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C D

(kT 7 o O28HEREEROHREHEHEE, 7y PERAWV, 0, 6, 20, 60KRV
200mg/kg/day CHEHME L7z, BB BtiEZz hZh 5 LE L, THERTS, 5B
SEARRTEICER Uz, 2 883 0 RU200mg/keBE D 14 HFEIEIHERE E L 7o,

200mg/ kg Bf THEHEIC—BHEORENRD Shfc. RREICEWV TS, 200mg/kegf¥ THE
IZpHOE T 2GR o fe. MEFREICEWTIE, 200mg/ked¥ T iz /MR DDA
oo, MBEFRECEVTIR, 20K U60ng/keBETHICT VT I VRUKRS
o3y M, HEIERORD, 60mg/keBETHIZ A Y v LDRLD, HETA/GELER T
I LOBMMWRD SNt 200mg/keBETid I h 5 OE(LAMEHIZEYD St i3,
y -GCTPOBEMR U E Y LV E L OBDHEICED S, SiicsWwWTid, 20mg/kgld
Lo I FROKB{LARRD o, FFRERI, 20ng/kefiDETHWNER, 60
B Ur200me/ kg BED I CHRXT R UG ERDOBMMERD o/, £/, 200mg/kgBi T
B TIENER, HTIRENRUENEROHEMARD o i, REBHARFREC
BWT, B/ IEACYERFH R A A 20mg/ kgl L OB TR, FIRBOERE L
FEREAHI60 R UF200mg/ ke B THEREIZIRY Snte. BRICIIZE(LIZERD Shlih -1,
EEEICHWTI, FROREERFNZELRY N EBET 5 ML LFERIZER
BAHODOHEERNICH Y, ZoMDOZELdVWTFhbOiEdT 5 2 &R N
VIEORERNS, WMETS DT v bAOBOBREREOHREICKY, FE, R
B, BRR MRS 228 NICEREOELNRD o/, BEEE (NOEL
i, 6mg/kg/day & BRI N,
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B LI

WE(LLY L3, HRH RREXFLY), MIEP7 v 7 XEOEHR], HEBEICKS5:E
L Wik — VHF, BRERERRE BEFCHV SN TWALEYMETH S, &
PYEDOROHFMEICDWT, T v MBI BLD;EI31200mg/kg & DHED 134 5N 555,
RigHREHE®E2EC—RBUEEN T 07 4 — LISV TRIEEM SN TVILW,

H &
MRS V%5 vy MIBHBKERORS L, AYEO—REEFIRERIZO>WT
BEd 5.

MR R UG

1. #ERME

BRYMEOMRILT Y > (CAS No. 79-27-6) 13, 3 FE 345.67, @i 0°C, HLE
2.962 (20/4°C) DA, BFHEREKXUEYIRICREREEX BREBOEWRE

T, BRI ESERET 5. AR BLED
v bES PERE 99.2% (BTEHIELTL2-7F L odd44 FE0 2%Rma

hTwd) ObDEAFL, BEEHT (4°C) THRELER L. AWBRYER
BERTRICHT L, HRPMPEETH 702 E2MRB L. AYMEDFHMIZ, App-
endix 1 {9, 5K, BEAY 7/ (EERSHAEE oy MBS (HG1D %
FWT, FIEDKRSHBRENRIBEDEKE LTHMLK. AMED 1| RT0. Iw/vi4
) THERERAVWTRSEETORERRBREEE L /ER & (4°C) BRETTD
BCELTHRREZETH 52 LAMER SN/ (Appendix 2) . LAd - T, BREHED
(EAAM AR T HRIE L, AL BR5HE 1 HOEHE I ST/ L, (R
ETHHT (4°C) BATT, FRUTHEE L7z, &/, MECHR L RS RIZOWT
AL, REQBE THBMINTWS I L AR L7 (Appendix 3) .

2. BMRUEESRG (Appendices 4~6)
4 BinDSDFHR{Crj:CDSDYIGSISPFS » b %, BARF v — LR « U —FARH B
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AEELS (Z)IEEATRTEHR 795 oA (MHER420T) L, B 7 BfE M8
B RBRECIts ¢, ToMicBEZTY, REVIGEE T RERINED BT/
HEE3BLE, 5B TRERICH U, REFRIROEEAE (FEGH) 13, & 144
(134~155) g, M 129(121~137g TH 7=,

T M, BE 22+ 3°7C, BE 55£10%, BKQEMI0EEL/ i (K- T by v
27 —AR) . BEIEE B (FHTTR~FR TR IKRELINNYT -V AT 4
BHE GETE) T, BHEINICRT L RBIEHAr — 2 (2600 380D X 180Hmm) 1A
L, ShzX7 Uy LVRBISEROS v 7icEE L TRE L. @ (BARELERAS
ft, BEREEH T AMRR by 7, ow FES 1 010567, 010671 RUEKEIK (FLE 1 un
DA — Y v VT 4 ILF - TREREINRRE LREKER) B, Thehisiidsh
UABHIKEEIC L D BHICERS Y. $MOEERINL, v 7ROy — OO
BALDOREF W NI B/ R FERICK 0T 1

3B, BOEEHRZE LT, BMEOCRE 22. 1~23.8°C, EBid 56~64%D
TR L (RE - BEORIERR : Appendix 4 , 7cfTRhOBRME DT
F (Appendix 5) RUBRHI/KDKEREDHE (Appendix 6) 3, Wi b UHFEHMN
RELICHREREANOETH»72. Lich - T, BofFHRPIcE W TEHEBREED
ERNICHEBERETEEL ONSREEROL(LIR, Bh-bDEHWrzn.

3. REBOKRE, ABEOWBBREORSHE

HRERE, RSBEREAROBRICE SWTHE LK., BERSCLABR5EHRTER
BRC, ##£i3819mg/kgld b, MEIZ1065mg/ ke EOHBTHRESBD SN, Lich-T
RigRE5IC L p1R58EF R, | HMlgER 4 LoT v M0, 10, 20, 50, 100K
O200mg/kg/day DB THUREREOKS L, —RiIKEOHE, EERUEEROME,
IRiEE, MEFRE ORECTFRE SRBRERCEEEEOMELZIT~f. TOME,
50mg/ kgl b DB THEME I HFRR DM R CHEBROMAMRBD Sl 51T, 100
mg/kgBF T (IHEICREHFIIE RIS, MERE, FRRMBHR S BRANERED
¥, MECIERR Y v/ OARD Sz, 200mg/ ke T3, MEHEICEEF, ARl
Y, MEFBRUN< 7Yy MEOED, WIKRIMEKE, MERS 7, BaL
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AFa=jb, bYTYEITA FRUOBRBESEROEM, HICEAEHNAZRD onl.
L7eAi-T, AHBRICEIT 2HB583, 28AMORERSIC LD BECHEELENRR
35 & Filx N 5200ng/ke/day RS AR, SEHEENRHALTWETAENS 6ng/
kg/dayZ (BB E L, THhoORIC60R U 20me/ke/dayDit 4 BB (Rlb4) FE
L7z

AERBrOMRIE, OBEESR LT, XRED , OUBWHED 6 ng/ke/dayix 58
(6mg/ke#f) . O 20mg/ke/dayi58E (20mg/keBH) . @IFE) 60mg/ke/dayi 58 (60
mg/keEE) . O 200mg/ke/davi%58E (200mg/keBf) O SFL L, [FTOTMIEKRS
VEDEWEHE Ui, 7o, WEREERU200mg/kgBHic DWW T3, REETRI4BMOEHE
HEREITD 129, BINC | BHEMER 5 T SRR D EIEBEE R 7.

SH~OEMMOE T, RSHEBETOAECESWCBINEL ik, RAESH
HHEZRAWTITIRY, IBOKESHNE—LTBL L

BEAED, RESEBEAEE 1 kX0 buli L, 770 /BB Uy FEEELE
HEZHWT, BBRWEDO. 12w/v % (6mg/keB) , 0.4w/vd% (20mg/kgBD) . L 2w/v
% (60mg/kg BH) B\ 4w/v %6 (200me/keBH) &%, 1H 1E (AM 9:05~10:54)
EMICOI > TROKE L., 2EFEORSHRE, EEHOMEAEIESWTE
HUre, BB, B E LCRWERAL U 7ThEERICRS L.

4. BERURE

HENMI, #SPHOBEMRUEERETE S siczhick EEHBO14BRE &
L, ROBERVBREZERL 7.

1) —RRAEEIER

BH, 1HIHMOAR, TEHETERELL. £/, @Y 20, RTNVEIEEEHY
OHE B L 1.

2) ERCEEARNE

ER, 51 GEyeokEEAD . 3, 7, 10, 14, 17, 21, 24Kku288, O
'3, 7, WRC4EAEFCEHRACREL, HS5HMHRUERERTOFESNE
ERE L, BEER 8160 @RS 3, 10, 1TRU24AECICEEE 3 RT10A,
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MRS 2, 9, 16RUVALIEE 2 RV B) &, BHE TOUSKRENER
RE (BF LMK, FY-3000, =— 7 F«Fq%) L7

3) Kk

&5 48 (fEi3iRs22, 230, #1326, 278) RUBEHE 2.8 (HidEHE12, 138,
1L 128D 1T, T v PR - VIIRE U TR 3 IREIOBERERRL, SAEOHE
RURBHE (RIVF4 AT 4 v 7 A, A1)l - Z3REH) ik spl, #M, ¥
Loy B Uk, EYLEVRUPOEY ) L OEHRERT . X5
12, 18EDBRICHOVWTIRERUIE (&, < iERRASH) ZRE L.
4) IMkFReE

R, HRSHEROEEYREKTORBIZ T — 7/VRET THIE L TEXEBRL S
Tt BZRIHOFROBLIOREL, KkosEEZ o, HFILUMEIZLISEIL,
ZDO—ERi3 EDTA-2K CHEREIRA IR L, S IHE BBMBRETEEEE (E-4000, HIREAE
FrElat) ok, FRiMmEkE (RBC, BEXEHmdi A . MEFEE Wb, S YL
FEF+ U L-~Eyos@gk , A= b7 )y ME H, QL ZBREAR) T
JRINERATRE (MCV) , EHRmERmERE MCH) | EHfrmikime R s MCHC, 2Lk
FTEE) . BImEkE WBC, BUEHRBRHAZ) RUM/MrE (Plat., BXEHRHA
) &, FBREEARTER U TRIRRMERE (Ret., Brilliant cresyl blue HEE
ADFEK) MCAMKEZR May-CiemsaftBBARDER, (FEESK (Baso.), BRI
(Bosin.) , #frhEk (Neutro.) O#REL (Stab.) RUSERE (Seg.) , Y /3%
(Lymph.) , HEK (Mono.) 4] ZMIE L. I oic, —#id 3.8% 7 = VBT b
)y LRCHLEE U TR AT, MREBI BERESEE KC-104 X7 ALV 7)) ok
D, 7o tarbE Uil P, Quick —BRik) RUTEHALRS o v K77 XF L EE
(APTT, =5 U /ERiEME(LE) ZRIE L /-

5 IMEAE(LFRE

ERER L7 il O — 88 S MiE % 8L, £ EBREE JCA-BMB RS U 5 ¢
P, BARBEFRASH) kb, 85737 (TP, Ea—-ULy bE)Y, TILTI Y
(Alb., BCG /%) . A/G Ho (A/G, EFEEM®) , ImKE [Glu., B##&IE (Gluk" -G-6-PDHY
-0V F) 1, MavzFo- [T-Che., BEFHEE (CEST -CODY -PODY %) 1, Ry 2
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Y54 K 1.6, Bk (LPLY -GK” -GPO® -POD® ) 1, BE YL EY (T-Bil.,
CFVE) , REER BN, DLF7-¥ W&, 2L7F=> (Crea., Jaffei) ,
GOT, GPT, ALP (BAL JSCC® %), 7 -GTP (SSCC'® %), LDH (SFBC'M &), #
7L (Ca, OCPCHER) ReuMmMtY » [P, BERIE (PNP'® -X0D'® -PODY %) 1 %, %
FoBRRE BB TRE (NAKL-132, WEEH TERRED kv F M) vs Na) K
AU L K BlhaAAr Bk icBREEERESRZEAEDE fomdBiE
702 N5 T7YRF L (LC-10A1 F— 4 b, BEREWEF) IckhER (1470
N7Z 7)) ZRIELT.

Dokt B na-2-6-) BRIOKEBER, P 3VaT0-MaRsI-€, U cavare-Ads-f,

AN Y-E, 8 IRTaFA AL, T Yo, B L a7 AR R VS,

O HARBBKR(EFES, 'V A HETIRRIEESR, 'V I EREYE S,

SRRV UVE VN0 0 T YRV SRR 3 35 0 £ 7 A 4

6) HRRUSBEERAE

PEDH GBI REHEHRR TE A ORMIckiW TRINEBR L, 4% BFHOK
BRUAMERFELTREICEE L. /2, K WIR O PR R BR 8
B SoICHTIIER BRLAE HTRRE FEXFE EXERE BT LIXKE
AT200, A b5 —%1) L, BREOEER b LICKHARL BNER) 2EMLA B
B B, R, BRLARUCIIRE, E6%—BLTHELL.

T) RERRERE

ROBEEHRERL, 0%V JEEE R~ Vi BR, BREGFEE 77 VKT
HIEE) CTREEL, RELL. [SERUME, BEREFEARREL:.
B R - /NI - TBEET) , BIRR (BR/MEEEL) . #8E (BEE - o
REED) O XE W ORER R ER BB BE 8 NE
1ele - 205 - Bl (M REES) 1, KB (BB &5 BB . B
, HhEds CRRESCIZORE) , BIAMSE (ERLE FIVEXETFE) . LEW
R, U oE (ZRERY ojEE BBREREY LojE) . BEE (KEEB) . T O
“IRERE AR
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IR 1L, WRBER O 200mg/kgBF D LEEDHEITOWT, BERICEWVW 57
4 VUIRRERIL, N RFEV) U AV VREEBLUTHERL. 6, 205 TU60ng
/RgERIE N EIIERRIC D WTIE, 200mg/keB¥ CHERME DR S ICER T 2 2B S
NI HEED TR KBRS OWTRE L7,

5. HEATRE

BoN/EHERWVIZEEICOWT, HBRYHERSKRFEIARELOMOREE (&
[R5 %UUT) %, ROFETHRELR. T7bb, 54 M) v 775 (FE, &
HigNE #EE RKE RHLE OEFRCOBELCFERET -7 SEER 3
Bartlett O HIREEIT - 7. TORR, SHEN—RIUBER—TRED BRI £1T
VW, HEEERDEGE 3 Dunnet tiEB I Schel feik (SFEOEAMMNRIL BHE) 1
L ONRBEE L DHBREET > 72, FEP—RTHVWBERY 354 M) v 77—
Y (HIMERESE, RBREOE®N T — ) dkruskal-Wall isOIRMBREEITV, 20
HERAEBEELZEDIIEE T Dunnet tAVER (FSchef feBl (BRBOEAMMNRILZBE) @
BEZIT-7. ATITVANLT -5 (—RIREORE, SR REERFREICET
HREHOFRBAR) (\TEFisherDBEBEEREEZR W, 2L, BHERORSHMKT
BDIS AN v 7T -5 RFREERITV, Z ORI —HRITIBE 1S tudent D t
BREZE, —HRTRWIEE I3Aspinn-Welchd t BEEIT-72. S U5 A MY v F—%
W iIMann-Whitneyd URE X B W .
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s R

1. —#%iK#E (Tables 1, 2, Appendices 7, 8)

HEHRICBWT, BELEEH200ng/ kBt CHHER 10D 3 MR UHED 2 FLic
Boons, &ER £53~8HOMD 1 XWL 2 BE0AD—@BOETH - 7z

EEHRICEV TR, SEFCELRRD SN - 1.

h, BEBYEOREE BBERLERMAL LT, 6ng/keBiDiEd 1 ILWNo. 011)
ZBWVWT, £56 BICTHRURORBRAEEAL, TORUIENBREICRE L7/
HE16H ARSI OVBRMERIT 2. JOFITE, %5 2 ELUBOEHEEREE
FEMEIDIS A - T2,

2. {&E (Figures 1, 2, Tables 3, 4, Appendices 9, 10)

BEHRMICEVT, JMERACE T ABERVRSHRTOFEENRIC, FENL
Zlh3@BDoniih 1.

EEHIRICE VT, OHEROFERINE S - LB S N THBICEBMETS
S7el, RUERACBY 2HRECERRIRD OGN T

3. 1B€ER (Tables 5, 6, Appendices 11, 12)
BEHMIICBEWT, 200ng/keBE CHEDIRE 2 BICE ) 2BERICERELEENRD S
.

BIEHMIc B VT, EEBECHOEHERIIEEERCH -/ b00, BELBEMLTIR
in=te.

4. FR##&E (Tables 7~10, Appendices 13~16)
BREHHTOREICHE VT, 200ng/keB THISHOFRSETABD S0, MHickbw

THEROERENRD Shik,
EEHEROREIC ST, EREFHICHELR(LERD SNh T
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5. MikFtE (Tables 11~14, Appendices 17~20, H&E7 — % : Appendices 37,
38)

SRR TR REREYICHE VT, 200mg/keBE THEIC VMR OB ELRDDEH 5
N 15k, EBOHICHSRNROERBEOF RS EMENRD o hERT -5
BB EEEA (Appendix 38 BR) NTOBRELRLEHT, MEEBERUIAN< 7
Uy MEIKBEBRECRBDONILE 12, iz, 60ng/kgBOEO T MIKERRIC
B AFBKIICEELSENBD o, HEEEEDID SNEWHR TS - 12,

EHERIRR TIREREYICBWVWT, HBitA< b7 ) v MEOFERRED, HRCHIMmIk
HMOBERBIODRC 7o o vy EVEEBOFEREENES NN, Thsinwih
LERSHER TRBRFMICIED oS- - L TH - 1.

6. M kg (Tables 15~18, Appendices 21~24, &7 — % : Appendices

37, 38

REPRR THERSMIZB VT, 205 U60ng/keBF Tilft, 200mg/keB¥ CHEREICIR S
DRI RUTIIT I v OBELEMNRD O, 60mg/kgBFD K °200mg/kgBE DitfiE
DAGHIIFEBILSMEE R U/, F/o, 20 U60mg/kgBE THE, 200mg/kgf¥ THELEICIE
FOBFBRRBDVPRD SN, 51T, 60ng/kgBETHE, 200mg/keBETHEHEICH Y ¥ L
DOFEERBD, 60mg/kgBETlE, 200ng/keBf CHEMEIC A7 L ¥ 7 LDEBITEMARD 5
N, TNSOELITMAT, 200ng/keBF CHEMEICR I U X T 0 - LVOFRENEMD, #
2y -CTPOFEREMR TR EY VE L OFERRDNZD St

CIE AR TIBREMICEWT, BEHORY v /<7 O, BOREY LE DR
PROMDBIV AT 0 - LOBINCEEENES OO, By v/ RUBaLTO
— VOEACIIRIFT BIERNCH - 7o, MO ¢ -CTPREBRLBORUEDO A ) T LIZE
BIIEMERL, RSHAEETIREREY S 33OELIERD Shi.

T. Hi#: (Tables 19, 20, Appendices 25~28)
BREHR TEHRERIWICBWT, FROAB LA 20ng/kgBETHE 1 T, B 1PT, 60

ng/kgB¥ THE 1 UL, M 2 PLRO200mg/ ke B T 4 VT, HES PTICEESH SR, 200mg/kgBED

-9- Study No. 00-257



BEHEDFEBRRIZIWNBHE L ENTHEENIRD SN/ 0, BRRUER Ltko/NE
1E23200mg/ kg B¥DIEICERD S i, 1 IEDADELTH - 7e.
[EHEHARIR T R EREYNC B VW T, FFRORBULYHED 2 ILISFB0 S,

8. ZREERE (Tables 21~24, Appendices 29~36)

BB TREREMICHE VT, 20ng/keZf CTHEICHFRBOBMEROFEIIEMY
Booh, HMECHBOKENERN CHOENER LEMERICH - 7. 60XV 200mg/
keBE TR, HEHICFRBOEHRUCEHEROBEELREMAED O, I 51T, 200mg/
keB¥ T, BROETIMHENER, H#TRIEIRUENEROWVT N HHELEMAGED
SN, HOMNERLEIMAERICH >/ i, HBIECHIRIROEN R UHEERICHE
TMER»ED S e,

EERER TREREMICE VT, RS TRERBY TRD o/ EkD S 5,
BT 2 HErE & DG ERICAEEN RS LOOENOEBE BRI AHERICH D, B
CRABRGEIERD SN - fo. MO RO R O EE OB IMEAR) [E
ERICBWTHREL, HOMNERICIBEENRD SN,

ik, WEBCEVT HTREREENEMEERICSD, BBOENERDFER
BOECICLRBRURIBOHENERORELIENNED SN

9. RIEHMFMRE (Tables 25, 26, Appendices 25~28, Photos 1~5)

RPN BRI R B D1 5 IR A B L3R D S i,

SRR TRBREICH VT, FRTE/NER LD FHIEIER D 20ng/keBE T
HESVE, ME3UC, 60mg/keBXTHEAVE, HEDILRU200mg/keBETHESPT, M D PLITERD .
oh, 60X U200mg/ ke DMEHEDRBRIZI, MBHLANTEEEVED N, 1
B, HOFBICHEWT, BRBEENHBEET20L, 6ng/kgB¥T 1L, 20ng/kgBET 3L
R U60ng/keBET 1 PLIZRBH S fcDiTxf L, 200mg/kgBE T 5 IRITER® S M)
ZH 7. EFMEORFRTII200me/keBED | LD A RIRBENRD S, UL
M5, HEREE H200mg/keBORRR TP L HENTHEEZIRD SNEh -7z, BHR
IRTR, Ml LR OEAD60mg/keB¥ THE 1 L, #E 21T, 200mg/keBETHEA UL, HES DT
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IR o, ERITe/NMYLL, 304 FidEbd 2EECD > 72 200mg/kgBED
FRERIZIT, WREEHNTHFRENZD SN

EE AR TRBREY TS VT, 200me/keBE THBBO I MEIIE RS HED 3 LR T
D 2 PLiICBH oty REMEKR TRERSM EHLNT, RERRUELOERER
BT AMHENCH - 7. FIRBRICI, EiZRD oL -1

BE, EBOELITMA T, HRYWEOKRSE & 3MBRIUFTR & s e be L
T, MEERU200mg/keB¥ T, MOIGHMAIERE, LBO LN - (L, FROM
/INAZERE, FFRRIRERAZEE (MEMERWV B/ NERIN) |, BROEAIRME LR,
IFEREMEIRAEE, MIEER, REOY v KRERUERML, TEEDS M rBIEY
ICRNLRORE )/ BREFBREICRD o iz, £, BROEAENRIBRE
KBV IO 2PN, BROEURME LRETF R EOFRSFICERD Shicds,
X HREE & N TEALDIEEICZRBZD o i -7, Eiz, SIBRT200meg/keB DD 1
Lt o7z 2 NEHVNEME L ORI I E SR, BE EECIIEE FHEERE
FRDOGED St
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E I -

WS LT 5 L OELBEHEERFMICERD Sh, BRI BB ERE meFost
THHELRD LN

RS g AHEICH\WT, HFBEROSIMERA20ng/ kgl EOFFD i 1 FEHH
BIETICERD SN, WEEBSFENC NEROEOFFHIFIIE AR S i, FFRRE & B
9B MR AELFRZELE LT, 20mg/kgll EOBEDMER U200me/ kB DHEIZ T L T 3
Y OWMNRD SN, Y /37 RUA/CHITEMEER L. 200ng/keBETIRRHEICEE
15 7 -GTPOEMMNERD S, HEICEDONABIV AT o - LOoEc>VwTh, K
BicH T 2B ERE L /e BLTH RN EZ 5115,

138, 200mg/keB¥ THECIRE ) W E L ORIMRBD o ledy, B HOEETHD,
BHENERIINIVLOLELONS. Ff:, REBEBENRE CHORIHIFEO
BRBIENBS o0, 200ng/keBf TRERBOWMMERICH D, METIZ200mg/kgBFITD
& 1 FIORBNZED S h, O T v POIFIRICBRRERE L L TR
ROONBET, WRBEORERE OB ENERZRRD LNV &0 D,
HRYEORSICE AHEETTETRE W &M ahr.

Lichi=-T, WMRLIS v OFRICKHT 2HEE, XTIV 7 I/ ORBNZH-7iF
MREDIEART, BRAVLELET Z2VHEORE L D RTT SMEETTEEDZ(LY LFH
BEObDLEZ SN

WRlLT Y v OFHIOWT, Fv MDOIGHBRERARSICLD, FBREED
BEIARD S OEY B 50, BROBEIKIZARBITBVWTD, R
L BRI N,

BRI 2B S\, RIEEMERE TRD LR OBE L ER605 U200
mg/keBFDREMEITERM S, 200mg/keBED MO R IRBER M FNEEZRED S
N -7 boo, WINMARETRL 2.

LB OB EIC X 5B EEOIEAIZIZE A EOBERIFOPRRHRILE L DET
Ik Bnegative-feedbackiiE\BEE L7z, HEttoRia LRORIENERICE, £
OIEREF & LTHRBTORRERRLE L ORE - HROTTHEICK BIEERH 2 2 T
EBRHENT WD, Licdt>T, REICX 3PRBOEIZ, FiicT 28 -3
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HUE M TH LR LEA 5NS.

B3t 2B OWVWT, 200mg/keBEo it CRBIMEROEMAZED SN,
TREMERLSMEZ R L. LHLENS, BRICIRIEBAGENZLERD oNT,
7o, BAE S B U e MEAEILERE L DRD oNIEd - Fo, LIcdi-T, AMED
BRI g AREBIIREET LD ELEL SN S.

BRE T ARHEICHOWT, EROBLH20KRT60me/ keBEDHER U 200me/ kg BED
MEHE, 41U 7 LOBEZSH60mg/kgBEDHER U 200mg/ kg BE D REMENE TN A7 L ¥ 7 D&
D360mg/ kg EF DU Rz O°200mg/kgB¥ DUEHEIZRD S, BWROZELREEFZ LD TH - 1e.

BHREH RS LeBombERICO>WT, IhERITbRThE A4 »
BRETRHET 2L, EENTHBEL/RZ A VOMEShTRES NS /0, EH
BEEERTIENE LY, KYWHITO>WT S, 4 EREERAVWTRIRE L2148
OHREEREAROER TRIERIHEMEMEMNCSEERL, HBRYEIcdkT 28%
A F v DFEEITRE I NI,

—74, AR TIIBREOSVHPLCETHIE LcER, EROEMENRH o B
BORMEICE T 2MEOHBMICEWTHERAA VERFE A4 L EBESL, FicE
RA A UNENT B LIERA A L OPRENEESI R, BRAA VBELTHEIENMS
NTWBEY . L ->T, BEROEMED HBRHMECERICHT sHEEEELEEL 2
ZALTIRIS W E R I N

M3t 2 EIC>WT, 200ng/keBE THEIC IV MREDBDOZD Sz, Ll
BHS, Bk OB OEMERICREREEZLERD s nlih - .

INSOEAITMA T, 200mg/keff TIIMEME I —BHEEDORE, HEIZIRpHOETHRD
S, BELENLTH 7.

18d, 200mg/ked¥ CHEICIREHBOBMAED Shicdt, H#E52HDADENITHD,
AEICERE L2 ZL3BH oS, BROURIErINL:. Ho KR ohic
FEROBHEERR T Z IO BR EEOETFRDIZS>VWT L, ol i3k
WIRICREERD OB oI E0G, HRNEORE & IEBFRLEE(LL T h
7.

BEEICEWTE, HEBEMEORE LM L E(tD5 b, FRICET3ERE(LE
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ORI ENR LIRS BET 2 L BN A 77 I L OFE(LIBHEEIC, &
ILVRF - VOE{LIHICEE L T, BLoBRBERBRREL, EHRERN R Sh
7. BBOEBELRRBROREBERBENELEEUZ OMOELIZARD o T, [
‘LW, HTRRIEOENEROEMARD Shich, BT REHAMENEL
R o, -1

BE, EEFHICEVTE, REHRKTREREVICEED onEh-71cZ(LHRD
LA, WTNHEEY A ERR RS MR TIRERFYICHTIROZLZED 51
TWEWT Eh o, HBRMEOHRS & IIEBEFRIMBRERR L Ml s/

VU LDOERNS, MEILLY DTy FD2BEMRERORSICLD, R FiR
B BREOMKRSICNT 2HEEICBREOELIRD s, MERE (NOEL)
&, 6mg/ke/dayEiERmEhtc.
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Table 2 Incidence of clinical signs of female rats treated orally with ieirabromoethane in 28-day repeat dose
toxicity lest

Clinical signs After ireaiment period After recovery period
Dose (mg/kg) 0 6 20 60 200 0 200
Grade No. of animals 10 5 5 5 10 5 5
Loose siool - 10 5 5 5 8 5 5
+ 0 0 0 0 2 0 0

— : Negative; + : Siight



Table 3 Body weights of male rats treated orally with tetrabromoethane in 28-day repeat dose toxicity test

(8)

Dose Day of treatment , Gain (Day of recovery) Gain
(mg/kg) 1 3 1 10 14 17 21 24 28 1~28 28(0) 31(3) 35(7y  38(10) 42(14) 28~42

0 144 159 190 211 242 264 293 311 334 190 325 341 361 374 394 68

+ 7 £ 7 x££ 10 £ 12 £ 15 £+ 18 £ 21 £ 24 + 26 £ 20 = 21 £ 22 X 24 £ 2B £ 21 £ 8

Cae a0 4o a®  a) a0 an G awm  ® 0 ©®  ®  ® 6 6

] 145 162 194 217 250 266 300 319 344 199
+ 6 £ 10 =+ 18 + 24 £+ 29 £ 48 + 46 X 57 =+ 57 =+ 5l

®) (5 (5 €y (5 (8 ® ) (5 (%

i 20 145 162 196 219 253 279 M 332 353 208
+ 6 £ 6 9 £ 8§ 11 =+ 13 £ 17T £ 20 £ 22 £ 20

G G G 65 0 (5) ) (5) (5) (5)

60 144 159 192 218 254 271 309 329 352 207
+ 6 + 8 £ 11 £ 13 17T * 20 * 23 15 * 30 £ 29
(5) (5) &) &) (5) (5) (5) (5 (5) (5)

200 144 155 192 218 251 275 306 324 343 199 342 303 368 375 394 82t
+ 6 £ 10 14 £ 16 19 £ 22 = 27 £ 30 £ 34 £+ 29 =+ 31 =+ 34 + 38§ + 42 =+ 47 £ 13

e an g ao  ae  ao g 10 ao e 6 (5) (5 () (5) (5)

Each value is expressed as meandS.D.
(m) : No. of animals
% . Significantly different from control at 5% level of probability

LG3-00 'ON Apmig



L$2-00 ON Apmig

Table 4 Body weights of female rats treated orally with tetrabromoethane in 28-day repeat dose toxiciiy iest

Dose Day of treatment Gain (Day of recovery) Gain
(mg/kg) 1 3 7 10 14 17 21 24 28 1~28 28(0) 31(3) 35(7) 38010 42(14) 28~42
0 130 140 154 164 177 186 199 207 216 87 222 231 239 243 252 29

+ 5 £ 7 x£x 11 i3 £ 15 £ 17 x££ 16 £ 17 17 x££ 13 =17 =19 19 =+ 16 £ 17 = 3

) (10 (10) (10 (10) (10) (10) (10) (10) (10) (5) (5) (5 (5) (5) (5)

6 129 140 153 163 174 186 197 206 214 85
+ 6 £ 4 £ 6 £11 £ 14 £ 15 =17 £ 18 + 20 = 18
(5) (5} (8 (5) {5) (5) (5) (5) (6) (5)

20 129 141 156 163 179 189 201 211 794 96
+ + 7 + 12 + 44 * 19 + 17T + 20 + 21 <+ 23 + 2

v =+
(5 €)) &) (5 (5) (5 (5 % (5) )

60 130 142 161 172 187 197 211 218 226 96
£ 6 7 £ 7 £ 7T £ § £ 6 11 £ T =X it £ 10
) ) (8 % (5) (8) ) (5 (5 {5)

200 129 139 160 169 183 192 205 211 219 90 221 220 222 221 233 12*
+ 5 £ 7 £ 8 £ 7 £ 10 £ (2 £15 16 £ 18 19 I8 £ 1§ =+ 15 = 1T =+ 1§ £ 12
(10) (10) (10) (10) (10) (10 10$) (10 (10) (10) (5) (6) (5) (6) ) (5)

Each value is expressed as mean=S.D.

{n) : No. of animals
% . Significantly different from control at 5% level of probability
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Table 5 Food consumption of male rats treated orally with tetrabromoethane in
28—-day repeat dose toxicity test
(g/rat/day)
Dose Week of treatment (Week of recovery)
(mg/kg) 1 2 3 4 40) 5(1) 6(2)
0 25 26 28 29 28 32 35
+ 2 x* 2 + 4 + 3 + 2 + 3 + 3
(10) (10) (10) (10) (5) (5) (5)
6 25 27 29 29
+ 2 + 5 + 6 + 8
(%) (5) (5) (5)
20 26 28 29 31
+ | + 3 + 3 * 5
(5) )] (5 (%)
60 26 30 31 31
+ 2 + 2 + 2 + 3
(5) (5 (5 (5)
200 25 31 * 30 33 32 31 34
+ 2 + 4 + 4 + 4 + 3 + 3 + 3
(10) (10 (10 (10) (5) (5) (5)

Each value is expressed as meanS.D.
(n) :No. of animals
* : Significantly different from control at 5% level of probability
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Tahle 6 Food consumption of female rats treated orally with tetrabromoethane in
28-day repeat dose toxicity test
(g/rat/day)
Dose Week of treatment (Week of recovery)
(mg/ke) 1 2 3 4 4(0) 5(1) 6(2)
0 21 21 21 21 21 26 25
+ 2 + 3 + 3 + 4 + 4 + 4 + 3
(1o (10) (10) 10 (5) (5) (5
6 21 20 20 21
+= 2 + 3 + 2 + 2
(5 (5 (5) (5)
20 22 21 22 21
+ 3 + 5 + 3 + 1
(5) (5) (5) (5)
60 22 22 23 21
+ 2 + 2 + 2 + 1
(%) (5) (5) (5)
200 22 23 22 24 24 23 23
+ 2 + 2 + 2 + 2 + 3 += 2 + 4
aom (1 (10) (10) (5 (5) (5

Each value is expressed as mean=%S.D.
(n) :No. of animals
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Table 7 . Urinary findings of male rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test
< Treatment period >
Dose No. of Color Cloudy Volume®>  Specific®’ pl Protein
(mg/kg) animals PY — + (mL/18hr)  gravity ] 0 038 — £+  +F  +++
0 10 10 10 9.3 1.058 1 6 3 4 5 I
+ 3.3 +0.010
6 5 5 5 9.2 1.058 1 2 2 4 1
+ 1.4 + 0.010
20 5 5 5 8.8 1.058 2 3 2 3
+ 3.3 + 0.014
60 5 5 5 11.4 1.054 1 3 1 2 2 1
+ 3.3 + 0.010
200 10 10 10 : 9.9 1.059 2 2 5 1% 4 6
+ 2.3 + 0.007
Dese No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals - £ + = — * T F v ¥+ — * F ++ 0.1 I 2 4 - F
0 10 10 7 3 10 10 10
6 5 5 2 3 5 5 5
20 5 5 2 3 5 5 5
60 5 5 1 3 1 5 5 5
200 10 10 5 b 10 10 10

a) . MeanxS.D.

Color : PY(pale yellow)

Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), + (15~30mg/dL). + (30mg/dL), ++{(100mg/dL), +++(300mg/dL)
Glucose : — (negligible), = (0.1g/dL), +(0.25g/dL), ++(0.5g/dL)

+ (15mg/dL), ++(40mg/dL), +++(80mg/dL)

+(slight). " r+ (aoderate)

+ (5mg/dL),

+ (trace),

— (negligible),

© — (negligible),
Ehrlich unit/dL
+ (slight), ++(moderate)

- at b% level of probability

Ketone body :
Urobilinogen :
Bilirubin : — (negligible),
x © Significantly different from contr
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Table 8 Urinary findings of female rats treated orally with tetrabromoethane

1n the 28-day repeat dose toxtcity test

< Treatment period >

Dose No. of Color Cloudy Volume®’ Specific®’ pH Protein
(wg/kg) animals PY = ¥  (aL/18hr) gravity 6.5 7.0 7.5 8.0 8.5 = ¥ 4+ #iF
0 10 190 10 8.0 1.058 1 3 2 8 2
+ 2.6 + 0.015
6 5 5 5 7.6 1.064 3 { 4
+= 2.7 +=0.017

20 5 5 5 10.6 1.052 1 3 4 1
* 5.3 + 0.014
60 5 5 5 10.1 1. 057 2 2 1 3 1
. += 5.1 + §.031
200 10 10 10 13.1 1. 047 4 3 i 1 3 5 1
+ 7.2 + 0.014
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — £ F ¥+ — I TTF ¥+ ++r - £ ¥  ++ 0.1 I 2 4 - F  ++
0 10 10 9 1 10 10 10
6 5 5 ) 5 5 5
20 5 5 3 2 5 ) 5
60 5 5 3 2 5 5 5
200 10 10 4 6 10 10 10
a) I Neanx S.D.
Color : PY(pale yellow)
Cloudy : — (negligible), —+ (cloudy)
Protein : — (negligible), = (15~30mg/dL), + (30mg/dL). ++(100mg/dL). +++(300mg/dL)
Glucose : — (negligible), +{(0.1g/dL). + (0.25g/dL). ++(0.5g/dL)
Ketone body : — {(negligible)., = (5mg/dL). + (15mg/dL). ++(40mg/dL). +++(80mg/dL)
Occult blood | — (negligible), =+ (trace), + (slight). ++(moderate)

Urobilinogen : Ehrlich unit/dL
Bilirubin : — (negligible), + (slight), ++(moderate)
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Table 9 Urinary findings of male rats treated orally with tetrabromoethane

in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Yolume®’ Specific®’ pH Protein
(mg/kg) animals PY = + (mL/18hr)  gravity 6.5 7.0 7.5 8.0 8.5 = £ F ++ +¥+
0 5 5 5 13.4 1.050 3 3 2
+ 3.0 + 0.005
200 5 5 5 15.9 1. 046 1 1 4 1
+ 6.1 + ¢.008
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals — &+ F ++ = x F  ++  +++ = X F  ++ 0.1 1 2 4 - F ++
0 5 5 2 3 5 5 5
200 5 5 i 4 5 5 5
a) . Mean®=S.D.
Color : PY(pale yellow)
Cloudy : —{(negligible). + (cloudy)
Protein : — (negligible), = (15~30mg/dL). + (30mg/dL), ++{(100mg/dL), +++(300mg/dL)
Glucose : — (negligible), = (0.1g/dL). + (0.25g/dL). ++(0.5g/dL)
Ketone body : — (negligible), = (5mg/dL). + (15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible)., = (trace), + (slight), ++(moderate)
Urobilinogen : Ehrlich unit/dL
Bilirubin : — (negligible), + (slight). ++(moderate)
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Table 10

Irinary findings of female rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test

< Recovery period >

Dose No. of Color Cloudy Volume?®’ Specific®’ pH Protein
(mg/kg) animals PY — + (mL/18hr)  gravity 6.57.075 8.0 8.5 — £+ ++ e
0 5 5 5 10.7 1.052 I 4 3 2
+ 3.5 +0.010
200 5 5 5 9 2 1.054 2 3 2 3
+ 2.5 + 0.007
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals =  x F  ++ — £ F  ++ +++ —  + F  ++ 0.1 1T 2 4 S
0 5 5 4 | 5 5 5
200 5 5 5 5 5 5

a) I MeanxS.D.

Color : PY(pale yellow)
Cloudy : —(negligible). + (cloudy)

Protein : — (negligible), =+ (15~30mg/dL). + (30mg/dL). ++(100mg/dL). +++(300mg/dL)
Glucose : - (negligible). =+ (0.1g/dL), + (0.25g/dL), ++(0.5g/dL)

Ketone body : — (negligible), =+ (bmg/dL). -+ (15mg/dL), ++(40mg/dL), +++(80mg/dL)
Occult blood : — (negligible), =+ {trace). -+ (slight). ++(moderate)

Urobilinogen : Ehrlich unit/dL

Bilirubin : — (negligible), + (slight), ++(moderate)



Table 11 Hematological findings of male rats treated orally with tetrabromoethane
in-the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of REC Hb i NCV MCH WCHC Ret. PT APTT
(mg/kg) animals {10*/ul) (g/dL) (%) (fL) (pg) (%) (%) (sec) (sec)
0 5 748 14.8 4.3 59 19.8 33.4 32 13.2 19.6
+ 3 + 04 <+ 08 + 2 + 06 * 03 * 7 + 0.6 + 1.0
6 5 749 14.7 43.3 58 19.6 33.9 32 13.4 18.7
+ 31 + 04 + 10 + 1 + 03 + 03 + 5 + 06 + 1.3
20 5 734 14.6 43.4 59 19.8 33.5 28 13.3 19.1
+ 7 + 04 <+ 08 + 2 + 07 =+ 05 * 7 + 06 *+ 1.7
60 5 723 14.2 43.0 60 19.7 33.0 39 13.1 18.5
. + 71 4+ 0.9 + 25 + 3 + 09 + 04 + 13 + 02 + 17
GO
' 200 5 733 14.2 42.8 59 19.4 33.3 30 13.8 20.1
+ 28 + 02 + 09 <+ 3 + 09 + 03 9  + 1.1 + 2.6
Differential Ieukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (10%/ul) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10*/ 12L)
0 5 64 0 0 0 12 86 2 0 143
+ 21 + 0 + 0 + 0 + 5 + 4 + 2 + 0 + 11
6 5 67 0 0 0 13 85 2 0 148
+ 17 =+ 0 + 1 + 0 + 3 =+ 3+ 1 + 0 + 7
g 20 5 54 0 0 0 9 89 2 0 147
& + 9 + 0 + 0 + 0 + 6 =+ 8 + 2 + 0 + 24
Z 60 5 51 0 1 0 10 88 1 0 106
S + 2 + 0 + 0 + 0 + 2+ 3 =+ + 0 + 50
& 200 5 57 0 0 0 15 81 4 0 128
= + 12+ 0 + 0 + 0 + 5  + 5 + 1 + 0 + 9

Fach value 1s expressed as mean+S.D. .
x : Significantly different from control at  level of probability



Table 12 Hematological findings of female rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(ng/kg) animals (10%/uL) (g/dL) (X) (fL) (pg) (%) (%) (sec) {sec)
0 5 756 14.5 42.0 56 19.2 34.6 21 13.6 18.7
+ 14 + 0.5 + 1.0 =+ i + 03 =+ 05 + 5 + 02 + 1.4
6 5 760 14.6 42.8 56 19.3 34.2 21 13.3 17.0
+ 4  + 0.7 + 2.0 + 0 + 03 + 04 * 6 + 04 + 0.6
20 5 719 14.0 41.2 57 19.5 34.0 24 13.6 18.3
+ 16 + 0.1 * 0.5 * 1 + 05 + 02 % 4 + 03 + 2.1
60 5 740 14.4 42.4 57 19.5 34.0 20 " 13.5 17.4
. + 24 + 05 + 1.5 =+ 1 + 04 + 04 + 3 + 04 + 0.7
_—
' 200 5 733 14.1 42.2 58 19.3 33.5%x 21 13.1 17.5
+ 3% <+ 02 + 08 =+ 2 + 07 =+ o0 + 2 + 04 *+ 1.2
Differential leukocyte counts (%)
Dose No. of WBC _ Neutro. 4Pla’c.
(mg/kg) animals (10%/xL) Baso. Eosin. Stab. Seg. Lymph. Mono. Other (10%/ L)
0 5 43 0 ] 0 14 85 1 0 173
+ 13 + 0 + 1 + 0 + 6 o+ 6§ + 1 + 0 + 50
6 5 30 0 0 0 14 84 2 0 133
+ 9 + 0 + 0 + 0 + 4 + 4 o+ 1 + 0 + 20
& 20 5 27 0 1 0 16 82 1 0 126
=S + 4 + D + 1 + 0 + = 6 + 1 + 0 + 12
= 60 5 33 0 1 0 15 81 3 0 136
S + 15 + 0 + 2 + 0 + 3+ 4+ 2 + 0 + 7
& 200 5 36 0 1 0 16 82 2 0 113%x
B + 11+ 0 + 1 + 0 + 1+ 3  + 1 + 0 + 8

Fach value Is expressed as mean®S.TD.
xx : Significantly different from control at 1% level of probability



Table 13 Hematological findings of male rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10°/uL)  (g/dL) (X) (fL) (pg) (%) (%) (sec) (sec)
0 5 856 16.0 46.7 55 18.7 34.3 24 12.9 19.4
+ 19 + 0.4 + 1.1 + 1 + 0.2 + 0.6 + 6 + 0.5 + 2.0
200 5 824 15.4 44 3s 54 18.7 34.6 24 12.6 20.2
+ 36 + 0.8 + 1.9 + 2 + 0.6 + 0.6 + 8 + 0.4 + 0.8
Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals  (10°/uL)  Baso. Eosin. Stab. Sez. Lymph. Mono.. Other (10%/ L)
o 0 5 51 0 0 0 14 84 1 0 135
o + 21 + 0 *+ 0 + 0 + 5 + 6 + 1 + 0 + 6
200 5 60 0 1 0 14 83 1 0 140
+ 16 * D S | + 0 + 5 + 5 + 2 + 0 + 25

Each value 1s expressed as mean¥5.D.
* : Significantly different from control at 5% level of probability

LG3-00 "ON £pnig
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Hematological findings of female rats treated orally with tetrabromoethane

Table 14
in the 28-day repeat dose toxicity test
< After recovery period >
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals  (10*/uL)  (g/dL) (%) (fL) (rg) (%) (%) (sec) (sec)
0 5 75 14.9 42.6 55 19.3 35.0 19 13.9 16.1
+ 24 + 0.7 + 1.9 + 1 + 0.4 + 0.4 + 3 + 0.5 + 1.2
200 5 800 14.9 42.9 53 18.6 4.7 17 13.1% 17.0
+ 19 + 0.7 + 1.6 + 2 + 0.8 + 0.4 + 2 + 0.3 + 1.2
Differential Ieukocyte counts (%)
Dose No. of ¥BC Neutro. Plat.
(mg/kg) animals {102/ L) Baso. Eosin. Stab. Seg. Lymph.. Mono. “Other (10*/ L)
0 5 45 ] 1 0 13 84 2 0 140
+ 11 *+ 0 + 2 + 0 + 7 + 6 + 1 + 0 + 10
200 5 31 0 0 0 13 86 1 0 143
. 5 + 0 + 0 + 0 + 4 + 5 * 1 + 0 + 19

Each value is expressed as nean¥S.D.
* : Significantly different from control at 5% level of probability



Table 15 Blood biochemical findings of male rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test

< After treatment period >

Dose No. of LDH GOT GPT ALP ¥ -GTP T.P. Alb. A/G T-Cho. T.G.
(ng/kg) animals  (IU/L) (1U/L) (10/L) (1U/L) (10/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 405 75 38 975 0.54 5.61 2.78 0.99 65 48
+ 199 + 98 + 4 + 208 + 024 -+ 019 +0.15 + 006 * 13 + 12
6 5 322 73 38 885 0.75 5.79 2.88 0.99 51 53
+ 132 + 2 * 5 + 14T + 016 + 028 + 011 + 004 + 8 + 26
20 5 391 66 32 785 0.7 5.75 2.99 1.09 68 49
+ 180 + 8 * 4 + 13 + 040 017 024 012 * T * 10
6 5 341 14 62 843 0.99 ~ 5.8  3.03 ° 1.08 79 36
~ + 115 + 92 + 5 + 227 + 0.5 + 011 + 012 + 007 + 9 + 14
-~
200 5 187 74 51 928 1.75% 6.229% 3. 20%x 1.12+ 17+ 63
+ 5 + 6 + 2 + 293 4+ 08 + 012 + 010 +007 =+ 14 + i3
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (mg/dL) (ng/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 123 14.1 0.44 0.39 9.8 8.8 145 5.20 122
+ 16 + 25 +007 +005 + 03 + 07 =+ 2 +05 + 5
6 5 137 13.2 0.48 0.40 9.6 9.2 146 4.85 122
+ 13 + 1.1 +003 +006 =+ 02 + 07 + 1 + 024 + 4
" 20 5 122 13.2 0.39 0.42 9.9 9.1 146 5.01 110%x
s + 17 + 28 +002 +004 + 02 + 06 + 1 + 018 *+ 4
(=9
o 60 5 119 14.4 0.44 0.39 9.8 9.1 147 4.62% 1074+
5 + 16 + 38 +007 +002 + 02 + 06 + 2 +03 + 2
o
it 200 5 18 13.0 0.43 0.32x 10. 3% 10.0 146 4.53% 88xx
% + 6 + 24 +005 +002 + 03 + 03 + L +021 + 3

Fach value is expressed as mean*S5.D.
x : Significantly different from control at 5% level of probability
xx ; Significantly different from control a % level of probability



Table 16 Blood biochemical findings of female rats treated orally with tetrabromoethane

in the 28-day repeat dose toxicity test
< After treatment period >

Dose Wo. of IDH GOT GPT ALP > -GTP T.P. ATD. A%G T-Cho. T.G.
(mg/kg) animals (1U/L) (1U/L) (1u/L) (1U/L) (10/L) (g/dL) (g/dL) (mg/dL) {ng/dL)
0 5 387 73 31 572 0.57 5.52 2.87 1.08 60 20
+ 116 + 10 + 3 + 15 + 022 + 040 + 03 + 014 + 16 + 9
6 5 562 80 33 602 1.07 5.93 3.18 1.16 65 17
+ 167 + 10 + 5 + 17T + 024 +0.12 +0.16 +007 =+ 5 + 6
20 5 297 . 80 34 435 1.37 6. 20%% 3.38x 1.20 65 13
+ 5% + 12+ 7 4+ 130 + 068 + 027 + 031 +014 + 8§ + 5
60 5 402 70 - 29 530 1.04 6. 50%% 3. 735 1.35%% 72 15
- + 17 + 5 + 4 + 139 + 045 + 011 + 0.16 +010 + 8 =+ 5
[@a]
' 200 5 328 70 30 368 0.81 6.54%% 3.98%% 1.55%% 104+% 28
+ 115 + 9 + 9 + 63 + 062 + 027 +026 +010 + 20 + 9
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 103 14.9 0.47 0.27 9.0 7.1 147 4.48 116
+ 12 + 1.6 +007 + 004 + 07 + 06 *+ 2 +021 * T
6 5 112 14.8 0.47 0.26 9.3 7.6 146 4.58 119
+ 1 * 23 +007 +002 + 02 + 09 + 1 +021 + 2
" 20 5 107 14.3 0.51 0.26 9.5 7.3 147 4.25 117
s + 17 + 1.8 +006 + 002 + 02 + 07 + 1 +016 + 2
(=W
- 60 5 104 13.2 0.45 0.28 9.8 8.0 146 4.43 112
5 + 7 + 26 +005 +o00 + 03 + 07 + 2 +02 + 2
o
< 200 5 102 11.4 0.45 0.27 9.8+ 7.6 146 4.07% 92%
o + 8 + 1.9 +002 +003 4+ 02 + 06 + I +023 + 3

Each value is expressed as mean=+3.D.
* : Significantly different from control at 5% level of probability

*x : Significantly different from control at 1% level of probability



Table 17 Blood biochemical findings of male rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test

< After recovery period >

Dose No. of LDH GOT GPT ALP v -6TP T.P. AIb.A AG T-Cho. T.G.
(mg/kg) animals (1U/L) (1U/L) (1U/L) (IU/L) (I1U/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 Ki}! 78 40 692 0.72 5.93 3.03 1.05 64 50
+ 82 + 5 + 3 + 115 + 0.30 + 0.15 + 0.07 + 0.04 + 15 += 29
200 5 296 83 43 632 0.3 6.20x% 3.13 1.02 74 50
+ 29 + 9 + 7 + 106 + 0.17 + 0.08 + 0.16 + 0.10 + 12 + 27
Dose Fo. of Glu. BUN Crea. T-Bil. Ca P Na |'¢ Cl
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) _(mEq/L) (mEq/L) (mEq/L)
0 5 130 14.0° - 0.47 0.37 9.7 7.7 145 - 4.58 '11_9
o + 10 + 2.1 + 0.04 + 0.02 + 0.1 + .4 + i + 0.15 + 3
[d=]
200 5 121 14.4 0.49 0.28+ 9.6 1.7 145 4,89 117
+ 5 + 2.6 + 0.04 + 0.06 + 0.3 + 0.6 + 1 + .24 + 4

Each value 1s expressed as mean¥S.D.
* : Significantly different from control at 5% level of probability
*xx : Significantly different from control at 1¥ level of probability
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Table 18 Blood biochemical findings of female rats treated orally with tetrabromoethane
in the 28-day repeat dose toxicity test

< After recovery period >

Dose  No. of LDH GOT GPT ALP 7 <GP T.P. ATh. A T-Cho. T.G.
(mg/kg) animals (1U/L) (1U/1) (1U/L) (1u/L) (IU/L) (g/dL) (g/dL) (mg/dL) (mg/dL)
0 5 430 82 30 359 1.22 5.95 3.1 1.10 65 17
+ 126 + i1 <+ 5 + 55 +032 +016 * 013 +007 * 12 * 5
200 5 430 78 30 312 0.55+ 6.32% 3.33 1.12 013x 22
+ 3% <+ 8 + 2 + 8 +03 + 028 +1023 Fo010 F 9 * 6
Dose No. of Glu. BUN Crea. T-B1l. Ca P Na K Cl
(mg/kg) animals  (mg/dL) (ng/dL) (ng/dL.) (lg/dL) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
0 5 111 17.9 0.59 0.27 9.3 6.8 143 4.81 121
. + 17 + 3.2 +006 +003 + 01 + 05 =+ 2 +025 + 3
[ ]
b 200 5 110 17.2 0.53 0.25 9.4 6.5 144 4.7 119
+ 6 -+ 39 + 006 +00 <+ 03 + 03 * 1 *+029 + 3

Each value 1s expressed as meanTS.D,
x : Signifiecantly different from control at 5% level of probability
*x : Significantly different from control at 1% level of probability

LS2Z-00 ON Apnig



Table 19 Incidence of necropsy findings of male rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study
After treatmwent period After recovery
Organ : Findings period
Dose (mg/kg) 0 6 20 60 200 0 200
No. of animals 5 5 5 5 5 5 5
Liver : Large - 5 5 4 4 1 5 3
t 0 0 1 1 43 0 2
Testis/ - Small 5 5 5 5 4 5 5
epididynis o 0 0 0. .0 1_ 0 0

.'[Z.
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: Negative; + : Siight
: Significantly different from control at 5% level of probability



Table 20  Incidence of necropsy findings of female rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study

After treatment period After recovery
Organ : Findings period
Dose (mg/kg) 0 6 20 60 200 0 200
No.' of animals 5 5 5 5 5 5 5
Liver : Large - 5 5 4 3 0 5 5
+ 0] 0) 0) (1)) l) n 2) (2) 4) (5)*x 0) (1) 0) (0)]
+ 0 0 0 0 1 0 0

- : Negative; + : Slight; ++ : Moderate
++ : Significantly different from control at 1% level of probability

.zz-
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Table 21 Absolute and relative organ weights of male rats treated orally with tetrabromoethane in 28-day repeat dose toxicity test

{After treatment period>

Dose No.of B.W. Brain Liver Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Testis  Epidid.
(mg/kg) Animals (&) = (® ® @ ® 2 (mg) (mg) (mg) ® (&

0 5 314 1.86 9.44 2.56 0.68 1.08 0.56 23.4 11.2 52.2 2.88 0.71

Absolute *+26 +0.07 +1.22 *0.16 +0.10 0.07 +0.12 +3.3 *+1.3 +5.2 *+0.07 +0.05

) 5 315 1.90 10.09 2.43 0.68 1.09 0.53 25.7 10.9 59.2 2.73 0.70

+53 005 +245 052 +0.09 *0.18 +0.06 +5.8 2.2 +13.6 +0.29 +0.09
20 5 326 1.88 1153 2.74 0.65 1.14 0.60 27.2 10.8 60.2 2.85 0.77

+19 +0.14 +137 +0.30 +0.07 0.0 30.13 *+22 +0.9 +10.5 +0.20 +0.07

60 5 322 1.96 1275 * 288 0.68 1.11 0.61 27.0 11.0 61.2 2.98 0.75

+29 +0.13 *126 F0.35 +0.15 *0.13 +0.20 +2.7 +0.9 +8.6 +0.21 +0.07

200 5 307 1.89 15.05 & 208 0.62 1.08 -053 284 -10.9 . 54.1° 2.50 0.67

Lo +33 +0.04 +242 024 +0.07 +0.05 +0.13 +4.9 +1.6 +14.2 +(.84 +0.16

(VY]

' 0 5 314 0.59 3.00 0.81 0.22 0.34 0.18 7.4 3.6 16.7 0.92 0.23
Relative @ 26 +0.04 +0.18 0.4 +0.03 X001 *0.03 +0.8 *0.3 +2.5 +0.08 +0.03

6 5 315 0.62 317 0.76 0.22 0.35 0.17 8.1 3.5 18.7 0.89 0.22

+53 011 +0.26 F0.05 +0.01 +0.01 +0.02 +0.9 +0.4 *19 +0.16 +0.03

20 5 326 0.58 353 084 0.20 0.35 0.18 8.3 3.3 18.5 0.88 0.24

+19 +0.02 +0.25 *0.07 +0.02 +0.02 +0.03 *0.5 +0.1 *+29 +0.05 +0.03

60 5 322 0.61 397 = (.89 0.21 0.34 0.19 8.5 3.4 19.0 0.93 0.23

+29 30.02 +0.35 +0.07 +0.03 +0.02 +0.05 +1.6 +0.1 *1.6 +0.10 +0.01

200 5 307 0.62 4.88 #x 0.97 = 0.20 0.35 0.17 9.3 3.5 17.4 0.84 0.22

+0.31 +0.07

+33 +0.05 *033 +006 001 £003 *0.03 *1.9 0.3 +2.8

Each value is expressed as mean * S.D.

@ : Relative organ weight per 100g body weight

% : Significantly different from control at 5% level of probability
%k : Significantly different from control at 1% level of probability

LG2Z-00 ON £pnig



Table 22 Absolute and relative organ weights of female rats treated orally with tetrabromoethane in 28-day repeat dose toxicity test
{After treatment period>

Dose No.of BW. Brain Liver Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Ovary Uterus
(mg/kg) Animals (g ® (® (® ® ® (® (mg) (mg) (mg) (mg) (8

5.94 l.61 0.51 0.78 0.45 21.1 13.6 614 7.7 0.43

0 5 195 1.84
Absolute *15 X004 X042 012 009 007 *005 +35 *+2.1 *+6.7 +9.5 +0.07
6 5 193 1.84 6.16 1.54 0.42 0.75 0.39 214 12.4 63.4 73.5 0.63
*16 X005 056 *001 X008 0.06 *0.12 *2.2 *+05 X80 X106 +0.15
20 5 206 1.80 7.02 172 0.45 0.76 0.44 225 14.4 71.9 70.6 0.71
*+24 X004 =*114 012 X006 X006 =011 +4.6 2.1 +93 *116 +0.22
60 S 207 1.81 7.90 =+ 1.88 0.47 0.80 0.44 23.5 13.6 74.6 90.4 0.51
+0.07 *0.10 +1.8 *1.1 *86 *11.5 +0.23

+9  £0.07 *053 +015 *0.05
195% 042 079 0.46 241 128 60.0  67.3 0.49

200 5 193 -~ 178 9.18 **
go +11 *005 *081 012 *005 006 +0.07 +31 +1.0 +8.4 +13.8 +0.15
>
0 5 195 0.95 3.05 0.83 0.26 0.41 0.23 10.8 7.0 315 39.4 0.22
Relative @ +15 *0.08 +004 006 F003 001 +0.03 1.2 +12 +2.1 +8.4 +0.05
6 5 193 0.96 3.18 0.80 0.22 0.39 0.20 111 6.5 33.0 38.3 0.33
*16 *009 015 *£006 003 *0.02 +0.04 1.1 0.6 +5.4 *6.4 +0.07
20 5 206 0.88 3.40 0.84 0.22 0.37 0.21 11.0 7.0 34.9 34.3 0.35

0.9 +2.4 +44  *=0.13

6.6 36.0 43.7 0.25
+3.7 *+51 =011

200 5 193 0.92 4.75 #  1.01 3 0.22 0.41 0.23 12.5 6.7 31.2 35.0 0.25
*+11  *004 *028 *£004 003 004 x0.03 *1l.6 +0.8 +5.1 79 X006

*24 008 X022 X005 002 002 *0.06 +2.0

60 5 207 0.88 382 % 0.9 0.23 0.39 0.21 11.3
+9 X006 +019 *£008 *0.02 003 F0.04 *0.7 0.5

Each value is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight

* : Significantly different from control at 5% level of probability
#k : Significantly different from control at 1% level of probability

LS00 "ON Apnig
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Table 23 Absolute and relative organ weights of male rats treated orally with tetrabromoethane in 28-day repeat dose toxicity test

<After recovery period>
Dose No.of B.W. Brain Liver Kidney Spleen Heart Thymus Thyroid Pitui. Adrenal Testis Epidid.
(mg/kg) Animals  (g) @ ® ® (® ® ® (mg) (mg) (mg) (® (®
0 5 353 1.99 9.26 2.57 0.72 1.14 0.47 27.0 10.6 57.6 3.35 1.06
Absolute +24 +0.10 *+0.92 +0.09 +0.10 +0.08 +0.10 +5.6 +1.2 +13.0 +0.22 +0.07
200 5 357 2.00 11.19 2.72 0.65 1.22 0.48 32.5 10.7 55.2 3.08 1.08
42 +0.11 +1.83 +035 +0.05 +0.08 +0.13 +4.9 +14 +7.9 +0.22 +0.06
0 5 353 0.56 2.62 0.73 0.21 0.32 0.14 7.6 3.0 16.4 0.95 0.30
Relative @ +24 +0.04 +0.18 005 0.04 +0.02 +0.03 +1.5 +0.2 +4.0 +0.06 +0.01
200 5 357 0.56 3.12 = 0.76 0.19 0.34 0.14 9.1 3.0 15.6 0.88 0.31
+42 +0.06 +0.22 +0.04 +0.02 +0.03 +0.03 +0.9 *0.3 *+2.8 +0.14 +0.04

Each value is expressed as mean + S.D.

@ : Relative organ weight per 100g body weight

#% ; Significantly different from control at 1% level of probability
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Table 24  Absolute and relative organ weights of female rats treated orally with tetrabromoethane in 28-day repeat dose toxicity teststudy

{After recovery period>

Dose No.of B.W. Brain Liver Kidney  Spleen Heart Thymus Thyroid Pitui.  Adrenal Ovary  Uterus

(mg/kg) Animals  (g) (® ® ® ® ® - (® (mg) (mg) (mg) (mg) )

0 5 230 1.87 6.27 1.67 0.52 0.83 0.41 20.9 14.9 66.7 97.4 0.45

Absolute +17 +0.09 +0.40 +0.11 +0.05 +0.06 +0.04 +1.5 +0.8 +6.3 *+11.1 *0.09
200 5 214 1.87 6.85 1.68 0.42 * 0.87 0.35 23.7 14.7 73.8 91.7 0.48

*16 +0.10 +0.69 +0.12 +0.09 *0.07 +0.08 +2.7 *0.5 +7.7 314.4 +0.18

0 5 230 0.82 2.73 0.73 0.23 0.36 0.18 9.2 6.5 29.1 42.3 0.20

Relative @ =17 +=0.05 +0.20 *+0.03 +0.01 +0.03 +0.01 *1.1 +0.5 +2.4 +2.8 +0.05
200 5 214 0.88 3.20 * 0.79 0.20 0.4] * 0.17 11.0 ** 6.9 34.6 * 43.2 0.22

*16 +0.08 +0.24 +0.05 +0.04 +0.01 +0.02 *0.6 +0.5 +4.2 +7.9 +0.07

Each value is expressed as mean *+ S.D.

@ : Relative organ weight per 100g body weight
* : Significantly different from control at 5% level of probability
#% : Significantly different from control at 1% level of probability
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Table 25-1 Incidence of histopathological findings of male rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study
After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 6 20 60 200 ] 200
No. of animals 5 5 5 5 5 5 5
Lung : Accumnlation, foam cell ~ 5 — — — 4 — -
+ 0 — - — 1 - —
Heart : Myocardial degeneration/ -~ 5 - - - 4 — —
fibrosis 4 0 — — — 1 - —
Liver : Microgranuloma 3 5 4 4 2 3 4
2 0 1 1 3 2 1
Necrosis, focal - 3 4 2 4 0 4 5
+ 2 1 3 1 5 1 0
Hypertrophy, hepatocyte, - 5 5 2 1 0 5 2
centrilobular + 0] (1)) 0) » 3] {3 4) 4) 0) ) 0] (1)) 3) 3
++ 0 0 0 07 % 57 %3 0 0
Kidney : Hyaline droplet, proximal - 1 — - - 0 — —
tubular epithelium t 4 - — - 5 - -
Bosinophilic body, proximal - 4 — — — 5 - —
tubular epithelium 1 1 — - - 0 - —
Basophilic tubules - 2 — - — 2 — —
3 - — — 3 - —
Cyst, solitary 4 — - - 5 - -
1 - - - 0 - -
Cellular infiltration, - 5 - — - 4 — —
Iymphocyte, cortex + 0 — — — 1 — =
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Table 25-2 Incidence of histopathological findings of male rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study

L8200 "ON Apn3g

After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 6 20 60 200 0 200
No. of animals 5 5 5 5 5 5 5
Thyroid : Hypertrophy, follicular cell - 5 5 5 4 1 5 5
+ 0 0 0 1 4 % 0 0
Pituitary : Cyst, Rathke s pouch - 5 — — — 4 — —
+ 0 — - — 1 - —
Spleen : Hematopoiesis, - O) B — — — 0) 4 - —
extramedullary + 5 - — - 4 — —
+ 0 — - — 1
Deposit, pigment, brown - 0 — — — 0 — —
+ 5 — — — 5 — —
Testis : Atrophy, seminiferous tubule - 5 — — — 4 — -
‘ 0 — — — 1 — —
Epididymis : Decrease, sperm 5 — — — 4 — —
0 — — - 1 — —
Prostate : Cellular infiliration, - 4 — - - 4 - -
lymphocyte, interstitium + ) 1 — — — 0] 1 -~ -
+ 0 - - - 1 - -
- : Negative; + : Slight; ++ : Moderate: — : Not examined

¥ : Significantly different from control at 5% level of probability

%% - Significantly different from control at 1% ievel of probability

No abnormalities were detected in the brain, parathyroid, spinal cord, trachea, thymus, adrenal, stomach, small intestine,
large intestine, urinary bladder, sciatic nerve, lymph node and bone marrow from animals of control and 200mg/kg groups.
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Table 26-1 Incidence of histopathological findings of female rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study
After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 6 20 60 200 0 200
No. of animals 5 5 5 5 5 5 5
Lung : Accumulation, foam cell - 5 — - - 4 — —
+ 0 — — - 1 — -
Liver : Microgranuloma - 3 3 4 4 2 3 4
+ 2 2 1 1 3 2 1
Necrosis, focal - 5 5 5 5 4 5 5
+ 0 0 0 0 1 0 0
Degeneration, fatty, hepatocyte - 4 5 5 5 5 4 5
diffuse + 1 0 0 0 0 i 0
Degeneration, fatty, hepatocyte - 5 5 5 4 5 5 5
periportal 0 0 0 i 0 0 0
Hypertrophy, hepatocyte, - 5 5 2 0 0 5 3
centrilobular + 0) ® 0] ()] 3) (3) ) )] 1) & 0] (1)) 2) (2
+H 0 0 0 47 2% 0 0
Kidney : Basophilic tubules - 4 — - — 5 — -
+ 1 — — — 0 — -
Cyst, solitary 5 — - - 4 — —
0 — - — 1 — —
Fibrosis, cortex - 5 - - - 4 — -
0 — - — 1 — —
Thyreid : Hypertrophy, follicular cell - 5 5 5 3 0 5 5
+ 0 0 0 2 5 %% 0 0
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Table 26-2 Incidence of histopathological findings of female rats treated with tetrabromoethane
in the repeated dose 28-day oral toxicity study

After treatment period After recovery
Organ : Findings Grade period
Dose (mg/kg) 0 6 20 60 200 0 200
No. of animals 5 5 5 -5 5 5 5
Spleen : Hematopoiesis, - 0 — - — 0 - —
extramedul lary + 5 - - — 5 — —
Deposit, pigment, brown 0 -— - — 0 — —
5 — - - 5 — —
- : Negative; + : Slight; ++ : Moderate; — : Not examined
%% . Significantly differeni from control at 1X level of probability
No abmormaiities were deiected in the brain, pituitary, parathyroid, spinal cord. heart, trachea, thymus, adrenal, stomach, ..

small intestine, large iniestine, ovary, uterus, urinary bladder, sciatic nerve, lymph node and bone marrow from animals of

control and 200mg/kg groups.



	表紙
	目次
	要約
	緒言・試験目的
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-30T16:21:06+0900
	National Institute of Health Sciences




