mg/kg/day % 1 Bl
WA SIEDT vy MZ 14 FRREROBE LEER Y . EBbE LT, MEHET 1000
mg/kg BEHTMERE, MELERED SWVIIBRBEEERICELBALNZORTH-
ez edh, ARRICBITA2HRERIL, 1000mgkg REFHLBHRAEL L, AKK3IT
BRL. 300mg/kg ZHFHEIC, 100mgke ZEARICRE L. MEHELMX 438 L
L7z, | Y70 08 % E8ECIIMMES 6 UL, BEH CRIXBHEROE &R T
HEF6ILL Uiz, BEREREE 1ITTRT,

= 1L.HEBRE
e REER | B K | BEEE e x B EE- R
(mg/kg) | (mg/mL) | (mL/kg) Bk | BYEST | @ BmES
‘ | 6 1001~1006 | 6 1007~1012
*iHeEE 0 0 > M| 6 1101~1106 | 6 1107~1112
‘ B | 6 | 2001~2006 -
AR 100 20 5 " 6 2101~2106
. i3 6 3001~3006
R 300 60 5 e 6 3101~3106 - -
o BE| 6 | 40014006 | 6 4007~4012
FSARAE | 1000 200 > M| 6 | 41014106 | 6 4107~4112

6.1 BMERUBREOHH
TRENER SN BRICBER RA L R L, RBREOREICHEL IR
DEY & LI,

¥5.1 B (day 1 of administration) : | EBHLEH

5 18 (week 1 of administration) E®E 10685 T7H

El#€ 1 B (day 1 of recovery) : EERAE (BEHMKETOER)
E78 138 (week 1 of recovery) :EE 1 26EE7H

16
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6.11.1 —RIKBDOBEE
EEFZOVWTREHEFIIER 3 B REM L BREER RO 2 K% (721,
R — R OBLE, BERE, ENARVEREHENE L EHT SRR
REE#O2E) . HEHBTEER 1R, F4R RERE. &8, T8RO
Wi EO—RIKBEZBIR LT,

6.11.2 HET—RIREOBRE. BERE. BHRUBREHEORE
SEM—RREBOBEIL. £BEEFICOWT, REEKANIC 1EH, REHBFEROE
BHMTEER 1BEE L, £, BERE, BARVEBREBROAREIL, BE
48 (FEE#&E208, HE2HEE52780) ROEE 28 (B 12 B) IK17o7, BEMR
—RREOBERUBEREIC OV TIIEIMES 2 WEIX a7 b LFEAEE AW,
7B, BIREUREREREOEBREZHIR (F714 v Fb) L, 8% 7 X LAICERE
L7ZREETITo 7z, 72720, BEEBOREIIT 54 v MELARWTTo 1k,

6.11.2.1 HRT—RREOHRR
1) F—sr—URNER
R R, RETH
2) FiF-oTOEIE
r—=UhbORYVHLES, HE - KBORE. R - 205w, IREKZEH. R
FAGUIRAR, "IHRIR, BEMREE (RRE. 1B, BELE, g BRER . ~v
FU 7 DR, N RY V TROFEF
3) A= 74—V FNEE
RERRRE, £, BRETE). ERTE. H17. B8 B, b0 EE, 3k
e (PeEE. HER)

6.11.2.2 REERE
WHELUS, SOIRIE, SRS, MRERIG, BALRS ., ZEPERRA. FHEREE

6.11.2.3 ZhiRlxE
CPU #*—% MODEL-RX-5 (7 A 2—x= =71 A&t 2HVTHIEE
OB OS2 BE LT,

6.11.2.4 BRXEHEDRE

EREWA B R EE LV —NS-AS01 (kXS =z —u¥ A= R) ZHAWVWTH
HEHESREL, BIER 1R E L, 10 5RIRED 0~60 45 ORIEHE S £ L,

17



B-6584

6.11.3 RKERE

EEEIZHONT, REHBPITRE 1, 4, 7, 10, 14, 17, 21, 24 RO 28 BO®
LRz, EEHRATIXEE 1L 3, 7. 10 ROV 14 BIZHE Lz, JETL 08:45~9:56 D
BHZiT o7, BB B ICIIHEMBREEEEHROL D, BB 5K 16 MR & -%D
BEZAELE (07:32~07:54) .

6.11.4 EEL S HE

EEEICOVWT, BEHBIRIEERS 1. 7. 14, 21 X028 B O 51, EEHR
FXEE 7RO 14 BIZEIE Uz, JIEX 09:12~10:44 ORIIZIT - 72, 728, &5k
AOREIFENLD 1 HEZ, #5 TR 6 EMORBEERELY, Z0%®IZ7AT
CICTHMORHEEREZRE L. 11 BEZEH L, HE 1 EIEE 1 BNb 7
HETOD 6 HEBORHEBRELY, 0%IT 7 AMOREEREZHEL. 1E1 A&
FEHLE,

6.11.5 RRE

BE4REOEE 2BIZTo -,

BE5 48 (%522 BoBER) EeEEIC-SWT, EE 28 (BlE 8 ) IXEER
OEFFEIZOVT, REYUBZENENERELZ Y FLEF—VIIREL., B -
BHBEAXTC4RERE KN CTERER BHEBEKT CEORO20RFBRZEHIL .
K2V LE-EHEROFEZLIRE L, £, BKEER, BR7F—VIRAEL
“IREETRIE DD 1 B4 OBAELZKAKBEEHAWTRIE L,

®2.REREDEB., ARERUVERARBLL

1) 4EBRIZOVWTORE

BREER HIEFiE

pH F—vary AT 4 v 7 A TEARBRK? (7—7 LA %XEH)
ABEE F—a VAT 4 v 7 A-TEARBRK D (7 —7 VA HREH)
ks F—a AT 4 v A TEARBE? (7—7 LA HREHE)
V= F—varARTF 4 v I A TEARBRK? (7T—7 LA HRAEH)
=30 F—a VAT 4 v 7 ATEARBKY (7 —2 LA #%R&th)
YAy F—avRT 4 v 7 R-TEARBE D (7T —7 VA BAE&H)
vy =4 F—La VAT 4 v A TEARRE Y (7 —72 VA HKREH)
k| AR B2

phit SRR

RE 4EHHE ® HEMACy VERWEAFENE (B mL)

2) 20 FERICOVTORE

REIER BlEFk

RE QomR) ¥ ARV o —ERAWEEEBHE (AL : mL)

BEE KAKETEY (BAL: mOsm/kg)

i PR 0 e A

3 . AUTION™ MINI AM-4290 (77— L A ¥kX&4)

Y. HEEBREHEES A FT7 U FRZ v FOM-6030 (7—2 LA BNAH)

#) : ARBOREL 20BORELZ A LT 24BHORE (mL/24h) 2EEH L,

18
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6.11.6 K ERE
BEHEERCEEHRETOBR R OHBEIRREC, ME»DL—K (16~20 FrfH) #
BIEZE2EEICONT, =—F VRELT CRE L. BRI H EDTA-2K N i
o (SB-41: VA A v 7 ABRSH) KME (M 1wml) 2ERLEZ, /LMK
DONTEID KEBLAHEERCHEZLOVBRE L, BiZ, MK (0.9mL) %* 3.8%
T UEEF N U U AREMARE (L 9 FCR L 1 AOEE) ITERL, BLoRE
(3,000 rpm, #7 1,600xg, 10 53f) Ik 0B oM OVWTHR 3.2) ITR&E L
HEAROCHFECZLIOVBREL, 2B, ERICI2BRBIIHEL. KO VT
May-Griinwald-Giemsa BeIEI1Z & 2 MK BHREA L ER L7228, SR X DHEBIFR
BELHETL, SERITERELL o7,

&3 MBEFREDER., ARZRUVERMSFLTLE
1) EDTA-2K ALK DV TORE

BREER BIEF ik BSfr
FRMERE (RBC) 2HBEL—F—Tu—H A hA Y —ED 10*/uL
~EFu LR (HGB) VTR MBI EUER? g/dL
~<z 7Yy ME (HCT) BB R ORI R IR AR & B 0 %
EHFRMERARE (MCV) 2AEL—F—Ta—H A kX FY—E? fL
EHFRM RN EERE (MCH) FRORBEROANES U ENDBEH Y g
FHRMIER M EEEE (MCHC) ~EFOEVEBROA~T 7 Uy MESDEH Y g/dL
MBARMERE (Retic) RNA Rz B3V —F—oa—H A1 b2 MY —iED %
f/EE (PLT) QAEL—F—Ta—FA4 hAFY—tk? 10%/uL
B iERE (WBC) 2AEL—P—Ta—F L FARY—ED 10%/uL
M Bk 4y B N~AFH VT —PREI LB T —F A A MY —ik %
PRAFEL—F—Ta—H L FA RY—ED
B If BR A HE 0 #e et 450) AT —PREI LD T —F A R R MY — 10%/pL

REEL—F—T oY AP Y Y
2) 7= VERT 1D AR b L RIS W CORE

REEH BEFIE B
7u b rER (PT) vy MED s
EHELE S b R

75 ZAF B (APTT) sy hED s
747V )—5 L8 (FIB) fa RS AFED mg/dL
£ R e

) REMIKEREEET KV 1 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)

Y M REEE B BT EE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) : Uy SEK (LYMP) | 9Bk (NEUT) . 4FEEER (EOS) | FtE#Ezk (BASO) . B3k (MONO)
BOKRBIFERER (LUC) , -, BMRELRL HLKREH OGELBEOERLEH L,

19
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6.11.7 mELERE
MEERERRE & RRFICRE L2 iR (9 4ml) 2EERERIA O REBRE (N
Vx MI-A— My 7 T ARBRRESE) TR L #0508 (3,000 rpm, 4 1,600%g,
10 47f) L, BomEIC >0 T, £ 4.1) KEHLEZBERCFEBCLIVREL
Tro Elo, AU UMRBRE (MK 1 mL Y72 0 59 20 BZO~ Y V) (SRR LUE M
W (K2 mL) Z@0LoBE (3,000 rpm, 9 1,600xg, 10 5 L, bzl
WTH42) KESHLZEEROFECLIRE L,

&4 MBECPREOEB., MRERVERABEETE

1) EEL 7= FIC>W T ORE

BREEAR HIEFHE ‘ B4
ALP Bessey-Lowry i 9 : IU/L
oL A5 w—/ (T-CHO) CEH-COD-POD i ¥ mg/dL
FUZUEZAF (TG) LPL-GK-GPO-POD #: ¥ mg/dL
U iBE (PL) PLD-ChOD-POD £ @ mg/dL
By yarey (T-BIL) I A EAFIE Pk mg/dL
Za—Z (GLU) Iha—2Fe Fuyfr—EEd mg/dL
RFEEH (BUN) Urease-LEDH # ¥ mg/dL
2 LT F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD i ¥ mg/dL
F YA (Na) A F U BIRERBE D mmol/L
AV 7A (K) A FVBRIREEE Y mmol/L
R (D) BEBEEY mmol/L
I A (Ca) OCPC#: mg/dL
Y~ (P) Y IFUBEY mg/dL
BiI-ABE (TP) Biuret ¥k ¥ g/dL
772w (ALB) BCG i 2 g/dL
A/G . (A/G) BEAABEROTATI VU OEE
2) ~2Y UIREE» O HBE L IO T ORE
BREHR REHFE B
AST UV-rate 3 IU/L
ALT UV-rate i @ TU/L
LDH ' UV-rate 5 2 1U/L
¥-GTP Ly-Z A& IN3-BNEFL-4-= a7 =Y FE? IU/L
oz llay s B

9 BRIR(CFEABESIER TBA-120FRE (EE AT 4 IV AT HXHRNEH)
Y. LHBIEMESITEE PVA-al (RSx4 TV FF 4 —)
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6.11.8 REPRE
6.11.8.1 Eit&

TRTCOEPIZONT, BMEEREIREETIC X 0 kLB IES T, FHK - B -
s - B2 SL2FORE - HBORIRIC L 23R WEEN 21TV, BRETHE
L7,

6.11.8.2 B EsRIE

TRTCOBPIZHONWT, RISRTREOCER (BHEER) 2RETI L BT, #
HNEBLHBHOBENOEE 100 g U4~V OHNEEZEH LT,

B, *HZ2 M LAEFAHEOBEBEIZ OWTIRREAM X ITHAIE L, %05 FHE TR
L7,

B, BUE*, MURR. FEE. OB, ATIE. BEE*. REEx. BE Lk PIE* ¥E

6.11.8.3 FREARSERE

TARTOBEIZOVTRICRTHRE - HBEER L. U VBEE 10vol% &L ~< ) v
RCEELE, 2170, WD VEREE 10vol% kL~ U ik EEARK, IREKR UM
BIZY VEBRBEER CHARB L 3vol% 7V Z LT T F25vol%E < ) VIR TREE
%, BREORR AR T 7 U ETEE L%, ZhEh, U VBEREE 10vol%h <
U UIRTCREL, NF7 488 LE, 208, BIFELTAT VIV -2y
VREEREPEML, ERHOMNBEROESHER (RIRMNEETAIOWTITEH)
WOWTER L, * TR UEFAASEIC OWTIIAM AR LR, SERiTER
DIToTe, BB, HRYEREORENFRONIMEDOEIR. B RO & #EOM
Bl oW THRPECEAEHY N ICEAE#OSBEKELER LT,

KA, /N, AERR+, B (M) . BB+, TE:ME, FRE*. LR/NME* B
B B, PEAR. BT Lo8E, BRI Y L%, D K. M (REXERT) .
B. +2HEB. Z8. B (A RkEST) . BB S5 BB TR, B
BERE. REE*. R EA*, giR, R, FE. BE (BHzE0) . XBF (F
Birate) *ROKBEEHRET *

ftiz, s (RAARIIIREK & SHE T, ~~ bF TV v - = F DU REERE
MECEE L, ) . N—F—F* XK, &. BE. FHTR STER ER,
B, BE. LR (B . KE (BERH) *. BEESme (i) RUMEEZH
HLUTRELE,
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6.12 #REtH@EM

AT 7 4V FRBEOEERMER MEREICRIT 2 EEMNEE EARIE.
HREHEORE., KE (BEHNELZET) . BHE, BAkE, RREOEENE
B, MKZERE, MBELFRERVREERT —FITOWT, MBHLAREGHLD
R CRERIT 21T o 72, %7, Bartlett BEIZ LV SBIEDOREEITo T (FEAKE .
W 1%) o DHEPE LWEEA T Dunnett % VT, FEZESBOH A1 Dunnett B
mean rank test # T, SBHLEZESHLOBTRELTT>7- (FEKE  @EHl 5
RO1%) o, 7eB. BEEEICOVTE, FREC L VEHONBOH—HORE (FE
K¥E: B 5%) BiTol, TORBR. SRBMENRD DNIBEITIITREE & 7R
WEHRER L OFEHEDZEIZDONWT Student D t BRE CHEEKHEE: BRI 5 R 1%) %,
HSBIERRD BRRP > T2 HBEITIE Aspin-Welch @ t RE (FEK®E : @l 5 RO
1%) Z{Fo7 2?9,
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7. RBRER

71 —BRREOHR

FiA& % Table 1-1~1-9 & UF Appendix 1~34 IZ7R L7z,

1) &5

1000 mg/kg BERFETiX, —BEOWENIEE 6 B HEEHEKR T E T, HTIEIR
BES XIIRER 2 W%, ETRBREERIC 1V/12~6/12 51 bNT,
300 mg/kg DL F OB BT ML IS T oBIc b RE IS DD o T,
2) [EIEHIME

HEREE HIZ, WTHOBMICLEBFE XA DRI T,

7.2  EHALT—BRREOHRR. #iskE. EHARUVARKEDE
7.2.1 ST —EREOHR
Fi#& % Table 2-1~2-18 J 1% Appendix 35~94 (5% L7z,
1) #®E5HIRE
1) &E1E
WTNOBREHEBICBWTHREIIRL . SHBRYERGHOMREL AR L OR
KEEEIBRDLNRP 2T, '
2 ®&E2AE -
FILFF-> TOBRBIZBWTREIITEE O 1000 mg/kg I 5-FHDOHE 4/12 41
ZH oz,
(3) ®&&53:8
FIZHF > COBBIZBWTERE OIS 1000 mg/kg 5B OHE 4/12 FlIZH b vz,
4 #5448
FIZF-> TOBEBRICBWTEEDRIED 300 mgkg B E5HOHE 1/6 HIR T 1000
mg/kg B E5-BEDHE 4/12 FllzH BT,
2) ENEHIM
(H EE1A
WP ORBEEEIZBWTHEF I <, 1000 mg/kg B 5-REOMHERE & Xt REE L OF
CEBEZERDON o T,
2) EE2E
WTINOREEBICBWTHREEIZ/AR <, 1000 mg/kg B 58 ORERE & et FREE & O
WCABRIRD bR,

7.2.2 WBEeRE

F}A& % Table 2-19, 2-20 & U Appendix 95~100 iZ7% L7z,

1) #5487

MEREE HIZ, WTHhOREEACLEBROEREICIDEZRIIRBO NPT,
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2) [EME2E
HEREL B2, WTORAERRICHOHBRMERESICLIERIIBOLNAR 22T,

7.2.3 iy

AR % Table 2-21, 2-22 KT} Appendix 101~106 {27~ L7z,

1) #5438

MEEL Bz, FEBRYERSHEMBH L OBICERETRD LN T,

2) EIE2HE

AR DB ERREDN. 1000 mg/kg FHEHOHETHRO BN, BE4BTRDO LN
BRWIBERETHLZ b, BRETBEEZEZ LN,

7.2.4 BREDHE

JX#& % Fig. 1~4, Table 2-23, 2-24 XX Appendix 107~112 &R L7z,

1) ®&548

MEHEE BT, BEBRYEREH LB L ORMICEREIZAONRPST,
2) [EE 28 ‘

HEREE BT, 1000 mg/kg B ER: L XREE L OMIICERER Do T,

7.3 KE

FX#& % Fig.5. Table 3-1, 3-2 X T* Appendix 113~118 {Z7R L7z,

1) #®E5HH

1000 mg/kg ¥ 5B TId, HEOEERMEIZEME GHBEICHR L, —11%) DA b,
BEHEBLOERE L BEBICEAOREEEZ R Uz, RECHICRAE(LITZA DR
AT,
ZOMOTEFETIX, ML HBICREHRTOFERVCERERMEICIIHRBIELO
FIICHERBZEIRD bR LT,

2) [EEHEIME

1000 mg/kg R EBETIX, HOEERMBIZERLEME GHREIIX L, +19%) 23
ROONEN, FEIIIBHEOBICERZRIRD ONRP o7, RBEOHICRZE
AR NSY (A i RN

24



B-6584

7.4 BfiE

FK#& % Fig.6, 7, Table 4-1, 4-2 & 1" Appendix 119~124 {27 L7z,

1) ®E5HE
ERBRYEHREROME L b, BERIINEE L ZIFRSICHS Lz, 7238, 1000
mg/kg HEHOMETHRE | BICHBRLEATHEERHERIRD NN, HRYE
BERMOEEH TH o7, '

2) [EIEHIRE

1000 mg/kg B EEHTIX, HETEE 7R0 14 BICHBHELERXTHFERSEIRD
b, HETRREE L SRS LE,

7.5 RRE (EKEED)

BAR % Table 5-1~5-8 J2 UF Appendix 125~142 {Z/R L7z,
1) ®B548

EOBIEER 5-1 T8 T,

x5-1. REEOHRE (&5 48)

M Vi3 3

5 & (mg/kg) 0 100 300 1000 0 100 300 1000
g 12 6 6 12 12 6 6 12
N ERMER +—) Y. 0 0 2 7 0 0 0 0
BAEY - N N +75%** - N N +73%**
RED - N N +190%** - N N +183%**
BEE® — N -24%*  —53%%* - N N —56%**

a): RPOEEIHBRMEERT,

b): BF OEEIIR R LT HHEEE (+: 8N, - B
N: EE2ZL

- ML

*: p<0.05, **: p<0.01 (MEFHLOMEEZHY)

EHEEE T, AR RO Z BERMBEI 1000 mg/kg REREOHE 7/12
& 300 mg/kg $5-BEDHE 2/6 B4 BTz,

EEEH TR, BAERRCREOHFEABELCICBBEEOHERIEM 1000
mg/kg REBEDOMMEIZRD v, BBEEOFERKMEIX 300 mg/kg BEFHEDOHEIZHR
b, FOMOEEICIE, HEE HICEBRYERSICERT 5 L EX bR HEL
XA SRRNo T,

2) EE2E

AR DRIEE K 52 1Z7R7,
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% 5-2. RIREOKRIE (AE 258)

M HE e
B 5 & (mg/kg) 0 1000 0 1000
[ULZES 6 6 6 6
FAEY - +19%* - N
a): P OBMEITG BT 58E (+: #8mn)
N: EERL
L= BR¥RL

*: p<0.05 GRS ORICHEEZEHD)

BAKBEOEEREMED 1000 mg/kg WEHDOHIZFRO SR, RE, BEEIINR
HLREThHol, TOMOERICIX, ML LICEBRYEREICERT S LEZXD
NAEEA LN R T2,

7.6 MEFKRE

Fi& % Table 6-1~6-6 & (% Appendix 143~160 {Z5% L 7z,

1) HBEHMKETE
EEBRDEREHOMEL LIZ, WThOEBIZBWTHRRIE L OMICFEER
B bhiehoTz,

723, 1000 mg/kg W EHEOHE 2§ (BHES : 4001 KT 4002) Tidk, RMLEFKO
AR & BRLEREOBBERI AL,

2) [EIEHMK TR

RIMERE, ~ES BV EBRTA< MU vy MEOFEREKED 1000 mg/kg R 57
DHEZRBH T, BB, M/MEEOFEZEMEN 1000 mgkg B SHOHEIRO LN
TRYUHEERERNOEE CTHo7oZ &0 b, AENEB#HENOELLEEZEZ b,
fiz, APTT OF B REMED 1000 mg/kg B 5 BFHEOBICR O DAL, o m KRR R
RGA=Z PTRYT7 4 7Y ) —F VB WIEALIREDRONRVWEBITH T2
TED, EHEMNEEOBEVWELEEL DN, TR, WREEL OMICH LR
EZiXHbNlehoTz,

7.7 MEEPRE

FRAE % Table 7-1~7-4 B O* Appendix 161~172 {257 L7z,
1) HEHIRR TR

AR DBIEE R 6 1277,
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& 6. MBLFREORE (REHPREETE)

e B :1
BEE (mg/kg) 100 300 1000 100 300 1000
M 6 6 6 6 6 6
ALT N N +56%** N N N
Fa—R N N N N N —16%*
. N N —2%* N N N
R OBME IR RS S8R (+ 8N, - BY)
N:EERLL

*: p<0.05, **: p<0.01 (HEFLOBICEFEZEZDLY)

ALT iEMEOF B ZBMEN 1000 mg/kg REFEOHEZRD Oz, B, HEOFR
72 {EAEAS 1000 mg/kg B 5REOREC ., Z 32— R DOFEZEMED 1000 mg/kg 5 BED
HEIZRD SN, WTFh b UEERENOEE Th 7= 2 & LALLM
DEEEZEZ BT,

iz, BT AOFBREEN 100 mg/kg EFHEDOMIZ, B :11x;<7-n~/1/0)7§
BEREE, BREABEROT VT I OFBREEN 300 mg/kg BEFHOMEIZRD
iz, Wb AR S ORB#EIX R,

2) [EEEMKT R

ﬁ%@ﬁa&ﬁﬁmmwmwg&5ﬁ®m_ww6mﬁﬁxﬁﬁﬁﬁ%T%@ET

BOOLNBRWEThoToZ &b, BRMRETLEZ DN,

7.8 B®BREEE

F 4% % Table 8-1~8-8 & T Appendix 173~196 {27 L7z,

1) BEHMK TR

Figo#xt R VAR EEOA B2 BME ST B EMER A 1000 & 8300 mg/kg & 5-8 0
HEREICERD DT, iz, BIBROHMNEROHE E2EMED 300 mg/kg 5-F OMEIZFE
o n, HEEOEESEIT R,

2) [EIEHHK TR

DR EBOFE2EMED 1000 mg/kg BEFHOBIC, BREEOENERDCH
BREMEDS 1000 mg/kg B E5EIZRD LN, M TN EEDHAOELTH T
i, BEHRERTRRECERDLNBWE(LTHo72 2 b, BRERNLREGHL
ZZONTMETII WTILOREBIZCORBEH L OBICHALMRERZXA DRI 2T,

79 EIRmMR

FA& % Table 9-1, 9-2 & U} Appendix 197~268 IZ7~ L7z,

1) HREHIMKETR

ARE ORFREELN 300 mg/kg B E5BEDME 2/6 H1 & 1000 mg/kg B HBEDME 1/6 BlIZ A
LTz, i, FiORFRERD 100 mg/kg BEBEOHE 1/6 BlIZHADLILTZH. T OHE
RRPOBERRLEEZ ORI,
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2) [EEHIRIRK TR .
i OFFFREAED 1000 mg/kg FEBEDOHE 1/6 I B L pS, £ OHIRILO B B S
FRLEZ BT,

7.10 REMAHFRE
FX#E % Table 10-1~10-4 % UX Appendix 197~268 {Z5R L 77,
1) BEHRE TR
HRYEREICLD a%x SNLEAHERE, Mg, B RUOBW TR b,
=g : RARE DB ILED 1000 mg/kg 5B DO HEEHIC
RAE ER OSBRSS 1000 mgkg E5#HD
HE 1/6 Blic, BAT ERARR ORI BRAEFHD 300
mg/kg #5-BEOHE 1/6 ] & 1000 mg/kg H5-FEDOHE 4/6
RO b7,

Je ik : BaA I DERBAR TTHEDS 1000 mg/kg B S EFEDHE 2/6 5
\- m.. y) 6 hfk_o
B : 7i'H O LB OB K O 72 BB TR

300 mg/kg B EFEOME 1/6 B & 1000 mg/kg ¥ 5-F DM
WL, BEOUS AN 300 mgke B E5HOME 2/6
Bl & 1000 mg/kg B EREDME 1/6 HlIZRD Bz,
FE Rt : BIT LM OBk O EZIE KRB 300
mg/kg ¥ 5-BEDHE 5/6 H & M 4/6 1], 1000 mg/kg T 5-#F
DOBERR & 4/6 FIIZRD B iz,
Z D> Table & T Appendix iZ7RTE/LIX, £ D HIRIL & HRBZER D H VT
b BEFRLEZ DN,
2) [EEHIREKE TR
BERE TLA T OB{LB3FRD b,
BERE : BAT LM OB IR RK/ABREKDS 1000 mg/kg IRE
FEOWE 1/6 Bl bz,
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8. EE

24-V70E7 /) —N028 HEXEROREFHRE % 6 HE D Sprague-Dawley

% SPF 7 v b (Crl:CD(SD)., 1 BEMERER 6 ik 12/8) ZHWTEK L7, FE5EIX0
(m—h : RFEEEE) . 100, 300 OV 1000 mg/kg/day & L, BY »FH#HWT—H 1
EFRHIRORE Uiz, 72, SBEBEL 1000 mg/kg EHO—HMOMBE (1 BlEEE 6
M) (ZoWTIRBREHRER T 2 BROREME 2R T, SHEELoTTEREREL
7o

HMABEL S —ANREE T, 1000 mg/kg B E5HEOMERE & 300 mg/kg S5 REDOHE
THENEKRENZD, BEHRO—BEOELTHY ., ZOBLITARBIZLVERL
77

HERE, EARUVBREDETIL., FRYERSOEEIAL ORI T,

HETIE., FEENEOEMEERM A 1000 mgkg WS BHOBETA LN, BREHE®%Y
OREHRBHEL Y OVRMEE R L2, BEMBOREITREEOSEL - TH
BL.EE 14 BORBEOKEIIFREL IZIFE L, IEHEhoAEHMELSE
PRLEZEDNL, KEIZ X AEEEIRD DN,

RBRE EBAKEE2ED) TR, BAERVREORBMEY B EEOEMED 1000
mg/kg HEHOMRIZ, RBEDKMEIT 300 mgkg REROBITbH DN, Ei,
PRICEE T /N LR O B O R EARE O MER 23 1000 2 V8300 mg/kg & &
HocAbh, FEERECHBTRBERORE X IIEHEMBMA 1000 X T 300
mg/kg B EFHOMREIZA D, REARERE CIIBRICEAE OIEER CRAE L
AR DIEKRA 1000 mg/kg I EBEDHICA LI, REEMICHES BLETRIN, &
JREEEMOEREZ vz, iz, BT LR RXAETEA 1000 T 300
mg/kg BEBEOMEMOREE & . RBEOHOBBICA LN, 2k, REETIX, BE
2BIZBNTHEAREOEMED 1000 mgkg | EHOBICHA NN, EOBREITER
fLLTEL, REIZLDEHEENRBD T,

MEFRETIL, HRHEREIC L AZHLIRERBIL LR T,

MEALFERETIE, ALT EEOBEMER 1000 mg/kg | EHOBII A LI, 2B,
EEH CIEHRAERA LN o Tz,

FERERE Tk, FIHFF 300 mg/kg B 58 DM 2 ] & Y 1000 mg/kg F 5-BEDHE 1
DIRE OB FREEN L LN ICEEIC OV TREEBRERELE R LI 2 A, BRED
Vb ABRHRLNT, FREHABRERE T, iROBREOBERICI 2, MIRICHENE
MDTTHED, 1000 mg/kg EBHOHE 2 HIcH B, b 2 FIRRmEREOEKERER
BROMEREREOSEEmZ R LS SRR IDHDRIGHELE B X b, 7o, BIEH
MR TRICB W IR FERE CRMEKE, ~E/n b BRI~ 7Ty MEDKE
fEi23 1000 mg/kg B E-BEDREIZ A LTS, S50 % 3256 L 72 B8 B 0 IRigZ 1319
RERIFHLNT, ROEKEZ O~ b7 Yy MERIZIESHERENOLH TH -
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720

iz, AiiE ORI LEEOUBMEBER L 1000 mg/kg ¥ 5-REDMERE & 300 mg/kg # 5
Holichohl, AFRRARIC =/ —ABRERO4-2F VT = ) —, 4-(1-
AFNET =N 7=/ —ADT v b 28 BREIRKEROBRSESERRD 2 tbi b0
TEY. ZIIRERTRETH D034 LRI T BRI E LTH LD,

[EE R TR IC BV TBAT E MR OB IERABR A 1000 mg/kg BERHED
HE L PR DN OHRT, WTNOEL b REAEEITERRE L, KREIZ L HEIEMER
B bz,

UEDRER, 24-V70FT7 =) —VOERBRGEHTICBIT 5B ERIIMEL b

100 mg/kg/day & HIWF L7z, BEHMFICH b ELE 2 BROKEIZ LY TR
BHbHHVITHEEL, EEEETRLE,
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9.
1)
2)
3)
4)
3)
6)

7)
8)

SCHK

24-V70ET 2 ) —ADTy MW 14 BRRKEROREEER
B (FHEER) GHRASIERY Y —Fkr 72— RBEES : C-B452. 2009 F)
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.] Am Stat Assoc 1955; 50:1096-121.
Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.
AR (1977) - FEOFHE — 3l & #RHT — 1 R K FEHERS, A
ARG (1981) : ZEZhEEAM — FHE & T — 11 AR AKFHRE, KR

e E BB RS, 8, 555 (2001)

{LEWEEERBRBE, 10, 258 (2003)
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o—0 0 mg/kg
A~ — A 100 mg/kg
m— —m 300 mg/kg
o—-—¢ 1000 mg/kg
0 1 | L \ | ]
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.1 A 28-day oral toxicity study of 2, 4-Dibromophenol in réts
with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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500+

400

300

200

100 :
o—=o 0 mg/kg
A — A 100 mg/Kg
— —m 300 mg/kg
o—-— 1000 mg/kg

O 1 | i 1 1
0-10 10-20 20-30 30-40 - 40-50
Interval (minute)
Fig.2 A 28-day oral toxicity study of 2, 4-Dibromophenol in rats

with a recovery period of 2 weeks

Motor activity {Week 4 of administration period)

.|
50-60
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500
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400+
300} [
200
100+
o——o 0 mg/kg
&—-—¢ 1000 mg/kg
O | 1 | 1 | |
0-10 10-20 20-30 30-40 : 40-50 . 50-60

Interval (minute)

Fig.3 A 28-day oral toxicity study of 2, 4-Dibromophenol in rats

with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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500
Female
400+
300
200f
1001
o—o 0 mg/kg
&—-—o 1000 mg/kg
O I 1 i | | {
0-10 10-20 20-30 30-40 40-50 50-60

Interval (minute)

Fig.4 A 2B-day oral toxicity study of 2, 4-Dibromophenol in rats
with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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500~
400+
300+
200F ©
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100
o—~O 0 mg/kg
A~ — A 100 mg/kg
Mf— —0m 300 mg/kg
&—-—¢& 1000 mg/kg
O | f | | i i 1 | | i I i { i |
1 4 7 10 14 17 21 24 28 1 3 7 10 14 (day)
} Administration. period { —— Recovery period —
Fig}5 A 28-day oral toxicity study of 2, 4-Dibromophenol in rats

with a recovery period of 2 weeks

Body weight
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20f
10+
O——0 0 mg/kg
A~ — A 100 mg/kg
O— —m 300 mg/kg
| &—-—¢o 1000 mg/kg
0 ! ! 1 a 1 i j
1 7 14 21 28 7 14 (day)
F Administration period | | Recovery period|
Fig.6 A 28-day oral toxicity study of 2, 4-Dibromophenol in rats

with a recovery period of 2 weeks

Food consumption
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=
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[ .
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=y — ]

S 1oL

L
G 0 mg/kg
A —A 100 mg/kg
O— —m 300 mg/kg
&—-—¢& 1000 mg/kg

0 i ] ' ! | | |
1 7 14 21 28 7 14(day)
| Administration period ; |Rec0very period|
Fig.7/ A 28-day oral toxicity study of 2, 4- leromophenol in rats

with a recovery period of 2 weeks

Food consumption
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Table 1-1 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Clinical signs (Administration period)
Male
Day of administration
i 2 3 4 5a) 6 7
Dose Findings
mg/kg Pre P-2 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0 No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of animals 6 6 8 6 6 6 6 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 6 [ 6 6 6 6 6
300 No. of animals 6 6 [ 6 6 6 6 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 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 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 12 12 8 12
Salivation 0 0 0 0 0 0 v} o} 0 0 0 0 0 0 0 3 0 0 4 0
a} : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 Observation immediately after dosing P-2 Observation after approximately 2 hours dosing
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Table 1-2 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Clinical signs (Administration period)
Male
Day of administration
8 9 10 11 12a) 13 14
Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0 No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of énimals 6 6 8 6 6 6 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 6 6 6 6 6 [
300 No. of animals 6 6 6 6 6 [ [ 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 6 6 .6 6 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12
No abnormality 12 8 12 12 6 11 12 6 11 12 7 11 12 7 12 7 12 12 7 12
Salivation Q 4 0 0 6 1 0 6 1 0 5 1 0 5 0 5 0 0 5 0
&
a) : P-2 was not done for detaild clinical observation.
Pre Observation before dosing P-1 Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-3 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Clinical signs (Administration period)
Male
Day of administration
15 186 17 18 19a) 20 21
Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0] No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 127 12 12 12 12 12 12 12 12 12 12 12 12
100 No. of animals 6 8 8 6 8 6 6 (] 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 6 [ 6 6 6 6
300 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 8 6 [} 6 6 6 6 6 6 6 4] 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 12 12 12 12
No abnormality 12 7 11 12 7 10 12 7 12 12 8 12 12 7 12 8 10 12 9 11
Salivation 0 5 1 0 5 2 0 5 0 0 4 ¢} 0 5 0 4 2 0 3 1

a) : P-2 was not done for detaild clinical observation.
: Observation before dosing

Pre

P-1

: Observation immediately after dosing P-2

: Observation after approximately 2 hours dosing
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Table 1-4 A 28~day oral toxicity study of 2,4-Dibromophencl in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Male
Day of administration
. 22 23 24 25 26a) 27 28
Dose Findings

mg/ke Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 No. of animals 6 [ 6 6 6 6 6 6 8 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 3 6 6 6 6 6
300 No. of animals 6 6 6 6 6 6 6 [} 6 6 6 8 [ 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 3] 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 i2 12 12 12 12 12 12
No abnormality 12 10 12 12 10 11 12 10 12 12 10 11 i2 7 12 7 12 12 6 12
Salivation 0 2 0 0 2 1 o] 2 0 0 2 1 0 5 0 5 0 0 6 0

a) : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 : Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-5 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Female
Day of administration
1 2 3 4 5a) 6 7

Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0 No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of animals 6 6 6 6 6 6 68 [ 6 6 6 6 8 6 6 6 6 6 6 6
No abnormality 6 8 6 6 6 6 6 6 6 6 4] 6 6 6 6 8 6 6 6 6
300 No. of animals 6 6 6 6 8 6 6 6 6 [+ 6 6 6 6 6 8 6 6 6 6
No abnormality 6 6 6 6 6 6 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 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 12 12 8 12
Salivation 0 0 0 0 0 0 0 0 Q 0 (4] 4] 4] 4] 1) 2 0 0 4 0

a) : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 : Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-6 A 28-day oral toxicity study of 2,4-Dibromophencl in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Female
Day of administration
8 9 10 11 12a) 13 14

Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
0 No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of animals 6 6 6 6 6 6 6 6 8 8 6 6 6 8 6 6 6 6 6 6
No abnormality 6 6 6 6 8 6 6 6 [ 8 8 6 6 8 6 6 8 6 6 6
300 No. of animals 6 6 6 6 6 6 6 6 [ 6 6 6 6 6 6 6 8 6 3] 6
No abnormality 8 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 8 6 6 6
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 10 12 12 9 12 12 9 12 12 10 12 12 10 12 9 12 12 11 12
Salivation 0 2 0 0 3 0 0 3 0 0 2 0 ¢ 2 0 3 0 0 1 0

a) : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 : Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-7 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Clinical signs (Administration period)

Female
Day of administration
15 16 17 18 19a) 20 21
Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2 Pre P-1 P-2
] No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of animals 6 6 6 6 6 6 6 6 6 6 53 6 6 6 6 6 6 6 [ 6
No abnormality 6 8 6 6 6 6 6 6 6 6 6 6 6 6 6 6 8 [¢] 6 6
300 No. of animals 6 6 6 6 6 6 6 6 4] 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 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 12 12 12 12
No abnormality 12 9 12 12 9 12 12 1} 12 12 10 12 12 9 12 9 12 12 10 12
Salivation 0 3 0 0 3 0 0 3 [ 0 2 0 0 3 0 3 0 [ 2 [o]

a) : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 : Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-8 A 28~day oral toxicity study of 2.4-Dibromophenocl in rats
with a recovery period of 2 weeks
Clinical signs (Administration period)
Female
Day of administration
22 23 24 25 26 27a) 28
Dose Findings
mg/kg Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 P-2 Pre P-1 Pre P-1 P-2
V] No. of animals 12 12 12 12 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 12 12 12 12 12 12 12 12
100 No. of animals [ 6 6 6 6 6 6 [ 6 [ 6 6 8 8 6 6 6 6 6 6
No abnormality <] 6 [ 6 [ 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 6 6 6 6 6 6 6
No abnormality 8 6 [ 6 8 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 12 12 12 12
No abnormality 12 10 12 12 11 12 12 11 12 12 11 12 12 10 12 12 10 12 10 12
Salivation 0 2 0 0 1 0 (¢} 1 0 0 1 0 0 2 0 0 2 0 2 0
a) : P-2 was not done for detaild clinical observation.
Pre : Observation before dosing P-1 : Observation immediately after dosing P-2 : Observation after approximately 2 hours dosing
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Table 1-9 A 28-day oral toxicity study of 2,4-Dibromophenol 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 8 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 6 <] 6 [ 6 6 8 6 6 6 6 6 6
No abnormality 6 [¢] 6 8 8 6 6 [¢] 6 [{] 6 6 [¢] 6
1000 No. of animals 6 6 6 6 6 6 6 6 6 8 [¢] 6 6 6
No abnormality 6 6 6 6 8 6 6 8 6 6 ] 6 6 6
Female 0. No. of animals 8 6 8 6 6 6 6 [ 6 6 8 6 6 6
No abnormality 6 6 6 6 6 6 6 8 6 6 6 6 6 6
1000 No. of animals 6 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
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Table 2-1 A 28-day oral toxicity study of 2,4-Dibromophenol 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 [¢] [ 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 <] 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 2,4-Dibromophencl in 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) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 3] 8 12 12 [ [{] 12
Posture
Normal 12 6 [ 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 [] 12
Abnormal behavior
None 12 6 6 12 12 6 6 12




B-6584

Table 2-3 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 3 of administration pericd)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 0 100 300 1000
Parameter No. of animals 12 6 6 12 12 8 [ 12
Posture
Normal 12 6 ] 12 12 6 6 12
Convulsion
None 12 6 6 12 12 1 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12
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Table 2-4 A 28-day oral toxicity study of 2,4~Dibromophenol 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 o] 100 300 1000
Parameter No. of animals 12 6 6 12 12 6 8 12
Posture
Normal 12 6 6 12 12 .8 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 2-5 A 28~day oral toxicity study of 2,4-Dibromophencl 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 8 <]
Posture
Normal 6 6 6 6
Convulsion
None 6 6 6 6

Abnormal behavior
None 6 8 <] 6
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Table 2-6 A 28-day oral toxicity study of 2,4-Dibromophencl 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 1000
Parameter No. of animals 6 6 6
Posture
Normal 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 2,4-Dibromophencl 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 8 6 12
Secretions-Eye, Nose

Absent 12 6 6 i2 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 [} 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 i2 [} 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 [§] 12 12 6 6 12
Vocalization

None 11 6 6 11 11l 4 5 11

Soft 1 0 0 1 1 2 1 1
Reactivity to handling

Easy 12 6 6 12 12 6 6 i2
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Table 2-8 A 28-day oral toxicity study of 2.4-Dibromophenol 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 4] 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 4] 6 12
Skin

Normal 12 6 6 12 12 6 6 i2
Secretions-Eye, Nose : .

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 8 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 [ 12
Lacrimation

Normal 12 6 6 12 12 6 8 12
Piloerection

Absent 12 6 6 12 12 [ 6 12
Pupil size

Normal 12 6 6 12 12 6 8 12
Salivation

None 12 6 6 8 12 6 [} 12

Slight 0 0 0 2 0 0 0 0

Moderate 0 0 0 2 0 0 0 0
Abnormal respiration

Absent 12 6 [ 12 12 6 6 12
Vocalization

None 12 6 6 11 11 4 6 11

Soft 0 0 0 1 1 2 0 1
Reactivity to handling

Easy 12 6 6 12 12 [ [ 12
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‘Table 2-9 A 28-day oral toxicity study of 2,4-Dibromophenol 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 [§] 12
Ease of removal from cage

Easy 12 6 6 12 12 [+ 6 12
Fur condition

Normal 12 8 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 8 8 12
Secretions~-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 [§] 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 i2
Salivation

None 12 6 6 8 12 6 6 12

Slight 0 0 ¢} 4 0 1] 0 0
Abnormal respiration

Absent 12 6 6 12 i2 6 6 12
Vocalization

None 10 6 [} 12 12 5 6 11

Soft 2 0 0 [¥] 0 1 0 1
Reactivity to handling

Easy 12 6 6 12 12 6 6 12




Table 2-10 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observation (Week 4

of administration pericd)

B-6584

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
Ease of removal from cage

Easy 12 6 5] 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 4] 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 [ 12
Palpebral closure

Normal 12 6 6 12 12 8 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 8 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 5 8 12 6 6 12

Slight 0 0 1 4 0 0 0 0
Abnormal respiration

Absent 12 6 [ 12 12 6 6 12
Vocalization

None 12 6 6 11 12 6 6 12

Soft 0 0 0 1 0 0 0 0
Reactivity to handling

Easy 12 6 8 12 12 8 6 12
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Table 2-11 A 28-day oral toxicity study of 2,4-Dibromophenol 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

Ease of removal from cage

Easy 6 6 6 6
Fur condition ’

Normal 6 6 8 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 [ 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal . 6 8 6 [
Mucosal membranes

Normal 6 [ 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 ¢ 6
Pupil size

Normal 6 6 6 8
Salivation

None 6 8 6 6

Abnormal respiration
Absent [¢] 6 [¢] [

Vocalization
None 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 2,4-Dibromophencol in rats
with a recovery period of 2 weeks

Detailed cliinical 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
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent 6 6 6 6
Exophthalmos

Absent 8 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 6 6 6 6
Salivation '

None [} 6 6 6
Abnormal respiration

Absent 6 6 6 6
Vocalization

None [ 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 2,4-Dibromophenol 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) [} 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 3] 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 [4] [ 12 12 6 [ 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 1 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 4+ 3 4+ 2 4+ 3 3+ 2 6+ 2 5+ 2 5+« 1 5+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ 1 1+ 1 1+ 1 0+ 0O 0+ 0 0+ 0 0+ 0
Urination

None 7 b 5 7 11 6 6 10

Small amount 5 1 1 5 1 0 0 2

No significant difference in any

treated groups from control group.
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Table 2-14 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Detailed clinical signs open field cbservation (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 100 300 1000 o] 100 300 1000

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

Normal 12 6 6 12 12 8 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 12 12 8 6 12
Gait

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

Normal 12 5 5 11 12 8 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.) 4+ 3 5+ 3 5+ 2 4+ 3 T+ 2 7+ 1 7+ 1 T+ 2
Defecation count (Mean+S.D.) 0+ 1 1+ 2 0+ 0 0+ 1 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 9 6 5 8 11 6 5] 12

Small amount 3 4] 1 2 1 4] 0 0

Moderate amount 0 0 0 2 0 4] 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 2,4-Dibromophenol 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 4] 100 300 1000

Parameter No. of animals 12 [¢] [ 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 [¢] 12
Gait

Normal 12 6 8 12 12 8 3] 12
Posture

Normal 12 6 ¢} 12 12 6 6 12
Grooming

None 12 6 6 12 12 [ 6 12
Rearing count (Mean+S.D.) 3+ 5+ 3 4+ 2 4+ 2 8+ 2 8+ 1 9+ 2 g+ 2
Defecation count (Mean+S.D.) 1+ 0+ 0 0+ 1 0+ 1 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 10 6 5 11 12 6 6 12

Small amount 2 0 1 1 0 0 4} 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 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) Q 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 0 1 1 0 0 0 0 o

Normal 12 5 5 12 12 [¢] 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.) 5+ 2 5+ 3 4+ 2 3+ 2 9+ 2 9% 9+ 2 -10+ 2
Defecation count (Mean+S.D.) 0+ 0+ 1 0+ 0 o+ 1 0+ 0+ 0 0+ 0 0+ 0
Urination

None 9 5 6 11 12 6 6 12

Sikall amount 3 1 0 1 0 0 0 0

No significant difference in any treated groups from control group.



B-6584

Table 2-17 A 28-day oral toxicity study of 2,4-Dibromophenol 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 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 ]
Abnormal behavior

None 6 6 6 6
Stereotypy

None 6 6 6 6
Gait

No/minimal location 0 1 0 0

Normal 6 'S5 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 [ 6 6
Rearing count (Mean+S.D.) 3+ 1 4+ 2 11+ 38 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 6 5 6 6

Small amount 0 1 0 0

No significant difference between treated group and control group.



Table 2-18 A 28-day oral toxicity study of 2.4-Dibromophenol in rats
with a8 recovery period of 2 weeks

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

B-6584

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

Parameter No. of animals 6 6 6 6
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
Posture

Normal 6 [§] 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S$S.D.) 5+ 1 5+ 2 10+ 3 10+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ O 0+ 0
Urination

None 5 4 6 [

Small amount 1 2 0 0

No significant difference between treated group

and control group.



Table 2-19 A 28-day oral toxicity study of 2,4-Dibromophenol in rats

with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

B-6584

Sex Male Female
Dose (mg/kg) 0 100 300 1000 (4} 100 300 1000
Parameter No. of anlmals 12 6 6 12 12 [¢] 8 12
Auditory response
Normal 12 <] [¢] 12 12 6 6 12
Approach response
Normal 12 6 6 12 12 6 [{] 12
Touch response
Normal 12 6 6 12 12 [¢] 6 12
Tail pinch response
Normal 12 6 6 i2 12 6 6 12
Pupillary reflex :
Pass, both 12 <] [ 12 12 6 [ 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 84+17 79410 82+ 7 73+15 64+13 72+11 66+ 9 60+15

No significant difference in any treated groups from control group.



Table 2-20 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)
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Sex Male Female
Dose (mg/kg) 0 1000 0 1000
Parameter No. of animals 6 6 6 6
Auditory response ’
Normal 6 8 6 <]
Approach response
Normal 6 6 6 6
Touch response »
Normal [} 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+ 0 0+ O 0+ O
Landing foot splay (mm: Mean+S.D.) 102+18 95+14 69+18 75+16

No significant difference between treated group and control group.
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Table 2-21 A 28-day oral toxicity study of 2,4-Dibromophencl in rats
with a recovery period of 2 weeks

Grip strength (Week 4 of administration periocd)

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

0 No. 12 12

Mean 1139 737

S.D. 168 109

Male 100 No. 6 6
Mean 1091 700

S.D. 76 107

300 No. 6 6

Mean 1172 718

S.D. 167 149

1000 No. 12 12

Mean 1069 685

S.D. 59 56

0 No. 12 12

Mean 1001 649

S.D. 134 76

Female 100 No. 6 6
Mean 1084 631

S.D. 92 42

300 No. 6 6

Mean 991 715

S.D. 125 116

1000 No. 12 12

Mean 982 648

S.D. 125 165

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of 2.4-Dibromophenol in rats
with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

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

Male 0 No. [ 8
Mean 1714 789

S.D. 47 53

1000 No. [¢] 6

Mean 1560+ 796

8.D. 130AT 136

Female 0 No. 6 6
Mean 1250 743

S.D. 159 125

1000 No. 6 6

’ Mean 1245 729

S.D. 120 86

« : p<0.05 (Significant difference from control group)
AT : Aspin-Welch t-test
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Table 2-23 ) A 28-day oral toxicity study of 2,4-Dibromophenol 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 422 385 339 328 253 184 1911

S.D. 38 42 91 87 128 161 412

Male 100 No. 6 6 [3] 6 6 [ 6

Mean 421 386 362 280 209 118 1775

S.D. 25 35 43 83 179 143 404

300 No. 6 6 6 6 6 6 [}

Mean 456 429 374 377 314 285 2235

S.D. 28 41 32 61 48 72 162

1000 No. 12 12 12 12 12 12 12

Mean 413 382 370 360 346 266 2137

S.D. 47 31 54 68 125 136 403

0 No. 12 12 12 12 12 12 12

Mean 422 383 350 336 336 300 2127

S.D. 25 50 79 95 94 114 310

Female 100 No. 6 6 [¢] 6 6 6 6

Mean 415 348 338 342 328 273 2044

S.D. 28 47 57 80 38 47 172

300 No. 6 8 6 6 6 6 6

Mean 435 397 333 306 308 277 2056

S.D. 28 45 31 77 128 141 245

1000 No. 12 12 12 12 12 12 12

Mean 427 373 353 296 334 283 20687

S.D. 35 39 58 71 105 88 280

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 2,4-Dibromophenol 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. 4] 6 [<] . 6 6 6 [
Mean 383 357 324 278 272 222 1837
S.D. 50 56 114 116 122 133 464
1000 No. 6 6 [§] 6 8 [ 6
Mean 407 361 357 345 283 307 2060
S.D. 27 36 40 40 53 65 164
Female 0 No. 6 6 6 6 6 6 6
Mean 373 302 267 257 216 213 1627
S.D. 52 79 60 68 108 65 317
1000 No. [ 6 6 6 6 6 8
Mean 386 322 336 325 318 251 1938
S.D. 57 57 89 41 69 121 381

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 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

sex Dose Gain
ng/ke 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 215 239 264 290 321 338 360 372 393 178
S.D. i5 16 17 19 20 23 26 28 29 21
Male 100 No. 6 6 6 6 6 6 8 6 6 8
Mean 214 235 258 282 308 326 347 360 379 165
S.D. i2 14 17 20 25 25 29 31 30 20
300 No. 6 6 6 6 6 6 6 6 8 6
Mean 215 239 264 291 322 344 367 379 396 181
S.D. 1a 17 23 27 39 48 56 60 65 53
1000 No. 12 12 12 12 12 12 12 12 12 12
Mean 216 235 257 282 310 328 347 357 375 159
S.D. 12 16 20 23 27 30 34 38 44 36
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 164 175 184 194 209 216 2286 234 240 76
S.D. 6 8 8 10 13 13 14 8 19 16
Female 100 No. 6 6 6 6 6 6 6 6 6 6
Mean 167 175 183 191 202 212 221 227 231 65
S.D. 6 8 10 9 11 15 19 19 20 18
300 No. 6 6 6 6 6 & 6 6 8 6
Mean 164 174 183 196 206 213 220 226 231 67
S.D. 3 6 11 13 13 10 11 14 15 14
1000 No. 12 12 12 12 12 12 12 12 . 12 12
Mean 167 173 182 197 207 214 221 227 232 85
S.D. 8 6 8 8 8 11 10 12 12 8
Unit : g

No significant difference in any treated groups from control group.
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Table 3-2 A 28~day oral toxicity study of 2,4~Dibromophenol in rats
with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 8 6 6 8 6 [
Mean 396 407 425 437 449 53
S.D. 32 31 32 38 36 6
1000 No. 6 6 6 6 6 8
Mean 387 393 418 433 450 63«
S.D. 24 26 28 30 30 8T
Female 0 No. <] 6 6 6 6 6
Mean 244 251 256 262 268 24
§.D. 23 22 26 26 28 6
1000 No. 6 6 [} 6 6 6
Mean 237 240 246 254 262 25
S.D. 18 11 12 16 17 7
Unit : g

+ : p<0.05 (Significant

T : Student's t-test

difference from control group)
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Table 4-1 A 28-day oral toxicity study of 2,4-Dibromophenol 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 1
Mean 24 23 24 23 21
S.D. 2 2 2 2 2

Male 100 No. 6 6 [S] 6
Mean 24 23 24 23 22

S.D. 2 2 2 2
300 No. 6 6 ] 6 6
Mean 25 23 24 24 22
S.D. 3 2 3 3 3
1000 No. 12 12 12 12 12
Mean 25 21 24 24 24
S.D. 2 2 3 3 3
0 No. 12 12 12 12 12
Mean 18 16 16 16 16
S.D. 1 2 2 2 2
Female 100 No. 6 6 <] 6 [{]
Mean 19 16 16 16 16
S.D. 1 1 2 2 2
300 No. 6 6 6 6 6
Mean 19 16 18 16 15
S.D. 1 2 1 1 2
1000 No. 12 12 12 12 12
Mean 19# 16 17 16 18
S.D. 2D 1 1 1 1

Unit : g/rat/day
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 4-2 A 28-day oral toxicity study of 2,4-Dibromophenol 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 27
S.D. 2 2
1000 No. 6 6
Mean 29« 29#
S.D. 3T 2T
Female 0 No. 6 6
Mean 20 20
S.D. 3 2
1000 No. [ 6
Mean 21 21
S.D. 1 2

Unit : g/rat/day

* : p<0.05 (Significant difference from control group)

T : Student’'s t-test
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Table 5-1 A 28-day oral toxicity study of 2,4-Dibromophencl 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 6.0 6.5 7.07.5 8.0 8.5 9.0 - 4=+t bt bt - %=+ tt A et -t A A ddt kbt
0 12 0 0 0 1 0 2 3 6 0 0 2 6 2 0 2 1 3 8 0 O 0 12 0 0 0 O 0
Male 100 6 0 0 0 0 0 0 0 5 1 1 2 3 0 © 0 5 1 0 0 0 0 6 0 0 0 O 0
300 [¢] 0 o] 0 0 0 0 0 3 3 1 2 3 0 0O (3} 5 1 0 0 ¢ 0 6 0 0 0 O 0
1000 12 0 0 0 o] 0 0 2 10 0 3 9 0 0 0 0 12 0 0 0 0 0 12 0 0 0 O 0
0 12 0 0 1 1 3 1 2 4 0 2 5 4 1 0 0 5 2 5 ¢ 0 0 12 0 ¢ 0 O 0
Female 100 6 0 0 0 0 0 1 1 4 0 1 3 2 ¢ O 0 5 1 0 ¢ 0 [4] 6 0 0 0 O 0
300 6 0 0 0 0 0 1 1 2 2 3 2 1 0 O 0 5 1 0 0 O 0 6 0 0 0 O [
1000 12 0 0 0 0 2 3 3 4 0 9 3 0 0 ¢ 0 12 0 0 0 O 0 11 1 0 0 0 0
1) - ¢ <10 mg/dL +- : 10 - 25 mg/dL + ! 26 ~ 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ ;1 >600 mg/dL
2) -~ : <5 mg/dL +- : b - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++4+ 1 >125 mg/dL

3) - : <30 mg/dL +~ : 30 - 60 mg/dL + 1 61 - 125 mg/dL ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL  ++++ : >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - e 4 s A R T ] R I & S T LY Y DY
0 12 12 0 0 0 0 12 0 0 0 0 7 4 1 O 0 012 0
Male 100 6 6 0 0 0 O 6 0 0 O 0 6 0 0 0 0 6 6 0
300 [ 6 0 0 0 O 6 0 0 O 0 5 1 0 0 0 0 6 0
1000 12 12 0 0 0 O 12 0 0 © 0 12 0 0 © 0 012 0
0 12 12 0 0 0 ¢ 12 0 0 O 0 9 3 0 O [¢] 012 ©
Female 100 6 8 0 0 0 0 6 0 0 O 0 4 2 0 O 4] 0 6 0
300 6 6 0 0 0 O 6 0 0 0 0 3 3 0 0 0 0 6 0
1000 12 12 0 0 0 0 12 0 0 O 0 12 0 ¢ ¢ 0 012 0
4} - : <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 5-3 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC . SEC SREC Cast PS COo
Sex Dose No.
mg/kg_ - +- + 44+t - +- 4+ +4 44 - + ++ 44 - - + k+ +44 - 4 + - - + 44 444 - 4= + 4+t
0 12 12 0 0 0 O 12 0 0 0 O 012 0 ¢ O 12 0 0 0 0O 12 ¢ 0 10 2 ¢ 0 0O 12 0 0 0 ¢
Male 100 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 0 6 0 0 0 O 6 0 O 6 0 0 0 O 6 0 0 0 O
300 6 6 0 0 0 0 8 0 0 0 O 0 6 0 0 O 4 2 0 0 O 6 0 ¢ 6 0 0 0 O 6 0 0 0 O
1000 12 12 0 0 0 0 12 0 0 0 O 012 0 € ¢ 5 7 0 0 0 12 0 ¢ 11 1 0 0 O 12 0 0 0 ©
0 12 12 0 0 0 O 12 0 0 0 0O 012 0 0 O 12 0 0 0 O 12 0 O 7 5 0 0 O 12 0 0 0 O
Female 100 6 6 0 0 0 0 5 1 0 0 O 0 6 0 0 O 6 0 0 0 O 6 0 O 4 2 0 0 0 6 0 0 0 O
300 6 6 0 0 0 O 5 1 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 0 4 2 0 0 O 6 0 0 0 O
1000 12 12 0 0 0 O i1 1 0 0 0O 012 0 0 0 12 0 0 0 0 12 0 0 8 3 1 0 O 2 0 0 0 0
SEC : Sguamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts + : Mild
Co : Calcium Oxalate ++ : Moderate

+++ : Severe
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Table 5-4 A 28-day oral toxicity study of 2,4-Dibromophenol 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 38 7.1 2129
S.D. 4 2.1 363
Male 100 6 Mean 40 11.8 1766
S.D. 9 6.1 526
300 6 Mean 44 10.8 1622+
S.D. 6 5.7 393D
1000 12 Mean 63ww 20.6%#% 993#+
S.D. 14DT 7.4DT 205D
[4] 12 Mean 30 6.8 1999
S.D. 5 3.7 561
Female 100 6 Mean 31 6.6 1845
S.D. 6 2.9 486
300 6 Mean 34 5.3 1887
S.D. 7 2.3 332
1000 12 Mean 52+ 18. 7w« 882##
S.D. 12D 8.3DT 256D

* : 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 5-5 A 28-day oral toxicity study of 2,4-Dibromophenol 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 6.06.57.07.58.08.5 9.0 - - 4 wd bt tdd4 - - + 44 4+ ++ - - + 4+ FEtH
Male 0 6 0 0 o] 0 0 0 0 2 4 0 2 3 1 0 (o} 0 4 2 0 O 0 6 0 0 0 O 0
1000 [$] 0 0 0 0 (4} 0 0 4 2 0 1 4 1 O 0 2 2 2 0 O 0 6 0 0 0 0 0
Female 0 6 0 0 0 2 0 1 1 1 1 2 2 2 0 O 0 4 1 1 0 O 0 6 0 0 0 O 0
1000 6 0 0 ¢ 4] 0 0 4 2 0 4 1 1 0 0 0 . 6 0 0 0 O 0 6 0 0 0 O 0
1) - : <10 mg/dL +~ : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2) - 1 <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ @ 71 - 125 mg/dL ++++ : >125 mg/dL

3) - : <30 mg/dL +-~ : 30 - 60 mg/dL + ¢ 61 ~ 125 mg/dL ++ : 126 ~ 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >T750 mg/dL
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Table 5-6 A 28-day oral toxicity study of 2,4-Dibromophenocl 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.

mg/kg L R A N Y - 4 4+ A E+4 4=+ et HE+ LY Y DY
Male 0 6 5 1 0 0 0 6 0 0 O 0 S 1 0 O 0 g 6 O
1000 6 6 0 0 0 O 6 0 0 O 0 6 0 ¢ ¢ 0 0 6 .0
Female 0 6 6 0 0 0 0 6 0 0 O 0 4 2 0 0 0 0 6 0
1000 6 6 0 0 0 O 6 0 0 0 0 6 0 0 0O 0 0 6 0

4) - : <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 + 1 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 -3.5mg/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 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS [o1¢]
Sex Dose No.
mg/kg - =+ HF T - =+ +E += o+ e+ et -+ bk 4= e A A A T T X
Male 0 6 6 0 0 0 O 6 0 0 0 0O 6 0 0 O 0 0 0 O )] 1 0 0 O 0O 0 0 O
1000 6 6 0 0 O O 6 0 0 0 O 6 0 0 0 ¢ 0 0 o 4] 0 1 0 ¢ 0O 0 0 0
Female 0 6 6 0 0 0 O 6 0 0 0 O 6 ¢ 0 O 0 0 0 ¢ 0 2 0 0 0 0O 0 0 O
1000 6 6 0 0 0 O 6 0 0 0 O 6 0 0 0 0 0 0 0 Q 2 2 0 0 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts - : Mild
Cco : Calcium Oxalate ++ . Moderate

++4+

Severe
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Table 5-~8 A 28-day oral toxicity study of 2,4-Dibromophenol 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/kg mL/24h  mL/24h mOsm/kg
Male 0 6 Mean 37 10.7 2009
S.D. 3 1.0 313
1000 6 Mean 44 = 11.5 1838
S.D. 5T 3.8 339
Female 0 6 Mean 36 8.4 1980
S.D. 10 2.6 429
1000 6 Mean 40 9.6 1669
$.D. 8 2.3 233

*

T :

Student's t-test

: p<0.05 (Significant difference from control group)
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Table 6-1 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Hematology (After administration period)}

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FI1B
Sex Dose No.
mg/kg X104/ xL g/dL % fL PE g/dL % X104/ 1L s s mg/dL
0 6 Mean 860 15.5 46.4 54.0 18.1 33.5 1.9 116.0 13.7 21.0 316
S.D. 30 0.3 1.1 1.1 0.4 0.3 0.3 10.1 1.0 1.7 28
Male 100 6 Mean 862 15.6 47.1 54.7 18.1 33.2 2.0 124.1 14.8 20.2 313
S.D. 19 0.3 0.9 1.3 0.4 0.2 0.3 11.5 1.5 1.9 45
300 6 Mean 878 15.3 46.0 52.5 17.4 33.3 1.9 122.7 14.1 18.4 316
§.D. 47 0.5 1.2 1.8 0.5 0.4 0.4 10.8 1.5 2.9 33
1000 6 Mean 848 15.6 46.6 55.1 18.4 33.4 2.3 121.9 14.0 19.9 309
S.D. 65 0.8 2.4 2.0 0.7 0.3 0.7 14.9 1.3 2.2 18
0 6 Mean 827 15.3 44 .9 54.3 18.5 34.1 1.8 135.3 12.0 16.8 226
S.D. 35 0.6 1.4 1.4 0.4 0.3 0.6 11.5 0.5 1.2 15
Female 100 6 Mean 824 15.3 44.5 54.1 18.5 34.3 1.5 135.1 11.7 15.8 223
S.D. 32 0.5 1.7 1.8 0.6 0.7 0.3 14.3 0.6 2.6 25
300 6 Mean 828 15.3 44.5 53.8 18.5 34.4 1.6 130.7 11.6 16.8 208
S.D. 31 0.5 1.2 0.7 0.2 0.5 0.4 13.3 0.4 1.3 14
1000 6 Mean 831 15.2 44.2 53.2 18.3 34.5 1.5 134.2 11.8 16.6 222
. S.D. 23 0.4 1.4 1.4 0.5 0.5 0.3 15.2 0.4 1.8 23

No significant difference in any treated groups from control group.
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Table 6-2 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/ 1L LYMP NEUT EOS BASO MONO Luc
0 6 Mean 83.3 72.1 24 .4 1.0 0.4 1.8 0.4
S.D. 17.3 6.9 6.2 0.3 0.1 0.7 0.2
Male 100 6 Mean 92.6 71.8 24.4 1.2 0.4 1.7 0.5
S.D. 20.9 5.5 5.3 0.6 0.1 0.8 0.3
300 6 Mean 85.8 78.7 18.5 0.9 0.3 1.2 0.4
S.D. 19.2 6.8 6.4 0.5 0.1 0.4 0.1
1000 6 Mean 95.2 73.8 - 22.7 0.8 0.4 1.8 0.8
S.D. 24.8 5.3 4.7 0.4 0.1 0.9 0.3
0 8 Mean 88.4 83.2 13.3 0.9 0.4 1.6 0.6
S.D. 21.9 4.7 4.5 0.3 0.2 0.6 0.2
Female 100 6 Mean 94.0 81.1 15.0 1.1 0.5 1.8 0.6
S.D. 24.8 4.3 4.0 0.5 0.1 0.9 0.2
300 6 Mean 71.4 81.9 14.8 1.1 0.3 1.4 0.8
S.D. 13.6 4.8 5.0 0.3 0.1 0.6 0.2
1000 6 Mean 84.7 78.1 17.8 1.5 0.4 1.7 0.6
S.D. 22.5 8.2 8.2 0.4 0.1 0.5 0.3

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 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X102/xL}

Sex Dose No.
ng/kg LYMP © NEUT EOS BASO MONO LUC
0 6 Mean 59.7 20.5 0.9 0.3 1.6 0.4
S.D. 11.5 7.5 0.3 0.1 0.9 0.3
Male 100 6 Mean 66.3 22.7 1.1 0.4 1.6 0.5
S$.D. 15.2 6.8 0.6 0.1 0.8 0.3
300 6 Mean 67.2 16.2 0.7 0.3 1.1 0.3
S.D. 13.8 7.3 0.4 0.1 0.5 0.1
1000 8 Mean 70.6 21.2 0.8 0.4 1.7 0.6
S.D. 20.4 5.8 0.3 0.2 1.0 0.3
0 6 Mean 73.6 11.8 0.8 0.4 1.4 0.5
S.D. 19.1 5.1 0.3 0.1 0.6 0.3
Female 100 6 Mean 75.8 14.6 1.0 0.4 1.6 0.5
S.D. 17.6 7.4 0.4 0.1 0.8 0.3
300 6 Mean 58.9 10.1 0.8 0.3 1.0 0.5
S.D. 14.0 1.8 0.3 0.1 0.4 0.2
1000 6 Mean 66.3 15.0 1.2 0.4 1.4 0.5
S.D. 18.9 7.9 0.3 0.2 0.5 0.3

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

Hematology (After recovery period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
ng/kg X10*/ mL, g/dL % fL pPg g/dL %  X10%/AL s s mg/dL
Male 0 6 Mean 892 15.9 46.9 52.7 17.9 33.9 2.0 113.8 14.3 23.1 281
S.D. 56 0.5 1.6 2.3 0.7 0.3 0.2 8.0 0.8 2.1 24
1000 6 Mean 823+ 15.0%%  43.9%% 53.4 18.2 34.1 2.5 129.1#+  13.2 18.8+# 276
S.D. 38T 0.5T 1.1T 2.1 0.7 0.3 0.5 8.6T 1.0 2.7T 24
Female 0 8 Mean 862 15.4 44.3 51.4 17.8 34.7 2.1 130.4 12.1 17.0 218
5.D. 24 0.3 0.9 2.0 0.6 0.8 0.7 9.8 0.2 1.8 26
1000 6 Mean 839 15.2 43.5 51.8 18.1 34.9 2.4 129.7 11.7 17.1 221
S.D. 23 0.5 1.5 1.4 0.4 0.4 0.4 6.5 0.5 1.9 22

« : p<0.05 ; #% : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 6-5 A 28~day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Hematology (After recovery period)

WRC . Differential leukocyte counts (%)
Sex Dose No.
mg/kg X102/ul. LYMP NEUT EOS BASQ MONO Luc
Male 0 6 Mean 102.8 76.3 19.4 1.3 0.4 2.2 0.5
S.D. 17.1 4.3 3.7 0.2 0.1 0.7 0.2
1000 6 Mean 85.2 74.3 21.3 1.3 0.4 2.2 0.5
S.D. 16.8 6.4 5.9 .8 0.1 0.6 0.1
Female 0 6 Mean 74.6 78.2 17.8 1.5 0.4 1.7 0.5
S.D. 18.2 7.7 7.2 0.5 0.1 1.0 0.2
1000 6 Mean 98.6 81.8 14.7 1.2 0.5 1.3 0.6
S.D. 29.9 6.0 6.3 0.4 0.1 0.4 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-8 A 28-day oral toxicity study of 2,4-Dibromophencl in rats
with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X10¢/ul)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LuC
Male 0 6 Mean 78.4 20.0 1.3 0.5 2.1 0.5
S.D. 14.0 4.8 0.3 0.2 0.6 0.3
1000 6 Mean 63.5 17.9 1.2 0.4 1.9 0.4
S.D. 14.6 5.6 0.7 0.2 0.6 0.1
Female 0 6 Mean 57.6 13.9 1.2 0.3 1.3 0.4
S.D. 11.0 8.8 0.6 0.1 1.1 0.2
1000 6 Mean 80.9 14.3 1.1 0.5 1.3 0.7
S.D. 24.5 7.4 0.3 0.2 0.4 0.4
LUC : Large unstained cells

No significant difference between treated group and control group.
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Table 7-1 A 28-day oral toxicity study of 2,4-Dibromophencl 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.
mg/keg 1U/L IU/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 62 25 44 1 637 56 40 92 0.0 133
S.D. 3 1 7 1 165 11 9 13 0.1 i0
Male 100 6 Mean 62 26 49 0 678 48 47 86 0.0 135
S.D. 4 3 5 1 200 11 9 14 0.0 20
300 6 Mean 58 24 41 0 653 50 46 89 0.0 137
S.D. 9 5 9 0 158 9 16 5 0.1 25
1000 6 Mean 66 39« 51 0 794 55 . B0 99 0.1 122
S.D. 7 6D 11 1 153 10 14 14 0.1 6
0 6 Mean 62 22 41 1 344 65 14 112 0.0 1186
S.D. 11 4 5 1 61 14 3 20 0.1 20
Female 100 6 Mean 63 22 43 1 265 68 19 117 . 0.1 112
S.D. 13 5 14 1 32 6 3 11 0.1 8
300 6 Mean 61 20 47 1 326 49w 12 g1 0.0 106
S.D. 13 3 7 1 78 9D 3 17 0.1 17
1000 6 Mean 66 29 41 1 331 65 20 114 0.0 98+
S.D. 11 7 6 1 31 13 6 18 0.0 3DT

#+ : 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 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Cl Ca P TP ~ ALB A/G
Sex Dose No.
ng/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 6 Mean 10 0.22 143 4.9 110 9.8 7.8 5.9 3.1 1.12
S.D. 1 ¢.01 2 0.1 2 0.3 0.3 0.2 0.1 0.08
Male 100 6 Mean 10 0.22 144 4.7 110 g.6 7.9 5.9 3.1 1.13
S.D. 2 0.02 1 0.3 1 0.1 .7 0.2 0.1 0.10
300 6 Mean 9 0.22 144 4.9 110 9.7 7.8 6.0 3.2 1.13
S.D. 1 0.03 1 0.2 1 0.3 0.8 0.3 0.1 0.06
1000 6 Mean 9 0.23 143 4.8 108+ 9.7 8.3 5.8 3.1 1.15
©8.D. 2 0.02 1 0.3 2D 0.3 0.6 0.2 0.1 0.08
0 6 Mean 12 0.24 142 4.6 1138 9.5 7.2 5.8 3.2 1.20
S.D. . 1 0.03 1 0.4 1 0.2 0.7 0.2 0.1 0.05
Female 100 6 Mean 14 0.26 142 4.9 112 9.9+ 7.2 6.1 3.4 1.22
S.D. 2 0.04 1 0.3 2 0.2D 0.4 0.5 0.3 0.05
300 6 Mean i3 0.25 142 4.7 111 9.8 7.4 6.4 3.5% 1.21
S.D. 2 0.01 2 0.2 1 0.2 0.7 0.2D 0.1D 0.086
1000 6 Mean 13 0.22 141 4.9 111 9.6 7.2 6.1 3.4 1.24
S.D. 2 0.02 2 0.2 1 0.4 0.4 0.2 0.2 0.05

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of 2,4-Dibromophencl in rats
with a recovery period of 2 weeks

Blood chemistry (After recovery period)

AST ALT LDH ¥ —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L IU/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 55 25 40 0 545 64 59 102 0.1 153
S.D. [ 5 10 1 103 11 17 8 0.0 17
1000 6 Mean 58 25 46 0 475 65 45 102 0.1 145
S.D. 6 5 25 1 107 11 10 11 0.0 23
Female 0 [§] Mean 57 19 37 1 270 66 15 116 0.1 107
S.D. [$) 3 4 1 45 15 7 26 0.0 21
1000 [ Mean 59 21 33 1 291 81 15 134 0.1 117
S.D. 3 4 3 1 54 22 6 29 G.0 9

No significant difference between treated group and control group.
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Table 7-4 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Biood chemistry (After recovery 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/dL
Male 0 [§] Mean 13 0.24 143 4.7 111 9.6 T.1 6.1 3.1 1.02
S.D. 2 0.02 0 0.2 1 0.2 0.4 0.2 0.1 0.06
1000 6 Mean 14 0.25 144 4.8 110 9.6 7.5 6.0 3.1 1.04
S.D. 2 0.02 1 0.3 1 0.3 0.3 0.1 0.1 0.06
Female 0 6 Mean 18 0.33 144 4.2 114 2.7 6.9 6.3 3.3 1.13
S.D. 4 0.06 1 0.4 1 0.3 0.4 0.4 0.3 0.09
1000 6 Mean 16 0.29 143 4.4 113~ 9.7 7.1 6.3 3.4 1.18
S.D. 3 0.03 1 0.3 iT 0.2 0.3 0.2 0.1 0.04

# : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 8-1 A 28-day oral toxicity study of 2,4-Dibromophenol 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)
ng/kg g gl{g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BY) g(g/100g BY) mg(mg/100g BW)
0 No. 6 6 6 6 8 6 6 6
Mean 377 1.98 474 1.27 10.53 0.66 2.61 58
S.D. 32 0.06 95 0.13 1.10 0.08 0.25 )
Absolute 100 No. 6 6 6 6 6 6 6 6
Mean 354 1.99 531 1.30 10.24 0.56 2.59 58
S.D. 29 0.09 99 0.18 1.81 0.05 0.30 10
300 No. 6 6 6 6 6 6 6 6
Mean 375 2.07 519 1.32 10.84 0.64 2.81 58
S.D. 63 0.08 111 0.22 2.59 0.11 0.54 8
1000 No. 6 6 6 6 [ [} 6 [
Mean . 338 1.98 420 1.10 9.69 0.63 2.71 57
S.D. 56 0.13 98 0.18 2.05 0.17 0.49 12
0 No. 6 6 6 6 6 [ (]
Mean 0.53 125 0.34 2.80 0.18 0.69 16
S.D. 0.05 20 0.03 0.22 0.02 0.05 2
Relative 100 No. 6 6 6 6 6 6 6
Mean 0.56 151 0.37 2.88 0.16 0.73 17
S.D. 0.03 28 0.04 0.30 0.01 0.04 3
300 No. 6 6 6 6 6 6 6
Mean 0.56 139 0.36 2.87 0.17 0.75 16
S.D. 0.07 24 0.05 0.24 0.01 0.07 3
1000 No. 6 6 6 6 6 6 6
Mean 0.60 124 0.33 2.85 0.18 0.80#+« 17
S.D. 0.09 20 0.02 0.18 0.03 0.04D 2

«# : p<0.0l1 (Significant difference from control group)
D : Dunnett’'s test
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Table 8-2 A 28-~day oral toxicity study of 2,4-Dibromophencl 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 g(g/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 3.16 879
S.D. 0.09 66
Absolute 100 No. 8 6
Mean 3.01 879
S.D. 0.20 55
300 No. 6 6
Mean 3.11 817
S.D. 0.33 87
1000 No. [ 8
Mean 2.95 770
S.D. 0.26 89
0 No. 6 6
: Mean 0.84 236
S.D. 0.08 34
Relative 100 No. (3} 6
Mean 0.86 249
S.D. 0.09 17
300 No. 6 6
Mean 0.84 221
S.D. 0.07 25
1000 No. 6 6
Mean 0.88 231
S.D. 0.09 30

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of 2.,4-Dibromophencl in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

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) glg/100g BY) g{g/100g B¥) g{g/100g BW) g{g/100g BY) mng(mg/100g BW)
0 No. 6 [ [ 6 6 6 6 6
Mean 228 1.81 438 0.76 6.61 0.44 1.60 60
S.D. 17 0.07 96 0.03 0.77 0.08 0.10 9
Absolute 100 No. 6 6 6 6 6 6 6 6
Mean 223 1.85 405 0.81 6.19 0.47 1.65 63
S.D. 19 0.07 87 .08 0.66 0.13 0.10 9
300 No. 6 6 6 ] 6 6 6 6
Mean 220 1.88 455 0.79 6.61 . 0.47 1.73 70
S.D. 13 0.10 114 0.10 0.66 0.05 0.12 12
1000 No. 6 6 6 8 [ 6 [ []
Mean 218 1.84 377 0.77 6.72 0.43 1.83n» 67
S.D. 11 0.06 20 0.02 0.44 0.03 0.14D 6
0 No. 6 6 6 6 8 [ 6
Mean 0.80 193 0.33 2.89 0.18 0.70 26
S.D. 0.05 41 0.01 0.16 0.03 0.05 3
Relative 100 No. 6 6 6 6 [ 6 6
Mean 0.84 183 0.36 2.78 0.21 0.74 28
S.D. 0.06 37 0.02 0.14 0.05 0.03 4
300 No. 6 6 6 6 6 6 6
Mean 0.86 206 0.36 3.01 0.21 0.79¢«» 32»
S.D. 0.05 47 0.03 0.15 0.02 0.04D 4D
1000 No. 6 6 6 6 6 6 6
Mean 0.85 174 0.35 3.09 0.20 0.84ex 31
S.D. 0.04 45 0.01 0.17 0.02 0.05D 3

* : p<0.05 ; ## : p<0.01 (Significant difference from control group}
D : Dunnett's test
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Table 8-4 A 28-day oral toxicity study of 2,4-Dibromophenol 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(ng/100g BY) mg(mg/100g BW)
0 No. 6 6
Mean 83.4 418
S.D. 14.1 113
Absolute 100 No. 6 6
Mean 81.1 426
S5.D. 7.4 51
300 No. 6 6
Mean 0.9 433
S.D. 11.9 82
1000 No. 6 6
Mean 84.7 352
S.D. 5.4 19
0 No. 6 6
Mean 36.86 183
$.D. 5.8 47
Relative 100 No. 6 6
Mean 36.5 192
S.D. 3.0 22
300 No. 6 6
Mean 41.3 197
S.D. 4.0 317
1000 No. 6 6
Mean 38.9 162
S.D. 1.9 11

No significant difference in any treated groups from contrel group.
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Table 8-5 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery periocd)

Male
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose {R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BY) mg(mg/100g BW)
Absolute 0 No. ' 6 6 6 6 6 6 6 6
Mean 420 2.04 486 1.26 11.62 0.67 2.93 59
S$.b. 34 0.10 124 0.09 1.29 0.12 0.32 5
1000 No. 6 6 6 6 6 6 [ 6
Mean 418 1.98 387 1.35 11.35 0.69 2.91 63
S.D. 30 0.08 79 0.09 1.29 0.05 0.16 10
Relative 0 No. 6 6 6 [ 6 6 6
Mean 0.49 116 0.30 2.77 0.16 0.70 14
S.D. 0.02 26 0.01 0.15 0.02 0.05 2
1000 No. 6 6 8 6 6 6 6
Mean 0.48 94 0.32% 2.711 0.17 0.70 15
5.D. 0.03 25 0.02T 0.17 0.02 0.05 2

# : p<0.05 (Significant difference from control group)
T : Student’'s t-test
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Table 8-6 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose {R+L) (R+L)
mg/Keg g(g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6
Mean 3.18 1116
S.D. 0.35 55
1000 No. 6 6
Mean 3.10 1046+«
S.D. 0.16 51T
Relative 0 No. 6 6
Mean 0.76 267
S.D. 0.08 17
1000 No. 6 6
Mean 0.74 251
S.D. 0.04 13

*

T :

: p<0.05 (Significant difference from contrel group)
Student’'s t-test
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Table 8-7 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Absoiute and relative organ weight (After recovery period)
Female
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BW) mg(mg/100g BW)
Absolute 0 No. 6 6 ] 6 6 6 [ 6
Mean 251 1.90 365 0.79 6.56 0.53 1.66 67
S.D. 26 0.06 78 0.05 0.66 0.04 0.08 8
1000 No. 6 6 6 8 6 [ 6 6
Mean 245 1.90 402 0.84 6.83 0.52 1.74 70
S.D. 14 0.07 48 0.07 0.62 0.05 0.12 4
Relative ] No. 6 6 6 6 6 8 6
Mean 0.76 148 0.32 2.62 0.21 0.67 28
S.D. 0.08 40 0.02 0.21 0.01 0.07 5
1000 No. 6 6 6 [ 6 [} 6
Mean 0.78 164 0.34 2.79 0.21 0.71 29
S.D. 0.04 20 0.02 0.12 0.01 0.04 1

No significant difference

between treated group and control group.
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Table 8-8
with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery periocd)
Female
Ovary Uterus
Dose (R+L)
ng/kg ng(mg/100g BW) mg(mg/100g BW)
Absolute 0 No. [} 6
Mean 85.5 447
S.D. 15.8 123
1000 No. 6 6
Mean 81.9 483
S.D. 11.5 125
Relative 0 No. 6 [
Mean 34.3 180
S.D. 7.2 56
1000 No. 6 8
Mean 33.5 198
S.D. 4.7 52

No significant difference between treated group and control group.
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Table 9-1 A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks
Gross pathological findings (After administration period)
Organs Sex: M M M M F F F
Dose(mg/kg): 4] 100 300 1000 0 100 300 1000
Findings Number: 6 6 6 6 6 6
Stomach
Focus,dark red,glandular stomach 0 0 0 ]
Lung(brouchus)
Focus,dark red 0 0 0 0

M : Male, F : Female
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Table 9-2 A 28-day oral toxicity study of 2 4-Dibromophenol in rats
with a receovery period of 2 week:

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
Lung{bronchus)

Focus,dark red 0 1 0 0

M : Male, F : Female
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Table 10-1 C A 28-day oral toxicity study of 2,4-Dibromophenol in rats
with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M M M F
Dose(mg/kg): 0 100 300 1000 0 100 300 1000
Findings Number: 6 6 6 6
Adrenal
Number examined 6 0 0 6 6 0 0 8
Not remarkable 6 0 0 6 6 0 0 6
Bone+Bone marrow, femoral
Number examined 6 0 0 6 6 0 0 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 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 6
Cerebrum .
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Epididymis
Number examined [ 0 0 & - - - -
Not remarkable 5 0 (o} 6 - - - -
Granuloma, spermatic 1 0 0 0 - - - -
mild 1 0 0 0 - - - -
Eye
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 o} 0 6 6 0 0 6
Heart
Number examined 6 0 ] 8 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine, duodenum
Number examined 6 0 0 6 [¢] 0 0 [
Not remarkable 6 0 0 6 6 0 0 6
Intestine, jejunum
Number examined 6 0 0 5] 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine, ileum(Peyer's patch)
Number examined 6 0 0 8 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,cecun
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,colon
Number examined 8 0 0 6 8 0 0 6
Not remarkable 6 0 0. [ [{] [¢] 0 6
Intestine,rectum
Number examined 8 (o] 0 6 6 0 0 6
Not remarkable 8 0 Q 6 6 0 0 8

M : Male, F : Female
- : Not applicable



B-6584

Table 10-2 A 28-day oral toxicity study of 2,4-Dibromophenol 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 0 100 300 1000
Findings Number: 6 6 6 6 6 6
Kidney
Number examined 6 6 6 6 6 6 6 6
Not remarkable 3 1 3 Q 3 S 4 2
Dilatation, tubular [} 0 0 6 0 0 0 0
minimal 0 0 0 6 0 0 0 0
Regeneration, tubular 3 5 3 3 3 1 2 2
minimal 3 5 2 3 3 1 2 2
mild 4] 0 1 1] 0 0 0 0
Hypertrophy tubular cell 4] 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Hypertrophy/Hyperplas1a transitional cell 0 0 0 Q o] 0 1 4
minima 0 ¢] (4} 0 (4} 0 1 4
Lymph node, mesenterlc
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 Q 6
Lymph node, submandibular
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Liver
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 6 2 0 0 4
Microgranuloma 2 0 0 0 4 (v} 0 2
minimal 2 0 0 0 3 0 0 2
mild o] 0 0 0 1 0 0 0
Lung{(bronchus)
Number examined 6 1 0 6 6 0 0 6
Not remarkable S 0 0 5 6 0 0 6
Hemorrhage, focal 0 0 0 1 0 0 [} 0
minimal 0 0 0 1 V] 0 0 0
Appearance,alveolar macrophage 1 1 0 1 4] 0 [}] 0
minimal 1 1 0 1 0 0 0 0
Ovary
Number examined - - - 6 0 0 6
Not remarkable - - 6 0 0 6
Parathyroid
Number examined 6 0 0 8 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Pituitary
Number examined 6 [0} 0 6 6 0 0 6
Not remarkable 5 0 0 5 6 0 0 6
Cyst,anterior lobe 1 0 0 1 0 0 0 0
minimal 1 0 0 1 0 4} 0 0
Prostate
Number examined 6 0 0 6 - - - -
Not remarkable 3 0 0 4 - - - -
Cell infiltration,interstitial 3 0 0 2 - - - -
minimal 3 4] 0 1 - - - -
mild 0 0 4] 1 - - - -
Sciatic nerve
Number examined 4] 0 0 4] [4] 0 0 6
Not remarkable 6 0 0 6 6 0 0 6

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

Histopathological findings (After administration period)

Organs Sex: M F
Dose(mg/kg): 0 100 300 1000 ] 100 300 1000
Findings Number : 6 6
Spleen
Number examined 6 6 6 6 6 0 0 6
Not remarkable 6 8 6 4 6 0 0 6
Hematopoiesis, increased 4] 0 0 2 0 0 0 0
minimal : 0 0 0 2 0 0 0 0
Stomach
Number examined 6 6 6 6 6 6 6 6
Not remarkable 6 6 6 0 6 6 4 0
Erosion,glandular stomach 0 0 0 0 0 0 2 1
minimal 0 0 0 0 0 0 2 1
Hyperplasia,squamous,diffuse 0 0 0 6 0 0 1 6
minimal 0 [0} 0 6 0 0 0 4
mild 0 0 0 0 )] 0 1 2
Skeletal muscle,femoral
Number examined 6 [} 0 6 6 0 0 6
Not remarkable <] 0 0 8 6 0 0 6
Spinal cord(thoracic)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Testis
Number examined 6 0 0 6 - - - -
Not remarkable 6 0 0 6 - - -
Thymus
Number examlned 6 0 0 6 6 0 0 6
Not remarkable [¢] 0 0 6 6 0 0 6
Trachea
Number examined 6 0 0 6 6 0 0 6
Not remarkable 5} 0 0 6 6 0 [} 6
Thyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 [} 6 0 0 6
Urinary bladder
Number examined 6 6 6 6 6 8 6 6
Not remarkable 6 6 1 4] 6 6 2 2
Hypertrophy/Hyperplasia,transitional cell 0 0 5 6 0 0 4 4
minimal 0 0 1 1 0 ] 4 2
mild 0 0 4 5 0 0 0 2
Uterus
Number examined - - 6 Q 0 6
Not remarkable - 6 0 0 6

M : Male, F : Female
- : Not applicable
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Table 10-4 A 28-day oral toxicity study of 2 4-Dibromophenol in rats
with a recovery period of 2 week
Histopathological findings (After recovery period)
Organs Sex: M M F F
Dose(mg/Kkg): 4] 1000 0 1000
Findings Number: 6 6 6 6
Kidney
Number examined 6 6 6 6
Not remarkable 1 4 5 4
Necrosis,papillary 0 0 0 1
mild 0 0 0 1
Regeneration, tubular 5 2 1 1
minimal 5 2 1 1
Urinary cast,hyaline 0 0 0 1
minimal 0 0 0 1
Lung(bronchus)
Number examined 0 1 0 0
Not remarkable 0 1 0 0
Spleen
Number examined 8 6 0] 0
Not remarkable 6 6 0 0
Stomach
Number examined 6 6 6 6
Not remarkable 6 6 8 6
Urinary bladder
Number examined 6 6 6 6
Not remarkable 6 6 6 5
Hypertrophy/Hyperplasia,transitional cell 4] 0 ] 1
minimal 0 0 0 1

M : Male, F : Female
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