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R-1029
4. EH

TuwrsoaRFrn 0 (HBE: a—rFA0) | 30, 100 XU 300 mgkg %,
Sprague-Dawley % SPF T v b OREIZIIAELAT 14 B MR OZZECHIR 28 L THIMRETH
(42 B ¢, HEZIIXREHT 14 BERORESEE I EEHFEZE L TEY 4
BET (42~53 BE) BEL, RERSEHERVCEFEREZEEZRF Lz, EiZ, 0
KU 300 mg/kg HEFICOWTIT 42 BRERE L%, 14 HEOREHEZRIT. &
HEOFHHEERET L,

1) REHXESSH

—RIREE, B —RRB OB, MERE., BHNE. EREBEORE. FE.
EBHEE, RRE @BAKE2S0) | LRFRERVCMLBIEERE T, BRUERE
LA EBEIRD NPT,

WEZERETIR, BEERICBWVW T, EEHOBED 300 mg/kg 58 CHFBOMEX &
UHXIEEORME. 300 mg/kg REFH O TR, MEIBRORIBOHMNEREORED
OO, MBI C/NER D TRERE R, FRHAR O BAREESE & UK
INAZFEOEIED 100 mg/kg PLEDOHEEEBOEK 300 mg/kg T E5HOMIZ, RITT
FREMBO L OTRE DOHIRS 300 mg/kg WEBEOHEIZTRD Sz, EIgicHE
BRI 2o, HRETRIZBWTIE, IRESORREED 100 KT 300 mg/kg &
SEHOMBECREHAENEE L, ARENICBREEOVS AN 100 mgkg LA EDOFRE
BEOIER U 300 mgrkg HEEOBEICR O btk AERFREIZBVCIL, 8T O fFiE.
BIBEROBOEIZMA, Bl CEMRMEDEREERCESE, RHEE OFEEL
N LIRS LR D BERIR (LS 300 me/kg W EFEOMEIC, BRIROEM _EEH
FEDRER DS 100 mg/kg L EDFEREOHEKR X300 mg/kg B EEHOMIC A LN, E
BEOBMIAONT, HBELOBRELH NI LD, EEMNEHNOELLTH ST
RBHELBXDNENERIITHATh =,

2B, 2 BEOKREICLY, LRSI COBEERCEENER LIZZ L bAIEED
BlEEBEZONT,

2) EIEFEFME

HEAH, RRETICELLEE, KER, BEERUCRBRITITHRE L SHERY
HREFORMICARZIIRD oo, £, HER, HEH, FRER, &R
KR OCHERBUC OB L FERYEREHROMICERZEITRO bR T,

HAR TR, Mk, SREE, HERRUER 4 BOKERUCAER 4 BHRTRK
CAEFRIZIIXHBE L EHEBRYEREHOMICABREIIRBO OGP Tz, £, T
BTN b HBRMEREIC L DHOPRERIAONRI > T,

—77 . MBHETRESY 2FAEFNRRE, K, SR LEOIH L, 300 mg/kg ¥
BB TIIRZEEMN 2 6. FNEBWH 2 HlA L, 300 mg/kg ¥ 58 TRIRHIF A
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EEL, HEREOSEROCHERDKESA LI, BEITBOEBARERY
30 mg/kg WEEEICK 1 ], HAERDOE LB 23 300 mgkg 5B 1 A2 DIz,
HETBORRBEMORBIRRICEN 2L tmEMHOBILRBICERE LR o7,
L2>L, 300 mg/kg ®EBHCTHAERDER 4 BAFEN 80.8% LK THEEAZ R L7,

INLDOR/RERNPD, TuErna A ¥ ORBEEEESRIIXTIERERIT. BB
RO FREED 100 mg/kg A EDOBREFEOMHETRO SN D, HHEL HIZ30
mg/kg/day & HI¥r L7z,

AFERAEFMEICR U IR S R ORI T 2 EFERIT. 300 mg/kg #&*
ERTREEEYD 28, TEEYS 25 %O, EERMFABER L, LERROR
. HAERDKME, HEROER 4 BAFROBETHAIBD ONIZZ &ML, WT
b 100 mg/kg/day & HEF L7,
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5 #E

FEGBEERARREFETER (CEWHESNREOEIIL LY, TuEsnm

RAFDTy MeAVEBORECLIRERSEYE - EHBEREHSHBRELH
BLZDT, £EORKREBET D,
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6. HBHHRUAX

6.1 HERVMERUERK

6.1.1 HERME
AL/ A=2=0 G"

FS : A-2187, WfAHEREL)

&t (384)
Bl

CAS &%
HEEX UL TR

oFE

MEE (GC)
AFE
EIRIZRBIT AR
REFEHE
RFBET

BHEWEOREE

UTOE®RE L HBICEALL GR

JuaEruvua A Z L (Bromochloromethane)

" Methylene Bromochloride

74-97-5

PN

Br Cl

CH,BrCl
129.38
99.1%

1000 g (500 g % 2 )

EmEFRRE

AIERT GFAE : 1~10°C, EJE : 3~6°C) | B,
T

HEBHIERT HROPERTFEROE | SIREERY
BHRs=

EEEOBRRZ+DITITV., A7 RERE, RE
FREO@WYIRERLZEMA L. EROEME,
BMEEDREL 220K 5RO 5 R B RIT F,
BEZRED, 29B30W&27T 2,

BREHER T RICHERESER Y VY —F o ¥ —HE
SR THF 2TV, REGHPORESELHER L
TR, BEMICREIZ o7 (BER2) &
WERWE 5 g ZRIFHRB & U CHBREGHAT #5%Y
BRESEIHRE Ui, STRI/NGT U RERISBESE
L. BB TR OBREIZ TN TEALS LT,

a—2F A
PEJ5231, PEGO0519
FYEHisE T3EmA St
ZFik

14
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RIS : HBEHIRET B 1 IR ERYERRE

6.2 THERBOAR
6.2.1 BERBORBRUREARE

BEILICHNEBOHBRDE LI L, a— V3 A NVIZERHBEIE, HEEL L. 6,
20 RO 60 mg/mL B ETAM L=, BRUIKZK 7S % 7 HIZ 1 HAEOSEETITY,
FERARE CEXRRE (BAaV T ) KANTHEERT (MEREN., FFA%H : 1~10°C,
EHIE : 3~7°C) THRE Lz, HBREITHRERS 7 BUWNIZER L, BRIKIERAMED
Wb D (R=N—FFNE) LIRS CTREARS L,

6.2.2 HEREDREML
AEEME D 1 LT 200 mg/mL FKR (A a—r A A A) X, BaERICANGET
(BBEN, 1~10°C) T 8 B, TOHREIE T 24 FHAEXETH D Z L BKERSHSR
VY P —F X —THRBINTWS (BBRES  A-2187. BMAHER3) .

6.2.3 BERBEDBRERD _

W5 1B EORERKE (5 68) ©2EH, B#EICHWAFRERICOVWTE
KSRV —F o ¥ —HEBHEFT C GCERRIV o LE, TOKE, &1
B L bICEREICRTHEEIT 943~101.0%TH V., FEGEAN (BE : FREIC
X BEIA ; 100.0£10.0%) ThHovz (BAEE4, 5) ,

[ E 3t S A=Y E)

E2y N : =Ll == 5 I
Methylene Bromochloride

= : FGJO01

PR : 99.1%

RIFH A : WEEET (EHEME : 2~7°C) | B, #Hk

REBRT : HERGERT SR ERFER OCEEREENE
RS

[GC & AREHAR OFER

TuErunRZ00.5000g B REEIZREL, N-AFA2-Y¥a )P rEMAT
FRLTLESOmL & UAERRE AR L2 ARBE : 100mg/mL) . 20
ImL ZIEEREIZERL, N-XFL2-En )P ) UTHIRLTCESR 100mL & U72ZEER
Bx AR L (AREE : 0.1 mg/mL) .

ZRERBE n=3 THEERL, UTORIKE > THEENRF %2 AR L,
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S i Sk 1 R&ER 2RER
ﬁiﬁﬁ EmE EXE ERE EFE FRR
(mL) (mL) (mL) (mL)
6 0.5 30 — _ 50
20 1 20 1 10 200
60 0.5 30 1 10 600

VA N-AFL2-Fa )y

[ 7 Zed]
CG 4fF

T A : DB-17MS (0.25 mm L.D.x30 m, FEE 0.25 pm, J&W)
Fy DT HR : He
MEE—F : aAREZ L hT7a—F— R
He fi & : 0.5 mL/min
EAE—F : AS Y v b
A7V v b : 5:1
EADBEE ¢ 140°C
BHER : Flame ionization detector (FID)
R AR : 250°C
H, & : 40 mL/min
Air i & : 450 mL/min
A—TTvITHR N,

A= T o TAE—F
: IVAESN HTAAA—I T THEE—F
A—T T vTHE 30 mL/min

F—7 U RE : 40°C—60°C (10°C/4y. 2 fR%E) —240°C (30°C/47.
13 73 FFF)
EAE : 1 uL
[ R T LA HE]

BIEBRIERFICIZMEIATE 2 3 EIEREAL, T uEson 2 ¥ U OREEBROEY—
7 TREOBERMEZ I Ui, TEEEIRFRERR Y — 7 GEOHEMEERZED 5%
LLFE LT,

FORR, B — 7 BEOHEMEERZEL 0.9%LL T, RFRFMOMHEMEERZL 0.0%
THY., T RTHEREELBE-ITHRETHoZ b, ABECEFEMEIIRIEIN
7o

[(RIEEDOREH]

BEREZIEEALTT e on X ¥ O — 7 mEOFEHE(Qs) #RD T,
ACBEERREY IEEALTToEzun A X 0o — 2 EE (QY) 2R, U

16
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ToRiCLVHERBGROTnEsnn 22 VBELZRD, ZOEHEYEHLE,
£, TOEHEEHANVTRRAMECRHT 3868 (%) ZEHLE,

BIESHIHY U E /0 A 5 VB (mghl) = —3— *AXF

Qt : BEERRBOTaErZuun A XL O — 7 HHE
Qs : EEBKROTrEsoa XX L OEHY— 7 EHE
A EEREFOToEsoaRF EE (ng/ml)
F o &R '

6.3 HREREWY

Sprague-Dawley & SPF 7 = b (Crl:CD(SD)., HAF ¥ —/I R « Y N—FREH, B
AEBTEVFZ—) O QIEEVH 73 L2 Z2h § BHTAREY L, 15 BEOKR
& - BESE 2T o7c, €OM, —RREBOBIE (1H/A, F#lL2—-BRREORER
BlbHmF 1) . ARERE @WAMHERERCFAR3 B, Z0O%IGE 1E) ROHEAE
HRE (REMRKETHO 11 BRE) 2EIZ, #X—BRE, X —RRER RS
CZENZTNREE R ED (RESNS BFRHE 48 TR O 58 L2 Zn ZHBR L,
10 B TR EICER Uiz, REBRBRFORESRBIIME T 350~419g, H1X 212~267g T
Hol-,

RE, BESTHEESTYE (BERBOMA) OKEIZIVEHEOEHBEENTE
HEFHELRD XOFHRIZE VM, BEOBFTIEarya—FE2HWLT 1
v 7 BEBEECEESZMBEORLEGLYE (Tuy /RBETHERBESERL, &
BREEVOENOBEESZEELICEY TR) TiTok, BOTLLBRA S8
DO b, EIALEECHEAMEE O 1 KXo —F VIEMEET CREL S, BV O
14 PRI EAERM L U CRHGRETE L, 72388, MEfE L EAEME W I T 2
L L ORI REBEROVRVEDRL LN Do), REKRTH, RERH»
LRI L —F NVERER T CREFL ST,

) RBEEEICHE., BMRIEEITIRE 60 IER O 70 ITCh o 7240, ERIT LR 62 LR UM 73

EASIRA X i=,
##2) : BIRGIRIENH (P) . BEH (B) . BHEEY M) ROBEKILY (D) 5B L PHE-M-D

(=P) OIEFTRAPHELERL, 4 XI5 H0BHEZRYVETHEEZERE. T4 &M
BYEFT L L,

64 HEEH

B, IREE 21~25°C, fEXHEE 42~64%., #HXEIEK 1 68/ 10~15E], B 1R 12
RefE (07:00~19:00) OEMHEE (FHEFEEF 32 5%) T 77y MKEBERE
7 —3 (W 250xD 350xH 200mm : BAS —IHAE) CEBIC, RECHIF S I
HEE 1COFH2EEFRE L, 2B, HFE 1780108234 BE Tk, K& (K74 b

17
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TV—7  BRF ¥y — R« UN—BREH) EANET IR Fy sz asr—T

(W340xD400xH185 mm : HAZ L 7HREH) CREEMCRE L, AHIER
AR NMF (BUHRIBE ., ) = Z VEER T EE RS, o v FES: 090423,090521)
BARAT L ABUGHSBERH O CHBICERI Bz, 8BKIIKEK (HBEETEKE
K RRAKEMSER) ZEBRICERIET,

FR T DBEBABEZIZOWTEIFER L7zr » MZ-2Uu T, Eurofis Scientific Analytice
TEME Lo EREAFEL. KEIZ DWW TiL, Eurofis Scientific Analytice TEH#IAY

(FE6ME) IWHE M LIZOWRREAFZ LU, SRAKIZHOWTIE, KEEICHER LK
BOoOSWMeREERBEEL L ¥ —HBXELICEHH (FE4E) IEEL, BREAFE
Uiz, Zhb0F—# iz X ol SRBAKROKREHORBAMEDPREBEREICEEL
EZBTRREORNI LEZERL, STREEDELERELE,

6.5 E D E A :

B OEEBRINIATRR NS EEL O TiTo e, #RT®RIZ, AF,—2
CHEZLICBST LIy —U I~ zfh), BRRES, REEE, REE. 5. o9
EE. BFEES, FRTER (EHOERVEEHOME) | RERRILE (EHOM
) RUSHE (EBOM) ZHRELL,

6.6 BERE. BEHFARUESEHEECICEERRE & Th o 0RIRER

B 5B ¥ IL, OECD Guideline for Testing of Chemicals 422 IZ# U, RO 5 %2 BIR
Lz, #EHEIT. EROBROEER O CRER 14 AR, REHIH 14 BAXK
OSBRI T4 14 BRI 42 B . EFEOMECAIELRT 14 B . 2SR HIRE X ORI
MzELTHEAL4IBETCO2-53 AfE L,

EE R EERH ORI ONT, #EK TR I4EME L, TOBKEL, B£%
To 7, '

6.7 BEHE

W5 FEEX, TomHEOROREIZE L C—RINBAERO&REL Lz, REFE
X 5ml/kg KEEL L, 7LV IAEYUFEAWVWT 1 B 1 BEHEBO®RS LE
(07:50~11:19, 7272 L, B#ERICOBP THoBMWIL. DKL THED 13:56~14:44
WS U) , BECIIESE (a—rA A 0) ZRBICERE L, BRZLoiks
RE GEREA :0.1ml) REFOKRELZEBIZEN L, 2B, HOMIREY OEKR
7TBUBICOWTIIER 7T EOEES ABIZEH L,

6.8 BEERUBER

#5813 30, 100 20300 mg/kg/day @ 3 Fi&EE U, SEEZ N 4 BERE L,
134720 OBMBIIRE AT ) EHOLH CHBESR 1215, ZE LRWEERL LT
SBEERCEHER OIS ST L, B, BOXMBERVESHAEHORNES 8

18
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ELEOBMIE. B ST B R EE R BT L B RE 2% LICR L,

®1. BERE
REEE wER BRBRBE | B55E i EH R
(mg/kg/day) | (mg/mL) | (mL/kg) Bk | BBES | B | BnES
\ B | 12 [1001~1012| 5® | 1008~1012
XS PR B 0 0 5 |w| 12 |[1101~1112] 5 | 1113~1117
RE| 12 |2001~2012 | — -
ERan 30 6 S | 12 |21012112| - _
\ B | 12 |3001-3012 | — -
THER 100 20 5 g | 12 |31013112| _ B
‘ BE| 12 [4001~4012 | 5® | 4008~4012
FREH | 300 60 Sl 12 |4t01-a112| Ts5 | 4113~4117

) BEOEERIIERI VBT LE,

6.9 BREEOERTIRN
FIEELZIToErson 22005y AW 14 BERERDRSEERR
(FHERER) | BHRAXESHER VS —F B 72— HBREE : C-RI125, BEE : 100

300 & U8 1000 mg/kg, FRATER6) V2BV T, 1000 mg/kg 3% 5-BF DMERE THREE, 1T\

THOEBROBITRERA S, ETEEOHEMMEER., M oHREOHEMEmE W
CEEEORENBO b, £, BHETIL/MEERCALKREORE. FREE
DEE, O XL, M CEREEOSHE. IIREEOKMEIR® biviz, 300 mgkg

BEHTIE, HOFRBREVCHOBREEOSELRD LN, TNHLOEENDL, &

AR TIIBRSHEP FRABRON 3EMICR D Z L 2BET 5 &, 1000 mgkg iXAR
BROBLEEIZEIFGIEDREELZ DN, LEBoT, 208 113 BETHLMRERY

BOEENRALND EEDNRS, 300mgkg ZHAEL L, UTAKK 3 TBRLT100

EO30mgkg D3 AEEZRE LT,

6.10 HERUKREDSX
HREBOREIXITROEY & L,

# 51 EBRAA B 5 1H

®E1BNSTH &5 1H

LA AYALS| (YR 0 B

RRFCICELEBE : RECEHEE 2 0B & LTREE
DR TH :=ZH0H

I Wi BR 44 B B 1B (BREHEKTOER)
HEE1HE»57H :[ElE 18

6.10.1 —RIREDEE

S2EFCONT, REYHPIZ3E/AE REM BEQ 15 KRR OEEH 2 B
®) | EEHIFAPIX1IEVE (FRD . ThEhEAR, RBRE. 8. TEXUH

19
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WHOBREREDO—MRELZBE L, 2B, 8032 FF o COEHMLEEIL,
A —RIRRE DB L ',

6.10.2 HHT—BRRREBOHRE. BEERE,. BARVBREDEDIE
M —RRBOBEIL2BEICOVWT, BREMFEIELR GUEBRT) T 16,
FEHOBEIIREHFPER | B, EHOMIRERTRESE P EE 1 B, 22 HE .
EREE P R ORASETIIRESNTZE CGRREMITER 1, 7. M KXT'20H, R
REBEMWIIRZE 7RO 14 B, HREWITEA 4 8) KEALZNT -T2, EERIIRE
HE P R OEEHFH S ER 1 BT 7,
HEERE, BHAERVERESHEOHEX. NEHRVOBHEROBE CHNES
8~12FD SE, FDMOEHR OEIEFH CEHMBEENEFEWVIE (B L, EFHMETLHHIE
D SEIZDNTITo 7, BEHEPIIEHOMTENL4H (H&EHE42-45H) i, €D
IR EHEKTE (568, #4541 B) &, EEHARIIHRERVCESHERD
MERECEIEHIMETE (HE 28, S HICEE 12 8) 1707,
LEOBE, RERVHEIEIX. 82T FAZEBL, B8FICH L CTEREER
EOFEBEHIR (7742 Ffb) LIERETITo7, 28, #Fl2—RRKEOBEK
U REREDCEE - REBRICOWT, EHFT —FLMNIX a7 LR ELZ A
THREeR LTz,
1) FEl2—REOBE
. F—TURNBIE
R ER, RETH

s FIFH-TOEE
F—=YNbOWMYVBLEE, #E - KEORE, R - 2045wy, REKZEH.,
ARG PAGIREE, FIHLREIE., BEMEERE (IR, WM. ZE, BILE. EFF
) « N R TERT ARG, N R TREORRS

« F—T 74— FNBIE
EERREE, KB BRETE, FRTE, ST, B FEVL. LH R0 EHE
Pettd (BeEH. $EFR)

2) HEERE
BRES, RS, BMRE, BREG. BILKS, ZPIERRS. &g
3) EBHRE

MEEREIZB| & F &, CPU 4 —Y MODEL-9502A (7 A 22— =7 U v 7KK
i) 2AVTCHIBREOCEEOR D ZREE L,

4) BREREBHEOHE

BABEE IS &htx, EREBMAHBREE L Y—NS-AS01 (FAEtt—=—n ¥
ATUR) ERVWTABEDELZAE Lz, AIEX 1REE L, 10 5FRBRT 0~60
SOREBDESZ LT,

20
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6.10.3 RE T

EROREII®RE 1, 4, 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 2 R CEHKRAIZ,
EEBEOMBBEIIEHOBEORIERIZMZ, EE 1, 4, 8, 11, 4 ERCHRBII, B
DOHEIXEE- 1. 4, 8, 11, 15 B CRREMIIERSE 18, 22, 25 KU 29 H (EH) ) .
IR0, 4. 7,11, 14, 17 RO20 8, A ORV4 BRI HRBIZBEELZRE L,
B, FREOSBBARBRISHBOKRTIEREINZEFEORL 0 BOKEHE
(13:44~17:00) ZBR& . 08:04~10:25 OICITo 72, IR BICIIHAXMNBEEEREHO
e, BIEPLH 16 AE IR OEELRIE L=,

6.10.4 = H5E

EREEICHOWNT, EBHORETEE 1, 4, 8, 11, 15, 32, 36, 39 KU 42 HiZ, [H
EROMBEIIEROEORIERICMA., BE 1, 4, 8, 11 XV 14 HiZ, EHOHEIIR
51,4, 8, 11 KRWCISH, #HIEL 4, 7. 11, 14, 17RO 20 BETCWEHL 2 KM 4
BIEARHEZEEL, ATEOKREENS 14200 | AEEEZEH L, REE
EOEEEOHIEX 08:06~10:36 DEIZITo 77,

6.10.5 EiREE

OO REEIZONT, BEFEBZEENOZEPBOLNEETER (Fa)
FEHR LR U7, REATIRSHE SRR BENE (P) . REY B) . RE%
M RURBREKREH D) ZoEL, BEHGERIABEXOCEBEHRIOROHEF
HME o (HRAH) 2R, £, BEEREEICTIHAHREEZR L
BEEEOEEEFR/ 2, 2B, PE->M—-D (—-P) DIEFTHAIHELLERL, 4X
XS HOBRHMZEYRTEELEE. This AR E Lz, KEHRPIIE
HENOBFOFELRN,

6.10.6 RBEAE

REEATHR G MK T %, FURSHOITHOMES 1:1 CTREREBEXE. T8, &
IR S DN IEEERFICE T 2R L b0 RBMM L A Lz, KEHBAEE 0
AERELTCKEETRELZAKEA,

2B, KRR SRR o7 300 mgkg BEBED 2 6 (BIWE S 4102, 4111) 13
REEHMRETREZEIRO R &L LT, —RREOBE, il —RREBOBIE, KER
UBHEEORIEL NCBRE#1To%, 72, KBS 6 BICRZBEMIZONVT, ¥
FORELMRAY2ERER LER, 300 mgkg REHO 14] (HHES 4101) 1315
FERDRL, RERBIBORBEERIE LTI EBHBA L, £ 2 CREHR
SHEZEFROB & L, HESFHME LTH-oTz, T HEMIITIRE 25 BD 10 BEE T2
SRBET Loz e EREITV, IHROFERE2HER L-HR, FRIIBD LN
T AL AR L. FIEHBFOT —& BT L D BRI L,
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6.10.7 o g Y AOS LR Tk

1) BEWMOBE

RERESMIILEP BRI, SRREBOREOFREZBE L, Hh&T

DRERITEIE 21 BA2LER2S HO 10BET1 B 20 (&1, F%) 1TV, ERHH
R OSHEMTHREELER, RE~ORHIX1 BEAML L Lz, SN 17TRETIRT
LA EORERAL0E & Lz, IR 25 BOFRET 10 B £ TIZoth LAaad 272 300
mg/kg 58O 2 6] (EHE B 4101, 4108) X, =—F VERELT CTHEREIAREIENIC X
DRMBEES T REREZITY, RROFEZER L, COHEE. ERIIBDHLH
Roleled, HMIRMBP OF7 — & ZFEFHEN L VR Lz, SRR T LEEBEY
SRR EVEREOLBOFELX»BEL, BHLI4BETHEREZBA I, RED. ¥
BEOBILZEEL LTEARELBEL,

DR LT-REIIEAL 4 B0 —K (B 16~200) EEIWARILS BT, &8
5 MM EFRER CMEILFERED - O ORMBIT, FOMOEW LT —F VKB
TCREREIAREINNIC & Al B3E & ¥, BUBEROEFREEZE X -,

XTRREER O 30 mg/kg | EFEDOE 16 (BHES 1107, 2101) IEH 2 BE TicH
AREFIBEE Licizd, 42 Bl —F ) )VERER T CHEREIAREIETIC X Y A E5E
SHEBIRETV., BEABRUOBERER T LT,

2) HEROBE

HAER (% 0H) ICHAEREK, EREEZE -, HERIINREFOFELE
872 1, ﬁ%%ﬂmtf%é&mmbt” BaEgicgd s vz, HAERREREOS
BrABAIRETER 1EITo, 2B, BERROFECIRIIEELE,

Atk 4 BIZEREFHE LR, 20012 = —T VKRBT CHRUIMESE X THBR 2TV,
BAE. BE - BERE220HRE - HEBROREOREEZR -, 2B, HAROKEIX

BEFICHEEZNE L, SEEA CH-ENICTFHEZEH L,

T ESOMERH, BEOAYS LTH. 0EOPELPH, RRPENOKE S, BR. &
BEONT A BIRBOPRLPRE S, NERRORH. BROES, BR, %K. XA,
MHOR S, BiR, HOK, KERVCELEDOAT LV ACERLTHEL, EXLRER5E
BERFELE,

6.10.8 REE BEKEHEEED)

BREKRTH (568, &53%%5)&0@@%7@(@@2L\@§%ma)
WCHEOEH S B HRERVESAEROBENES 8~128F 0 ST, ZDMmOEIIENE
FORHEVSH) WZoVT, TRAEERSBZ LY PLES—VITEL, &R - B
BARTTARMEREZ, ROTHHAER - BEREAT CZ20O%O 20RHREHER L,
B LR AO 4RFFRIZCONT, pHUTILEE CORELRESY, TORIZELN
7220 FRRICOVWTRBER VRBORERIT o7z, REL 4REHORE L 20 B
DODRE*EHLTIEEZEH L, BAEIZ. BRBEEZ LY PLEF—JIRIREL
ZZIREECHIAD B O 1 HOEBAKEZHAREZHNCRIEL =,

B, BE HEORBREIZBWT, KEFRIZLLDEEZEXLNIBEAKECERLEE
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DHE1G (BpES 1008) ICAHDND, SEEBICSWCERE (568, &5
40~41 H) 2E B L=, BREOHER,. BABRIERT— ¥ LRABRETHIZ &b,

BRECEEZERALE,
BREEH #H E F Ik
pH A=vavAFi9IR-TEA BB [7— 27 LA HRR&] @
mAEE A-YaVAF49IR-TEA BB [7— 27 LA BRk&t] @
rhotk : A=Y1/AT19IA-TEA RBIE [7— 2 LA R A4] @
F I a— R A-VaVATA9IA-TEA BB [7— 2 LA BRE] @
=g A-V3VRF49)A-TEA RBKE [T — 27 LA #kReit] @
EUAEY A-VavAFIyIA-TEABRBRAE [7— 27 LA X &] @
VAR A-VaVAF (I A-TEARBE [7—7 LA %R &H] @
=K HAREIER
ThHE R
FE QEHERR HRMAAEYy VERHWZEEHE (BAr : mL)
BiEE KEETHED (BAL : mOsm/kg)
RE (20 BRHE) ARV Y F = RWEZRERE (B mL)
FAE (Q4FHE) HEEHE
1 AR EH RS

a) : AUTION MINI™ AM-4290 (7 —2 L At X&)
b): BHNRBEREERE b7 FRXFZ v b OM-6030 (77— LA #&tt)

6.10.9 mEFLEE

EREREFEROEEHFET RIC, sIA»L—& (19 16~20 i) BEIE &
BRMEREAR S L™V [2 oW T, =—F VBB TICBE L. BEXEIAR)S EDTA-2K HER
Mm#E (SB-41: A A v 7 AFEXE4H) [CMEH ImL 2R L, UTOEB 2N
HE Lz, 7B, B LZ2FzovyT, May-Grinwald-Giemsa Je@IEIZ K 2 K%
HEREZER L, L, 7u b BV, HHESs be R 75 RF o HF
MERT7 470 ) —F U BIZOWTI, 3.8%7 =B F U U ARIKMRRE (LK
IFIIHML 1 BORIE) HERUTZOEEZRELSEE (89 3,000rpm, %9 1,600xg, 10
D) LTELnmfEEZHWTEELE,

BREEH B EF F B {r
7R ifn BREL(RBC) 2HEL—PF—Ta—H A A MY —° 10%uL
~NEJ 1 L B(HD) VT VA MNESRECEE g/dL
~= b2 Uy MEHY) MBI R BRI ERAR D L EH @ %
EHHR IR RE(MCV) 2AEL—F—Ta—% A A Y fL
EEARMER D AR EMCH) RMEREEF~TS o ENLEH 9 pg
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BRE®H B ® FH Ik H fr
SE# 7R i BK 1 68 38 9= X (MCHC)

~NESREVEBRUBAY 2 Yy MENLERH g/dL
R M ERLR (Reticulocyte) RNARBIZXBL—Y—T@2—H A FA FY—E? %
1 /MR EK (Platelet) 2HEL—F—Ta—HA hA FY—359 10%/uL
A 1 2R E(WBC) 2AEL—YF—Ta—HFA bR RY =9 10%uL
BBk 4y 3= NG F—PRAILLZ T u—3 A b

ARV —ERAEL—PF—Tu—% A FA R %
AR MR DM E?) S~ dF o A —BREICED T —F A b
APy —ERAEL—YP—Ta—H% A X Y —? 107uL

7r b U PT) smy ME? s
EHLES berRT T RF B (APTT)
ray bEY s
747V =5 (FIB) hurRFIRF Lk mg/dL
=R EH#EE
c): BREMKTREREBERE 7 FU 47 120 (Siemens Healthcare Diagnostics Inc., Illinois,
USA)

d) : MAEERE HBHRIZERE ACL 100 (Instrumentation Laboratory)
ED : ERORENHZEFMES SITIILTOM L Ui, 238, 14104 Z8MRE LI2RB,
BEEL L,
i3 i3
1001~1005 1101, 1104, 1108, 1110, 1111
2001~2005 2103, 2106, 2107, 2108, 2110
3001~3005 3101, 3102, 3104, 3109, 3112
4001~4005 4103, 4105, 4106, 4109, 4110
H2) o fFRER, GFEAER. FHEEER. U 2o%ER. BEERROKEIEREER

6.10.10 MKI{LFRE

MEERERRE & REFCERR LR BEEERIA O R RBRE (X V=7 M-
F—bhEy 7 TAERRASE) TRV, FLoBE (793,000 rpm, # 1,600xg, #9710
) LTELNTEMBEZRAWVWTUTOEEBIZOWTHIE LT, 7272 L. AST, ALT.
LDH X y-GTP IZ oW Tk, ~XU U E (MK 1 mL M7 0 9 20 BEzDA~S
YY) WCEBRLUZMER 2mL & E O50BE (79 3,000 rpm. %9 1,600xg, K 1043H) L
THELNZMEE AW THRIE L,

REER W ow F & L A
AlP Bessey-Lowry i © IU/L
BalLrRFa—nL CEH-COD-POD i © mg/dL
MY ZUES AR LPL-GK-GPO-POD i © mg/dL
U iEHE PLD-ChOD-POD i © mg/dL
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BREEE B & FH W& B fr
BrReY ALY EULEYFXF—PE? mg/dL
Fa—R N a—RFe R s —FEo mg/dL
RERER Urease-LEDH ik © mg/dL
IVTF=v Creatininase-creatinase-sarcosine-oxidase-POD ¥ © mg/dL
FhU A A 7 RN EREE © mmol/L
FY T A A F U BRERE mmol/L
BER BEEEED mmol/L
HNT T L OCPC ¥ @ mg/dL
| Y TF U mg/dL
wiAiBEg Biuret ¥ © g/dL
TNTIv BCG £ © g/dL
A/G bt RIeABERERT VT I U LEH

AST(GOT) UV-rate ¥ © TU/L
ALT(GPT) UV-rate ¥ © IU/L
LDH UV-rate % © IU/L
y-GTP Ley-)" W IW=3-WE ¥y-4-=pn7=) b 3 © UL
AR E e

e) : BRI FZHBEOIEE TBA-120FRE (EE AT 4 NV AT b XBRASH)
f): EHEVERESITERE PVA-all BRREH-TFIF o« LA LAY NVALY)

6.10.11

REPRE
) FmEROFEEENE

TRCOEFEMICOVWT, EREEEAROCEESBKT B O MK - iKEFER

Bzt LB (SHMES 5D JERMOEZIC, £OMOBYT=—7 VERERT TH
REARGIBTIC K 0 B BOE S ®2%1i2, EhEhEsE - 518 - i - Elzaba
HOHRE - MBORRIC X 23 RREN 21TV, BREEH/ L, 2B, Y

(BEY) 1329 5 B ORBRRICEBER CBRBEEE R A 2, WWT, 0K - MKk
FREICH L BB SITIZ oW T, TR THE (FREURER LEZ26)
DER BNEERE) 2WETIL LI BIERLHRBOKENLAEE 100g 17
VOMMEERZREH L, 2B, *HE 2 REAEOREIZ DWW TRERR % i H
E L., £DOAFHETHE L 72,

g, FORER* (BBU/MEZ&Te) o MR, DR, FPER. FRIR. BhE. B,
FER* R L :

2) REABERE
EEMIZONWT,, BLTIZRTERE - A2 Y VBEEE 10 vol%ed/l< U VIR TEE.
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BRELE (AERICHIZIZY VBEEE 10 vol%edi~ U VIKEEALKL, 72770, ¥
BEUOREEREIT T VHECTEHE LR Y VEREE 10 volndh <) VK TRFL
72) o MNT, N7 4088 LE, AL (TREBELZHE - AIZEE -
FREOHELE) . A bRV Ty 24Py (H-E) REBETV. 205 bXIREE
ROVE BB O MK - MR FREICHE U RS 5 LY O 284 o R IRAD 2 %3
LIz OWTER L7z (BRE, BELE, 78, BEC O W CTmEAIEHE L. Mz
GimR, LFMR, FRB, ER/ME, BT, BRROKEE (BEZET) 12201 T
HEAERE L, FRIZER) . TORKR, HEOCHE., FIRBRUE. MOBIER
OB EREOEESRON-T-D, EREVNEEHOLSHIZOWTERL
Tro 2B, BEIZ-SOWTIE, A~ MV v - x=FPr (H-E) RATHEBRYERS
OEERFEDLN N0 T2lz), PAS « ~v MV ) VREERDER R OB
A7 (RTF—DVIXEVE) OBEI TbRolz,

KA, /N, TEAE, FH (BE) | LEHRR, FIRE, LRAME, BIT. iR,
MR, ST Y > °8, BBRIED o3, LI B (REXEED) B, +2H
1B, 2285, |G, B, . ERE. FTIE. B, BERL. R, RR LA JRE.
FE. BE. g (FHzEl) | XKIRE (BHE2E0) . RIRMEFE,

B ERRIE (HIT) :

6.11 #EEHEiT
6.11.1 INTA—RDEH
 UToORICEVRESRE, ZEE, BB, HERERUCHAEROEEEZHI LT, &
IREIR., BRR, HERR, HER IEEFRROEZ4EFEREZREH I LIT
BHLE, 2B, HEROKEZ SO TIXBEY = & BHENICEHEEZRD -,
RER (%)= (KRB E/FIEEMED) =100
ZIER%)= (R LMo/ R LI-f0E) %100
RHER%)= (FEIRLUZHEOB/RZRE LizEDE) %100
HIREARI(E)=F R0 B0 LB TR
HER %)= (H4ERHEMES/TIRMEE) x100
ERB(%)y= (FREH/EFE) =100
FREERE (%)= (FLERBUMBHEIRE) x100
HAE %)= (HAEREMBHERE) %100
HAREFER%)= ANREFRB/HAERE) x100
M= By (RS + 50
£% 4 BEBER%)= (%4 BEEFERB/HERE) <100
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6.11.2 ®E

F— R BELAAER L OEBIIOVWTHHENEEEORELIT -T2,

FBE, FEENE (EROEERY : 85 1~42 B ROEHE 1~14 B, £l : &5
1~15 B, R 0~20 BROEH. 0~4 B, AR : £% 0~4 ) | TR, BKE,
EGRREK, SR, TREEFCRELZA$K. EEHE. & BRER £
FRE, A—7074—N FABE EEK IbHERVEH) . HeEnE GFHb
Hig) . BAKUCBRESHE. RREOCEEMNER, MKFRE, LREFRERD
BEEEIR., I L EFWEREERES KD, RIZRTERBEOGECHE> TR
ELEDY,

EROEH B RERE
=2
B
Bartlett B E F RRE*
TR ZE FRIRE
p=0.01, &558; p<0.01, FF%EH# p20.05, 4% p<0.05, FELEHE
S5 EHE B
Dunnett Dunnett & Student Aspin-Welch
BE mean rank test DLRE D RE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
AR E ‘ R TE TR E W E

*: F=512/522
(2B, si>s)

nE¥T

ERFE, FHERE, HAEE SNREER, £% 4 AAEFEITOVTIE Dunnett 2%
ExfToTe (FEAKE0.05 R00.01, @) ¥,

RRE, BER, THE, HEZE, HAROKELKIR., £BHOXEEDE. HRES
Wk, AFREHEESYE, BARRE, BEFREEIVEH L, Yeates DEFEIE
LD PBERITo (FEKE0.05KRVN0.01, HAD , 72770, HIEEHNSUT
DENBHHNDHEICIEL Fisher DEBEREEHEERICLVREEZITo- (FEKYE
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0.05 BTt 0.01, M) ¥, 2B, BWRERE., #BERKEG, BRES, BEREG, BILR
F. ZBHRERRHFICOVTIE. 2P EERRGETR LD, BT iTh R

27, '
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7. HRER

7.1 —RRIREE (Table 1-1~1-7. Appendix 1-1~1-22)

1) &5HE

EHOHEOBREHETIZ. WTHOBIZ L REII b7,
EHOMEORERIR CERME ST, WTIhoBmIc L BER 1o, L,
EFHOHEOERILMMPIZBWT, MRED 14 (EBWES 1107) TR 1 BIZHEIT
BOE RGN, B2 BETICHAERSHAINET Lz, £2, 30mgkg BE#HO
161 (B ES 2101) TEA 1 BIZHETHOEL ., FEETROENDOHIMmIC X
BEEDOEN, B2 BICE»S OHMIC X 5 HEOHFERIME L TH LI, 292
HETICHARESFIMNEL Uiz, FiZ300mgkg BE5EHO 14| (BhEE 4106) T
HI3IBIZLADEHTROERET, 24 BICEBETIEE L TCH O, HER
14/15 BIBFET Lz, T OB SHRERBICREBEAL TCVWE I 0D, BEIIXHL
THHRPBAN CHo I ¢NEREEZ LN, BRARRICARL OBFERRNVI L
b, BREAEL LB L,

EHEE OO R EHMEFIL. WThoBHICLEEIXR1 o7,

2) [EHEHIM
[EERE OMEED VT OEMIZ L BREIT 227,

72 HHT-BRREOHRE. KERE. BHABRUVBREDEDONE
(Fig. 1~5. Table 2-1~2-84, Appendix 2-1~2-258)
1) 7 —YWNEE (Table 2-1~2-23, Appendix 2-1~2-72) _
R OEEROMEEORSEHM b R CEEHOMECEEHMPIL. WTHog)
M HRE X eho T,

2) FITFEo TOHE (Table 2-24~2-46, Appendix 2-73~2-144)
EHROCEE#HOMEOR SHH T R OCEEFOMBEDOREHHFIZBNT, BE
Wr—UPbROBE LIS WEH, N FU UV ZERYBEWDICS VB XIZRF TS
B H D WITENTREO AL DN BB RE LS LA TAONEYN, HRYE
BREBIZRS 2 RBE TR ho 12,

3) A—=F 74—/ FRBE (Table 2-47~2-69. Appendix 2-145~2-216)

ER R OEHER OMREO B SR T R CEEROEEOEEHMFMFIL, WThoH)
WIS O RF IR oTe, £, H ED ) MERCHREOERICIMRR L FREH
EOMICEBEIRD bR oT,
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4) HEREMRE (Table 2-70~2-74. Appendix 2-217~2-230)
FHOMEOREHME T REOCEEROMECEEHEKE TR, WThogiy
CHERERR Dol o EHBEAMBIC L MR L ZRER L OBICEREZREITRL.
ZEREMKSICHEFEIX R0k,

5) #BAPE (Table 2-75~2-79, Appendix 2-231~2-244)

FHOMEOREHMKE TRIL, HRELEREBLOBMICEFREZEIRD NS
277,

EEREOREO BIEH R TR, SHBEL 300 mg/kg REFHOBICEEZRIRD L
Nipho =28, HEOEEHIMKE TRIC 300 mg/kg REH TREOBAICAERLREMEN
BOLNT, LAL, HEHERTRIZAONZ2VWELTHY . BETHL T LD,
EEEFER O & HMWr L7z,

6) BFHEBEOBEE (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)
EHOEOER 5 HMK TRIL, 30 mg/kg #58 T 0~10 5fE. 100 mg/kg | EHET
30~40 53{E. 300 mg/kg ¥ 55T 0~10 73fE. 30~40 HER T 0~60 DEFHEICHERS
ERRD SN, AEIIERT —F 5L, HEOMNBEOREHFK TRMME
ETholZ LI kdbDTHY, ZHHMARNOELLHET Lz, EBROHOREH
MR TERIL, HERBELAREHLOMICARZEIR D ORI -T2,

EE A OMEREOEE BRI TR, MBI L 300 mgkg BEFH L OMICHAEZEINR
oot

7.3 {KE (Fig. 6~8. Table 3-1~3-7. Appendix 3-1~3-22)

1) ®EHM

EHOMEL bIC, MBEHLEREH L OBICHFERIT R 27,

EEFEOMERE L iz, SHREEL 300 mg/kg B EGE L OMICABERRD D>
7o

2y MEEHME

300 mgkg BEHOME CRELHNMFOKERMEBLFEREESRD b=, #
EHMPIZHbNRWELTHDZ &, BEEkE L ZRHEORAYBMTOFEX
JEFRICAREBM L CWA Z & X 17 ABTHY FENR YT P—IZELTWNWD L,
RIIIBICFAEEPRO ONRNWZ L 2B EThIE, HRDEREOEE L ITHETL
bz,
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7.4 EEHE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)

1) #“EHIME .
EHRERCEEFHOMEL I, FRELEBREHELOMIEREZEIRD LN

77

2) EIEHAR
300 mg/kg BEFHOMRE L HIZ, MBHELBICEEEZEIRD N7,

7.5 RBRE (BKERAEZEZEL) (Table 5-1~5-8, Appendix 5-1~5-18)

1) BEHMKTERE

EHEBIZOWTIER, WThoBIc b BEIX ol

EEEHIZOWTIE, WTHOREERIZBWTORRBE L FRERLOBICEE
EEIROONRPoT,

2) EIE#ESTERE

EHEBIZOWTIR, WTho#8ic b EBEIX ol

TEEEEIZOWVWTE, WTFNORBEERICBWTHLM BB L EREHLOBIZEE
ZiImbohiholz,

7.6 M&EFHKRE (Table 6-1~6-8, Appendix 6-1~6-8)

1) BREHEKTRRE

EHOHEL HICHERYBEREICLDZEBEIR DRI T,

Z D, 100 mg/kg UL E DR EBEDHET~E S 1 LU BOFERBME. FiZ 300 mgkg
REFHOHETT7 47 ) ) =T EORERSE. BERkE () CHABEREENRDL
N, WERLEMTHY . ABPANEEEAANOEL L Hlr L7,

2) EEHRKTRRE

[EEREOMERE L IR EREICL 2EEIRD Lo T,

F O, 300 mg/kg HEFEOHETRMEZOAEREME, MCVEOMCH OFER
BE, 7o b EVEBRORERBEIRD ONLER, WTFRBEKRTHBEZ L
b, EEFNEEFEENOE/L & HBF L,

7.7 MAKIEFRE (Table 7-1~7-8, Appendix 7-1~7-8)

1) #HEHEKRTHERE |

30 % TF 300 mg/kg B EHOMET ASTIEHEOFERZGEIT D N, ZOELIT
30 mg/kg B H-BEORE 3 B (EhiES 2001, 2003, 2004) & 300 mg/kg R EFEDOHE 1 5
(&S 4002) & ASTIEMOREOCEHN W=D THY ., BECEHE. &E
DREICHRL OBERZVWI LD, BROT{LEHW L, F, 100 XT 300

31



R-1029

mg/kg BEBHOHE TR I VAT a— VRO VIEEOHE R EHE. 300 mg/kg 5B D
MTEROFERBENRBO DNR, BHARELTHY, HELHARE L OBERR
WZ b, BREIELEHBT L,

2) [EIEHIRRTRRE

EE# T, 300 mg/kg REFOHETI/ VT F=vOFERRME. RBEOHM CTRE
EXZOFBREERRDONEN, 7 VT Fo oV TRBERTRIZALRRWN
BMARENTHY, BREOZLLHBI L, REERIZOVTIE, BEKTRICHD
NRVWETHY, OEETH D Z L LEEEHERITRV,

7.8 SBEEE (Table 8-1~8-9. Appendix 8-1~8-30)
1) BREHKTRRE

FEFETIE, 300 mg/kg R EREDOHETIFIBROMES R MM EEDHE 2 EE. 300 mg/kg
BEHOM TG, BRBREOBEIBOHENEEOHFRERBESRD bILE,

Z D, 30 mg/kg REFHDOHE THIBROMMERICEEREMEIRBD OB, AE
& OEEIT o T,

2) MEEHABKE TRRE
WTNDBRE - RICBWCHLREE S 300 mg/kg REHLEOMICAEZREIRD D
Nizhrotz,

7.9 BIERFFR (Table 9-1, 9-2, Appendix 9-1~9-106)

1) BEHIMKTRRE

IRB I AR REE N EEE 30,100 X M 300 mg/kg R EBEDOHETENEIO,
1. 2 R34, ETENENO, 1, 4 R 4FHLNT,

Z DM, Table } ' Appendix (C/R T2 E - MMICHT RAL L7225, HEHEERD
WEZEHMR N LEROEEB X bz,

2) EEHRETERRE
Table &' Appendix IR T BE -FBICET RS A D, HBEE R CREER
RO EBHELEEZ DN,

710 JRIBHSPHRE (Table 10-1~10-5. Appendix 9-1~9-106)
1) BEMMKE TRRE
WY EREDOEELEZ DN DB HEHEOFR. FREXCE., HORBXAT
BgizH iz,
JF B : ANEEHLD MR RR AR . R HE AR oD BL 0 A 38 58 B OVl
AZEEDEEDS 100 mg/kg LA EDOREFEDOHERK T 300
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mg/kg FEBEOMET, /NEEF LMD BT O 22 Rk 53
100 mg/kg YL EDBEBEDOMIZA LN, BRXUEF
MR, MIRENFEBECER LR, FETITZ
ABEEIL L X B T-BEREL TV, £, Z0 &
O e FRRERICIE U O . /NEERLE TIEFMa 0B
ARBREEFECHU N SEIEN O L TA A D, N
LD FFRZERMIE, SERBEICRONZERT
HY., R - SENEEERIELEFTREELEZ LN
7ro Fio. MNERDHEOFMRZERLOERS 100
mg/kg YL EDOBREFHDOHER U 300 mg/kg REFEDHEC
H bz, ZoOk5 2RI, —REICIHERRIC
Bh3BABAELEZZONTEY, EEENER
b nwbotEZ SN,

Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 30 100 300 0 30 100 300
Liver
Number examined 7 12 12 7 12 12 12 12(4)
Vacuolation, hepatocyte, central 0 0 0 0 0 0 2 5(0)
Minimal 0 0 0 0 0 0 2 5(0)
Vacuolation, hepatocyte, periportal 6 12 12 7 4 4 4 3(0)
Minimal 3 5 1 0 3 3 4 1(0)
Mild 3 7 10 3 1 1 4 1(0)
Moderate 0 0 1 4 0 0 0 1(0)
Necrosis, single cell, hepatocyte 0 0 1 3 0 0 0 1(0)
Minimal 0 0 1 3 0 0 0 0(0)
Mild 0 0 0 0 0 0 0 1(0)
Microgranuloma 7 11 12 7 9 8 10 113)
Minimal 7 11 8 4 9 8 10 10(3)
Mild 0 0 4 3 0 0 0 1(0)
Hypertrophy, hepatocytic, central 0 0 3 7 0 0 0 2(0)
Minimal 0 0 3 2 0 0 0 2(0
Mild 0 0 0 5 0 0 0 0 (0)
OWIRS HE
B AR B OIEARD 100 mg/kg 2 5-BDOHER O 300
mg/kg REBEOMEREICH DTz, REIT/NERERD
BEERHHLE LT,
Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 30 100 300 0 30 100 300
Thyroid
Number examined 7 12 12 7 12 12 12 12(4)
Hypertrophy, follicular cell 0 0 2 5 0 0 0 64
Minimal 0 0 2 0 0 0 0 2{1)
Mild 0 0 0 5 0 0 0 4(3)
OPZRZ B
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= : BREDOCH AN 30 mgkg L EDREFEDOMMEIZAH D
Nz, ZoOL5REE. ZOBOEBYOERFREL
LTULIELIERET S LD TH S, 300 mgkg #E
BEDORER TN 100 B} 300 mg/kg 5B DM CRASHE
BRRE <, 50 300 me/kg REEETITREE L OPHE
S Hhbhiid, HBRYERGOFELHET Lz, U
EDfc, 300 mg/kg HBEFEDOME 1 FlIZEMRATE R
BROEERAZ LIV, AREIZ. 1 SIOHOEETH
v . FEHOMOFZE D MIZEERFEEIIRD ORT,
BEETCOTEEIBENEEL LN,

Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 30 100 300 0 30 100 300
Stomach
Number examined 7 12 12 7 12 12 12 12 (4)
Erosion, glandular stomach 0 1 2 3 0 1 4 4 (0)
Minimal 0 1 2 2 0 1 4 1 (0)
Mild 0 0 0 1 0 0 0 3(0)
Thickening, mucosal, forestomach 0 0 0 0 0 0 0 1(0)
Minimal 0 0 0 0 0 0 0 1(0)
OPIIHRS e
BB : EICRRF RGO ZE R LIS R REE, 30 X TN 300 mg/kg
BEHOZM1FICALNT, TROEHD S B, 300
mg/kg B EREDHE 1 5] (BVHES 4106) 1. XREHD
REEBL. OB, FRECF R BRI R
EDRENEEFBSBENTHDEZ LLOHEL T,
WRWEHRE & OBEEN TR I,
Sex: Male - Female
Tissue Group: Main Main
Observation mg/kg/day: 0 30 100 300 0 30 100 300
Adrenal
Number examined 5 0 0 5 12 12 12 12 (4)
Vacuolation, cortical cell 0 0 0 0 1 1 0 1(0)
Minimal 0 0 0 0 1 1 0 0
Mild 0 0 0 0 0 0 0 1(0)
OIS HEY
= g : WIALRME 2 E & T 5 LEMIaDZERaZ R OESE,

RIE DFEEH 5 WV ITHIEE LR MAOERRE
{b2% 300 mg/kg I 5-BE DM 2 5] (EhES 4106, 4110)
ZH Bz, EMRMEDOERT, EREERY.
RERERE R L, £z, Zhbz R RAEDO—&
T&iﬁsb‘ﬁlﬁfgﬁ Bﬁ%%,ﬁgo TH LRI, ?LEE%J:
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B OERORE L, MR IS E O FERMEMAREE
ﬁﬁ&ﬁbf&%htﬁ B & DR MEREESE AT R
HbHT, REERIFATH -, FBELEHRER

momﬂg&ﬁﬁfiﬁw6n&motw\@m§ﬁ
@ 30 mg/kg BEFEOHE 1 5] (BVHEE 2101) [ZHFHN
BECROLNE, 20X hAREFEEEREH
BROBEREOREILIL, RIZBEEORZHELZEZD
PISMT, ABIR 2R L LT BRREBOBLE ¥R
LTWEZLREETD L, DHRBICEUERY
BEOBEEEORWMILLOREZERE LT, R
YMERESDOEEEZTHEVHRREZG T > - RE

HELEETE R,
Sex: Male Female
Tissue Group: Main Main
Observation mg/kg/day: 0 30 100 300 0 30 100 300
Kidney
Number examined 5 1 0 6 12 12 12 - 12 (4)
Vacuolar degeneration, tubular 0 0 0 0 0 1 0 2(0)
Minimal 0 0 0 0 0 1 0 0(0)
Mild 0 0 0 0 0 0 0 1(0)
Moderate 0 0 0 0 0 0 0 1(0)
Necrosis, tubular 0 0 0 0 0 1 0 2(0)
Minimal 0 0 0 0 0 1 0 1(0)
Mild 0 0 0 0 0 0 0 1(0)
Basophilic change, tubular 0 0 0 0 0 1 0 1(0)
Mild 0 0 0 0 0 1 0 0(0)
Moderate 0 0 0 0 0 0 0 1(0)
Granular change, papillary duct 0 0 0 0 0 1 0 1(0)
Minimal 0 0 0 0 0 1 0 0(0)
Mild 0 0 0 0 0 0 0 1(0)

ORISR gy

Table & U8 Appendix (2779 DODOFT Ak, HERIE REMERFRIMER L/
BRELEZEZ b=,

2) EEHMKETRRE

FFigE. FRBROBICHEBRDEERSEOZERRBO LN, EH L THBAHEE

&U%%@&Wﬁ%ﬁbto
fFlig : NEESL ORI AE K0S 300 me/kg R EBEDREIZ A D
NN, FHLECTEOBRERCHEEIERRE L., H
BEHENTRBR I, E, 300 mgkg BEBEEOR 1 4
(RIS OO BRI BRSE DS A D Te 08, BEAL DRI
WTHY, o, WIAFEORREFLT, KER
14 HEICE Y FFHIBEEENFER L W & ixE 2 8
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. BRETEHEISNL, FoM, HNERIED
R Ze {25 300 mg/kg B G BEDOMREIC A DL,
FHEURTEORERUCHEEIIER L,

Sex: Male Female
Tissue Group: Recovery Recovery
Observation mg/kg/day: 0 300 0 300
Liver
Number examined 5 5 5 5
Vacuolation, hepatocyte, periportal 0 4 2 1
Minimal 0 2 2 1
Mild 0 2 0 0
Necrosis, single cell, hepatocycle 0 1 0 0
Minimal o 1 0 0
Microgranuloma 5 5 5 5
Minimal 5 5 5 5
Hypertrophy, hepatocytic, central 0 1 0 0
Minimal 0 1 0 0
Recovery BIIAR7CE
BR AR : e AR DRSS 300 mg/kg BEBOME 1 FlIC
BWMRBETHONER, EHICHATREDERER
USEE BRI L. HEENRIR S L,
Sex: Male Female
Tissue Group: Recovery Recovery
Observation mg/kg/day: 0 300 0 300
Thyroid
Number examined 5 5 5
Hypertophy, follicular cell 0 0 0 1
Minimal 0 0 0 1
Recovery # {3 R32Ed
= : RE DOV AN RER G 300 mgkg FESFHEOHES 1

BB BETCALONT-OHRTHY | 14 BB ORI
WX VB ERSEOREBIIERLELB L bk,

Sex: Male ' Female
Tissue Group: Recovery Recovery
Observation mg/kg/day: 0 300 0 300
Stomach
Number examined 5 5 5 5
Erosion glandular stomach 0 0 1 1
Minimal 0 0 1 1

Recovery B3R Ed

Table X% U* Appendix (2R3 DM OFT ik, HERRE K IRIBBEZEAIMER D 518
RRELEZ DI,
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711 4@ (Table 11, Appendix 10-1~10-4)
HRAMREOBHIIA LN, FORERH A RICITHREL SRER L ORICER
ROLNRDP 0T,

7.12 REHHE (Table 12, Appendix 11-1~11-4)

REBRBIZBUV T, 30 mg/kg WEBED 1 A ATERBRLETE 13 BICKRR L7228, 300
mg/kg BEBED 2 BB L ahoTz, £, REBIEIBM LS ODOMNTRE TH -
oA DRI, 300 mgkg BREBD 2ICH N, LHL, KRETIKELRZA
. ZRE, BERROZBERICEIMNBHLEREF LOMCEEEIRTDO AR
STeb DO, ZRREVDIIRBEED 12 9 12 4] (100%) ZxF L., 10 #5841 (80.0%)
LIET L,

713 SDBEERUS-123L1REE (Table 13, Appendix 12-1~12-4)

SEREE T, IR 21~23 BIZE&FINEFIZHR L0, 300 mg/kg 58 THIR
23 ROBMPLL | IREIFOARRERVPBED b, REREOFELREERUH
AROFERREIEO LN, UL, HEE, BEK FRER. FRERTH
ARBICIIMBEE SBRERE L OBICEBRERRD LN T2,

BILRETI, —RRETEHE LI, HRED 16 EHES 1107) THik
%1 BICEHBTHOBORL L., 2tk 2 BETICHERSFANET L, £,
30 mg/kg R EFED 1 41 (BHES 2101) THHRHE | BICHEITHOED, FERETR
ORED S OHMIZ X5 EEDOIEN, 2t 2 BIZE» L OHIMIZ X 2 HEDTHENHHE
L THDIL, Dtk 2 BE TICHERSFNRELE Uiz, EIZ 300 mgkg TEFHD 1
Bl (BEF 4106) THHE 3 BICEADEHITROERIET. Sk 4 BIZERE
TR L CH DI, HAER 14/15 FIBEL Lz, ZOMOBEMOERKOWHEIT
ENCRE IR o7z,

714 HEROEHE (Table 14. Appendix 13-1~13-4)
PR OHAERKEICITHBE L ZRSHLOMIIEEERRIRL . AREFE LA
nignoiz,

7.15 HEROERFE (Table 15, Appendix 14-1~14-4)

BEW O—BRIREOBIICHEOBED 1§l (81HES 1107) K30 mgkg &5
BO 16 (@HES2101) OHAERLFANEELAEZLICLY, BAHMTOREER
IEXTRREE, 30, 100 XU 300 mg/kg EEETENEN T, 19, 2RV 236ITH Y, 300
mg/kg T EHETER 4 HEGENRED 91.7%I2% L. 80.8% L ETHEMRZR LTz,
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7.16 HER®DIKE (Table 16. Appendix 15-1~15-4)
HAERROER 4 BOMBEERVEERMEX, SRELEREHEOBICAR
ZiIIRD LN T,

717 HEROER 4 BEIH%AR (Table 17, Appendix 16-1~16-4)

FORR DR R RE SR FREEDOME 1 6] & 30 mg/kg B EFOMHER 1 FlIcHA L0, F
HEECHELOEBEIIR N1, TOMOHERICHBREIZA NIRRT,
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8. EE

JuesnoRAZ0 0 (B a—F40) | 30, 100 XU 300 mgkg %
Sprague-Dawley & SPF 7 v b OREIZIIZELAT 14 B BR OZSELHAM 238 L CHIRRAET B
(42 BH) £ T, METITZCECAT 14 H R ORE MW N EIREIE 28 L TR 4
HET (42~53 AfD) ®#EL, RERSEHERVOEBERESETRF L, i, 0
B 300 mg/kg B EBHCOWTIX 42 BB E L%, 14 BEOREHEZ®RIT, &
HEOFHEERE LT,

1) REHESH
—RRIRER, B —RREBOBIE., MEERE. BAHRIE. BREFEOHE., KE,
BEEE, RBRE BKEZED) | EFRERCIELFRETIL, #BRUERS
WX AEEBIITR DN o,

HEEE T, EHOBED 300 mg/kg %58 CTHIEOM# R CHYEEDEE. 300
mg/kg ¥ 5 OHETHFIR, BBEORBOMMSEEOEHESBO b, HEFERE
TIIFFNE G/ IE P IR AR R, AFHERE o> B EE 58 K O/ EREE D58 AY 100
mg/kg A EOBGEEOHER U 300 mg/kg B EHOMIZ, BIE CRIRFEMROZERILD
BEOHMD 300 mgkg BEHOMITALIL., BRYERSOEENFRI N, M
JBIZoWTiE, MEBFENE LI, EHEENERRIID RV EB I b0,

HRFTR T, BREHORREREN 100 & 300 mg/kg 53O M CRBEHEN
IR L., EBRENICEBEEROUDLAD 100 mg/kg ML EDOBREFEOMER U300 mg/kg &%
EROBIZH DN, HRYE OFEMENRE S iz,

REAABRERE TIX, ATROE,. BIBERUOBOEICMEZ T, B THEMREE
DZERTME R OMEE, RE OGFEE Y CICHEE EEAROELIREWLS 300
mg/kg | HSBEOMEICH DT, BICHFRBEOREM _ EEMEOIERD 100 mg/kg BL ED
B OR300 mg/kg BEHOMICA LN, BRBREEOHEMIIS LT,
MBEOBELHNZE0b, EEALHNOELTHLIFRELE X N5
HIXFRHTH -T2,

2B, 2 BEOKEILLY, LRELCOEERVEBESER LI EOLFHEED
ZEleE:Ex bz,

2) ARaRE ST

MR, RBETICELZAK, RBR, BERRURBERICIIXER L SERY
EREBHOMIIABREIRBO O o7, UL, 300 mgkg &5 8 TREEY 12
DIzt LRASEEDN 2 B, TEEMWD 2B A LRI &0, HESMORERE.
BARRRER RIGRE. R OMIRMER ~DORBRMER G-I X S BOEEBREDLI
Tzo Eio, HER, B, FREHR BRBROHAEREIC ORI L SERDE
BREHOBICEREZIROONRD 212, 300 mgkg FKEFH CTHIEHRAMER L.
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FBEREBOBEEVCHAERDREMBERA L, EEREREH N BEYH R CHAERBE
T L7847 USRI 23 B OB Tidlie <, 2 oEEHRIOER., 3
EREROSERVCHARDEEOHEMALHALNTRVLDD, &R - Hihd DV iR
ROEGHE~DEBRYEREICL DIEEOTEMERRDIL,

AR T, M, ARBER, HERROER 4 BOBRERVCER 4 BEIRETRAK
OCEFRIZIIRBE L SERDERSHOBMICEREIRO N o7, 2,
BITHOBA B REER U 30 mg/kg B EFEIZE 1 6], HAERDOZE LV A 3300 mg/kg
BREBRIZ 1A LN, WETEBOREREHORBIRRICEN 2L, B OE
FURBEBICRE I b o7, LA L. 300 mglkg EFHOZOMOBRETHHAERET
MDREL., £% 4 BEFEDN 80.8% L ETHEWER L, HEROAR 4 HEFRD
BETERORRAHERD D VBB OWMEITENCH 2 0TPE L TRV, RE
MOEFE~DOEBRHER S\ L HEEBOFRENRDN,

INLORRERNS, TuErno R OREREBEHICTIEFERIT. BE
HoOREREEN 100 mg/kg UL EOREBOMETRO NI LMD, MRS HIZ30
mg/kg/day & H#F L7z,

AFERAETEICR L OSSR CREIc T 5 BFEEIX, 300 mgkg &
EETRZESWN 2461, REEHN 284 b, HEHENSER L, EERFEOR
. HEROKME., HAROCER 4 BAFROBRTHERAPED LN L6, WT
1 100 mg/kg/day & HBF L 7=,
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9. X®

D JusrsaaXFZr0Ty M AW 14 BERERORESERR (F
HRB) HRESHRS VI —FEr 7 —, RBRES : C-R125, 2009 &)

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In

Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) AR (1981) : FEZhFEM —EHE & -1, pp.23-27, 387-389, R K FE MRS,
. ‘
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Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane
Motor activity of male rats (Week 6 of administration)
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Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane
Motor activity of female rats (Main group, Day 4 of lactation)
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Fig.3 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane
Motor activity of female rats (Recovery group, Week 6 of administration)
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A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Motor activity of male rats (Week 2 of recovery)
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Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane
Motor activity of female rats (Week 2 of recovery)
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Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Body weight changes of male rats
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Fig.7 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Body weight changes of female rats (Main group)
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Fig.8 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Body weight changes of female rats (Recovery group)
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Fig.9 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Food consumption of male rats
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A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Food consumption of female rats (Main group)
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‘A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of female rats (Recovery group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Clinical signs in male rats (Administration period)
Day of administration
Dose Signs
mg/kg/day 1-7 8-14 15-21 22~28 29-35 36-42
0 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 [0} 0
100 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Clinical signs in female rats during the pre-mating period (Main group)

Day of administration

Dose Signs
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 1] 0 0 0 0 0 0 4] 0 0 0 (1] 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 ] 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 4] (1] 0 0 0 0 0 0 0 0 0 4] 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 o] 0 0 0 0 0 0 0 0 0 0 Q
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
ng/kg/day 0 1 2 3 4 5 6 7T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
] No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 ¢
No. of dams with abnormal findings ¢ o0 0 0o 0 0 O ¢ 0 ¢ 0 © 9 0 OO0 0 ¢ 9 0 0 0 o0 o
30 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 1 0
No. of dams with abnormal findings o o0 o o 0 0o 0 0 O O O OO0 O O O O O O ©O O O O O
100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 O
No. of dams with abnormal findings o 0 o 0 o o 0o 0 O O O O O O O O O O O O O O O
300 No. of dams 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 5 ¢
No. of dams with abnormal findings c o ¢ ¢ 0 0 0o 06 0 0 o0 © o o0 0 0 0 O O o0 0 O O
a): Day of gestation
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Table 1-4 A combined repeated-~dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Clinical signs in dams during the lactation period (Main group)

Administration

Dose Signs
mg/kg/day :

<

1 2 3 4a)

0 No. of dams o)

No. of dams with abnormal findings
Decrease in nursing behavior

iy

11

—
== N
-
OO
-
(o N«

o

30 No. of dams
No. of dams with abnormal findings
Decrease in nursing behavior
Hypothermia
Soiled fur (vaginal hemorrhage)

b
OCOOONM OO
2 b e e DN

oy
OO O O M
OO OO M

100 No. of dams 1
No. of dams with abnormal findings

pun

Pt QO O N

300 No. of dams
No. of dams with abnormal findings
Ataxia
Hypothermia

[eXoRe o] [« ] HOOKN OON

SCOOw (o} V]
OCOoOOm [ V]
= O o N

a): Day of lactation
b): One dam was necropsied on day 2 of lactation because all pups died.
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg/day 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
300 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/kg/day 1 2 3 4 5 [ 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 (4] 4] 0 V] 0 0
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Clinical signs in female rats (Recovery period)

Day of recovery

Dose Signs
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 S 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 ¢ 0 0 ] 0 0 0 0 0
300 No. of animals 5 5 5 5 S 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 4] 0 4] 4] 0 0 4] 0 4] (4] 0 (4]
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 1 of administration)

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 2 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 3 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 4 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 5 of administration)

Dose (mg/keg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity Study in rats
: treated orally with Bromochloromethane
Detailed clinical signs in male rats: home cage observations (Week 6 of administration)
Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Posture

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-~developmental toxicity study in rats
treated orally with Bromochloromethane
Detailed clinical signs in female rats: home cage observations (Main group, Week 1 of administration)
Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 i2
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Table 2-8 A combined repeated- dose/reproductlve developmental toxicity study in rats
treated orally with Bromochloromethane
Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)
Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)

Dose {(mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8
Posture
Normal 12 12 12 8
Convulsion
None 12 12 12 8

Abnormal behavior
None 12 12 12 8
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8
Posture
Normal 12 12 12 8
Convulsion
None 12 12 12 8
Abnormal behavior
None 12 12 12 8
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8
Posture
Normal 12 12 12 8
Convulsion
None 12 12 12 8

Abnormal behavior )
None 12 12 12 8
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane _
Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8
Posture
Normal 12 12 12 8
Convulsion
None .12 12 12 8
Abnormal behavior
None 12 12 12 8
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 11 11 12 8
Posture
Normal . 11 11 12 8
Convulsion
None 11 11 12 8

Abnormal behavior
None 11 11 12 8




R-1029

Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detalled clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week § of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None ) 5 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 1 of recovery)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 53

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: home cage observations (Week 2 of recovery)

Dose (mg/kg/day)} 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion .
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental tox1city study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: home cage observations (Week 1 of recovery)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion .
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Detailed clinical signs in female rats: home cage observations {(Week 2 of recovery)
Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5
Posture
Normal 5 S
Convulsion
None 5 S
Abnormal behavior
None 5 5




R-1029

Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations (Week 1 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage
Easy 10 11 11 12

Some resistance/avoidance 2 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose -

Absent ’ 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size
. Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 ’ 12
Vocalization

None 8 11 8 12

Soft 4 1 4 0

Reactivity to handling
asy
Slightly awkward 2 0 2 0
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations (Week 2 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 12 12

Difficult 1 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes |

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None : 12 12 12 11

Slight 0 0 0 1
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 8 9 12 .

Soft 2 4 3 0

Moderate 1 0 0 0

Reactivity to handling
Easy
Slightly awkward 1 0 0 0
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in~the~hand observations (Week 3 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 12 12

Some resistance/avoidance 1 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent ' 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 8 i1 12

Soft 3 4 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations {(Week 4 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 10 12 12 12

Some resistance/avoidance 2 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 9 11 12

Soft 2 3 1 0

Reactivity to handling
Easy . 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations (Week 5 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 10 12 12 12

Some resistance/avoidance 2 [¢] 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size :

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 7 11 12

Soft 3 5 1 0

Reactivity to handling
Easy
Siightly awkward 2 1 0 0
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations (Week 6 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 10 i2 12 12

Some resistance/avoidance 2 Q 0 Q
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size ' )

Normal 12 12 . 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 11 11 12

Soft 3 1 1 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the~hand observations (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin
" Normal 12 12 12 v 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 11

Soft 0 1 0 i

Reactivity to handling .
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental tox1city study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12

Palpebral closure
Normal 12 12 12 12

Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 10

Slight 0 0 0 2
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 9 11

Soft 2 1 3 1

Reactivity to handling
Easy
Slightly awkward -0 0 1 0
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation}

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8

Ease of removal from cage

Easy 12 12 12 8
Fur condition

Normal 12 12 12 ]
Skin .

Normal 12 12 12 8
Secretions-Eye, Nose

Absent 12 i2 12 8
Exophthalmos

Absent 12 12 12 8
Palpebral closure

Normal 12 12 12 8
Mucosal membranes

Normal i2 12 12 8
Lacrimation

Normal 12 12 12 8
Piloerection

Absent 12 12 12 8
Pupil size

Normal 12 12 12 8
Salivation

None 12 12 12 7

Slight 0 0 0 1
Abnormal respiration

Absent 12 12 12 8
Vocalization

None 12 12 12 7

Soft 0 0 0 1

Reactivity to handling
Easy 12 12 12 8
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 12 12 12 8

Ease of removal from cage

Easy 12 12 12 8
Fur condition

Normal 12 i2 12 8
Skin

Normal 12 12 12 8
Secretions-Eye, Nose .

Absent 12 12 12 8
Exophthalmos

Absent 12 12 12 8
Palpebral closure

Normal 12 12 12 8
Mucosal membranes

Normal i2 12 12 8
Lacrimation

Normal 12 12 12 8
Piloerection

Absent 12 12 12 8
Pupil size

Normal 12 12 12 8
Salivation

None 12 12 12 7

Slight 0 0 0 i
Abnormal respiration

Absent 12 12 i2 8
Vocalization

None 12 11 11 7

Soft 0 1 1 1

Reactivity to handling
Easy 12 12 12 8
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 14 of gestation}

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 8

Ease of removal from cage

Easy 12 12 12 8
Fur condition

Normal i2 12 12 8
Skin

Normal 12 12 12 8
Secretions-Eye, Nose

Absent 12 12 12 8
Exophthalmos

Absent 12 12 12 8
Palpebral closure

Normal ' 12 12 12 8
Mucosal membranes

Normal 12 12 12 8
Lacrimation

Normal 12 12 12 8
Piloerection

Absent 12 12 12 8
Pupil size

Normal 12 12 12 8
Salivation

None 12 12 12 8
Abnormal respiration

Absent 12 12 12 8
Vocalization

None . 11 12 12 8

Soft 1 0 0 0

Reactivity to handling
Easy 12 12 12 8
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg/day) 0 30 100 300
Paraméter No. of animals 12 12 12 8

Ease of removal from cage

Easy 12 12 11 8

Some resistance/avoidance 0 [ 1 0
Fur condition

Normal 12 12 12 8
Skin .

Normal 12 12 12 8
Secretions-Eye, Nose

Absent 12 12 12 8
Exophthalmos

Absent 12 12 12 8
Palpebral closure

Normal .12 12 12 8
Mucosal membranes

Normal 12 12 12 8
Lacrimation

Normal 12 12 12 8
Piloerection

Absent 12 12 12 8
Pupil size '

Normal 12 12 12 8
Salivation

None 12 12 12 7

Slight 0 0 0 1
Abnormal respiration

Absent 12 12 12 8
Vocalization

None 12 12 11 8

Soft 0 0 1 0

Reactivity to handling
Easy
Slightly awkward 1 0 1 0
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 4 of lactation)

Dose (mg/kg/day) 0 30 100 300
Parameter No. of animals 11 11 12 8

Ease of removal from cage

Easy 11 11 12 8
Fur condition

Normal 11 11 12 8
Skin -

Normal 11 11 12 8
Secretions-Eye, Nose

Absent 11 11 12 8
Exophthalmos

Absent 11 11 12 8
Palpebral closure

Normal 11 11 12 8
Mucosal membranes

Normal 11 11 12 8
Lacrimation

Normal 11 11 12 8
Piloerection

Absent 11 11 12 8
Pupil size

Normal 11 11 12 8
Salivation

None 11 11 11 8

Slight 0 0 1 0
Abnormal respiration

Absent 11 11 12 8
Vocalization

None 11 10 12 8

Soft [¢] 1 0 0

Reactivity to handling
Easy . 11 11 12 8
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Soft 0 1

Reactivity to handling
Easy 5 5
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition
Normal 5 5
" Skin
Normal 5 5
Secretions-Eye, Nose
Absent 5 5
Exophthalmos
Absent 5 5
Palpebral closure
Normal 5 5
Mucosal membranes
Normal 5 5
Lacrimation
Normal .5 5
Piloerection
Absent 5 5
Pupil size
Normal 5 5
Salivation
None 5 5
Abnormal respiration
Absent 5 5
Vocalization
None 4 5
Soft 1 0

Reactivity to handling
Easy 5 5
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group. Week 3 of administration)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 53 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 51 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 )
Abnormal respiration

Absent 5 5
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
Easy 5 5
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal S S
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 4

Slight 0 1
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2~41 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5

Fase of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes -

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 53
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations {(Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions~Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent ) 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detalled clinical signs in male rats: in-the-hand observations {(Week 1 of recovery)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 5

Difficult 1 0
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 . 5
Pupil size

Normal 5 5
Salivation

None 5 S
Abnormal respiration

Absent 5 5
Vocalization

Nope 4 5

Soft 1 [¢]

Reactivity to handling
Easy
Slightly awkward 1 0




R-1029

Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: in-the-hand observations (Week 2 of recovery)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Fur condition

Normal 5 5
Skin ’

Normal 5} 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 53 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration '

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handling
Easy
Slightly awkward 1 0




R-1029

Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Week 1 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S S
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal S 5
Mucosal membranes

Normal S 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 S




R-1029

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: in-the-hand observations (Week 2 of recovery)

Dose (mg/kg/day) 0 300
Parameter No. of animals 5} 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 53 5




R-1029

Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 1 of administration)

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None : 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 1 [

Normal 11 12 11 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 i2 12
Rearing (Mean+S.D.) 3+ 3 4+ 2 4+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0 1+ 1 0+ 0
Urination

None 11 10 10 10

Small amount 1 2 2 2

No significant difference in any treated groups from control group.



Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 2 of administration)

R-1029

Dose (mg/kg/day) 0 30 100 "300

Parameter No. of animals 12 12 12 12
Arousal .

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 1 0 0

Normal 12 11 12 12
Posture

Normal 12 12 12 12
Grooming

None ’ 12 12 12 12
Rearing (Mean+S.D.) 3+ 2 3+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 1 0+ 0
Urination

None 9 11 9 8

Small amount 3 1 3 3

Moderate amount 0 0 0 1

No significant difference in any treated groups from control group.



Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 3 of administration)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 ' 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait .

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 1 1+ 1 0+ 0
Urination

None 11 10 11 8

Small amount 1 2 1 4

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochioromethane

Detailed clinical signs in male rats: open field observation (Week 4 of administration}

R-1029

Dose {(mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None . 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

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

None 9 10 10 8

Small amount 3 2 2 4

No significant difference in any treated groups from control group.



Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 5 of administration)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal . 12 12 12 12
Convulsion

None ’ 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture )

Normal 12 ) 12 12 12
Grooming

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

None 10 11 10 11

Small amount 2 1 2 1

No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 6 of administration)

R-1029

Dose (mg/kg/day) 0 30 ~ 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 i2 12
Grooming

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

None 11 11 10 9

Small amount 1 0 2 3

Moderate amount (4} 1 0 0

No significant difference in any treated groups from control group.



R-1029

Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 ) 12
Rearing (Mean+S.D.) 7+ 3 T+ 2 T+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ O
Urination

None 12 12 12 i2

No significant difference in any treated groups from control group.



A combined repeated-dose/reproductive-developmental toxicity study in rats

R-1029

Table 2-54
treated orally with Bromochloromethane
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)
Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 8+ T+ 7+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0+ 0+ O 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



Table 2-55 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals i2 12 12 8
Arousal

Normal 12 12 12 8
Convulsion

None 12 12 12 8
Abnormal behavior

None 12 12 12 8
Stereotypy

None 12 12 12 8
Gait

Normal 12 12 12 8
Posture

Normal 12 12 12 8
Grooming

None 12 12 12 8
Rearing (Mean+S.D.) 6+ 2 T+ 7+ 1 6+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0+ 0O 0+ 0
Urination

None 12 12 12 8

No significant difference in any treated groups from control group.



R-1029

Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Detailed clinical signs in female rats: open field observation (Main group, Day 7 of gestation)
Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 8
Arousal

Normal 12 12 12 8
Convulsion

None 12 12 12 8
Abnormal behavior

None 12 12 12 8
Stereotypy

None 12 12 12 8
Gait

Normal 12 12 12 8
Posture

Normal 12 12 12 8
Grooming

None 12 12 12 8
Rearing (Mean+S.D.) 6+ T+ 6+ 1 6+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 8

No significant difference in any treated groups from control group.



Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Main group, Day 14 of gestation)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 8
Arousal

Normal 12 12 12 8
Convulsion

None 12 12 12 8
Abnormal behavior

None 12 12 12 8
Stereotypy

None 12 12 12 8
Gait

Normal 12 12 12 8
Posture

Normal 12 12 12 8
Grooming

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

None 12 12 12 7

Small amount 0 0 Q 1

No significant difference in any treated groups from control group.



Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in female rats:

open field observation (Main group, Day 20 of gestation)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 12 12 12 8
Arousal

Normal 12 12 12 8
Convulsion

None 12 12 12 8
Abnormal behavior

None 12 12 12 8
Stereotypy

None 12 i2 12 8
Gait

Normal 12 12 12 8
Posture

Normal 12 12 12 8
Grooming

None 12 12 12 8
Rearing (Mean+S.D.) 5+ 2 6+ 5+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0+ 0 0+ 0
Urination

None 12 12 12 T

Small amount 0 0 (1] 1

No significant difference in any treated groups from control group.



Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in female rats:

open field cobservation (Main group, Day 4 of lactation)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 11 11 12 8
Arousal

Normal 11 11 12 8
Convulsion

None 11 11 12 8
Abnormal behavior

None 11 11 12 8
Stereotypy

None 11 11 12 8
Gait

Normal 11 i1 12 8
Posture

Normal 11 11 12 8
Grooming

None i1 11 12 8
Rearing (Mean+S.D.) T+ 8+ T+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0+ 0+ 0 0+ 0
Urination

None 11 11 i2 8

No significant difference in any treated groups from control group.



R-1029

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Detailed clinical signs in female rats:

open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg/day) 4] 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 7+ 1 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 2 7+ 3
Defecation count (Mean:S.D.) 0+ 0 0+ 0
Urination

None b 5

No significant difference between treated group and control group.



R-1029

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 : 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.)} 8+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

R-1029

Detailed clinical signs in female rats: open field observation (Recovery group., Week 4 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 10+ 2 8+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-64 A combined repeated—dOSE/reproducfive~deve10pmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) g9+ 3 8+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Recovery group. Week 6 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 53 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

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

None 5 4

Small amount [4] 1

No significant difference between treated group and control group.



R-1029

Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ ¢ 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats
. treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 3
Rearing (Mean+S.D.) 9+ 2 10+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1029

Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) g+ 3 9+ 1
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



Table 2-70 ) A combined repeated-dose/reproductive-developmental toxicity study in rats
’ treated orally with Bromochloromethane

Manipulative test of male rats (Week 6 of administration)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch resbonse .

Normal S 5 5 5
Pupillary reflex :

Pass, both 5 S 5 S
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ O 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 105+ 7 83+17 87+13 103+16

No significant difference in any treated groups from control group.



Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Manipulative test of female rats (Main group, Day 4 of lactation)

R-1029

Dose (mg/kg/day) 0 30 100 300

Parameter No. of animals 5 5 5 5
Auditory response

Normal i 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0O 0+ 0O
Landing foot splay (mm: Mean+S.D.) 69+ 7 59+15 64+16 55+10

No significant difference in any treated groups from control group.



R-1029

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Manipulative test of female rats (Recovery group, Week 6 of administration)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 S
Tail pinch response

Normal 5 S
Pupillary reflex

Pass, both S 5
Aerial righting reflex
(Total score: Mean*S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) v 57+25 68+18

No significant difference between treated group and control group.



R-1029

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both \ 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0O
Landing foot splay (mm: Mean:S.D.) 87+23 94429

No significant difference between treated group and control group.



R-1029

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg/day) 0 300

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex \

Pass, both 3 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) T2+17 57+18

No significant difference between treated group and control group.



R-1029

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Grip strength of male rats (Week 6 of administration)

Dose Fore 1limb Hind 1limb
mg/kg/day € g
0 No. 5 5
Mean 1305 959

, S.D. 134 134

30 No. 5 5
Mean 1404 1042

S.D. 317 106

100 No. 5 5
Mean 1342 856

S.D. 126 82

300 No. 5 5
Mean 1383 838

S.D. 164 141

No significant difference in any treated groups from control group.



Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Grip strength of female rats (Main group, Day 4 of lactation)

R-1029

Dose Fore limb Hind 1imb

mg/kg/day g g

Q No. 5 5
Mean 1077 676 -

S.D. 251 134

30 No. 5 5

Mean 1081 723

S.D. 219 133

100 No. 5 5

Mean 1182 T48

S.D. 287 120

300 No. 5 5

Mean 1017 621

S.D. 157 166

No significant difference in any treated groups from control group.



R-1029

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Grip strength of female rats (Recovery group, Week 6 of administration)
Dose Fore 1imb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 992 762
S.D. 58 97
300 No. 5 5
Mean 954 848
S.D. 73 90

No significant differehce between treated group and control group.



R-1029

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Grip strength of male rats (Week 2 of recovery)
Dose Fore 1limb Hind limb
mg/kg/day g g
0 No. 5 5
Mean 1614 951
S.D. 141 114
300 No. 5 5
Mean 1630 1004
S.D. 90 185

No significant difference between treated group and control group.



R-1029

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Grip strength of female rats (Week 2 of recovery)

Dose Fore limb Hind limb
mg/kg/day g g
G No. 5 5
Mean 990 601
S.D. 143 100
300 No. 5 5
Mean 1080 800~
S.D. 121 108T

* : p<0.05 (Significant difference from control group)
T: Student's t-test



R-1029

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Motor activity of male rats (Week 6 of administration)
Interval (minutes)
Dose
mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 385 326 274 184 197 273 1640
S.D. 26 34 49 69 79 103 124
30 No. 5 5 5 5 5 5 5
Mean 434» 326 270 190 201 243 1663
S.D. 21D 50 83 68 121 123 364
100 No. 5 5 5 5 5 5 5
Mean 421 371 326 292+ 217 194 1822
S.D. 24 32 64 70D 99 128 309
300 No. 5 5 5 5 5 5 5
Mean 4B62#+% 386 339 334#%» 276 336 2133+
S.D. 29D 37 77 34D 139 44 303D

* ¢ p<Q.05 ; w=
D: Dunnett's test

p<0.01 (Significant difference from

control group)



R-1029

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Motor activity of female rats (Main group. Day 4 of lactation)
Interval (minutes)
Dose
mg/kg/day 0-10 10~-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 342 189 114 63 61 92 860
S.D. a7 99 146 82 108 77 503
30 No. 5 5 5 5 5 5 5
Mean 308 99 83 99 49 112 731
S.D. 72 65 63 62 72 89 236
100 No. 5 5 5 5 5 5 5
Mean 346 136 153 97 86 56 875
S.D. 31 81 119 80 64 55 300
300 No. 5 5 5 5 5 5 5
Mean 337 85 44 69 57 51 644
S.D. 91 110 65 86 38 52 373

No significant difference in any treated groups from control group.



R-1029

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Motor activity of female rats (Recovery group, Week 6 of administration)

Interval {minutes)

Dose

mg/kg/day 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 463 376 367 321 164 114 1806

S.D. 18 24 82 48 108 86 176

300 No. 5 5 5 5 5 5 5

Mean 460 377 343 324 251 219 1975

S.D. 29 27 14 33 84 114 218

No significant difference between treated group and control group.



R-1029

Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study im rats
treated orally with Bromochloromethane

Motor activity of male rats (Week 2 of recovery)

Interval (minutes)

Dose

mg/kg/day 0-10 10-20 20-30 30-40 40~-50 50-60 Total{0-80)

0 No. 5 5 5 5 5 5 5

Mean 363 305 232 149 26 136 1282

S.D. 24 21 51 39 97 117 264

300 No. 5 5 5 5 5 5 5

Mean 400 322 244 149 100 71 1287

S.D. 28 67 21 97 a7 63 392

No significant difference between treated group and control group.
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Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Motor activity of female rats (Week 2 of recovery)

Interval (minutes)

Dose

mg/kg/day 0-10 10-20 20-30 30~40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 367 311 - 239 130 91 115 1253

S.D. 50 110 122 180 121 152 513

300 No. 5 5 S 5 5 5 5

Mean 352 234 179 76 105 61 1007

S.D. 24 49 132 68 131 93 389

No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Body weight of male rats (Administration period)

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 387.3 401.3 414.7 426.4 438.4 440.4 454.7 466.7 477.3 487.3 497.5 507.0 512.8 125.6
S.D. 17.1 20.9 25.8 28.0 31.3 33.2 36.9 39.7 44 .2 47.8 49.5 51.8 51.9 39.7
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Mean 385.7 400.6 416.6 428.3 444.3 452.1 469.8 482.3 496.7 507.3 518.1 527.2 535.5 149.8
S.D. 16.8 17.4 20.9 21.8 27.1 28.1 29.9 30.1 30.0 31.9 32.2 33.5 33.4 25.2
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 384.6 403.7 419.6 433.9 446.3 454.7 469.7 482.5 494.8 505.5 514.8 520.7 529.3 144.7
S.D. 17.5 19.6 22.4 22.1 23.1 22.8 22.0 - 23.4 24.3 26.5 24.5 25.6 25.8 16.6
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 . Mean 384.8 403.9 419.7 431.5 441.8 443.3 455.3 465.0 475.1 486.3 495.8 501.9 509.0 124.3
S.D. 18.5 19.5 21.7 22.9 26.4 30.8 34.4 38.1 40.6 40.3 40.3 39.5 39.9 29.2

Unit: g
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Body weight of female rats during the pre-mating period (Main group)
Day of administration
Dose Gain
mg/kg/day 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 234.3 247.86 253.8 257.3 263.1 28.8
S.D. 8.5 9.7 10.8 13.0 16.0 10.9
No. 12 12 12 12 12 12
30 Mean 236.5 243.7 250.4 258.86 265.9 29.4
S.D. 10.6 10.1 9.6 11.86 13.1 11.7
No. 12 12 12 12 12 12
100 Mean 235.4 245.1 253.9 259.3 265.3 29.8
S.D. 13.0 11.6 14.2 16.2 15.7 11.7
No. 12 12 i2 12 12 12
300 Mean 236.86 247.5 255.3 262.7 269.1 32.5
S.D. 13.6 11.4 14.8 17.1 i8.6 11.2
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Body weight of dams during the gestation period (Main group)
Administration
Dose Gain
mg/kg/day 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 269. 291.0 304.0 326.3 339.8 371.0 419.4 150.3
S.D. 12. 12.5 15.1 16.3 17.2 18.2 21.1 11.9
No. 12 12 12 12 12 12 12 12
30 Mean 271. 291.3 304.5 325.0 341.0 372.0 419.8 147.9
S.D. 17. 17.7 21.0 21.1 23.6 29.0 29.7 17.7
No. 12 12 12 12 12 12 12 12
100 Mean 269. 291.3 303.1 324.5 340.5 371.1 415.4 145.7
S.D. 18. 15.7 16.0 16.1 18.9 23.1 30.1 24.0
No. 8 8 8 8 8 8 8 8
300 Mean 268. 291.1 303.0 325.1 339.6 369.6 411.1 142.4
S.D. 22. 21.9 23.4 28.1 29.2 35.0 36.5 19.5
Unit: g

No.: No. of dams
a): Day of gestation

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Body weight of dams during the lactation period (Maim group)
Administration
Dose Gain
mg/kg/day 0 4a) 0-4
No. 12 11®) 11
0 Mean 316.0 326.7 7.3
S.D. 20.3 20.1 16.3
No. 12 llb) 11
30 Mean 315.7 330.9 14.0
S.D. 30.3 21.8 17.3
No. 12 12 12
100 Mean 319.3 330.86 11.3
S.D. 21.1 23.4 14.6
No. 8 8 8
300 Mean 297.1 310.0 12.9
S.D. 19.1 34.3 21.7
Unit: g
No.: No. of dams
a): Day of lactation

b):

One dam was necropsied on day 2 of lactation because all pups died.
No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Body weight of female rats during the administration period (Recovery group)

Day of administration

Dose Gain
mg/kg/day 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42

No. 5 5 5 5 5 5 5 5 5 S 5 5 5 5
0 Mean 234.2 244 .6 251.6 259.2 262.4 265.2 271.6 275.8 275.2 285.8 288.6 289.0 291.6 57.4
S.D. 13.8 12.1 14.9 11.9 13.4 20.0 17.7 16.6 21.4 20.8 21.3 23.3 20.9 19.1

No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
300 Mean 237.2 248.6 259.6 272.2 281.8 283.0 288.6 289.4 294.6 300.6 304.0 305.2 308.2 71.0
S.D. 10.6 12.8 14.3 13.9 15.2 12.4 12.5 13.0 21.1 19.4 24.8 26.5 25.1 18.2

Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Body weight of male rats (Recovery period)

Day of recovery

Dose Gain
mg/kg/day 1 4 8 11 14 1-14

No. 5 5 5 5 5 5
0 Mean 509.86 510.8 519.8 524.8 530.8 21.2
S.D. 55.2 56.8 57.2 57.9 57.8 1.4

No. 5 5 5 5 5 5
300 Mean 512.4 510.4 522.2 527.0 534.8 22.4
S.D. 49.9 46.0 40.7 43.7 43.3 10.6

Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-7 A combined repeated-dose/reproductive-dévelopmental tox1c1ty study in rats
treated orally with Bromochloromethane

Body weight of female rats during the recovery period (Recovery group)

Day of recovery

Dose Gain
mg/kg/day 1 4 8 i1 14 i-14
No. 5 5 5 5 5 5
0 Mean 293.0 293.6 295.6 294.6 301.2 8.2
S.D. 21.8 24.0 18.7 19.5 17.86 5.5
No. 5 5 5 5 5 5
300 Mean 307.4 303.8 299.8 294.2 294.8 -12.6%»
S.D. 24.0 22.2 22.5 22.1 14.8 10.1T
Unit: g

No.: No. of animals
##: p<0.01 (Significant difference from control group)
T: Student's t-test
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Table 4-1 g A combined repeated-dose/reproductive- developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of male rats (Administration period)

Day of administration

Dose

mg/kg/day 1 4 8 11 15 32 36 39 42

No. 12 12 ‘ 12 12 12 12 12 12 12
0 Mean 28.8 25.8 25.3 24.3 23.8 24.3 23.3 24.2 22.8
S.D. 2.9 3.4 3.1 2.7 2.8 3.1 2.8 3.0 3.6

No. 12 12 12 12 12 12 12 12 12
30 Mean 28.3 26.3 25.3 25.8 25.3 25.3 23.9. 23.4 23.8
S.D. 3.0 2.4 2.7 2.5 2.0 2.1 1.2 2.3 2.8

No. 12 12 12 12 12 12 12 12 12
100 Mean 27.8 27.6 25.2  26.2 24.2 23.7 23.2 22.1 23.0
S.D. 4.1 2.2 2.4 1.9 2.2 2.5 2.0 2.1 2.3

No. 12 12 12 12 12 12 12 12 12
300 Mean 27.3 26.8 24.6 24.0 23.3 23.3 23.6 22.8 22.2
S.D. 3.4 2.8 2.2 2.3 3.4 2.2 2.6 2.8 2.4

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-2 . A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of female rats during the pre-mating period (Main group)

Day of administration

Dose

mg/kg/day 1 4 8 11 15

No. 12 12 12 12 12
0 Mean 18.3 19.8 19.1 19.8 18.6
S.D. 2.2 2.1 2.1 3.2 3.5

No. 12 12 12 12 12
30 Mean 19.8 18.0 17.8 19.5 18.3
S.D. 2.5 2.8 2.5 2.6 2.2

No. 12 12 12 12 12
100 Mean 18.9 18.0 19.9 19.3 18.9
S.D. 2.7 3.0 3.0 3.0 2.2

No. 12 12 12 12 12
300 Mean 19.0 19.3 20.1 21.8 20.7
S.D. 3.0 1.9 2.4 3.7 3.8

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Food consumption of dams during the gestation period (Main group)
Administration
Dose
mg/kg/day 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 18.8 21.7 21.3 23.0 21.2 24.4 20.6
S.D. 2.7 1.8 3.2 2.8 4.2 3.1 2.0
No. 12 12 12 12 12 12 12
30 Mean 16.8 21.3 21.3 22.3 22.2 23.9 19.6
S.D. 3.5 2.7 3.1 2.5 2.8 3.0 2.6
No. 12 12 12 12 12 12 12
100 Mean 19.2 21.9 21.7 23.8 22.17 24.9 18.6
S.D. 1.9 2.5 3.1 2.9 1.9 2.2 2.6
No. 8 8 8 8 8 8 8
300 Mean 18.8 23.1 24.0 24 .9 23.1 25.6 18.3
S.D. 4.5 2.2 3.5 3.6 3.1 4.8 1.7

Unit: g/rat/day
No.: No. of dams

a): Day of gestation
No significant difference in any treated groups

from control group.
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of dams during the lactation period (Main group)

Administration
Dose
mg/kg/day 2 4a)
No. 1lb) 11
0 Mean 17.4 34.5
S.D. 7.8 5.8
No. llb) 11
30 Mean 19.6 36.5
S.D. 7.0 7.0
No. 12 12
100 Mean 19.8 33.9
S.D. 6.7 7.4
No. 8 8A
300 Mean 17.4 27.4
S.D. 8.3 11.3

Unit: g/rat/day

No.: No. of dams

a): Day of lactation

b): One dam was necropsied on day 2 of lactation because all pups died.
No significant difference in any treated groups from control group.
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of female rats during the administration period (Recovery group)

Day of administration

Dose

mg/kg/day 1 4 8 11 15 32 38 39 42

No. 5 5 5 5 5 5 5 5 5
0 Mean 18.8 17.4 16.8 20.0 19.0 18.6 17.4 14.6 13.8
S.D. 3.7 3.5 2.8 3.7 3.1 3.4 3.8 3.2 3.4

No. 5 5 5 5 5 5 5 5 5
300 Mean 19.6 21.8 20.8 21.8 22.2 19.0 18.6 16.8 16.0
S.D. 1.9 3.1 3.6 0.8 1.9 2.3 2.5 3.3 2.0

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of male rats (Recovery period)

Day of recovery

Dose
mg/kg/day 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 22.2 27.4 28.4 28.4 29.6
S.D. 2.4 3.0 3.4 2.9 2.9
No. 5 5 5 5 5
300 Mean 22.4 27.0 27.8 28.4 31.6
S.D. 3.3 3.1 1.6 2.4 3.0

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-7 " A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Food consumption of female rats during the recovery period (Recovery group)

Day of recovery

Dose

mg/kg/day 1 4 8 11 14

No. 5 5 5 5 5
0 Mean 14.2 19.6 20.4 165.4 20.0
S.D. 2.4 4.4 4.0 3.2 3.3

No. 5 5 5 5 5
300 Mean 14.6 17.6 16.6 14.0 16.8
S.D. 3.1 1.1 2.5 4.5 2.3

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.



R-1029

Table 5-1 A combined repeated-dose/reproductive~developmental toxicity study in rats
treated orally with Bromochloromethane
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/keg/day 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 L B T T B L B L T - d= A A kAt ok
0 5 0 0 0 0 0 3 2 0 0 1 4 0 O o} 0 2 3 0 ¢ 0 5 0 0 0 © 0
30 S 0 0 0 2 1 0 1 1 1 0 4 0 O ] 1 2 2 0 ¢ (4] 5 0 0 0 O 0
100 5 0 [4] 0 0 0 0 5 0 0O 0 4 1 0O 0 1 3 1 0 O o 5 0 ¢ 0 0 0
300 5 ¢ (¢} 0 0 2 1 2 0 O 0 5 0 0 0 0 4 1 0 0O o] 5 0 0 0 O 0
1) - ! <10 mg/dL +- : 10 - 25 mg/dL + 1 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ot >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 71 - 125 mg/dL Faen >125 mg/dL
3) - ! <30 mg/dL +- : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ @ 251 - 750 mg/dL Fedt >750 mg/dL



R-1029

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Urinalysis of male rats (Week 6 of administration)
5) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/keg/day - =+ 4 A4+ — 4 s hdd bt = 4 Ak kbt kdhd LY Y DYy
0 5 5 0 0 0 O 5 0 0 0 0 3 2 0 o 0 0 5 0
30 5 4 1 0 0 O 5 0 0 0 0 4 1 0 0O 0 0 5 0
100 5 2 3 0 0 O 5 0 0 O 0 4 1 0 0O 0 0 5 0
300 5 5 0 0 0 0 5 0 0 0 0 3 2 0 0 0 0 5 0
4) - : <0.03 mg/dL +- 0.03 - 0.05 mg/dL + : 0.08 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dLL. ++ : 1.6 - 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
8} +-~ : <2.0 mg/dL + 1 2.0 - 3.5 mg/dLL. ++ : 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



R-1029

Table 5-3 A combined repeated-dose/reproductive-dévelopmental toxicity study in rats
treated orally with Bromochloromethane
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
b RBC WBC SEC SREC Cast PS Cco
ose
mg/kg/day + = + 4+ - 4~ + ++ +44 - +- + o+t 4+ - - + ++ 4+ - +- + + - + 4 4+ + - + ++ 4+t
0 0 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 2 2 0 0O 0 0 0 O
30 o 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0O 4 0 0 O 0 0 0 O
100 0 0 0 O 5 0 0 0 O 0 5 0 0 0 5§ 0 0 0 O 5 0 O 2 3 0 0 0 0 0 0o
300 0 0 0 0 5 0 0 0 0 g 5 0 0 O 5 0 0 0 O 5 0 0 0 5 0 0 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ! Slight
PS : Phosphate Salts + . Miid
co : Calcium Oxalate ++ @ Moderate

+++  Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
ng/kg/day mL/24h mL/24h mOsm/kg
0 5 Mean 35 13.0 1960
§.D. 3 5.1 473
30 S Mean 33 10.3 1930
S.D. 5 3.2 293
100 5 Mean 34 12.4 1883
S.D. 6 2.7 507
300 S Mean 34 11.9 1788
S.D. 11 2.0 469

No significant difference in any treated groups from control group.
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg/day 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 += o+ 4 A kbt - 4= 4+ A A ekt I S L )
0 5 0 0 0 1 1 Q 2 3 0 0 4] i 2 2 0 0 0 5 0 0 0 0 0
300 5 0 0 0 0 1 0 2 3 0 0 0 3 1 1 0 O 0 5 0 0 0 O 0
1) : <10 mg/dL +- 10 - 25 mg/dL 26 - 85 mg/dL ++ 86 - 250 mg/dL +a4 4 251 - 600 mg/dL e >600 mg/dL
2) : <5 mg/dL - 5 - 7.5 mg/dL : 7.6 - 30 mg/dL 4 31 - 70 mg/dL ‘4 71 - 125 mg/dL ++4+ >125 mg/dL
3) > <30 mg/dL += 30 - 60 mg/dL 61 - 125 mg/dL ++ 126 - 250 mg/dL +44 251 - 750 mg/dL 4+t >750 mg/dL



Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats

treated orally with Bromochloromethane

Urinalysis of male rats (Week 2 of recovery)

R-1029

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg/day B T - 4 A+ +dd 44 4= 4+ A+ 4+t 44 LY Y DY
0 5 5 0 0 0 O 5 0 0 O 0 5 0 0 O 0 0 5 0
300 5 5 6 0 0 0 5 0 0 0 0 5 0 0 0 0 0 5 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 +
7) LY : Light yellow Y : Yellow DY : Dark yellow

: 2.0 - 3.5 mg/dL ++ : 3.8 - 7.0 mg/dL. +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
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Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study im rats
treated orally with Bromochloromethane
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/keg/day - =+ 4+ I T S S - = 4 4 e+ - 4=+ 4+ A+ - -+ - = ot S A A e
0 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0 5 0 0 0 0 5 0 ¢ 0 4 1 0 0 5 0 0 0 0
300 5 5 0 0 0 0 5 0 0 0 0 0 5 0 0 0O 5 0 0 ¢ O 5 0 0 o 4 1 0 0 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++

: Moderate

Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Water intake and urinalysis (Week 2 of recovery)

Male

Water Urine Osmolality

Dose No. intake volume
mg/kg/day ml./24h -mL/24h mOsm/kg
0 5 Mean 46 17.4 1958
S.D. 12 5.2 408
300 5 Mean 37 18.3 1891
S.D. 12 3.3 409

No significant difference between treated group and control group.



R-1029

Table 6-1 A combined repeated-dose/reproductive-~developmental toxicity study in rats
treated orally with Bromochloromethane
Hematology (Day 42 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT FIB
Dose No. locyte let
mg/kg/day X10%/ 1L g/dL % fL P g/dL % X10°/ xL ] s mg/dL
0 5 Mean 907 15.7 45.1 49.8 17.3 34.7 1.8 108.7 13.2 21.9 296
S.D. 34 0.5 1.7 0.7 0.2 0.3 0.3 10.0 0.6 3.6 27
30 5 Mean 908 16.0 46.1 50.8 17.6 34.7 1.8 104.0 13.3 23.0 288
$.D. 28 0.3 1.4 1.9 0.5 ¢.5 0.3 9.3 0.9 3.0 12
100 5 Mean 933 16.4+ 46.9 50.4 17.6 34.9 1.8 109.1 13.8 24.9 295
§.D. 46 0.3D 1.2 1.7 0.7 0.3 0.2 10.6 1.0 2.6 8
300 5 Mean 936 16.4# 46.8 50.0 17.6 35.2 1.7 106.8 13.4 24.7 330+
S.D. 40 0.4D 1.8 0.5 0.4 0.4 0.2 4.6 1.2 3.2 22D

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

D : Dunnett's test
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Hematology (Day 42 of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10°/uL)

Dose No.
mg/kg/day X10?/#L  Lynmph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
[4] 5 Mean 96.2 77.0 19.8 0.8 0.3 1.5 0.5 73.9 19.2 0.8 0.3 1.5 0.5
S.D. 19.5 2.5 9.9 0.3 0.1 0.3 0.1 17.0 9.9 0.5 0.1 0.4 0.1
30 5 Mean 81.4 75.0 21.3 1.2 0.3 1.8 0.5 61.3 17.2 1.0 0.2 1.3 0.5
S.D. 10.6 2.9 3.3 0.4 0.1 0.5 0.3 9.7 1.8 0.4 0.1 0.5 0.3
100 5 Mean 112.5 78.8 17.8 0.8 0.3 1.6 0.6 89.0 19.6 0.9 0.4 1.9 0.7
S.D. 13.2 5.6 5.6 0.2 0.1 0.4 0.2 15.0 4.4 0.2 0.1 0.6 0.3
300 5 Mean 107.1 72.8 23.0 0.7 0.3 2.5%% 0.6 78.5 24.2 0.8 0.3 2.7%n 0.6
S.D. 11.3 7.7 7.5 0.1 0.1 0.5D 0.3 15.3 6.3 0.1 0.1 0.5D 0.3

LUC : Large unstained cells
#+ : p<0.01 (Significant difference from control group)
D : Dunnett's test



R-1029

Table 6-3 A combined repeated-dose/reproductive-~developmental toxicity study in rats
treated orally with Bromochloromethane

Hematology (Day 5 of lactation)

Female

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT FIB

Dose No. locyte let
mg/kg/day X10*/ 4L g/dL % fL Pg g/dL % X104/ 2L s ] mg/dL
0 5 Mean 683 12.5 36.6 53.6 18.4 34.3 7.0 146.9 11.9 19.0 371
S.D. 39 0.5 1.8 1.5 0.4 0.7 1.7 31.9 0.6 2.1 35
30 5 Mean 713 12.9 37.9 53.3 18.1 34.0 8.0 158.1 12.5 20.1 328
S.D. 41 0.7 1.4 1.6 0.3 0.7 2.6 18.0 0.4 3.3 88
100 5 Mean 717 13.4 39.4 54.9 18.7 34.1 7.4 122.5 13.2 20.3 355
S.D. 23 0.6 1.4 1.5 0.5 0.4 1.1 24.6 1.3 4.4 66
300 5a) Mean 720 13.5 39.3 55.2 18.8 34.3 10.1 178.6 12.4 18.4 360
§.D. 106 1.3 2.9 5.3 1.3 1.7 3.7 30.3 1.6 5.5 78

a) : The animal(No.4104) was excluded from statistical analysis.
No significant difference in any treated groups from control group.



R-1029

Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Hematology (Day 5 of lactation)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts {(X10?/4L)
Dose No.
mg/kg/day X10%/uL Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. " LOC
0 5 Mean 113.3 57.8 38.3 0.6 0.2 2.2 0.9 65.4 43.3 0.7 0.2 2.6 1.1
S.D. 11.1 2.1 1.8 0.4 0.1 0.9 0.3 6.8 3.8 0.5 0.1 1.3 0.4
30 5 Mean 135.5 61.5 34.9 0.6 0.2 2.1 0.8 83.6 46.7 0.8 0.3 2.9 1.1
S.D. 34.6 3.3 3.6 0.1 0.1 0.7 0.2 22.8 10.4 0.4 0.2 1.7 0.4
100 5 Mean 118.2 66.1 29.8 0.5 0.3 2.4 0.9 77.6 33.7 0.6 0.3 2.9 1.1
S.D. 45.3 9.3 9.6 0.2 0.1 0.2 0.3 31.8 18.1 0.4 0.2 1.2 a.7
300 5a) Mean 128.2 54.8 40.0 0.4 0.2 3.1 1.3 70.6 50.6 0.5 0.3 4.7 1.6
$.D. 44 .4 9.5 10.4 0.3 0.1 1.9 1.7 27.6 18.1 0.3 0.0 4.8 1.8
LUC : Large unstained cells
a) : The animal(No.4104) was excluded from statistical analysis.

No significant difference in any treated groups from control group.
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Hematology (Day 14 of recovery)

Male

RBC Hb Ht MCV MCH MCHC Reticu- Plate~ PT APTT FIB

Dose No. locyte let
mg/kg/day X10*/ 1L g/dL % fL PE g/dL %  X10%/uL s s mg/dL
0 5 Mean 914 15.8 44.6 48.8 17.3 35.4 1.8 120.2 14.7 22.6 309
S.D. 21 0.5 1.3 0.7 0.5 0.5 0.3 18.0 0.6 1.7 43
300 5 Mean 835## 15.5 43.4 52.0%+ 18.6%+ 35.7 2.3 128.8 13.1%# 21.5 295
S.D. 36T 0.4 1.8 1.6T 0.6T 0.6 0.6 20.7 0.9T 3.1 28

#+ : p<0.01 (Significant difference from control group)
T : Student’'s t-test
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Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Hematology (Day 14 of recovery)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10*/aL)
Dose No.
mg/kg/day X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
(o] 5 Mean 94.4 80.7 15.2 1.1 0.3 1.8 0.8 77.2 13.5 1.0 0.3 1.6 0.8
S.D. 27.6 5.6 4.6 0.4 0.1 0.9 0.5 27.0 2.2 0.3 0.2 0.6 0.6
300 5 Mean 96.6 79.4 16.8 1.4 0.3 1.5 0.5 76.8 16.2 1.3 0.3 1.4 0.5
S.D. 24.9 3.5 3.1 0.7 0.1 0.3 0.2 20.8 5.3 0.4 0.2 0.5 0.1
LUC : Large unstained cells

No significant difference between

treated group and

control group.



R-1029

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study in.rats
treated orally with Bromochloromethane
Hematology (Day 14 of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate-
Dose locyte let
mg/kg/day X10%/uL g/dL % fL peg g/dL % X10*/ 4L
0 14.8 40.5 49.3 18.0 36.5 2.1 120.5 18.7
0.7 2.1 1.4 0.3 0.8 0.6 10.4 1.2
300 14.9 40.9 50.3 18.4 36.5 2.3 123.1 20.8
0.4 1.4 1.7 0.6 0.4 0.4 13.5 2.1

No significant difference between treated group and control group.
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Hematology (Day 14 of recovery)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/4L)

Dose No.
mg/kg/day X10%/p#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LuC
0 5 Mean 49.8 73.4 22.1 1.4 0.3 2.2 0.7 36.8 10.9 0.7 0.1 1.1 0.4
S$.D. 15.1 4.6 4.4 0.5 0.1 0.4 0.3 11.8 3.5 0.3 0.1 0.4 0.2
300 5 Mean 56.2 75.5 19.9 1.8 0.2 2.0 0.6 42.3 11.4 0.9 0.1 1.0 0.4
S.D. 20.8 4.7 4.4 0.7 0.1 0.6 0.2 15.6 5.4 0.3 0.1 0.2 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Blood chemistry (Day 42 of administration}

Male

AST ALT LDH v —GTP AlP T.cho TG PL T.bili~ Glucose

Dose No. {GOT) (GPT) rubin
mg/kg/day 1U/L 1U/L 1U/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 59 32 58 1 452 56 36 87 0.0 140
S.D. 3 5 17 0 42 20 15 21 0.1 25
30 5 Mean 104+« 36 87 1 454 49 30 78 0.1 143
S.D. 48DT 10 40 0 136 8 12 9 0.0 4
100 5 Mean 79 31 92 1 482 44 31 73 0.1 134
S.D. 8 3 70 0 45 9 7 10 0.0 17
300 5 Mean 240# 73 215 1 451 42 23 70 0.1 119
S.D. 359DT 87 344 0 87 4 6 5 0.0 17

* : p<0.05 (Significant difference from control group)
DT : Dunnett-type rank test
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Blood chemistry (Day 42 of administration)

Male
BUN Crea- Na K Ccl Ca P TP Albumin A/G
Dose No. tinine

mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 13 0.27 145 4.9 111 10.0 6.8 6.3 3.1 1.01
S.D. 3 0.03 2 0.2 2 0.2 0.3 0.2 0.1 0.06
30 5 Mean 12 0.29 145 4.5 110 2.9 6.5 6.3 3.2 1.01
S.D. 1 0.04 1 0.2 2 0.1 0.3 0.2 0.1 0.04
100 5 Mean 11 0.28 144 4.7 112 2.8 6.9 6.1 3.1 1.05
S.D. 1 0.03 1 0.3 1 0.1 0.5 0.2 0.1 0.05
300 5 Mean 11 0.29 144 4.5 111 10.0 6.7 6.4 3.3 1.08
5.D. 1 0.04 1 0.3 1 0.1 0.6 0.3 0.1 0.03

No significant difference in any treated groups from control group.
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Table 7-3 A combined repeated-dose/reproductive- developmental toxicity study in rats
treated orally with Bromochloromethane
Blood chemistry (Day 5 of lactation)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) ) rubin
mg/kg/day 1u/L 1U/L 1U/L I1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 97 56 48 1 262 60 43 108 0.1 130
S.D. 29 21 12 0 86 9 27 15 0.1 14
30 5 Mean 15 44 44 1 240 52 61 100 0.1 131
S.D. 9 5 8 0 82 6 35 g 0.1 12
100 5 Mean 78 38 44 1 239 43+ 36 8C#x 0.1 121
S.D. 23 12 20 (4] 86 13D 18 14D 0.0 11
300 5a) Mean 85 48 59 1 342 43+ 48 85+ 0.1 120
S.D. 32 14 28 0 193 6D 6 Sh 0.1 8

a) : The animal(No.4104)
: p<0.01

# : p<0.05 ; *»
D : Dunnett's t

est

was excluded from statistical analysis.
(Significant difference from control group)
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Blood chemistry (Day 5 of lactation)

Female
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine

mg/keg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 S Mean 11 0.32 142 4.3 108 10.1 7.6 5.9 3.0 1.06
S.D. 3 0.04 1 0.5 2 0.4 0.9 0.4 0.2 0.05
30 5 Mean 13 0.31 142 4.5 108 10.1 7.3 6.3 3.2 1.05
S.D. 2 0.03 3 0.3 2 0.2 0.6 0.2 0.2 0.08
100 S5 Mean 11 0.31 142 4.6 109 10.1 7.7 6.0 3.1 1.05
S.D. 3 0.04 1 0.5 1 0.3 0.9 0.2 0.1 0.08
300 5a) Mean 1.0 0.34 142 3.9 112+ 2.9 6.9 6.1 3.2 1.08
S$.D. 4 0.10 2 0.7 1D 0.3 0.4 0.4 0.2 0.06

a) : The animal(No.4104) was excluded from statistical analysis.
% : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-1029

A combined repeated-dose/reproductive-developmental toxicity study in rats

Table 7-5
treated orally with Bromochloromethane
Blood chemistry (Day 14 of recovery)
Male
AST ALT LDH v —GTP AlP T.cho TG PL. T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 59 27 47 1 415 43 49 76 0.1 148
S.D. 7 3 6 1 62 6 18 8 0.0 10
300 5 Mean 63 29 54 1 390 54 31 83 0.1 139
S.D. 6 4 7 0 36 9 9 8 0.0 4

No significant difference between treated group and control group.
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Blood chemistry (Day 14 of recovery)
Male '
BUN  Crea- Na K c1 ca P TP Albumin A/G
Dose No. tinine
mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.24 144 5.0 110 9.7 6.3 6.3 3.1 0.96
S.D. 1 0.03 2 0.3 1 0.2 0.3 0.1 0.1 0.06
300 5 Mean 18 0.29+» 144 5.2 110 9.8 6.1 6.4 3.1 0.93
S.D. 2 0.04T 1 0.4 1 0.2 0.4 0.1 0.1 0.08

#= : p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg/day 1U/L 1u/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 73 35 46 1 168 65 17 122 0.1 131
S.D. 9 9 12 0 60 8 4 15 0.0 23
300 5 Mean 72 27 47 1 154 54 13 98 0.1 117
S.D. 16 14 5 0 21 15 5 25 0.0 10

No significant difference between treated group and control group.
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Table 7-8 ’ A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Blood chemistry (Day 14 of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg/day mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/aL g/dL
0 5 Mean 19 0.33 144 4.1 113 9.9 5.1 6.6 3.4 1.09
S.D. 3 0.02 1 0.4 2 0.4 0.4 0.5 0.3 0.04
300 5 Mean 14++ 0.32 143 4.6 115 9.8 4.8 6.4 3.4 1.14
S.D. 2T 0.04 1 0.2 i 0.2 0.6 0.2 0.1 0.07

#% : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg/day e g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 477 2.06 22.7 305 1.39 13.35
S.D. 42 0.10 . 5.0 66 0.19 1.60
No. 5 5 5 5 5 5
Absolute 30 Mean 528 2.13 21.8 281 1.46 15.08
S.D. 45 0.09 2.0 77 . 0.15 2.01
No. 5 5 S S 5 5
100 Mean 494 2.12 27.9 310 1.41 14.12
S.D. 19 0.04 9.1 81 0.09 0.90
No. 5 5 5 5 5 )
300 Mean 479 2.01 23.2 305 1.31 16.88+
S.D. 20 0.06 1.5 82 0.15 2.50D
No. 5 5 5 S 5
0 Mean 0.43 4.7 64 0.29 2.79
S.D. 0.04 0.6 13 0.01 0.10
No. 5 5 5 5 )
Relative 30 Mean 0.41 4.2 53 0.28 2.85
S.D. 0.02 0.6 12 0.01 0.21
No. 5 5 5 5 5
100 Mean 0.43 5.6 63 0.28 2.86
S.D. 0.02 1.6 17 0.02 0.11
No. S 5 5 5 5
300 Mean 0.42 4.8 64 0.27 3.51#%«
S.D. 0.03 0.3 17 0.02 0.38D

#: p<0.05; #*#: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 8-2 A combined repeated-dose/reproductive- developmental toxicity study in rats
treated orally with Bromochloromethane
Organ weight of male rats (Main group)
Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5
0 Mean 0.80 3.25 64
S.D. 0.12 0.28 4
No . 5 5 5
Absolute 30 Mean 0.72 3.38 66
S.D. 0.15 0.44 9
No. 5 5 5
100 Mean 0.83 3.16 72
S.D. 0.06 0.20 13
No. 5 5 5
300 Mean 0.84 3.10 61
S.D. 0.10 0.37 7
No. 5 5 5
0 Mean 0.17 0.68 13
S.D. 0.01 0.06 1
No. 5 5 53
Relative 30 Mean 0.14+ 0.64 12
S.D. 0.02D 0.04 2
No. 5 5 5
100 Mean 0.17 0.64 14
S.D. 0.02 0.05 2
No. 5 5 5
300 Mean 0.18 0.85 13
S.D. 0.02 0.05 2

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

D: Dunnett’'s test
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Organ weight of male rats (Main group)

Body Testis Epididymis

Dose weight (R+L) (R+L}
mg/kg/day g g(g/100g BW) mg(mg/100g BW}
No. 7 7 7

0 Mean 497 3.39 1274
S.D. 52 0.40 117

No. 12 12 12

Absolute 30 Mean 513 3.38 12890
S.D. 33 0.25 111

No. 12 12 12

100 Mean 503 3.25 1257
S.D. 28 0.19 71

No. 7 7 7

300 Mean 481 3.20 1293
S.D. 32 0.30 136

No. 7 7

0 Mean 0.69 259
S.D. 0.08 32

No. 12 12

Relative 30 Mean 0.66 250
§.D. 0.05 21

No. 12 12

160 Mean : 0.65 251
S.D. 0.04 21

No. T 7

300 Mean 0.67 270
S.D. 0.08 40

No significant difference in any treated groups from control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Organ weight of female rats (Main group)
Body Brain Thyroid Thymus Heart Liver
Dose weight (R+L)
mg/kg/day g g(g/100g BW) mg(mg/100g BW) mg({mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 304 1.94 17.0 155 0.97 9.76
S.D. 18 0.08 2.7 60 0.11 0.86
No. 5 S 5 5 5 5}
Absolute 30 Mean 305 1.88 17.0 207 0.95 10.05
S.D. 19 0.04 4.0 50 0.10 0.64
No. 5 5 5 5 5 53
100 Mean 300 1.92 19.6 192 Q.97 9.94
S.D. 19 0.10 2.2 43 0.04 0.97
No. a) 51 5 5 5 5 5
300 Mean 281 1.88 15.0 135 0.97 10.62
S.D. 39 0.05 2.5 57 0.11 1.68
No. 5 5 5 53 S
0 Mean 0.64 5.6 50 0.32 3.20
S.D. 0.03 0.7 18 0.02 0.19
No. 5 5 5 5 5
Relative 30 Mean 0.62 5.5 67 0.31 3.31
) S.D. 0.04 1.1 14 0.04 0.29
No. 5 5 5 5 5
100 Mean 0.64 6.5 64 0.32 3.31
S.D. 0.03 0.6 15 0.01 0.18
No. a) 5 5 5 5 5
300 Mean 0.68 5.4 a7 0.35 3.78%«
S.D. ° 0.08 1.1 15 0.02 0.18D

a): The animal(No.4104) was excluded from statistical analysis.
#%: p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
Organ weight of female rats (Main group)
Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW)
No. 5 5 5
0 Mean 0.58 1.85 83
S.D. 0.04 0.1¢ 11
No. 5 : 5 5
Absolute 30 Mean 0.68 1.88 77
S.D. 0.11 0.21 6
No. 5 5 5
100 Mean 0.65 2.01 88
S.D. 0.07 0.13 14
No. a) 5 5 5
300 Mean 0.66 2.06 91
S.D. 0.04 0.32 "19
No. 5 5 5
0 Mean 0.19 0.60 27
- S.D. 0.00 0.05 2
No. 5 5 5
Relative 30 Mean 0.22 0.82 26
S.D. 0.03 0.08 2
No. 5 5 5
100 Mean 0.22 0.67 29
S.D. 0.02 0.03 3
No. a) 5 5 S
300 Mean 0.24x« 0.75 33+«
S.D. 0.02D 0.17 4D

a): The animal(No.4104) was excluded from statistical analysis.
x: p<0.05; ##: p<0.0l1 (Significant difference from control group)

D: Dunnett's test



Table 8-6 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Organ weight of male rats (Recovery group)

R-1029

Body Brain Thyroid Thymus Heart Liver
Dose weight (R+1L)
ng/kg/day g g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 496 2.20 25.0 259 1.39 13.23
S.D. 54 0.10 3.4 45 0.14 2.44
No. 5 5 5 5 5 : S
300 Mean 498 2.09 22.9 271 1.38 13.64
S.D. 41 0.14 2.0 50 0.15 1.58
No. 5 5 5 5 5]
Relative 0 Mean 0.45 5.0 53 0.28 2.65
S.D. 0.05 0.6 12 0.02 0.21
No. 5 5} 5 5 5
300 Mean 0.42 4.7 55 0.28 2.74
S.D. 0.02 0.8 14 0.03 0.16

No significant difference between

treated group and control group.
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Table 8-7 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Organ weight of male rats (Recovery group)

Spleen Kidney Adrenal Testis Epididymis

Dose (R+L) (R+L) (R+L) (R+L)

mg/kg/day g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) mg(mg/100g BW)

No. 5 5 5 5 5

Absolute 0 Mean 0.70 3.44 63 3.49 1420
S.D. 0.11 0.39 8 0.27 158

No. 5 5 5 5 5

300 Mean 0.78 3.15 59 3.22 1315

S.D. 0.11 0.21 7 0.13 91

No. 5 5 5 51 51

Relative 0 Mean 0.14 0.69 13 0.71 289
S.D. 0.01 0.05 3 0.07 41

No. S 5 5 5 5

300 Mean 0.16 0.63 12 0.65 265

S.D. 0.03 0.04 2 0.07 25

No significant difference between treated group and control group.
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Table 8-8 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Organ weight of female rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose weight {R+L)
ng/kg/day g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 _ 5 5 5 5
Absolute 0 Mean 282 1.95 19.6 283 0.84 6.90
S.D. 19 0.06 4.5 105 0.05 0.54
No. 5 5 5 5 5 5
300 Mean ' 277 1.94 16.7 253 0.87 6.85
S.D. 19 Q.07 1.5 67 0.086 0.39
No. 5 5 51 5 5
Relative 0 Mean 0.69 6.9 100 0.30 2.45
S.D. 0.05 1.3 36 0.02 0.08
No. 5 5 S 5 5
300 Mean 0.70 6.0 92 0.32 2.47
S.D. 0.04 0.7

28 0.03 0.09

No significant difference between treated group and control group.
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Table 8-9 ' A combined repeated-dose/reproductive-developmental tox101ty study in rats
treated orally with Bromochloromethane

Organ weight of female rats (Recovery group)

Spleen Kidney Adrenal

Dose (R+L) (R+L)
mg/kg/day g(g/100g BW) g(g/100g BW) mwmg(mg/100g BW)

No. 5 5 5

Absolute 0 Mean 0.52 1.83 72
S.D. 0.08 0.14 9

No. 5 5 5

300 Mean 0.50 1.88 64

S.D. 0.04 0.14 7

No. 53 5 5

Relative Q Mean 0.19 0.65 25
S.D. 0.03 0.03 2

No. 5 5 5

300 Mean 0.18 0.68 23

S.D. 0.03 0.08 2

No significant difference between treated group and control group.
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Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Gross pathological findings (End of administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg/day) : 0 30 100 300 0 30 100 300

Findings Number: 7 12 12 12 12 12 12
General descriptions

Smudge,lower abdominal fur 0 0 0 0 0 1 0 0
Intestine, duodenum

Thickening,wall 0 0 0 o} 0 0 0 1
Intestine,ileum

Diverticulum 0 0 0 o] 0 0 1 0
Kidney

Focus,depressed 0 1 0 2 0 0 0 0

Cyst 0 0 0 1 0 0 0 0
Lung(bronchus)

Discoloration,pale, lobar 0 0 0 0 1 0 [0} 0

Nodule 0 0 0 0 0 0 0 1

Focus,dark red 0 1 2 0 1 0 0 1
Stomach

Focus,dark red, glandular stomach 0 1 2 3 0 1 4 4
Thymus

Small 0 0 0 0 1 1 0 0
Thyroid

Aplasia,unilateral 0 0 0 0 1 0 0 o}

M : Male, F : Female
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Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Gross pathological findings (End of recovery period)

Organs Sex: M M F F
Dose(mg/kg/day): 0 300 0 300

Findings Number : 5 5 5

Lung(bronchus)
Focus,dark red 0 2 0

Stomach
Focus,raised,glandular stomach 0 1 0 0
Focus,dark red,glandular stomach 0 0 1 0

M : Male, F . Female
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Histopathological findings (End of administration period)

=
=
=
m

F F F
30 100 300
12 12 12

Organs Sex:
Dose(mg/kg/day):
Findings Number :

Adrenal
Number examined
Not remarkable
Vacuolation,cortical cell
minimal
mild
Necrosis, focal

~NOo=
=0
O
=
PO
NS
X
=
=1
—
¥

12 12 12
11 lg 10

[y,

Bone+Bone marrow, femoral
Number examined
Not remarkable

Bone+Bone marrow,sternal
Number examined
Not remarkable

Cerebellum
Number examined
Not remarkable

Cerebrum
Number examined
Not remarkable

Epididymis
Number examined
Not remarkable

Heart
Number examined
Not remarkable
Cell infiltration, focal

minimal
Fibrosis, focal
minimal

Intestine, duodenum
Number examined
Not remarkable

Intestine, jejunum
Number examined
Not remarkable

Intestine,ileum
Number examined
Not remarkable
Diverticulum

minimal

Intestine, cecum
Number examined
Not remarkable

Intestine,colon
Number examined
Not remarkable

Intestine,rectum
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-2 . A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Histopathological findings (End of administration period)

Organs M M F F F F

12 12 1 12

Sex:
Dose(mg/kg/day) :
Findings Number:
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NS
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Kidney
Number examined
Not remarkable
Cyst
minimal
Vacuolar degeneration, tubular
minimal
mild
moderate
Necrosis, tubular
minimal
mild
Regeneration, tubular
minimal
Basop?ilic change, tubular
mi
moderate
Fibrosis, focal
minimal
mild
Granular change,papillary duct
minimal
mild
Liver
Number examined
Not remarkable
Vacuolation,hepatocyte,central
minimal
Vacuolation,hepatocyte,periportal
minimal
mild
moderate
Necrosis,single cell,hepatocyte
minimal
mild
Microgranuloma
minimal
mild
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)
Number examined
Not remarkable
Hemorrhage, focal
minimal
Accumulation,alveclar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node, submandibular
Number examined
Not remarkable
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M : Male, F : Female
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Histopathological findings {(End of administration period)

Organs Sex: M M M M
Dose(mg/kg/day) : 0 30 100 300 0 30 100 300
Findings Number: 7 12 12 7 12 12 1 12
Parathyroid

Number examined
Not remarkable
Pituitary
Number examined
Not remarkable
Aberrant craniopharyngeal tissue
minimal
Thymus '
Number examined
Not remarkable
Atrophy
minimal
mild
moderate
Thyroid
Number examined
Not remarkable
Aplasia,unilateral
minimal
Thyroiditis
minimal
Hypertrophy,follicular cell
minimal
mild
Sciatic nerve
Number examined
Not remarkable
Seminal vesicle
Number examined
Not remarkable
Spinal cord,thoracic
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Number examined 5 0 0 5
Not remarkable 5 0 0 5
Spleen
Number examined S5 0 0 5
Not remarkable 0 0 0 0
Hematopoiesis,extramedullary 5 0 0 5
minimal 1 0 0 2
mild 4 0 0 3
Stomach
Number examined 1 1 12 12 12 12
Not remarkable 1 1 12 11 8 7
Erosion,glandular stomach 0 1 4 4
minimal Q 1 4 1
mild 0 0 0 3
Thickening,mucosal, forestomach 0 0 0 1
minimal 0 0 0 1

Testis
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Histopathological findings (End of administration period)

Organs Sex: M M M M F F F F
Dose(mg/kg/day): 0 30 100 300 0 30 100 300
Findings Number : 7 12 12 12 12 12 12

Urinary bladder
Number examined
Not remarkable

Uterus
Number examined -
Not remarkable -
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M : Male, F : Female
- : Not applicable



Table 10-5 A combined repeated-~dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Histopathological findings (End of recovery period)

R-1029

Organs Sex: M M F
Dose(mg/kg/day): 0 300 0 300
Findings Number : 5 5 5
Adrenal

Number examined

Not remarkable

Erosion,glandular stomach
minimal

Number examined 0 0 5 5
Not remarkable 0 0 5 5
Kidney
Number examined 0 0 5 5
Not remarkable 0 [0} 2 4
Regeneration, tubular 0 0 3 1
minimal 0 0 3 1
Liver
Number examined 5 5 5 5
Vacuolation,hepatocyte,periportal 0 4 2 1
minimal 0 2 2 1
mild 0 2 0 0
Necrosis,single cell,hepatocyte 0 1 0 0
minimal 0 1 0 0
Microgranuloma 5 5 5 5
minimal 5 5 5 5
Hypertrophy,hepatocytic,central 0 1 0 (o]
minimal 0 1 0 0
Lung(bronchus)
Number examined 0 2 0 [¢]
Hemorrhage, focal 0 1 4] [0}
minimal 0 1 ] 0
Accumulation,alveolar macrophage 0 1 0 0
minimal . 0 1 0 o}
Thyroid
Number examined 5 5 5 5
Not remarkable 5 5 5 4
Hypertrophy,follicular cell 0 0 0 1
minimal 0 o} 0 1
Stomach
5 5 5 5
5 5 4 4
0 0 1 1
0 0 1 1

M : Male, F : Female



Table 11 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Estrous cycle in female rats during the pre-mating period (Maim group)

R-1029

Count of estrus Mean duration
Dose No. of of cycles
mg/kg/day animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 [0} 8 4 3.3+0.5 4.2+40.3
30 12 0 0 0 8 4 3.3+0.5 4.2+40.4
100 12 0 0 0 9 3 3.3+0.5 4.2+0.4
300 12 0 0 0 9 3 3.3+0.5 4.3+0.4

No significant difference in any treated groups from control group.



A combined repeated-dose/reproductive-developmental toxicity study in rats

R-1029

Table 12
treated orally with Bromochloromethane
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. copulation index index No. of copulation index index
mg/kg/day males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c¢)
(4] 12 2.8+0.7 12/12(100.0) 12/12(100.0) 12 2.8+0.7 12/12(160.90) 12/12(100.90)
30 12 3.3+3.2 12/12(100.0) 12/12(100.0) 12 3.3+3.2 12/12(100.0) 12712(100.0)
100 12 2.2+1.1 12/12(100.0) 12/12(100.0) 12 2.2+1.1 12/12(100.0) 12/12(100.0)
300 12 2.8+1.2 10/12( 83.3) 8/10( 80.0) 12 2.8+1.2 10/12( 83.3) 8/10( 80.0)
a): (No. of copulated animals / No. of mated animals) X 100

b):
c):

No significant difference in any treated groups from control group.

(No. of pregnant females / No. of copulated males) X 100
{No. of pregnant females / No. of copulated females) X 100
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg/day females pups % a) period lutea sites index % b) pups (%)c) pups index % d)
Total 12 12 100.0 196 177 7 163
Q Mean 22.1 16.3 14.8 90.5 { 4.2) 13.6 95.8
S.D. 0.3 1.1 1.7 10.1 ( 14.4) 2.6 1i4.4
Total 12 12 100.0 203 187 6 169
30 Mean 21.9 16.9 15.6 92.3 ( 2.9) 14.1 97.1
S.D. 0.5 1.7 1.4 5.9 ( 6.8) 1.1 6.6
Total 12 12 100.0 193 180 0 164
100 Mean 22.2 16.1 15.0 92.6 ( 0.0) 13.7 100.0
S.D. 0.4 2.9 3.5 8.6 ( 0.0) 3.8 0.0
Total 8 8 100.0 135 131 8 117
300 Mean 22.6% 16.9 16.4 97.1 ( 6.6)» 14.86 93.4%
S.D. 0.5D 1.2 1.1 3.1 ( 6.2)DT 1.9 6.2DT

a): (No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100

d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100

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

D: Dunnett's test

DT: Dumnett-type rank test
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane
External examination of liveborn pups
No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg/day dams males females Male Female malities(%)c)
Total 84 79 0.52 0
0 12 Mean 7.0 6.6 6.7 6.3 ( 0.0)
S.D. 1.8 1.9 0.3 0.3 ( 0.0)
Total 83 86 0.49 0
30 12 Mean 6.9 7.2 6.5 6.1 ( 0.0)
S.D. 1.4 1.2 0.5 0.5 ( 0.0)
Total 79 85 0.48 0
100 12 Mean 6.6 7.1 6.8 6.4 ( 0.0)
S.D. 3.1 2.5 0.5 0.5 { 0.0)
Total 35 62 0.47 0
300 8 Mean 6.9 7.8 6.4 6.0 ( 0.0)
S.D. 1.6 2.8 0.5 0.3 ( 0.0)

a): No. of males / (No.

of males + No.
b): No. of liveborm pups with external abnormalities
c): (No. of liveborn pups with external abnormalities / No.

of females)

No significant difference in any treated groups from control group.

of liveborn pups) X 100
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Table 15 A combined repeated-dose/reproductive-developmental toxicity stu&y in rats
treated orally with Bromochloromethane
Viability index of pups
Viability
No. No. of live pups index on
Dose of day 4 after
mg/kg/day dams Day 0 Day 4 birth % a)
Total 12 163 156
0 Mean 13.6 13.0 91.7
S.D. 2.6 4.4 28.9
Total 12 169 150
30 Mean 14.1 12.5 88.
S.D. 1.1 4.1 28.2
Total 12 164 162
100 Mean 13.7 13.5 99.0
S.D. 3.8 3.6 2.2
Total 8 117 94
300 Mean 14.6 11.8 80.8
S.D. 1.9 5.0 32.4
a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100

No significant difference in any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats
treated orally with Bromochloromethane

Body weight of pups

Male Female
Dose
mg/kg/day 0 4a) Gain 0 4a) Gain
No. 12 11®) 11 12 1? 11
0 Mean 6.7 9.7 3.0 6.3 9.2 2.9
S.D. 0.3 1.0 1.0 0.3 1.0 1.0
No. 12 llb) 11 12 llb) 11
30 Mean 6.5 9.9 3.4 6.1 9.4 3.3
S.D. 0.5 0.9 0.6 Q.5 0.9 0.5
No. 12 12 12 12 12 12
100 Mean 6.8 10.4 3.6 6.4 9.7 3.3
S.D. 0.5 1.6 1.1 0.5 1.2 1.0
No. 8 8 8 8 70} 7
300 Mean 6.4 9.4 3.0 6.0 8.9 2.9
S.D. 0.5 1.8 1.6 0.3 0.7 0.8
Unit: g

No.: No. of dams

a): Day after birth

b): All pups in one dam died.

No significant difference in any treated groups from control group.
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Table 17 A combined repeated—dose/reproductive-developmentél toxicity study in rats
treated orally with Bromochloromethane

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg/day) 0 30 100 300
Male

No. of pups examined 80 72 78 43
No. of pups with abnormal findings 0 1 0 0
Thymic remnant in neck 0 1 0 0

Female
No. of pups examined 76 78 84 51
No. of pups with abnormal findings 1 1 0 0

Thymic remnant in neck 1 1 0 0
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