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OECDERHFMLEMEREMABRICEDIBMREO-RLLT( Y 73O AF))
NyEYORERSEN - FMREBUHSERERBELE. §2DB, (FY 74D
AFNW)RELO O (BESE), 20, 100%500mg/kg/day#Crj: CD(SDR)S v b DIt
HE(RL120 /) Ic R KRail4HME, TR Z0RXBEMME2SOISHM, HTITREHM,
ERPERCOGBIHETELTEORSL, RPN T IRERSEHERTEMEE
AAECICKERROEE - RHCRITREBIODVWTRFEL, UTO/BRBELN .

1. REKSHME

—BRE, AEHBERCBERTIE, REPREZALTESREHOREL S RBRYE
BREDELEIFDONRD D,

MEFHNRETE, EREHLIBERVEKSORBRIAShRD o H, OHEL¥
KR ETIE, 500ng/keBICBEAE, PAV7 IV, BaLZXFO—, NI T)ES 4
FRCD VIEEDOHEMERC I N I—-2OFHLFED SN,

BRTIE, 500mg/keHDETEBROERRKE T EEBVALN, SSEEE TIXH T100mg/
kgl FOBSBHICHBRAVBRERZO S M, I Tid500ng/kefic FIE RO SE DR
5hi,

REHGZORATIE, 100ng/kel EDOHZEHOMERE I /NEDCEDFMAE DK
Hoh, ETEMRME LEOHTHOMBE, BILRTHFEEM XTI EMIREE
DO EDPED S5SNI,

2. EExLtak
BapoLEseicBE L Td, WEH, EEORRERVER(ZRRIIHRYERS
DEBIRHONLRI D,
AERERCHEERRETIE, TREM, A48, R, CHERYK, HEX, XXE
£, HERY, #EREUHAROBLCERDERSOLBRAONT, AREREZ
LR D NI D,
HAEREKEOHMME H20ng/ kel EOBREHTHAS N, 500ng/keBECiZ 4 BEFX
DETHED SN,
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UEoZens, AABRFHTU BT ARERSHEM M T2 EEZERIIMHE & ©200g
/kg, EEELBMICHTIBEERIBHY TIE500mg/kgbh £, WA R TiX20ng/ kK i
LHERE N,
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(PUZNFOAFNIRVE R, CWEEEOABTCRELEH 2VEIFHESERILELC
FERAINTOWIILEVETH 5. AERYEOBOKEIC L BLD: X, ¥ X T10000
ng/kg, 5 v h T150000g/kgTH AT EBFWEXIN TV B HY, REKSEULD 2034
MEEBECODVWTRIFLALHAEBEINTWRY, S, OECDEEZEYWERESMEA
RIZFRDLZ2BEMABEO B LT(M)INAOAF VIRV B ORBTEESEN - MR
EHUHAKREEREL, RIVWICNTIRERSELERTEREALTICRERRO R
- BECREITEBEZRALEOTHET 2,

B ER A B e T 5 vk

1. mBRWE
IRt hZ(MIZHADAF L)X E Y (Lot N
MEY.T%)EARICHEALEGRNEM L), XEERVEIF, =F/ -V RT=T
—FNVEBE, KITBOBEEHOBAKTH D, XAFBROK SRR TRIC
THAWULEER, BEWUBIYTRETCH L LPRBINEZ(RTER
2—-1, 2-2), ki, HEERBAI -V A4 NV (F Py uFkA2%, Lot N
L5125TF) 2R L=, 28, SBEVARVCEFKIEBRVEZOREENICEETRE L
7o

2. EABYRUEE RS

QBEHODCrj: CD(SDR)Z v F(HEF ¥ —NR - UI—HBA=) % M S50 A
L, THEOBELzT =, COMMAFIC-BRREOAERVAKEMELERT 2
L Hic, WHESITICODVTHRETY, BREPRVWILZHBRELEODL, IRFARSRE
Bxrllawez 0B8R TRARICEFRALEZ, &8, K5HAROBKEIHTIG. T~
391.2g, W T224.7~265.08TdH > /o

BYidEE24x 2 C(HrABM18~28C), ®ESST10% (FFEBHE30~T70%), W12
RE(FRTR~FE TR)RUCBRKERLE/RICRELEN) T7—Y 27 LCKEOD
FBEZ(84B)T, AF Y VARF—)E T — (W260 xH200 X D380mn) 12, #AEIL KRS
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i 2~ 3 (ffiR), REMBMPIE 1R, ZRMAMPIT 2 IC(EHES 1T),
ERERCHEMRERIRERBE(ETS b 7L =2, HEF+—LX - YR8 %
ARy —RF A bR — U (W265 x H185x D425mum)iZ 1 I > (W E RS II W E
RESD)NAL, fIBLE. B, AEOEAMIRE25.00C, RIEK22.5CT, BE
DERPEIZRE65.0%, BRIEK50.0%TH > /=, fkHd, BEEKMF, £V Y NVEE
BTEHASHAE) %, SUKIARBEERBE T M) Y L2HBMU =K 2pn) 2 AFHB
KEBE FIHKBECLYZhZhEHAICERI L, ARV TREAY VI VEE
BT/, KEREHXRF ¥ —IVR - YA—-HJRASEDNHEEAN HERARIK
V=T, MKICODWTIZWEBE EARFLE I THHL, WThHAR
BIIEGLTWAZ LA LE. B, AFSMETAMIEEEAIKRE L DR
AL, Sv2F4BBIC LA, AFVAXF—NRy -3 2EBIC 1R, KA
—REXA MR —-VIEAE L ~2H, SMIZBASARBRTILLBIC, HAEEZIEHER
L, HBEXE2BLETY 7THERALE,

3. HARBHA, REEREOWAUKRTEST
ABRBEBEAZ TRICTE L,

KRB B58 M k7 BMEeS
(mg/kg)

o4 12 901~912

xf R B 0
] 12 951~962
ok 12 913~924

HKARE 20
] 12 963~974
AN 12 925~936

o i A B B 100
@ 12 975~ 986
ok 12 937~948

SR RE 500
o] 12 987~998

B, RCEBLEPRABOERLOKRE UL, TRDL, KBERYWHDO,
100, 500 % F1000mg/ke% 2 B EHRE LR, SRERL S —RINE, KREHR
RUBHBCHERYEERSCL2E R o208, 500ng/kepd OB SHOMEH < M
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HEOPT, MOV RFO— NV ERTY CEEE OIS 81 MU F i E 8 o 1 hs &
S5h, 100ng/kgBicd ZOMEMMBEDNE. LEDN>T, ARBROK S5 EITIZ500mg/kg
EREHBIC, LTFALS THRLUAZL00KE T 20ng/ke®&EL .

A, £5MGaHICHHoRERZRIIENERBEALEIZLIITY, BT
ROFYCRHYESEZLAEN LU LEEZROA T TEAR Uz £-, &7—YiCiE
RBRES, V&S, KEERUVMENERRLESAX)NVEF}T =,

4. 5, BEHERTESHMN

B 5L, OECDAREHN A K54V THEEINTEY, ¥4, FEIIhZE FAOD
BESBRO -2 THHIFOZREG L L, BEIREFL4HBRTZORZEB % S435
HEo&aH49HM, MidxEa4a0, REPR(BRE4OR), SRPBRUHE 3 H
FTCOMM, EH1H1E, BE2AWTES LA, #5A8iXSul/kgd L, #9HZ
COBRGHEBE, HETIREMETREABPOHICOWTIIRFTOERELREIC, &
RBEMEZEOHIIODOWTEEROBOKELRIZIZNZNER L. SBBRICIHAERF
A a—rAA NV ERKEICES Lk,

5. BBRVBELEKOESYRAKE

(M)TZNVAOAFNIRVELEHARERHFI -V FANICEBHEL, 0.4, 2.0V
10.0W/V%AEBEZRARK L. AREE L ~2ROHEETITVL, HRBIIHRSHETHE
RELE, KAMKICLIBEBROREMARIILHAAMICTERL, 0.1, 1 RTL0
WV%DBERIIEBHENT LR 8HM, TORERICRLTARBRETH 3
CEEBAELEGREER3 ). HIC, AR LAHERBIC OV T ESFHHEIC SR
Tl zEiTY, REBEOITABHEA(ES%LUATHII L 2HAELEZGRMNEY
4),

6. BEKRURES
1) —BRBERLECICKRERCREIHE
MELd, 2HICOVWT—RREOHERTERORE 2 HSHMAPIZ 1 H 2ELL
L, zoEroliME 1 B 1ELL LT~
HEICOWTE, HEIEENB2ECTEA2RPE L=, #iE, ZRHOKREHHE
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RUREMEPEE2 [, EREBMPIERO, 4, 7, 10, 14, 1TRU21H, HEHE
JARBPEWE 0 (AR E)RT4HIZRMEL o

BHEHEIC DLW, HIXEMEZRIESHRBG, B20BIAIE L. i, i
AOKRSHMIZE2 F, wRMAMPEERL, 4, 7, 10, 14, ITRU2IH, WEM
B iEWE 1 R4 HICHZEL =,

2) MEFHRE
B2HICOVT, FEMARTRIC, BRKEALLERZEEZDD, RV MV ES
=)+ F b UDLI0mg/keE BEENR S LTHEL, BEE, BRAHIRL>SKRIL%E
fTo7=0 BEX L =M D —EBIXEDTA-2KAL ¥ (EDTA-2KHN M v ) LU T £ IR H B #m Bk 5 &
% & (Sysmex CC-780%!, WEEAMAEFHASH)ZEANT, HOKB(ERIEREH S
R), ROKB(BKERRESR), NEJDEVRB(IFIAEVOEVE), AT
oYy ME(IEK OV FEEBERD AR RTI/MRE(BERIERBRHAR)ZREL,
RIMIKE, ~E/DEVBREFA M) v MEORIEREE % FIZWintrobe d i ifn Bk
fE8 (FHROMIKEFMCV), FHRMmKimeEFEE(MCH) R RMMKkDERRE
(MCHC)] 2EH Lk, £/, MRO—HZZHKIEARL LU, May-Grunvald-GiemsaZt s
(HMREALAI R 2 —AF L 7 V—BEERRE(ERANREQRER)EZKE L

T, RE Lk

3) M FRE

M EeBE L ERICRRLZEO MK 2 ER TR0 BER, 300084,/ 43T
AMBELAEL, BonmMEFEEMAVWTEBINEE(TI6-108, A2t HOx
BIEMRNICL D, BEAE(T.protein, BV Ly M), U7 I 2 (BCGE), A/GH
(BREABERUTILTIVEDER), BV VE U (T.bilirubin, ZVAHVY 7V EY
JVE v #k), GOT(GOT, Karmeni% ), GPT(GPT, Wroblewski-La Duedk), y-Z % I
NI UARTFH—E(y-6TP, y-INVE I N-DBHAREE), 7V AUK T+ X T 7
#—¥(ALP, p-= b7z V) VEEEE®E), 21V X7 D0— N (T.cholesterol,
COD-DAOS%), MU Z V54 K(GPO-DAOSHE - 7)) VX)), VVIERE(EE
% - DAOSEG®¥), FVva—-X(FNvax+—+¥ - G-6-PDHL), IREZHR(BIN, DL 7
—¥-G 2DHE), 7 V7 F = s (Jaffeik), EH) (T 77V REBE)IRTALVY
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v .h(Ca, OCPCR)ZRELE=. £/, EMEASWNES(PVA-alll, %A% 75
FARANV A VAYNVAVYYNI LD F MY L(Na, EBWE), Y YLK, EHE)
RUr7o—)(Cl, EBEFHEER)ZHMEL I=,

4) Bk, BEEROAERTRHEBHAGENRE
ETREREPRBRTRORN 2T 2051, MTHMBA4HE I —FIVHEBETT
SNRBBHIREUN L CROMESE, B THBRERVHBOANBNBEEEZTL,
B o>WTHEBRCERBER AN, S8, B, O, HWSEX23T), I
B, FHRBE, MR, Bk, S8, B8, BRELGRUMEZEH L TBEER(ENE
B)ZMETRL LB, IRHBOKREXRICGELRITERE(HNER)Z2EL L,
ERAFBRECMZ, ARKNEEBLERBMLTI0%HEEFGT LU VRKICEE
Lo 28, 0%HHEEHRRILV) CARKICLIERICEFE>T, BREUER L&
77 VRTHIBRE L=, HBHERUS00ng/keBOMK, LK, M(ZRBZ2SH), W
B, HPBE, PRBE, B, 8%, R, BRLARUHRICIOWTIE, HFHEICHK > T/
274 VIR EEREL, ARMFIY Y AV UV(HE)RG@EZKEL, XEEMET
TEHEL~A. BIZ, FE, MERUVBRICOWTIE, IRVERSICEELEEEZ
BNBENEHZ SN, 100g/kgl TOBREHDOINLDREICOVWTHREAZED
REZFT>k, £, —BOHNTHBETEROBHREEZERLE. 28, AR
MBRERLG, RRVERINRPoLHEOKBE, BRELARTEOMRII DWW T,
TARURBHESZOREET > 2,

5) MAMMAERTEMEIRE

HooWTHERGH 2 86 (REHER) P S XRBEAHE T, BHFHO—
EFRMCEBEEZRRL, HRAKREEZT -2,

TEIIMEE(12E8) 14 I T-BRABI®IHETHTY, BYBEPORFXXIIE
BOERINEDDOERXRBRILEL, TOHZEKROHELE, £/, REXR
HTHY, REMREERE2EAME Lk, 8, KEAFSETLAEICDW T,
RAHAORRBIERAIN-HLABI R, XEMARTER, XEFMBEEY, XRBR%
[(R#HWE/ RESHYEH) % 100] k(e [((BREDE/ ZTRIWE) X
100] #EH Lo
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6) AMEERUHEH(WMEF4HEICOORBEFCHERKGA

RRPERASIN BRI 2FAZEBRF BRI Y, MEEBEZESEOIHIRERCEAL, &
BREOMBREZHE T L L0, EIRHEB, HEXK [((EREEMEIEIREHT
B)x100] 2EH LA, &8, HMEOHZAI, FAihilEEL, 2BZATTHHEL
ki, BHOSME L, HERICOWTIX, SMRKICHERSE, BERK, &
ERE, HEROUMNRUAREZEEZRELE, HERKE WL, HEBRUEE
AHCHhRERFAEKILICHET AL L ICHER(HERE/ BHREH)X100] KR
405 EE (AR 4HOERE /HERB)X100] 2BHLE. EFB4BICHAER
OLFlET—FNVHEETCHROBEXE, B8 - HBOWENEREGTS L LI,
REVRDONLERE - #HEC OV TEBHE LTI PHERE RV ) VBABRICEE
RELE, £/, HERGLEERRURETCREZSTHI DN TR, SRR —EHEATH
TH ) —NVICEERE L. '

7. ABRBHRECH R T RECHOLE
KEBRAZPHCHRTLRECHIEDLHICHIRL, BEERAER B IEHEGEZOR
BEETo7. BB, EREPRCHRVLRECHOBEERICOVWTIRSET S
LD,

8. #atFHIALIE

RE, BHER, MEPHREE, MBECZOREE, XERMEEE, HEAMKRER
(R1EEH, RIEEAH), SEERE, ERVIME, AEE, SKRER, REERBREUHAE
REEODWTREH L PHYBELBEEREL KD, NBELERVERSHEBTE Y
N —tE#EBartlettBZIC LV BREL 2. DY -RBEE— KB ER O S BAHT
TV, CCTHMCEREDPZOOSNIEZEE, BHOFIKNME~DIE &I Dunnettk
kb, £/, FHOFBNERBIBE I SchefféeFic LD BB L SO - ELBR
EBETS . AEMBB—TRVWBAIIKeuskal-Wallis® FEiC & > TEAEMEZ TV,
HECABREDNRDOONZEE, BHOFIBME O BE X Dumnett D, F/, &
OHBDERZ2BEEScheffeHD-HUBREEZT> 2. LB H 520
Kruskal-Wallisik CHREICEREZ2RORVWBARIZIHOSERBRIITDORIP > 2, &
ERRE, Z(RBER, HERRUHEROMKIEDW TR x* REICK D, FEER,
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HELRT4HEERI OO TEN lcoxonD BB EC L ) BRI SBSHEBOK
BETO>7. WIThOBEOARKESKYLUTEERERELE U, 28, HAERIZE
THRHEMBIZONTIE—EEN TUEL -,

sl B Bk A

1. REHSHY
1) —RE

BEREBOME L LRENAZE L THRDEARS L 2 - RREBOELETID S
higdprolk,

23, 500mg/keBE O 1 61(No. 944) P EREVHOKRSEECHBEEEZZ L, T
Lize £/, HZBOM 1H(Ne 992)TEIERISHOKRSFI»SBREABOBEN, BERA
MR, HEHOERTHEALGH, RHOEKRIIHICG LEERCMZBRAEOEN, B
BAMIESEZZ2L, SEC LRz, ChOoRTHD SIS, O SR (N 944) T fili D ILHE T
ERUVIBNOEEROBEOIE, MO (N. 992) TlX A E D 2 7L o it B B 4 gk
BOMEREDPARLNLIENPS, HRIRSFABRICLIbDOEHMEINE,

2) HREARUCEMAR ,
thEWR #Fig. 1, 2, Table 1, 2 RUAppendix 1, 2, BB #Fig. 3, 4,
Table 3, 4 K UAppendix 3, 4iZm L &,
EREBOME L HBREHHEECTHKERVBHEEBICNBHEOMOEZIRD S
highotk,

3) MWENRARTOBEFHRE
mkZORES R % Table 5 K WAppendix 5, MBHLFENRBEZEE%Table 6 K&
UAppendix 6lZR L=,
MmFEFIRETIL, 500ng/kgBETMCHIC C K B OH AL BA SN =H, DR
BNTA=FIIEHIAONLE RO/,
M FRRETIE, GOTOETHAL00K%500ng/ ke CRH OIS, BIZ, 500mg/
kgBECREHHE, PVT7Iv, RaVvRFo—, bYSTYESAL K, JUVIEERY
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AN LOBEMETFICITINI—ZOFDLBED LN,

4) Hi#&
I O DMk AT R # Table 7, 8 MUAppendix 7, B8IZH L7 =,
BREHMRTROBOHRTIE, 500ng/keB THMOIE KR 2 H, BEHIHFH, N
MR LBlICES O N, Z20ED, NBHO LHIIHOKREELEAS N,
HWE4HOMOMNBR TR, BREABEHMES L OBENTBEO 16, HROMK
RAEHE S E A 20ng/keBED 1 FlICZED LN, ZDiEDH, 100ug/kgBE D 1 Hl{No. 980)
CREDFE, MEY U EHOREX, MBEERTHBKOBE, RUTREAICHEY
OENPRDON, HEHFBBCIDDLHHI N,

5) #EER
MEOREER #Table 9, 10K Appendix 9, LOICR L~
T, 500mg/keB ¥ CHBRUBROEN RUHENEZOHMA A S5H, 100ng/ke
BIBOWTCIHRBOKSERBOBIMARE SN EROEM, BHOKLNETHNE
BOMIBERMBEED SN
# <%, 500mg/kgBE CHIRDEN R TENEBOHEMBED SN o

6) WEMHEFURA

i DM E & £ # Table 11, 12K CAppendix 11, 12KF/ Uiz, 7=, FFBE, B
R IR O ¥ 2 FAMBE SR/ #Photo. 1 ~ BIZR L7,

i, ANEEROH O FFRIKE OB A H500ng /kgBED 1161, 100ng/keBED 10611 # o
B £, BROEMRAE LEOMFHOME KT LB OHEH500ng/keht D
1161, 100mg/kgB¥ D 1261, ELIFRME O HIEH500mg/keRED 9 #1, 100ng/kgBED 1 41,
AR AE £ B D I A (G H500mg/keBE D 6 #1, 100ng/keBt D 2 #l, BOME
H500ng/keBED 1 BlCHD SN, ZDIEH, BROELE LTHNBRTEED 16
oo 07—V L BMEGES 30 Y RIS & B i E E A O M2
EUgikPEORBEEEALNE,

Mk, NEER LM O RFBE DI A H3500mg /kgBED 104, 100mg/kgBED 3 B, MR
EHEOEMM00ng/keBD 2 FlICED O, ZOIEFD, BENELE UTHRER

_10_
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U'500mg/keB¥ D& 1 Gl IRIRO BEANE MO ST, HBE D 1 FIIC IR & B B
COMEDVREDON, £, NBEOIFICHOTIDT 77—V L 3MRERTRH
BV U RICLZNERAEANOMRBELCBHIRFEORELNHA SN,
500mg/keBE DY D LHITId, EHFEFLAKO/NER L DOHFMIEORE AL A SN
i, BMOMEO EMNE, NERETHRECICKRKRAESMANED MRHH S
h, BloflalREED) v N KROBRRVHIEORENAD Sh iz,

100mg/kgB¥ DL R THI T, HHAEDZEH S PRFICH T TOREME, EMR
AELROREHIERTEESED SN,

2B, 500ng/keB DR EBARIC L AMES LHIOKCH T, HTEEF LRAED
MEALEOFMROEXERVEMRAE LROBFHEOHBABA LK, ETIIKE
NICIRBEDAOGN, REDEE, WIROZEE, AEHOEEMIE OB, HAKRMA
BELEOEKRLERDONE, ZOIEH, BE4HOZRMRKIZZRS BRI
100mg/kgBED L FICRMDO 2707 7 —SIC L AMMEPEH 2W0id U o iRIC k310
ERA~NOMBEEHE, BRTEORE R CEE, WY > HOBEICR T 3HLEM
BOELRDED 5 |

2. EEpELEt

1) MAMRERVTEERIRE
MEMBRERTEMENBREORE #Table 13 WAppendix 13ICF L =,
MEARRECIERSHLIRBRBEBAATEBRAMNICABRELOBMOZIRD SN
o,
HRERENMAETILI00ng/keB D 1 EZRVWTIRTICZRVA ST, XREZRH D
2HICERERNEDONE, Lo T, REKE, NEE, 20, 100K U500ne/ke#f
TEZh2n100, 100, 91.67TRT100%, ZREIVWThHI00%OBEERL, KR
FBHRICBWTHNBHEEREHHMOZZIZO SN R >2. &8, 100ng/kelt
DRZRHITIE, ML IERBOMRETHBHABZNRECELLZAOSNT, &
()OO XRME TR T HAIRD SR,

- 11 -
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2) SBEVEEN(ME4HETC)RAETICHERRE

SRERVHEHRBEL FCHFERREOREE 2 Table 14K rAppendix 14ICR L7 =,

SRRF OB TIX, 500mg/keBET 1 B (No. 995)DEIR2IA DS BREICFE L L 1=,
KEITIE, HERGEER4K, £ERILZ2ZIC)OEFICIHICELIIA SN b =0,
MWIC L2 TEHBOHENRPBEECAON, HEROXERZE, RBMEIE X RoM
EREFITARITH o2, BIKRTIE, MKEE, HoBRE©L, [ABICEERKER
FERVRENEOOERREIBD SN,

20mg/kgBE D HAEB K U 100ng/ kgD BEERBERIC Zh Z2nImHBED S = H5, 500
ng/ ke DR URBRUBRREBECELIRDON R P o 1,

EREHLLOERVME, REHERR, HER, TER, HERK, HERRUTHE
RoMiticdBELrOBICEIEDONRPok, /-, ARBERI, S5
H1HBFEDOLENRD 5=,

HEROKETIR, SREHLVUEHRVERABLOCHLBRD SN,

WEMHOMECK, HERORW, BARLOWETHOETH100ng/ kgD 1 £
AL, TRE2HETICHERDODLZFIMBFELC LA,

A BEHFRTIE, 500ug/keBiC WAL DBRD SN, B, 100ng/keBEiC & DM@
PROONEDY, CORMIRTIHO 1 BHPWCLRECHEALNLEILICLDHD
THo%o

HERORARTI, HRAMNAEROBT AL 100ng/ksBED 1 HIICED ON/=DH
THo7,

= e

OECDH&GLEMBEREMARICIFEDLIEERABO-BELLT(MNYZN A O AF)I)

B OREKRSHENE - FEREBUHEGAREEREL, RV TIRERSEH
BRUEMENETCREARROREL - BFECRIETEEC DV TRE L,
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1. REHZEEN

FRATERCTHERAVERFCER L ZEEPEADON T, FRTIE, E20EMNH
D 100ng/ kgLl £ D %5 B K U1 D 500mg/kgBE IC 38 S, MEH O 100ng/kgl D5
BHTCNERLEORBROEREALGRZ, £, BETIX, EB80OMN L EURME
ERICBIZHFHOMER, B, FEEMELAERTEMRAE ORI HD100ng/kg
UEDERSBEIRDONE, ABEBRYE LI DTV EABERZ N 700 MNVEY T
IR EVEBRCHTA2REMMEINTBIY, ThOOBEMMEAY TEIRBRUE
BOSENEECR LIRS RBRI N, BOMBILFRIRE T, 500ng/kef CHRE
HE, 7V7 I, Bavro—N, PDTYES 4 FETY VIEHOMMELIC Y
NWI—ZDOBOLHEDOSNED, TNOOXERMEORBICH T AXBICHEL £
BDELICEZONT. £/, BHEMTEI AN DV LOBMBTEDONED, THiZT
VT IVOBMIE-ELEBbhiz, LPL, #RPEERSCERL2EROHEH
R, RERUVBHRBINTAZBINVWThORSHICHIEADLOIAT, 25KEORELE
KT EO>BBEHRCEIESRPELEIONE. BB, BETIIEOS00ng/keBE D 1 #1
WWHIRMICARMAA SN, HBEFNCIREIRDONED, XEIEIEES Y MNT
HFFAONEZELTH D, BEFIBILRNC L OBRVERSCEBRALED D,
XEZXENPoR. £, METRED00ng/keBED 2 FLABEFZ IS BBHH SN 7=,
ELOBREIBMTREFBILBRVWIERTVETEINBEEZZILDY) VY RZ~DOEA%
TARTHIECEEDONRDP > EIEDS, BRRYEOEENREE L D IS HRICH-
APV AMOELTH ARSI EV ERDN,

Lol ehs, FEBREHFTICBITIRERSHEHCETIELEEIMHE L 20
ng/kgL HREI N iz,

2. LT

REMoEEMEICE LT, AN, BEORRERUR(ZIBRICEBYERS
DEBRIEO SO o /=,

AMEEOBRE T, 500ng/keB D | REMHPERIIBOSBOKRTRICE T LU, K
FICIXERGIBPO - BRREBATICHERORFICIREELEIAohd o0, &
MRFICHEFREMLAA SN, HEROFERE, RBUBIFICRORER DTS
FHNEECTODREEBRIRD SN RP LI ENE, FORRAECONWTEIFHRISHES
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HEBEOELEEI SN, LPLARDYLS, CORBRAKERIILZHOTIPOBHY
WREBEINT, HEFBI VPRV ILDPSERNRERYERS L OBELIT R WL
SIKBbhiz, bIRAI, YUHBTIERMM, QHERR, HEX, KEXK, HER
B, BERRUHEROMLECIHBRYEAKRSOEBEIZE OO N> 2. — 4, 20mg/
kel tOBTHADICHERDBPZDON, FEBYEROKREMORBRE AT IHEH
rgIhD, BBREHZEDEIHERBOBLEIASNTES T, ARRELHH
BRIhBRH -k,

WEHOBRICBVW TS, HEROHE L ~EREORMIMEINAS N, 500ng/kgBElc
ABEEROETHIKEBICEZDONE. ChoDBbik, REHOREEWH % Kk
LTW3pDeEZILN, ZOW, FEBRWKEZRLERBEFTERPS ALK
LBHDLEZONE, ZOEFD, WETRIC L 52RELEH100ng/kgBE D | FHHYIC
AHoNEH, 500ng/ kB ERECEABRINRP 2L ORBCHERT 221
LxEZIEP O,

PEozehs, AEBEHFTEBI2EMELEEHCHET2ELEEIRATHD TR
500mg/kgbl b, H4 R Tix20ng/kgkiL BRI,

7 R
Doris v. Sweet, “Registry of Toxic Effects of Chemical Substances” ,
U. S. Government printing office, Washington, D C, 1987, 1985-1986,
Edition, Vol. 5.
Chu, I., Shen, S.Y., Villeneuve, D.C., Secours, V.E. and Valli, V.E.(1984) :

Toxicity of trichlorotoluene isomers a 28-day feeding study in the rat.
J. Environ. Sci.Health, Part B, B19(2), PP 183-191
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Study No. 49422
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—&— 20mg/kg
—&— 100mg/kg
—A— 500mg/kg

600

Body weight (g)

I 1 i 1 1 1 1 1 1 1 1 Ll 1 1 1

1 4 8 11 15 18 22 25 29 32 36 39 43 46 49
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Fig. 1 Mean body weight changes of male rats treated orally with (trifluoromethyl)benzene in the
combined repeat dose and reproductive/developmental toxicity screening test.
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Study No. 49422
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Fig.2 Mean body weight changes of female rats treated orally with (trifluoromethyl)benzene in the
combined repeat dose and reproductive/developmental toxicity screening test.
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Study No. 49422

Fig.3 Mean food consumption of male rats treated orally with (trifluoromethyl)benzene in the

combined repeat dose and reproductive/developmental toxicity screening test.
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Fig.4 Mean food consumption of female rats treated orally with (trifluoromethyl)benzene in the
combined repeat dose and reproductive/developmental toxicity screening test.
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Table 1 Body weights of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49422

Group and dose

Control

20mg/ke

100mg/kg

500mg/kg

Days of treatment

1

4

8

11
15
18
22
25
29
32
36
39
43
46
49

350,3£19.7(12)
364,0£22.0(12)
379.8%27.1(12)
394.5+28.7(12)
412.2£31.1(12)
419,7%30.2{12)
437.9%30.1(12)
452.5+32.9(12)
470.1£31.9(12)
483.4+33.4(12)
498.2+33.1(12)
509.2+34.1(12)
524.4+37.0(12)
§35.3£37.0(12)
546.0£38.3(12)

349.6+16.1(12)
363.0+£20.2(12)
380.0+24.0(12)
393.3%28.1(12)
410.0%29.6(12)
416.0£29.4(12)
431.3+£30.4(12)
445.0%32.7(12}
460.4+34,5(12)
472.0+37.4(12)
484.4+38.3(12)
492.0+39.3(12)
506.4+41.7(12)
513.3+41.7(12)
523.2+42.9(12)

Body weight(g)

350.0+ 16.
361.2118.
377.6£19.
394.0+19.
410,019,
418.7123.
435.56+23
447,224,
460.7x28.
474.3+28.
487.3431.
498.4+32.
511.4135.
520.1437.
528.2%39.

6(12)
3(12)
0(12)
4(12)
1(12)
3(12)

.2(12)

3(12)
7(12)
2(12)
7(12)
7(12)
2(12)
7(12)
7(12)

350.7+18.5¢12)
360.6+19.0(12)
376.8+25.1(12)
382.0£29.7(11)
406.4+33.7(11)
412.1£36.5(11)
428.0+36.8(11)
439.31+38.9(11)
451.81£39.2(11)
459.7+39.1(11)
471.5+41.1(11)
482.0+42.5(11)
494.1+42.9(11)
500.8+44.9(11)
510.2+44.4(11)

Values are mean +3.D. and the values in parentheses represent the number of animals.
One anigal of 500mg/kg group died from administration error on day 10 of treatment.
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Table 2 Body weights of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49422

Group and dose

Control

20mg/kg

100mg/kg

500me/kg

Days of pre-mating
1
4
8
11
15
Days of gestation
0
4
7
10
14
17
21
Days of lactation
0
4

242.4+9.9 (12)
248.71+8.2 (12)
257.2+11.3(12)
265.9+9.8 (12)
275.6112.0(12)

275.5+11.1(12)
301.8%£12.1(12)
316.3+12.7(12)
331.7+12.7(12)
383.4+£13.8(12)
386.3+17.2(12)
432.9415.3(12)

319.8+17.6(12)
347.9+14.2(12)

242.7+7.8 (12)
247.8+9.3 (12)
260.1+12.7(12)
269.0112.8(12)
276.8+15.5(12)

285.3+16.9(12)
310.1+15.4(12)
323.0+15.8(12)
337.5£17.1(12)
358.1120.3(12)
391.7+21.3(12)
438.6+£19.7(12)

319.8%21.3(12)
348.9+19.6(12)

Body weight(g)

244.4£11.0(12)
249.1+£7.5 (12)
261.4%8.5 (12)
269.7£8.0 (12)
278.518.3 (12)

284.7£12.9(11)
310.0£12.6(11)
319.3£22.6(11)
332.9+24.9(11)
355.2+25.6(11)
387.0+22.3(11)
439.0+24.9(11)

318.4%28.3(11)
354.0+21.6(10)

243.1+7.9 (12)
249.4x8.6 (12)
260.6+7.9 (12)
270.3+10.3(12)
278.71£9.4 (12)

281.4+10.3(12)
306.6+12.7(12)
318.6+£12.0(12)
332.3£13.7(12)
351.9+15.1(12)
380.6+23.2(12)
434.9422.0(11)

- 308.0+16.3(10)

342.2+18.8(10)

Values are mean *+$.D. and the values in parentheses represent the number of animals.

One animal of 100mg/kg group was not mated.

All newborns from one dam of 100mg/kg group died until day 2 postpartum, and so the dam was sacrificed immediately.

One dam of 500mg/kg group died on day 23 of gestation, and one dam of 500mg/kg group died from administration error on day 19 of gestation.
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Table 3 Food consumption of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity sereening test

Group and dose Control 20mg/kg 100mg/kg 500mg/ke

Food consumption(g/day/rat)
Days of treatment

Le

2 21.9%3.2(12) 20.5+2.6(12) 19.7%2.1(12) 20.6x2.6(12)
4 21.9%2.7(12) 22.4+2.6(12) 21.4£2.0(12) 22.1+2.1(12)
8 21.0+4.4(12) 21.7+£3.3(12) 20.6+1.8(12) 21.3+2.0(12)
11 23.3+2.3(12) 22.4+2.8(12) 22.1%2.3(12) 23.2%3.2(11)
15 22.3%2.0(12) 22.6%3.2(12) 22.211.6(12) 22.1%2.6(11)
30 22.8%2.2(12) 22.6+2.6(12) 22.2+2.0(12) 22.412.1(11)
32 22.6%2.4(12) 22.8+2.4(12) 22.4+2.0(12) 22.3+2.0(11)
36 22.6%1.3(12) 22.2+2,2(12) 22.1£2.3(12) 21.9+2.1(11)
39 21.6x2,1(12) 20.422.6(12) 21.1£2.1(12) 21.3x2.2(11)
43 21.423.7(12) 20.8+2.9(12) 21.1+2.6(12) 22.8+2.3(11)
46 22.9%2.6(12) 21.3+2.6(12) 22.0+2.9(12) 23.5+2.6(11)
49 23.2+1.4(12) 22.2+2.4(12) 21,9+2.8(12) 23.9+2.6(11)

Values are mean +S.D. and the values in parentheses represent the number of animals.
One animal of 500mg/kg group died from administration error on day 10 of treatment.
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Table 4 Food consumpticn of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose

Control

20mg/kg

100ug/ke

500mg/kg

Days of pre-mating

Food consumption(g/day/rat)

2 16.4+2.5(12) 16.1+2.1(12) 16.6+2.5(12) 15.9+3.2(12)
4 15.5+2.5(12) 15.4+2.8(12) 14.8%3.0(12) 16.2+2.6(12)
8 15.6£4.9(12) 16.5+4.0(12) 16.5+2.8(12) 16.7+2.9(12)
11 16.6£3.1(12) 17.6+£1.6(12) 16.9+3.4(12) 18.2+2.3(12)
15 17.8+3.8(12) 16.7+3.9(12) 17.6+2.6(12) 19.0+1.9(12)
Days of gestation
1 15.5+2.1(12) 16.1+£1.5(12) 15.3+2.7(11) 16.6+2.2(12)
4 18.4+1.9(12) 19.0+2.9(12) 18.9+2.7(11) 19.2+2.1(12)
7 19.8+2.3(12) 18.9+2.5(12) 17.9+5.2(11) 19.5+2.1(12)
10 20.5+1.7(12) 19.9+2.3(12) 18.2+4.9(11) 19.5+1.7(12)
14 20.2+1.8(12) 20.2+2.6(12) 18.7+3.8(11) 19.3+1.6(12)
17 23.2+22.7(12) 23.0+3.1(12) 22.0+2.5(11) 20.1%5.6(12)
21 14.6+2.8(12) 12.3+2.9(12) 14.2+5.9(11) 14.6+3.1(11)
Days of lactation
1 14.3+5.8(12) 10.1+4.7(12) 10.2+6.6(11) 7.6+4.2(10)
4 40.0+4.9(12) 40.5+6.4(12) 39.4+4.4(10) 39.8+8.1(10)

Values are mean +35.D. and the values in parentheses represent the number of animals.

One animal of 100mg/kg group was not mated.

A1l newborns from one dam of 100mg/kg group died until day 2 postpartum, and so the dam was sacrificed immediately.

One dam of 500mg/kg group died on day 23 of gestation, and one dam of 500mg/kg group died from administration error on day 19 of gestation.
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Study No. 49422
Table 5 Hematological findings of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 20mg/ke 100mg/ke 500mg/kg
No. of animals 12 12 12 11
Leucocyte (10%/ 1) 79+16 72+18 8616 TT£19
Erythrocyte (10*/u1) 853+ 36 872135 868+27 877+30
Hemoglobin (g/dl) 14.8+0.6 14.9+0.6 14.6+0.2 14.6 £0.5
Hematocrit (%) 47.3*1.9 48.4+1.8 47.4+1.3 47.2+2.0
Platelet (104/ 1) 100.3+12.3 92.01+10.9 95.9+8.2 102.5+7.8
MCV (f1) 561 56+2 55+2 5412
MCH (pg) 17.3£0.6 17.1£0.4 16.8+0.5 16.6 £ 0, 5%
MCHC (%) 31.2+0.5 30.9+0.5 30.8+0.6 30.9%+0.7

* : P<0.05(significantly different from control).

Values are mean +S.D.
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Table 6 Biochemical findings of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No.

49422

Group and dose Control 20mg/kg 100ng/ke 500mg/ke
No. of animals 12 12 12 11
T.protein (g/dl) 5.310.2 5.3+0.3 5.9+0.1 5.820.2%¢
Albunin (g/dl) 3.740.2 3.610.1 3.8+0.1 4.140. 2%«
A/G ratio 2.23+0.20 2.25+0.29 2.25+0.25 2.37+0.19
GOT (Iu/1) 98+12 8612 82+ 14x T7+ 15%%
GPT (1u/1) 2414 2142 23+3 22+4

¥ -GTP (1u/1) 0.4+0.2 0.410.2 0.4+0.2 0.9+0.2
ALP (1V/1) 198+23 203+29 197127 184124
T.cholesterol (mg/dl) 50+9 46+9 56+12 85+ 10%%
Triglycerides (mg/dl) 31£10 28+8 35+12 66+ 15%x
Phospholipids (mg/dl} 80+12 7712 93+17 140+ 14%x
T.bilirubin (mg/dl) 0.0%0.0 0.0+0.0 0.0+0.0 0.0+0.0
Glucose (mg/dl) 138+ 14 132£12 123%15 103 £ 13%%
BUN (mg/dl) 14.0+2.1 14.5+2.2 14.9+1.3 16.1+1.9
Creatinine (mg/dl1) 0.5x0.1 0.410.1 0.5+0.1 0.4+0.1
IP (mg/dl) 6.4+0.6 6.4+0.8 6.4+0.6 6.1+0.6
Ca (mg/dl) 9.5+0.2 9.5+0.2 9.6+0.2 9.9+0.2%x
Na (mEq/1) 147.1+1.0 147.5%£0.8 146.6+£0.8 147.1+0.7
K (mEq/1) 4,38+0.26 4,32+0.20 4.36+0.10 4.34%0.17
Cl (nEq/1) 105.4+1.4 106.2+1.1 104.6+0.8 104.2+1.1

* ; P<0.05, *% :P<0.01(significantly different from control).

Values are mean *S.D.
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Study Yo. 49422

Table 7 Necropsy findings of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Contro! 20ug/ke 100mg/ke 500mg/kg
\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice Imminent sacrifice/Dead Total
Organs and findings

Number of animals 12 12 12 1 1 12

Respiratory systea

Trachea
Foamy fuid 0 0 0 0 1 1
Lung
Coloration, grayish white 1 0 0 0 0
Uncollapse 0 4] 0 0 1 1
Urinary system
Kidney
Hypertrophy 0 0 0 2 0 2
Discoleration 0 0 0 0
Pits 0 0 0 1 0 1

No appreciable changes in all other organs and tissues.
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Study No. 49422

Table 8 Necropsy findings of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test
Croup and dose Control 20mg/ke 100mg/kg
\ Terminal sacrifice Terminal sacrifice Termina] sacrifice Imwjnent sacrifice/Dead Total
Organs and findings Number of animals 12 12 i i 12
Digestive system
Liver
Diaphragmatic nodule 0 1 0 0 0
Esophagus
Perforation 0 0 1 0 1
Stomach
Spot, white, forestomach 0 0 0 0 0
Pit, glandular stomach 0 0 0 0 0
Spot, blackish red, glandular stomach 0 0 0 0 0
Respiratory system
Trachea
Foamy fluid 0 0 0 0 0
Lung
Coloration, dark red 0 0 0 0 0
Hematopoietic system
Thyaus
Atrophy 0 0 0 1 1
Spleen
Adhesion, adipose tissue 1 0 0 0 0
Thoracic lymph node
Hypertrophy 0 0 1 0 1
Others
Thoracic cavity
Adhesion, organs and tissues 0 0 1 0 1
0il retention 0 0 1 Q 1
Hydrothorax 0 0 0 0

No appreciable changes in all other organs and tissues.
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Study No. 49422

Table 8 - continued Necropsy findings of female rats treated orally with (trifluoromethyl )benzene in the combined repeat dose
and reproductive/developmental toxicity screening test
\\\\\\\\\\ Group and dose 500mg/kg
Terminal sacrifice Imminent sacrifice/Dead Total

Organs and findings Number of animals 10 2 12
Digestive system

Liver

Diaphragmatic nodule 0 0 0
Esophagus

Perforation 0 1 1
Stomach

Spot, white, forestomach 0 1 1

Pit, glandular stomach 0 1 1

Spot, blackish red, glandular stomach 0 1 1
Respiratory system

Trachea

Foamy fluid 0 1 1
Lung

Coloration, dark red 0 1 i
Hematopoietic system

Thymus )

Atrophy 0 1 1
Spleen

Adhesion, adipose tissue 0 0 0
Thoracic lymph node

Hypertrophy 0 0 0
Others

Thoracic cavity

Adhesion, organs and tissues
0il retention

Hydrothorax

O OO
hd O ik
— O =

No appreciable changes in all other organs and tissues.
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Table 8

Study No.

Absolute and relative organ weights of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

49422

Group and dose Control 20mg/kg 100mg/kg 500mg/kg
No. of animals 12 12 12 11
Absolute organ weight

Final Body Weight (g) 516.21+35.7 497.1+40.8 501.1x37.6 477.8+41.6
Brain (g) 2.1520.09 2.15+0.05 2.14+0.09 2.13+0.06
Heart {g) 1.59+0.10 1.60+0.08 1.52%0.13 1.60+0.20
Lungs (g) 1.60+0.27 1.46£0.13 1.581%0.11 1.42+0.12
Thymus {g) 0.39%0.06 0.40%0.11 0.36x0.07 0.3410.08
Liver (g) 14.46+1.75 13.35+1.73 15.44+1.20 18.86 +1.61%x
Spleen {g) 0.78+0.11 0.76%+0.13 0.75+0.12 0.78+0.12
Kidneys (g) 3.20+0.28 3.27%0.25 3.51+0.23 4,33 +0.65%x%
Adrenals (mg) 64.5+6.1 65.0+7.4 61.3£6.5 61.8+6.9
Testes (g) 3.45+0.24 3.341+0.20 3.4310.21 3.4710.30
Epididymides (g) 1.32%£0.09 1.32%0.09 1.31£0.10 1.33+0.10
Relative organ weight

Brain (g/100g B.¥.) 0.42+0.03 0.4410.03 0.43%0.02 0.45+0.04
Heart (g/100g B.¥.) 0.31+0.03 0.32+0.03 0.30%0.03 0.33x+0.03
Lungs (g/100g B.¥.) 0.31+0.07 0.29+0.02 0.30+0.02 0.30+0.03
Thymus (g/100g B.¥W.) 0.07+0.01 0.08+0.02 0.07+0.02 0.0710.02
Liver (g/100g B.¥.) 2.80+0.21 2.68+0.19 3.09%+0.25% 3.96 £0.24%x%
Spleen (g/100z B.X.) 0.15+0,02 0.15+0.02 0.1540.02 0.16+0.03
Kidneys {g/100g B.W.) 0.62+0.04 0.66+0.04 0.7010.06 0.91+0.14%x
Adrenals {mg/100g B.¥.) 12.5+£1.0 13.1+1.3 12.3+1.8 13.0+1.5
Testes {g/100g B.¥.) 0.67£0.06 0.68+0.07 0.6910.06 0.7320.06
Epididymides (g/100g B.W.) 0.26+0.03 0.270.03 0.26+£0.02 0.28+0.02

¥ : P<0.05, =% P<0.01(significantly different from control).

Values are mean +85.D.
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Table 10

Study No.

Absolute and relative organ weights of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

49422

Group and dose Control 20mg/kg 100mg/kg 500mg/kg
No. of animals 12 12 10 10
Absolute organ weight

Final Body Weight (g) 347.9+14.2 348.9+19.6 354.0+21.6 342.2+18.8
Brain (g) 2.03+0.08 2.07+0.09 2.07£0.06 2.051£0.05
Heart (g) 1.12£0.12 1.11%+0.08 1.07+0.10 1.08+0.13
Lungs (g) 1.25+0.20 1.26+0.14 1.46%£0.79 1.19+0.10
Thymus (g) 0.20+0.03 0.20%0.08 0.22£0.07 0.17£0.05
Liver (g) 14.62+1.16 14.65+1.36 15.21+1.28 16.32+1.59%
Spleen (g) 0.68+0.12 0.65+0.06 0.64+0.09 0.62+0.12
Kidneys (g) 2.07£0.16 2.08%0.14 2.10x0.11 2.16+0.07
Adrenals (mg) 76.1+9.2 78.4+8.3 78.6£7.0 74.7+9.6
Ovaries (mg) 101.0+12.2 109.1+14.4 110.9+12.0 108.9+£7.3
Relative organ weight

Brain (g/100g B.¥.) 0.58%0.03 0.60+0.05 0.59%0.04 0.60+0.02
Heart {g/100g B.X.) 0.32£0.03 0.32+0.02 0.30+0.04 0.32£0.03
Lungs {g/100g B.W.) 0.36£0.06 0.3610.04 0.42+0.27 0.35+0.02
Thymus (g/100g B.¥.) 0.06+0.01 0.06+0.02 0.06+0.02 0.05+0.01
Liver (2/100g B.¥.) 4.20+0.23 4,20+0.29 4.30%+0.23 4,77+0.44%x
Spleen (g/100g B.W.) 0.19+0.03 0.19+0.01 0.18+0.03 0.18+0.03
Kidneys (g/100g B.¥.) 0.60+0.03 0.60+0.04 0.59+0.03 0.63+0.04
Adrenals (mg/100g B.W.) 21.9+2.6 22.4+2.0 22.2+1.6 21.8+2.3
Ovaries (mg/100g B.¥.) 29.0£3.0 31.4+4.4 31.41£3.5 31.8%+2.1

x : P<0.05, ** : P<0.01(significantly different from control).

Values are mean *S.D.
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Table 11

and reproductive/developmental toxicity screening test

Histopathological findings of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose

Study No.

49422

Control

20mg/kg

100mg/kg

\\\\\\\\\\\ Group and dose
Organs and findings Number of animals

Terminal sacrifice

Terminal sacrifice

Terminal sacrifice

-+t - 4+ 4+ttt -+ ++ t44
Digestive system
Liver (12) {12) (12)
Hypertrophy, centrilobular 120 0 0 120 0 0 29 1 90
Respiratory system
Lung (12) (0) (0
Cellular infiltration 11t 0 0
Thickening, tunica media, artery 11 ¢ 0
Urinary system
Kidney {12) (12) (12)
Hyaline droplets, proximal tubules 120 0 0 120 0 0 03 9 ©
Necrosis, proximal tubules 120 0 ¢ 20 0 0 07 58 0
Dilatation, proximal tubules 120 0 0 120 0 0 111 0 0
Change, basophilic, proximal fubules 1Z 6 0 ¢ 120 0 ¢ 10 2 0 0
Scar 120 0 ¢ 120 0 0 12 0 0 0

Grade sign: -, none; +, mild; ++, moderate; +++, marked.

Figure in parentheses represents the number of animals with tissues examined histopathologically.
No remarkable changes were observed in the thymus, spleen, heart, testis, epididymis, adrenal and brain of all animals and the thoracic lymph node of one
animal in control group, and in the thymus of all animals and the testis and epididymis of one animal in 100mg/kg group.
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Study No. 49422

Table 1! - continued Histopathological findings of male rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose 500mg/keg
\\\\\\\\\\\ . Terminal sacrifice imainent sacrifice/Dead Total
Organs and findings Number of animals 11 1z

- bttt -ttt -+ttt

Digestive system

Liver (n (1n (12)
Hypertrophy, centrilobular g 0 11 0 0 ¢ 1 ¢ 0 0 12 0

Respiratory system

Lung (i (1 12)
Cellular infiltration 11 0 0 0 10 0 0 12 0 0 0
Thickening, tunica media, artery 110 0 0 10 0 ¢ 12 0 0 ¢

Urinary system

Kidney (11} (1 {12)
Hyaline droplets, proximal tubules 0 0 11 90 06 06 | 0 0 0 12 0
Necrosis, proximal tubules 0 0 8 3 10 0 ¢ 10 8 3
Dilatation, proximal tubules 26 1 2 10 0 0 3 6 | 2
Change, basophilic, proximal tubules 56 0 0 10 0 0 6 6 0 0
Scar 101 0 0 10 0 0 111 0 0

Grade sign: -, none; +, mild; 4+, moderate; +++, marked.

Figure in parentheses represents the number of animals with tissues examined histopathologically.
No remarkable changes were observed in the thymus, spleen, heart, testis, epididymis, adrenal and brain in 500mg/kg group.
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Study No. 49422

Table 12 Histopathological findings of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 20mg/kg 100mg/ke
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice Imminent sacrifice/Dead Total
Organs and findings Number of animals 12 12 11 | 12
- 4+t - 4+t -+t -+t - 4+
Digestive system
Liver (12) (12) (11) (n (12)
Hypertrophy, centrilobular 12 ¢6 0 0 12 0 0 0 8 3 0 0 {10 0 0 9 3 0 0
Change, fatty, periportal and mid-zonal 12 0 0 0 12 6 0 0 110 0 0 00 1 0 it o 1 0
Stomach (0 (0) (0) (0) (0)
Ulcer, forestomach
Ulcer, glandular stomach
Respiratory systea
Lung o . (12) (0 (n (n (2)
Cellular infiltration It1r ¢ 0 01 0 0 10 0 0 1+ 0 0
Thickening, tunica media, artery Ittt o 0 01 0 0 10 0 0 I 1 0 ¢
Hematopoietic system
Thymus (12) (0) (11) (0) (1)
Atrophy 12 0 0 o 1m o 0 0 1106 0 0
Necrosis, lymphocyte 20 0 0 it o 0 0 110 0 0
Spleen . (12) (0 (0) (D (1
Hematopoiesis, extramedullary, increased i1 0 0 1 0 0 ¢ 10 0 0
Adhesion, adipose tissue I r o0 0 16 0 ¢ P o 0 ¢
Proliferation, plasma cell, red pulp 12 0 0 0 10 0 0 t 0 0 0
Thoracic Iymph node (0) )] (1 (0) 1
Proliferation, plasma cell, medulla 0t 0 o0 0 fr 0 0
Urinary system
Kidney ' (12) (12) (1) (1 (12)
Change, fatty, proximal tubules 12 06 0 O 120 0 0 1m0 o0 0 0 0 0 ! 1o 0 1
Thrombus 120 0 0 12 0 0 0 1m0 0 0 10 0 0 12 0 0 0
Necrosis, proximal tubules 12 6 0 0 12 06 0 0 It o 0 0 0 0 1 0 1o 1 0
Others
Thoracic cavity (0) (0 (1) (0 (1
Abscess 01 0 0 61 0 0

G?ade sjgn: ~, none; +, mild; ++, moderate; +++, marked.
Figure in parentheses represents the number of animals with tissues examined histopathologically.
No remarkable changes were observed in the heart, ovary, adrenal and brain in control group and in the ovary of one anima! in 100mg/kg group.
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Table 12 - continued Histopathological findings of female rats treated orally with (trifluoromethyl)benzene in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 409422

Group and dose 500mg/ke
. \\\\\\\\\\\ Terminal sacrifice Ieminent sacrifice/Dead Total
Organs and findings Number of animals 10 2
SR IS I T - 4ttt - 4 H b
Digestive systiem
Liver (10) (2) (12)
Hypertrophy, centrilobular 0 0 10 0 110 0 11 10 0
Change, fatty, periportal and mid-2onal 00 0 0 2 0 0 0 120 0 0
Stomach (0 (2) (2
Ulcer, forestomach 1106 ¢ | O O
Ulcer, glandular siomach 11 0 ¢ 11 ¢ ¢
Respiratory systen
ung o . (10) {2) {12)
Cellular infiltration 006 0 0 20 0 0 126 0 0
Thickening, tunica media, artery 106 0 0 20 0 o 120 0 0
Hematopoietic systen
Thymus (10) (2) (12)
Atrophy 8 2 0 O 10 1 0 9 2 1 0
Necrosis, lymphocyte 100 0 0 1 0 0 o 1 o0
Spleen (10} (2) (12)
Hematopoiesis, extramedullary, increased g1 ¢ ¢ 20 0 0 1 ¢ 0
Adhesion, adipose tissue 100 0 ¢ 20 0 0 120 0 0
Proliferation, plasma cell, red pulp 006 0 0 1o t 0 116 1 9
Thoracic lymph node ) (0 (0
Proliferation, plasma cell, medulla
Urinary system
Kidney (10) (2) (12)
Change, fatly, proximal tubules 60 0 0 [ o 1t 0 It o 1 o
Thrombus 100 0 0 1 0o 1 0 tr o 1 0
Necrosis, proximal tubules 100 0 0 2.0 0 0 100 0 0
Others
Thoracic cavity (0 (1) (n
Abscess 01 0 0 0t 0 0

Grade sign: -, none; +, mild; t+, moderate; +++, marked.
Figure in parentheses represents the number of animals with tissues examined histopathologically.
No remarkable changes were observed in the heart, ovary, adrenal and brain in 500ag/kg group.
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Study No. 49422

Table 13 Reproductive performance of rats treated orally with (trifluoromethyl)benzene in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose : Control 20mg/kg 100mg/kg 500mg/kg
No. of females examined 12 12 12 12
Count of estrus® 3.42+0.67 3.58+0.51 3.50+0.52 3.42+0.51
Estrous cycle® 4.04+0.14 4.08+0.29 4.031+0.10 4,08+0.29
No. of mated

Male 12 12 12 11
Female 12 12 12 12

No. of copulated®’

Male 12(100) 12(100) 11(91.67) 11(100)
Female 12(100) 12(100) 11(91.67) 12(100)
No. of impregnated® 12(100) 12(100) 11(100) 11(100)
No. of pregnat® 12(100) 12(100) 11(100) 12(100)
Duration of mating™ 2.25%1.29 2.568+1.31 2.55+2.02 1.67+0.89

a) Values are mean +38.D.

b) Values are mean +35.D.{(day).

c) Values in parentheses represent percentages to the number of mated.

d) Values in parentheses represent percentages to the number of copulated.
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Table 14 Findings of delivery of F. dams treated orally with (trifluoromethyl)benzene and observations on their offspring in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49422

Group and dose Control 20mg/ke 100mg/kg 500mg/kg

No. of dams 12 12 11 11
Gestational days*’ 22.33+0.49 22.08+0.29 22.00x0.00 22.36+0.50

No. of corpora lutea®’ 190(15.83+1.53) 216(18.00+2.13)# 192(17.45+1.21) 192(17.45+1.29)
No. of implantations®™’ 179(14.92+1.18) 197(16.42+2.27) 187(17.00+1.10)% 183(16.64+1.21)
No. of litter® 168(14.00£1.41) 191(15.92+2.07) 171(15.55+1.63) 173(15.73+2.00)
Gestation index®’ 100 100 100 100

No. of stillborns®

Male 0 6 2 5

Female 2 1 6 7

Total 2(1.19) 8(4.19)" 8 (4.68) 12(6.94)
No. of live newborns® 166(13.83+1.40) 183(15.25+1.76) 163(14.82+1.60) 161(14.64+2.54)
Birth index®’ 92.74 92.89 87.17 87.98

Sex ratio of live newborns®™ 1.08(86/80) 1.01¢(92/91)

Body weight of live newborns(g)®

Male On day 0 6.7+0.5 6.1+0.5%
4 i1,1+1.0 9.9x1.0x
Female On day 0 6.4+0.5 5.7+0.4%x
4 10.5+0.8 9.4+0.9%
Viability index™ 98.80 98.91
No. of external anomalies 0 0

1.06(84/79)

6.2+0.4

9.810.9%x

5.8+0.4%x

9.0%0. 7%
92.64
0

0.99(80/81)

6.0+ 0.4%x

9.41+0.4%x

5.7+0.4%x

8.8+ 0. 5%+
91.28%
0

% P<0,05, xx:P<0,.01(significantly different from contrel).

a) Yalues are mean *§.D.{day).

b) Values in parentheses represent mean *S8§.D.

¢) Gestation index=(Number of females with live newborns/Number of pregnant females) x 100

d) Values in parentheses represent percentages to the number of litters.

e) Birth index=(Number of live newborns/Number of implantations)x 100

f) Values in parentheses represent the number of male/female live newborns.

g) Values are mean *S.D.

h) Viability index= (Number of live newborns on day 4 after birth/Number of live newborns)x 100
i) Including 1 camnibalized.
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