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B9

AE NZ7z=AranrZ s (LUF, TPCM) ORI O ATERE NS TAE BB LUOFHAEROREI
RIETHEBLRE TR BNLL T, M5 £REMRB% OECD (WEMERBRIESTAR T ST
Ehalic, HBRWELY 0@ AV 7). 12, 60 725N 300 mg/kg DA ETHEHED Crl:CD(SD) vk
R AKRSEL, BT 42 BRATRSUEBICEIR LI, MEIARBIAT 2 3B M B LOSSECEIR, iRIIMA@L T
HE 4 BETERKEL 28, BEMIZBE RS o%, BARIIWHE 4 BlC, BBWITHE 5 A
IZERR L,

1. BEMET A

—RRIRAE T, MERED 60 me/kg LA EDR S B CEEAMEFEL CBIESNIEN, 300 me/ke &
BT BIEOHER SO, FETIE, Ml 60 mg/ke Ml EOREFT, HEHILHABICE
ECHBL BESETRETHEL:, BEHETIX, #O 300 mg/kg HEFHEBLOWED 60 mg/kg
UtokEEOHRS | AOBEEICHFERBOPHBEOON., BFEEETIL. IFlETHRED 300
mg/kg WEHOEEEBICHEIERD, 60 mg/ke REHOMEMEENF EIZHEML7, JIRET
BT MO 300 me/kg B5H THEO RRLSBRESH, MEARFIRAE T, D 60
mg/kg LA LD G EEOITIEICDZE R OHEDITRIAIE R B3RO bz, TS 28 e LT, H
HED 300 mg/kg #5EE T, AR CPIARE B MEORT AR AR (h 5 RS LER U TIRFH LT,

2. W4 BT R,
HAE BT B35 L OVEFMICIE . TPCM B 50O EBIIRO LD 120, BEEZVHOD 300
me/kg B EBEOWE 4 HOHARKEN, JIBEELH B L TR LA HIE M 2257,

3. AR AEFEFHIFTR
MR AZECRAR . HERRIOYHIRIAM, B, ERBBIOERE, SBEBIUOMEIREEIC
3. TPCMIR 52 LA BT A LN -T2,

4. EEME

UL EDRE A, ARBREMETIZRIT5 TPCM OBRBIMIC T3 — ¥ EE L ESEEER 12
mg/kg/day T. MBI T A AR AEBEFNREFEEEROCITR RIS SO EFERD
60 mg/kg/day ThHoEH BT,
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HERE Y

WS PORERAETC BREDB L OZZEIE P & 2 BREDZ2SONCHECIIECIR & T4 2 #.
HE IR B A B L CTREHET 4 B E0IC, TPCM 2B 051 S Mo+ 3£ St
IZDWTRRETLI=,

M & HE

1. #RYE
WHRYE THHN 7 == rnaxZy (B4 : Triphenylchloromethane, CAS No.:76-83-5, 43 F#:
(CeHg)CCl, 53 F5:278.78, SME: B, Fidh ~HEan M A, MEE:98.4%, @A :113.6°C
)i (WBRME A F:2009 4E 9 H 29 B, 30 B. Annex A). {FAE
TR - YT (EHIE 4~7 C) THRE LT, N7z raaxs OFEREZLUTFIRT,
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Cl

TBRME DR EMEIC OV, ARBRO®K 5532481 (2009 4 12 A 28 A) BIUEEK T (2010
£ 2 A 22 B)ICRAEAVY K EERI 2 BRI REFPFERTIC T7 — V= E#IARIM 6 E 5 (FTIR-8300,
BESUERT) 2 AT, RAMRIR A~ L (RITESEEE : 4000~400 cm™) ZBIEL TR~ HEFEZD
ARG IATEALB RN L2 RSB L7 (Annex B),

2. BB IVEHEFTHIE

HARFy—NRINR—ERFEEZZ—L0, 8 BED Sprague-Dawley (SD) %7 Crl:CD(SD),
SPF] A 62 [T, i 73 ILZMEAL. 12 BRICIUAELT, REMER TE. 7 BEICBEHLI, AMHED
T 14 A, RELAFTRE~OILODEREE L, TOMER, B0 —RIREZERL. A
WRABIURERT BICEEZAEL, REFFPEIBHORIIZ =AU THHLESEZREL.
R —VICRBRE S MR ICIHLESERALCE] I — RE8NT TRRBILU T, 72, tEEhipic
ONWTI, AREBE»OEH . AMEZERARL, AWRBIUOBRER TRHROKEIILLTOEYT
Holz,

AR A 12009 4 12 A 16 B, ARRFEE 7 263.6~298.3 g, M 183.6~214.8 g
AT B :2009 45 12 A 29 B, BER T BRKE 7 355.0~429.6 g, M 213.6~281.8 ¢

BREHHFO—RRERBICRE#HBICEFIIRObh o, BB CHABRMERHOE
RABD O 7 LEERSML., RERIELEFESRNECIOBEDTEIT o7, BoTLzBPicix
—EOBYEEEEVY T, 7=V MU TRICEHEZELZERL ., QO B2 B —R IR
FBE HABIUEMESEZRALTRT S — VI T, BESTHOERSN-HEEY 10 I, MHE)
14 ERIUMBMORRICIIBRALE 7 X2 TREEDLL-, RREWIL. ESMEDT=
&— (5 L) BLUMLD R (4 IT) ICEEAL ., ZOMOBMIL, Moo B BICERFESEN DB
NWEZ—)LF NI AOBFRIE G LV REEIE T,

il LEEHAZEC T FAIERE 21.0~25.0C, FHEEE 40.0~75.0% BIKREMN 15 B/
REFE, BARE YA 2L 12 BRERE(T B~ 19 IRF) AULT | 12 FRRI(19 RE~T7 FTRATICR ESN AT ENT, £
BREHEIK— (220w X 270d X 190h mm) 1T 1 T3> (AZELRFIE 2 IT) IUAL . B2 (CE-2, H
AILT)EAEK (BHFTABREA) ZHHICERSETRBELZEL, W5 5 BOBEHBLIV
WEE 42 FRT LI OSBRI, SHENHRARLT), HEIT 6o oWV, EiR 18 A

7
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POEE 4 HETIYNRTTAF /B — (350w X 400d X 180h mm)iZ 1 L3 DUNEL . FREL
ELTHEASVTRF o 7 (A=) —  BRT AT —) E B E#E L,

FEEHFPCHETRECEFIRDON T AT EDREIT 23.5~24.0C (12 B%X), 21.0~
24.0°C (7 =), WAL 50.0~61.0%(12 5=F), 48.0~66.0%(7 5=) THY, WTHbLHFALFNT
hoTe, Elo, fHELIZEB KBIORBO ST RIZ, WTHOIEEREFIESICRROFFHE
NTHDHZLE R,

3. e MK
1) AR

BEMBEEREL, BETHLAV 7 M (T F IR, BaEHE 5 0500RS) 22 TRESH . 6.00
w/VhREFRRL T, 517, 6.00 w/vVRIREBATHIRL, 1.20 7e5TNT 0.24 w/ v BRPEAICFRSBLL
oo FABUIMRARIL, B EX T CREL. A% 8 BURIERLE (ERIE 4~6°C. REHIR
2009 5 12 A 29 A~20104E 2 A 13 ),
2) R EVERBR

AV —F 22— T, AV T HEEESLE 0.10 RO 200 w/vhiEEE ORREIE A, 1k
($9 4°C) | #EFX T T 8 BRIRED B —THHILBMERIN T B (RBRE 5 B-4477),
3 EBRERBLOH AR

AFER OV E AR K (FREE R 2009 48 12 A 29 B) 22U T, 0.24, 1.20 3BXTN 6.00 w/vhiEEE
DRPBEEOE BRI —HERIE L, TOKE, FHERIT, TR ENFAREED 92.0~103%
THY. H— LB B EEDOFEMED 95.6~103%TH-o72 (Annex C), ZHHDEIE, HBRFEEICH
UM EEEOH AN (T4 E ARREED 85.0~115%, FHEMDIXL > FEHED 90.0~
110%) Th-oTz, 72k, FHBEURIE T OWBRMEREOAIFEEL, IAER 1 1072,

4. BEBEOBREBLIORES HE

ARBROBREEIL, N7z rmaXZ 057y M AVVA28 B RER OB 5 FERERD) ofFR
EHEIZRELZ, T7bb, N7 x=suatZ 0Ty A58 BARIER D& 5 EHRRIC K
W, N7 == raulZ o ORI E 24V 7 IR SE, 0, 60K U3B00 mg/keix 58 Tl
HEA 12T, 12 mg/kei% 58 CIIMHERGILOSDRTYMI2BA MR ER OT G LR, HHED300
mg/kgix ERE T3, MlgB L OB RO B &I BN, MiRACFRECBWTITI=
TINTGo AT 27— BALDESEBL ORIV AT o—VOFER ELFREH LN, 6, /FEE
R T, 300 mg/kefk SEEDMEHESF], 60 mg/ke¥ 5 EEDHES/615], MES/645 T/NEF LED
HFHERRAR KA, 300 mg/ke#k G-REDMEMER-5/661, 60 mg/keBt 5 HEDMER /64T & FHEIED LR H 8
B3N T-, ZNODFT R, FERMBE NI S B 52D LERB TR THY, EERLOD
LEZ BNz, TOHOFTRIL 300 mg/kgD28EHR 51 Lo THLNTERY, ARBROE S HMIT408
ZHBZ ., M B CIHR - HESOABOINHRETIEIH DD, ZOEROERYER S CRRFETIC

8
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FELRNEHIBT Lz, ZNODIENDL, FRBRICBITAHAEHOK S5 B4300 mg/kglZfREL, LA
T, A THRLTHHERE0 mg/kg, (KA EZ12 mg/kgb LTz,

HEBN I AT AT 28 ., SREC IR SRR A EL T BB O E 4R £ T, ZRERBHRINARD) -
T MEERIRRAT B £ T (REB S EH43E) | RRITERIN-B o EFRO D2 IR AT B (R
25 BHHY BH) £C, HEEMIIATELAT2E M, ZQEEIM (B k14 B D) 238 L CHIRAT B ¢ (R 5 E1%
42[E]) , B OB B 1E, LETE, a7 5 (EAIRFR  9FF8 ) ~ 11HF64m) IC;Z 5 L7, B EH
mL/kgs L, HERB L ORE T2 NI ARE RO/ TILBE 1R E T 2R EEEIZ, RESHERINI-M
T BRFORE D OERELZICEHLE, 28, MBEICIIEETHIA) T mEREICEE L,
B ERBIZOECDIL EMERRIET AN T A 42111230, Ty A BRI BEHE O 5L U,
ARRBROBERBLOBWE T L LU TR,

X ®’E5E BE RERE &S
ie3 B5¥E

(mg/kg)  [%w/v)]  (mL/kg) i3 /i3
1 U7 () 0 0 5 MO01001~M01013  F01001~F01013
2 TPCM 12 0.24 5 M02001~M02013  F02001~F02013
3 TPCM 60 1.20 5 M03001~M03013  F03001~F03013
4 TPCM 300 6.00 5 M04001~M04013  F04001~F04013
5. RAEE
1) &% (F,)
O— X IREEDE =

2HNCOWTC WEHM T ER | B b, HEHM IR SR1EOER 2 BEU EBELL,
QOFERE

BT, %5 1,7, 14, 21, 28, 35, 42 B BLUHMR BICRIEL:, HEWIIHKE 1.7.14 B,
PEAR 0.7, 14,21 B, WF 0,4 BEU5 B (FIRA)IC, LI BBHERBINZD T TR S
21, 28, 35, 42 B BXOUFIR B . SRS >T-BMW TI3AEIR 26 BAAY BICHAIELT,
e EAE

R, /A 1~2, 7T~8, 13~14, 29~30, 35~36, 41~42 BIZHIEL:, HEMIIERE 1~2,
7~8, 13~14 HRBIUVHEEIR 0~1, 7~8, 14~15, 20~21 ARLNIHEE 3~4 A, SHIIKEI
IEN2D ST METIEIRE 29~30, 36~36. 41~42 BICHBIEL,
OME B

BRELEFOHEIZONT, BATTR B0 BEL. #oT %, BEFBUEL &k
EEAATEALEHL, SEWORER, RESHERSNIETTHEASZBERLL, BILO¥Y
SAEER B (BEZEORENNOSRIEMETO A HOER) 2B H L, 7ok, HEIMGIZ 4 A~
5 HOEITEIRL TWo8Mid, IE& &L,
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®zzEd

#5156 BO& J5(16 B 6 47) IO FBENOMEHEL 1 3t | CREBSY, BHIvEY, Bkt
AL, FEROMEDOIESRZE AL ERL TER L, BNICERDAVISBIEAR I F 1R
NI-BWEZRRSIEMEL, COBEEE 0 BLBELTREBELZMMEL. ERICEHE L, i
RBI RO AIZEY, [AEREENOZBHER A ETO B EBLOFOMICERLZRIEH
DEE ZTRR(RREWE/ REIZAO72E50) X 100, %) | (EIRE (GLIEB T/ KR L=t 8l
By%R) X 100, $)E B H L,

@R - i HE IR AR D

RELTGEIRIMESB1% B RS E T, SR OMERRIL, IR 21 RO RIS ETER
BEATO, FHl 1 BETIIOBNE T LEHEICOWT, ZORZEE 0 B (5%B) L, S
WEROEEBSIIBETELBMIC OV TUTH, BEEBE CERN-BMIC SN Th ik o
— R IOEROKRENOREOH BEHM LI, DE%IIWEIREZHE 1~4 BOM. &
BEEL:, Sl 2fOMRYE (R 0 B2OSBEETO ) 2K, KREOHER[(4
VR EEME SR /AR R BN AR) X 100, % HE HLT,

@B B LR AR E

HEWIL, |5 42 BOBRIC, XUMAEZ— LS N LR T CHRIMEESE TEHIRL.,
BOBREEEOCICIHBOERLRIE L, BERBIORE LT, 77U RICEE (BHRFIT
0.1M U BEiE®E 10% A<V L, TR, 5. aSiR, R/ BERIBLIOLRE 0.1M Y
VEERRTE 10% RV ARIRICEELE, BERBLOER AL NCERIT. MIREEB LU 300
mg/kg TEFIZOWT IRBEBEBFRICRE L, £/, JTii, 300 mg/kg BHGHOEEERL
OBt EES X RBE L L TE RICEBMLU-720, 21 W ORBABFEMICRE L, R

CHRFICEERROONHBE - HEIC W THLEERTL., FEEARFEMNICHREL,

MBI DIG, IELT-HEIIHE b BiZ, ZRU -7 tidk 5 42 B TOR B, RIEL
Te iR LAeh oI AR 26 RABY BiZ, TNEIU M SAE S — RN ARREE T Cu B
R CHBRL, PREBEEFZRE L, 2B, HEHIZHOWTIL, BFEEEORELITHLRNo7,
IRBLIC DWW T EARBRMEE T TR RS . FEIC O W UIBEREE L, BR R GERE/ T
IREEMER) X 100, %) BHEH LI, RO THTHBMIL, 10% LT E=U A TTFERRAL,
EROH BEEHARL, o, oL, TELZR» MBI ORI LIRS L) T
HEWZ SN T, SR, FE . EBIOIEE, AT, S b0SE AR, L. Fii,
iR L O EE 0.1M VL BREEE 10% A<V RIRICEE LT, VR BLOERIL. ABHSL
* 300 mg/kg FTEREIZOVNT, AT, 300 mg/keg WEHDEEERBIUEI EEN S REEL L
BRLUTABICHEMUZ=D 2050 T, FEEHI T, SRR, IFiRB L ORI, iM, Ok, i
BLOEBIZ W TOREMAKENICRAELL, FERIZOWTh, RRICEERTL., REHERSE
AR AELI,

3

:nl*
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2) AR (F)

O AERDEE

HE O BICATFREBIOR T BRI L T B LUNEREROEELEEL, &
s [ (VR B RIREE) X100, %], A RHER] (HEL R/ BFREL) X100, %], HER[ (£
V2 HH EE MR /SR AREVD A0 X 100, %lds IOV AR (HEEAEIRE/EIREL) X 100, %] Z2EHL-,
HO0~4 BET, B8, —BREZBEL, A7 RMLE T IREEMHERN I FiE R EFR] (H
F 4 ROARE/ME 0 BOARE) X100, $2EH L, £FRICOVWTL WE 0 BLU 4 B
WZERIDEEZREL, I LIRS O HEEZRHTHLELIC. HE 0 BRLV 4 BickiT
DYl (HEAIRE/ A IRE) X100, %] =B H L,
@HlR

RERIIARTROAELBEELTEHRL, 0.1 M UV BEEE 10% ALV RIRICEEL TR
Ll £AFRIIWE 4 BISARFHOFELBREL CTERT7NA TR ARER T L0 B BoEX
HTCHBRL, NEBREDRT O ELEEL,

6. T — X DIEHTIE

MEBOE LB OB | 2R R, ZIRRIC-OVVTIL Fisher DEHERERREL T o7 (BB K
5%,

R EER S HORBARFEREFMROYL, 7L —R O LI REMAERFT R, Mann-Whitney
D U BREICED, FBHT L —FOEFHENL Fisher DEERZEOFAIREICLOMBREOMOAE
BEREEIToT- (AEKHE:SY),

FOMOT —2, BRI EICBENTEHDVIT litter ZEDFHEE EARLL T, %7, Bartlett
DFELY B OGO —IRIEIC OV TRE (FEKE 5%) 21T o7, AR —HEThHoTHEI
i, — B ER OSSN B EAKYEE 5% 21T BEEICHEEMSROOLNEE L, Dunnett 1EIC
IOE BB ET oI (FEAKLE 5%, — 5, WT OB THEN 0 L2758 BRI —
Tl oo BT, Kruskal-Wallis DNRALHRTE (B B K YE :5%) 21TV, BRI BEMEAEOONIZH
A1Z1%. Dunnett OB EIRIC KV L BB AT o7 (B EKE5%),

FRIDENTELGL > EBROEESICHEXRIETRVVOHIETERVHAEBREEIC KD
Motk &

1. ARSI OB

ST RERS e T3 BREEOME | 1l (B 5 :F01002) 2%, 5 39 HICHE 9 Bl L O
T Bla L5, ZOBBMO LR 0 B OBR SHERSNT, TO%, BB L O AR
LT, oL - B s AR R EE B L, A RIIWE 4 BICHRE. B8meRs
W 5 HICHRE BRI,

11
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4R 0 B ORI, FREED 1 FlThy, EFIHERL OSSR NCHBT 2 LI-2e0b, Y%
HEBRA~DRBITR VW EHIRT LT, 72770, KOS ITUBROBRERAE T —F B IO 0T, et
REDPHIIERAL, fET —FLLTHRERICTE TAZLELT,

2. IHE 4 BIC&HA RN LZA3O S B O

60 mg/kg FHEFHDOBEW1HI (BHE S FO300)IBWT, HE 4 ACHEERLBETELEZD
DHERREN T, RBEHEEORHE T, SHARREC L BEWIT. £HARAEE L BICER
THLAo T BPIREE T —RERBEELO IR 52 RM L7, ZO%, oD L8
LERRICMTE 4 BICiEREE . |iE 5 BICHIRLEL,

ARBRTIX. WE 5 BICHRHE2TELCOAEEMIE, Y%HAEREPHE 4 BICHRTBIE
o TS, LAL, HE 4 BIZaHARBIREC 72T, BB L OHA RO EETICiT
b T, Eiz, B8O, oBEHERFRICERSNTRY, HRYEOBEY ~DFE
RO NI AE RA~DEBIIFM TELEEBR -, Lo T WE 5 AICEAIL-BaEcsnEFLE
FHREEEML ThSHRBR ORI RN EHIBTLIZ,

BlBRALIE

1. BEawy
1) —f%IREE (Table 1 ~ Table 4, Appendix 1 ~ Appendix 4)

D 300 mg/kg HEEED 1 Fl(EHES F04009) ORI, HE 2 BIZET Lz, —F. #E1Z
T HNEIen T,

MERED 300 mg/kg REFETIA, &G 6 HORGHIZ—BEDFIIEN HHNT2IEH, 60 mg/kg LA
LEoBRERC, &5 8 HLIGIEN ML THESh, F/o. D 300 mg/kg B EFH T, 5
11~18 A BHDV IR 0~3 B2 T TRBEHBIBICENN LN, EDRITBES o7,

145, 300 me/ke BEBED 1 I (B F04013) 1. HEHE 10 B O3 585 58 A 5 1085
RAT, BENBIHOBREMNICEEL QOAIEE M2 THRRBL-%., B — e REBOBEERLI VR
Bx4Tiotz, —RERICEFITEEINh o0, RERTHRDONIEND, R 11 BAEY

CRHEFSH T, Jo T, ZOEMPICBEL T, MIREIE O 7 — ZI3F-M R R HHIBR L 72,

2) {58 (Table 5 ~ Table 8, Appendix 5 ~ Appendix 8)

HD 60 mg/kg A LDREFHDEKEN, BE 21 BrLBRACEL CEBRICEELRHB L,
F7o, MED 300 mg/kg WEFHTIE, B5 14 Ahb, 60 mg/kg FEHTIL R 0 BML(HE 0
LSRR EA R RBRIC L L TR BICIRER HER LT,
3)fEEE & (Table 9 ~ Table 12, Appendix 9 ~ Appendix 12)

HED 300 mg/kg WEHBLIUOMD 60 mg/kg L EOBEHTII. &5 1 HOEBHEEICAEE

]

12



RERZE 5 : R-09-002
LRFRDHBNIZIEA, MO 60 mg/kg WEFOIEIR 7 BOBEEELEERICEA L, —FH . HD 300
mg/kg BWHEIZBWTIE, %5 29 ABLU 35 AICEEEOFE/EMAED LN,

4) 23 B E £ (Table 13, Table 14, Appendix 13, Appendix 14)

AP CIL, MEHED 300 mg/kg BEHDOEBEEILLIOFEMEED, 60 mg/kg 5O EEN
HRREEL I L CA BIZEMUT ., 72 BRBIURE LR T, 300 3L 60 mg/kg HEBHOD
P EED, RSB THERICEML, — 75, IPROEE T, MR TPCM £ 58 LD
A BEIRRD LIVeh Tz,

5) ##EPT . (Table 15, Table 16, Appendix 15, Appendix 16)

OHEDFIREFTR,

12 mg/kg TEHEDIFIOHMOIEEI LUFREER L4 MR EEREEL TV, &
72, 300 mg/kg HEHEDSFIOIIRIZABLARDLI., Z0O5HDOFITEmERIEELEL Tz, #
Dt 12 mg/ke 5RO 1HI DA BRI KA LRO T RORLED, 60 mg/kg HEHOLHI
Trk, BlE RS KOS OIE2s O 52 LN B EZ S,

QUEDEIRET R,

WES HARTIFICiE. 300 mg/kg &S BEOAFIO I KEUEBFED DIV, TDHHD1HIZ 1T
BOBAEICABREIBESNT, ZOBITIE, IRE IR BAOMMEES AL, $io, WH4A
ICEHA RN LEES RICHIRLE 60 mg/kg &5 HD 14l (4% 5 :F03003) Thk, &
B INBEE 2L TWZIEd BB MIRICIEERSIUBETIHRERA Z oI, £ DM, 12
mg/kg BHIEDIFOTEIZIL, BEEEIRDLNI,

—7. 12 mg/kg 5B TIL, iT4R25 A Y BT > THOHENLLNRD T EMNBIEIR26 B
FIY B IZEHR U R, FEICERERRRES B L 26lo M | REERBOMERIBIFIEL,
I, REB IR RBOHEIE, RERAV2REFT RIFED ko7,

E7-  HE2HIT 300 mg/kg G HED1H] (BE S :F04009) DEEMM LT LI, FET LR
BTt EREHOWENFRAITIENTEY, BiESERARLLOCICHAIOBIBE N KRB (L E
LT aiEhs, g /MR EB L OR A, FHROMILE I BEIEPBEINT,

FOM, RRAMILERBRRL, ZORHEL-OWES HIZHR U516 (B E R
F01002) iZi. PRAYZR R EFT RITRBObN2h 07,

7B ERBE P OR SO, BEAZMATVEKAIAATLETZ 300 me/kg HEFHD1H] (B
Y& 5 F04013) 13, BRIES -t ., B OO OHBREI T o1, ZORKE. K 6 cmDBE
DEIEIEZLTRY, HonIIREFOBRBIECREI - HFRTHLI L0, WIRAIFT RO
BLOMBIEARBUI T o7,

6) IR ERAR R AR A (Table 17, Table 18, Appendix 17, Appendix 18)

OrED IR AR FRERT R

R T, BREO2ARBIV 12 mg/kg BEFHOLFIOERIHDNIARIC, REMEOHEMRE

13



RERE B R-09-002

EMDBESNTTH, HRBEOMOLBIO F RIOFRFEME 2T, AFEHRE OB B AL, =
556, 12 mg/kg HBEHOFITIL, MAIOBRENHALNICERL TRY, ZOBEMENICIIZEE
MRS BIEICIIZA T A0 O EAMDBR RO b,

R AT BRICEBRFZOREPRDONTFOFREBH DT RIS K, MR
AN NS gV el

FFig i, 60 mg/kg HEBEDLIIBFIBI U 300 me/kg EBED LI /INEE B 0D BT HB AR
KBADLNT, ZOMBEIE, SHBBEADTIC 12 mg/kg BESHETITAONT, 60 L 300
mg/kg WEHRTIL, SRBELHERUTHERBIURELARICHEBRL TV, —JF, stREBLO
12 mg/kg HEBIZB N TILBICBESIN-FIRE BT OIS {25, 60 3L 300
mg/kg |EHEHICBWTUIBERBIUHRELDARICEIBL TV, I, dBREZ SO/
SFESPBEIND, RBELEEBRYERSH I OMIBERIUVHEEDZIIRD bR T,
Z M, KRB LV 300 mg/kg ¥ HEHEDOE LIBNIREEDOERPBRINI,

FikRes, REFTRPROONTZ 12 mg/kg REHOIHIOFAIRREICIT. BEDOIE, REICH
HEMERME BHDNTNED BEALRBE BLOEAGTOBTESTLEL T,

72%3. 300 mg/kg LEHOBEIBICHBR LETIL, #HBRYEITER 55 260288241k
BRHONT ., B CHRBEARFENRRETEH RIIB RSN Tl en b, ZhbDlREIC

THL 12 BIV 60 mg/kei¥ SHEOREBAKFREIIT b7,

OHED SR EAAR FHORERT R

ES HICER U AT T, 60 mg/kg B SEEOIFR LT 300 mg/kg B EBEOLEIZ/NES
LA DR IE R A RO BTz, ZOMBZE T, SHREEZGNT 12 mg/kg JERTIIARLNT,
300 mg/kg BHHTIE, HBHLLBL HESIURELLARICHEML QW —F RBRET
106, 12 mg/kg TEFETTHIC, 60 mg/kg WS H TOHIICBEINT-FIIRAEBEED I EIDHE
FA{EA3, 300 mg/kg FEBECRBWCRHIZLABEIN T ZORELAEEICEBRL WL, $-,
NBREASOEFICERBEOEERERALNZN, SRS ERDEREHLOMIIEELRL
UHEE OEIIFRD LN 07, FOf, 12 mg/kg & GEEIZEEEA, 300 mg/kg BEHEEIZ/N
AEESBEIN,

e, BB ICREFRIRBDONT 300 mg/kg BEFHEDIHITIE, FBEICOSA B L UERE
BABICERENBEIN, o, B BLUOMBICREF RAROONIHE4BICEH AR
FET LA ES B ICHIRRL7 60 mg/kg WEEHOIHTIX, BELULABLORELEDB
AR RSEE A I s KOVEENS A DN iEd IR R EE IR OB B L OB E 28641
EM RSP EELREARAROILENREINT,

2R HESBICHRUZINERBICER T, SHREBLD 300 mg/kg FEHOLFIFRE
BN R RIZBRINZI T, 0D TNHOESHIEAL L, 12 BLT 60 mg/kg
B ERORBABRFHREIIIT bR o7,

FOM, 12 mg/kg WEH TREABIVRRZE TH /3B O TIL, REDHH 15D g/

14
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RFEAARLNT, WE2HICET L 300 ma/ke BESHOBE LTI, AR/ NES OMED
FrARRAE R 72D N RRAME DR S BEIN D BIED FE AL RS E Rt/

WNERLRME O E IS FROBR YD RE/HE CHFREIMEEENE, MAT,
FARIORIE DR BEICIAGAEN, L, AEEFEROBAOBLOTBER N EN, P
ERBaaROnEIREIN:, BTHOINE BB M. O, i, REA/REORRE
AT RIS Esnginots,

2. AFERETT
1) BRI B L ORCBERHE (Table 19, Table 20, Appendix 19, Appendix 20)

B HIZIZ, TPCM B EDEEL RET AT RN 5T,

REROFER, 12 mg/kg HEBHIIRRBIIERINTERTE THo/-8A 2 Fl(EHE S F02009,
F02013). ZZELHAR PIC R P ER SN -7 8A 1 Bl(EHE S :F02007) BOONTM, KR
KBIUZHBEITIT TPCM BEOEEBIHZOLNRD T, e, REETO HEBLUOFORORE
E¥ITh . % REEE TPCM B EGFHEORICE B EITRO O AT,

728, XERED 14 (B E S F01002) Tk, REHM PICR BRI 7208, &5 35 B
WHELT,

2) HEER B X OUTIRHIR (Table 21, Appendix 21)

HEIZW B2 o T DS 12 me/kg SEHIZ 3 BITFIELT-DS, fOBITLEYR 22~23 BIZHE
Uiz, HEERI LOMEIRMIICIL, SHBBEEL TPCM K5OI BEEIRDON DT,

3) Sy L OVE B IR EE (Table 21, Appendix 21)

HEEIDW G227 i 3 Bk, REWIL, EFICHEL, €055, 30 mg/kg EED 1
15 (B &5 :F03003) ThE, 17 VL (HE 6 [T, M 11 [T) 2 HEELZA5, /fE 2 HICHE 2 1L, EF 3 A
\ZHE 5 PRI UM 9 PLASFETL, FE 4 HICITHEE 1 ILASRBRIRERD 2HA RO T RSN,
Ll ZOFEEM LM, BB REBICE IO ONR -7, ZHED, BB IO EREEIZIE
SHEREEL TPCM KB SBELOMICH BE2ITEOLHBTL, 723, 1ER 0 BRRFEOXBED 1 fibIE
AL, WEIREICLEEESRD ool
4) B R, BREBLUEEKRE (Table 21, Appendix 21-1~21-4)

R BFREBLIOERERIZIL, SRR TPCM £/ EHLOMICEEZITR DO 0T,

3. AR
1) A7 (Table 21, Table 23, Appendix 21, Appendix 23)
PR, iR, ARHER HAR HIERATFEBIOMIIOL, SRBELTPCME R SREL
ORNCEEEIIRD LN 0T,
2) & (Table 22, Appendix 22)
HEORL V4R ICBITAHAERDEEICN., *HRHLTPCME R SEHLOMIZEEERIRDONR

15
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MoTr,
3) i JREI2 (Table 23, Table 24, Appendix 23)

HWE 0~4 BIBITAEBTRONELEELR, BEIROLNLI T, $i-. WS 4 A IC5R
LR R, WRERNZREETRIIRO LN 20T,

TR, HBRHESOERGEHIIRDONA, BERHBIUECIREIZEEDEMIIRD S
niznoiz,

LRI, BEIC LR BIIVEEN R 2oi b HRINAE (RAIR) . HAVIIEER
BHES B AR L NIRBER TR b BEAE TR, FIRFIE Ch-m B RICIINERE
TBEINT. NIBBETREThHoE LRI VT, HEZNALEFFTRIIEED O -7,

EE

HEREZ > FORECRT (2 B BLOZEHR F2OTN, BCIIRESIRK T %, 5 42 AR T
RSN ZEL CBES (EE 4 BET)IZ TPCM 2805 L., MHET Y NI T34 = MEITD
WTRRRTL 7,

—RRBETIL, MERED 60 mg/kg LA LD GBI, MEL CIRENBISS N, £, KBTI, #
D 60 mg/kg U ELOFTREH THEMEBOMB AR ETR DN, FBEEE TIT, HD 300
mg/kg BEHBIUVWED 60 mg/kg L EDOHTEFHT, 85 1 BIZBEEORIBROLNT, Zhb
OFTRIL. REBRYED 28 BRIKEROBREEERR BV GEDLN TWAFTR THIZEND,
R EORBLHIW LT, 723, HED 300 mg/kg WERTERE 29 BRIV 35 BIZAHLN-1EER
BT, REEOELEHFEEL,

LEEETIL. MEDOTES 60 mg/kg UL EDRERTHML, REABFRE T, HED 60
mg/kg U EOHTEHT, FFBI/NEPLEOIFHIER B BD O, ZOEIL, AERMED
28 AR ERNBREEMERR "OLbBRINTEY, #BRYE I IARBBROBELEI LN, &
7o HREEB IO 12 me/kg BEBHIIBWTIEHIC AL ZFIRE BESEO TR DRSS {LAS, 60
BIO 300 mg/ke HBERIZBWTIIEL TW7e, KRBT, 60 mg/kg ML EOBREHTOHERE
BENENEI B L OERESHESE L TRANTWVAZEND, HRYER EICIVEORINAREZREIL T
TmlHEEINT,

—7.60 mg/kg LLEOHERT, BEBIUREE LAOHMERS R REBELILEL THEMLA,
INOEORBHERTRE T B EIERILEDLNLIREFT RITB RSN TVRNIEND, 60
mg/kg A EDOHEBETORERMMEN BRI RLHIBIL, 204, 12 mg/kg REBED
1 I FROBBOXKBEERB IO ZOILES DN, FEMAERTRAE T ROERICMA,
EALRAEBLIUVESEDOUOFAMOTERL N EEERBENEEINTDN, ARIOHTHDL
NTWBIENLBRENLBRREFTRLEZON,

SHARIHEE 4 BETITFETLE 60 me/kg BREFHOREY1HI (E#E 5 :F03003) Tid, 7T
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BHIZOBABIORE EEOBRF K. HEER R I M L ORERHONIED, R R
B OB BBIEINIZIEND, BIFHY2 AR TG MFEDIR T2 KL TV -EE 2 BN,
F7-, HE 2 I 300 mg/kg BEEHOTEWY 1 Hl (E1HE 5 F04009) TIXENRIZITEALR
HE BRI /S, AL RAAE O E NI RO R B L O E /BB I TR+ M
HENBEINIT), FRAIORIBHZIIIRG070 A, BRI <RELRENAER B IO A MEEDZE
FEAEERIN, UL, ARBROMOBEMIL, EFISHEL, HAEROEGERICTLERYE DB
HEH LN oT,

Z O, 12 mg/keg HTEHHTIL. REMBERREE o7 2 HIOHEDSS 1 F] (B B :M02009) T
i, PRI RBIUREE L&A/ MU EBIUKEFKZEL TRY . FREAREREICBWTRERIC
PEEERBREERBIUORISEDT AT (eMADBI AN, R IS E 2 MRRE N E
BINTH ZHHDRET R 300 (Zme/kg e G TIIROONARD 0T ZEH0, TPCM REDFZET
PRSI L,

RRE, ZIRE, BE FREBIUERRICL, TPCM HE5IZIAFEBIIRD LN o7, &
= O BIUOEERLNICHAEIROAEFRICL, TPCM & 5I2LA8 BT o7, LL. EBE
F2VBOO 300 mg/kg BEHOWE 4 BOHAROEEN, tBEELILBRL TRREME/HE
RIDSERD bz,

LU EDFE RN S, ARBREHTIZBITS TPCM OB T —REEZHESHEEIT 12
mg/kg/day, MEHESIIT 6§ oA TER A B PR EFHBLROCIIR RIS T2 EEEREIT 60
mg/kg/day THDEEZ LI,

SE XM

1) N7z=nAraarg 0Ty bzRvns 28 B BIRER DR ESHERR
(http://dra4.nihs.go.jp/mhiw_data/home/paper/paper76-83-5b.html)
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 1.General conditions of male rats

Group Nutmber of males Days of ad;

and peneral signs 4 [ 8 9 10 11 12 13 14 15 16 17 i3 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post bre Post_Pre Post Pre Post Pre Post Pre Post Pre Post Dre Post Pre Posi Pre Post Pie Post Pre Past Pre Post e Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre  Post Pre Post

Qlive oi (vehicle) Number ofmales 1303 13 13 93 13 03 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 I3 13 13 13 13 13 13
General appearance. No abnormality 13 13 13 13 13 13 13 13 12 13 13 13 13 13 13 13 13 I3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 03 03 13 13 03 13 13 13 13 13 13 13 43 13 13 13 13
Excretion. Loose stool ¢ ¢ 0 0 0 o 0o v O 6 0 0 0 0 0 0 ¢ 0 0 & 0 ¢ 0 0 0 0 n v LU R 1] D6 ¢ 0 0 0 0 o 0 ¢ 0D ¢ 0 0 0 ¢ 0 [V
Mouth. Salivation O 0 0 0 o0 @ 0 0 ¢ 0 0 & 0 0 0 0 0 0 0 0 0 ¢ 0o 0 0 0 [ U g 0 0 9 0o ¢ 0 0 B & 0 v 0 U O O 0 0 v o 00

TPCM i2 mg/kg  Number olnales 1303 13 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13
General appearance, No abnonmality 13 13 13 13 I3 #1313 43 I3 43 43 13 13 I3 13 03 13 I3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 B3 13 13 13 13 33 13 13 12 13 13 13 13 13 13 I3 i3
Excrelion, Laosc stool ] () [\ i) 0 [ 1] 0 [ U 0 0 4] Q 0 (LN 1} [+] 0 0 0 ¢ 0 L 0 Q Q0 Q 0 o ] L] O (L] il { [¢] 0 (] 1) () ] Q0 Q 0 ) (U]
Mouth, Salivation ] a ] 0 Q [ [ 1] O 0 0 [ 0 [} 0 0 0 [t 0 ¢ 0 [§] { {0 0 0 Q [l ] [ [\ ] (] 0 Y LU { &) q 1] i) (U 0 0 0 [ 0 0 0 0

TPCM 60 mg/kg  Number of males 13 03 13 13 13 83 13 13 13 13 3 13 I3 13 B3 13 13 13 13 13 13 13 13 13 13 13 I3 13 13 33 13 13 13 B3 13 43 13 13 03 13 13 13 13 13 33 13 13 13 13 13
General appearance, No abuormality 13 83 (3 13 13 13 (3 13 (3 43 i3 13 13 13 4 4 3 3 0o ¢ 3 3 3 3 5 5§ 6 6 2 2 0 o0 3 3 1 1 1 1 6 4 4 4 4 3 3 6 6 3 3
Excrclion. Loose stool [CI () 1) 0 0 ¢ o O ¢ 0 0 0 0 0 9 9 W 10 13 13 W W 1w 1 8 R 707 113 1310 10 12 12 12 12 12 t3 9 9 9 9 10 o 7 7 10 10
Mouth. Salivation 0 [\ 1] 0 4 (] 0 1] 0 0 [ 0 0 Q 0 (U] [{] 0 9 0 Q [} 0 [ 0 [ [ 4] 8] Q0 [ [ Q0 0 U )] Q0 0 U 0 0 Q [¢] [J [J 0 O [

TPCM 300 mg/kg  Number ol males 1303 13 13 13 (3 13 13 13 13 13 132 13 13 (3 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 43 I3 013 13 13 13 13 43 12 13 13 13
General appearance. No abnormality 13 13 I3 13 J3 13 13 13 3 43 13 6 13 13 1 1 2 2 o ¢ o o o o0 1 t 0 4 P10 0 ¢ 0 11 0 ©® ¢ v 3 3 2 2 2 2 7 7 4 4
Excretion, Loosc stool o 0 0 D 0 ¢ 0 0 6 0 0 4 0 0 (2 12 W 0L 13 13 13 13 13 13 12 12 13 13 12 12 43 13 13 13 92 12 13 13 13 13 1w 1e 1 o1 6 6099
Mouth. Salivation 0 0 u [ [U 0 0 0 ¢ 7 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 _0 0 0 0 0 @ 0 0 90 ¢ 0 ¢ v o ¢ 0 0 0 0 0 0 [V

Pre: Before administration. Post: aficr
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 1 (continued). General conditions of male rats

FREAE B R-09-002

Group Number of mnales Days of administration
and general signs 26 27 28 29 30 31 32 33 34 35 30 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle) Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 i3 13 13
Geueral appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 {3 3 13 13 13 13 13 13 13 13
Excretion, Loose stool 0 0 6 0 0 0 6 00 0 06 0o 0 ¢6 © ©o 0 0o o o0 0o ¢ 0 0 0 0 © 0 O 0 06 0 0 o0 0 0
TPCM 12 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 {3 {3 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 3 3 13 13 13 13 13 13 13 13
Excretion, Loose stool o 0 0 0 ¢ 0O 0 0 0 6 0o 0 0 ©6 ©o 0 0 0 0 0o ©o o0 0 o0 o0 ©o 0 O 0 0 0 0O 0 0 O
TPCM 60 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 i3 13 13 13 13 {3 13 13 13 13 13
General appearance, Noabnormality 4 4 8 8 9 9 8 8 8 8 10 16 6 6 0 16 9 9 ¢ 9 2 2 7 7 7 7 6 6 7 7 7 7 5 5 2
Excretion, Loose stool 9 9 5 5 4 4 s 5 S5 5 3 3 7 7 3 3 4 4 4 4 11 1l 6 6 6 6 7 7 6 6 6 6 8 8 11
TPCM 306 mg/kg  Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 i3 13 13 {3 {3 13 13 13 13 13
General appearance, No abnormality 2 2 4 5 2 2 0 16 5 s 7 7 3 3 2 2 2 2 5 § 2 2 5 §5 2 2 2 2 2 2 3 3 0 0 0
Excretion, Loose stool 11 11 9 8 11 11 3 3 8 8 6 6 16 10 H 1 1 1 8 8 11 (i 8 8§ ii it 11 Il iF if 10 10 13 13 13

Pre: Before administration, Post: after adiministration.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 2. General conditions of female rats

FRERE 5 R-09-002

Group Nunnber of females Days of administration
and general conditions 1 2 3 4 5 6 7 8 9 ¢ 1] 12 13 H 13 16 17 I8 19 20 21 22 23 24 23
Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Prc Post Prc Post Prc Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre_Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post
Olive oif (vehicle)  Number of femates ™ 12012 42 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 02 12 12 92 12 12 12 12 12 12 12 08 8 2 2 0 ¢ 0 06 0 ¢ 0 0 0 ¢ 0 90 0o 0 0
General appearance. No abnommality 12012 42 42 12 12 12 12 42 12 12 42 12 12 12 12 12 12 12 12 12 k2 12 12 42 12 12 42 12 12 2 8 8 2 2 0 ¢ O ¢ O ¢ o 0 0 ¢ O 0 0 0 ¢
Excretion. Loose stool 0 0 0 0 0 o 0 0 o 1] ¢ o 0 o ¢ o0 ¢ 0 0 [ ¢ o 0 ¢ o 0 4 4 0 ¢ 0 0 0 0 0 u o 0 0 0 [UR) v o 0 0 0 4] o
Anorcctal region. Soiled perincal region 0 O 0 0 0 w0 0 & 0 ¢ & 0 0 6 ¢ 0 0 0 ¢ ¢ 0 o 0 6 v v o0 4 0 0 & 0o 0 o 9 w4 0 ¢ 0O 6 0 0 0 ¢ 0 0 0 0 0
Mouth. Salivation 400 0 0 60 0 9 0 6 6 0 0 9 0 0 W b 4 0 6 0 0 B U 0 0 U 0 O O 0 @& 0 b 4 0 ¢ 0 v _b_ o b 6 0 0 0 0 0
TPCM 12mpghkg  Number of females 1313 13 13 13 13 03 B3 13 13 43 13 13 13 13 13 13 13 013 I3 13 13 13 13 3 13 13 43 13 13 3 w 0 7 7 3 3 1 b v b o1t otoro1ro1o11
General appearance. No abnonnality 1313 43 13 13 43 13 13 13 I3 13 13 13 13 13 13 13 13 I3 13 13 3 13 13 3 13 13 13 13 13 i3 1 i 7 7 3 3 1 i 1 t | I i H ! 1 1 1 {
Excretion. Loose stoot i 0 [V} ¢ 6 0 0 0 ¢ 0 a0 [ ¢ q o ¢ 0 0 b 0o 6 4 v o 4 aQ O o 0 4 4 0w D4 0 u o o o 0 0 0 o 0 o
Anorcetal region. Soiled perincal region ¢ 0 0 0 0 60 0 0 v ¢ 0 6 0 0 @ 0 0 0 6 0 0 0 0 0 ¢ v 0 0 w0 O 0 0 ¢ W Y Y Vv O ¢ v @ VB 0 0 0 6 0 0
Mouth. Salivalion 0 0 00 0 0o 0 0 v a [ I U (Y [ 9 0 B8 v u v g _a O 0 0 ¢ 0 40 ¢ 0 ¢ o ¢ O 0 0 0 0 o v 0 [t
TPCM 60 mg/hky  Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 (3 I3 13 13 13 13 3 13 13 13 13 13 13 10 6 8 &8 4 4 | t ¢ ¢ 0 @& 0 060 0 0 ¢ 0 o0
General appearance. No abnormality 1313 13 13 13 13 13 3 13 13 3 13 13 13 v 7 71 7 7 71 6 8 8 9 0 6 6 8 8 0 o 2 2 o 0 o 0 » 0 ¢ 0 ¢ 0 v 0 O v 0 v
Excrction. Loose stool 0 o 0 i o 0 v @ ¢ ¢ 0 0 0 6 6 [ 6 6 7 7 5 5 4 3 7 7 3 513 0 8 6 8 4 4 1 i LU o ¢ 0 o 0o o0 v Y] 0
Anorcetal region. Soiled perincal region o 0 a LU [UR L) ¢ o o 0 0 0 0 ¢ 0 ¢ 0 0 0 ¢ 0 & 0o a0 0 ¢ 0 O 0 0 80 0 e ¢ 0 U 0 ¢ o ¢ o0 0 0 0 g o o
Mouth. Sativalion o 0 LY [ [ ) ¢ g 0 0 (U g 0 g 6 0 ¢ 0 0 ¢ v 0 0 40 0 O e o 90 0 u 0 4 ¢ uw 9 ¢ 9 0 o 0 0 0 0
TPCM 30 mpg/kg  Number of feanales 1313 43 43 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 3 13 13 13 13 9 % 5 5 3 3 0 4 0 @ 0 ¢ O 0 ¢ 0 0 0 0
General apgearance. No abrommality 1313 43 13 13 43 13 13 13 13 133 48 13 13 6 6 3 3 5 5 2 2 4 4 3 3 & | t 0 4 0 # 0 0 ¥ @ 4 0 6 ¢ ¢ 0 0 6 0 0 0 0
Excretiot. Loose stool o i (U} 0 o 0 0 @ ¢ 0 o 0 v 7 7 0 o 8 8 ottt 9 9 W o160 12 12 12 12 13 vy 9 5 3 3 3 ¢ ¢ 0 ¢ 0 [C ) o u 0 0o 0 o
Anoreclal region. Soiled perincal region ¢ 0 0 0 ] 0o 0 0 0 ¢ & 0 0 ¢ 0 0 4 0 [ ¢ 1 1 i 1 3 3 03 3 3 3 3 3 3 2 3 2 ¢ o0 o 0 ¢ 0o u 0 0 0 0 0o o
Mouth. Salivation 0 {0 00 0 ¢ 9 0 9 0 6 2 0 0 0 0 ¢ 0 0 ¢ 0 0 ¢ 0 ¢ o 0 0 4 0 | CONR O IR O U I A ) 4 0 () 0 0 0 (U] 0
Pre: Before Past: afier i

a): Excluded fron analysis (failure of conlinnation of the copulation day: Animal No. FO3002).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 2 (continued). General conditions of female rats

Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
TPCM 12 mglkg Number of females 1 1 1 1 1 1 1 1 I ] I | 1 I I | 1 1 1 ] i 1 1 H H H | 1 1 H ! ] i ] )
General appearance, No abnormality i 1 1 1 1 1 1 ] ] I ] | 1 ] ] 1 | | ! ] ] | 1 i i { 1 1 1 i i 1 1 1 {
Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 3. General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle) Number of dams ¥ 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 5 5 0 O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 5 5 O O O O O O
Excretion, Loose stool 0 6 0 0 0 0 0 O 0 O O ¢ 0 O O O O O 0o O O 0 O
TPCM 12 mg/kg Number of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 3 3 O O O O O O
General appearance, No abnormality 10 10 10 10 10 10 10 10 1O 10 10 10 10 tO 10 3 3 O O O O O O
Excretion, Loose stool 0 ¢ o0 o0 o0 O ¢ O 0 O O O O O O 0 0 0 0 0 0 0 0
TPCM 60 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O O O O O
General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O O O O O
Excretion, Loose stool 0 6 o0 o o 0 6 o ¢ O o O O O O 0 0 0 0 0 0 0 O
TPCM 300 mg/kg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 O O O O O O
General appearance, No abnormality 6 6 8 8 8 8 8 & 11 1t 11 1t o1t 11 1t2 1 0 0 O 0 0 O
Excretion, Loose stool 6 6 4 4 4 4 4 4 1 1 1 1 I 1 | 0 | 6 0 0 O 0 O

Pre: Before administration, Post: after administration.
a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
Animal (F04013) was sacrificed for an accident of intubation error on the pregnant day 11.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 3 (continued). General conditions of dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil {vehicle) Number of dams ¥ 12 12 12 12 12 12 12 2 12 12 12 12 (2 12 12 5 S5 O 0 O O O O
General appearance, No abnormality 12 12 12 2 12 12 12 12 12 2 12 12 12 12 12 5 5 ¢ O ¢ 0 O O
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0 Q
TPCM 12 mgkg Number of dams 10 10 10 10 10 1O 10 (0 10 10 10 10 10 10 10 3 3 6 0 0O 0 0 0
General appearance, No abnormality 10 1w 10 10 100 10 10 10 0 0 10 10 16 10 10 3 3 00 0 0 0 0 O
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
TPCM 60 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 0 0 0 0 0 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O 0 O O O
Excretion, Loose stool 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 o 0 ¢ 0 0 90 0 0
TPCM 300 mgkg Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 2 6 O O O O O
General appearance, No abnormality 6 6 8 8 8§ 8§ 8 & 11 i1 11 1tr 1t tr 2 1 0 O O O O O
Excretion, Loose stool 6 6 4 4 4 4 4 4 I 1 1 i i i 1 0 I 0 (] 0 0 0 0

Pre: Before administration, Post: after administration.
a): Excluded from analy sis (One animal, which was failed to confirn the copulation ,was excluded).
Animal (F04013) was sacrificed for an accident of intubation error on the pregnant day 1.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 4. General conditions of dams during lactation

HERZE = R-09-002

Group Number of dams Days of lactation
and general conditions 1 2 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Olive oil (vehicle) Number of dams ® 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0
TPCM 12 mg/kg Number of dams 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10
Excretion, Loose stool 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0
TPCM 60 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 8 13
General appearance, No abnormality 13 13 3 I 12 12 8 8 9 9 6
Excretion, Loose stool 0 0 2 2 1 i 5 5 4 4 7
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0
TPCM 300 mg/kg ~ Number of dams 12 12 12 12 12 11 f1 11 11 I 11
General appearance, No abnormality 11 11 10 0 10 10 i 11 7 7 5
Excretion, Loose stool 1 I 2 2 1 i 0 0 4 4 6
General appearance, Death 0 0 0 0 1 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).

b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 5. Body weights of male rats

HEAE 5 :R-09-002

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg

Number of males 13 13 13 13

Days of administration
1 3967 + 13.0 388.1 = 127 3926 =+ 14.1 3624 + 134
7 4211 = 195 4082 + 158 4099 = 173 4054 = 114
14 4459 + 247 430.0 + 22.5 4312 + 16.8 4257 = 169
21 4693 + 26.7 45477 + 26.9 4455 + 18.6 % 4433 + 20.1 *
28 4996 + 254 4819 + 32.0 4682 + 218 * 465.7 + 277 **
35 5233 = 290 507.1 £ 358 4900 £ 243 * 4878 + 321 *
42 540.8 * 33.2 5242 + 38.8 505.5 £+ 282 * 4984 + 335 *®*

Each value shows mean (g) £ S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 6. Body weights of female rats

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of females 129 13 13 13
Days of administration
1 2496 + 116 2495 £ 9.1 248.6 + 10.8 2494 + 10.1
7 2645 + 152 2602 + 100 256.1 + 125 2535 £ 95
14 276.1 + 154 2732 + 129 2639 + 14.9 2583 + 9.8 **

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.03, **: P<0.01).
a): Excluded from analysis (failure of confirmation of the copulation day: Animal No. F01002).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 7. Body weights of dams during pregnancy

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 129 10 13 12°
Days of pregnancy
G 2839 + 149 281.4 + 17.2 2672 £ 16.2 * 262.7 £ 10.5 **
7 321.2 = 19.1 3154 £ 19.0 297.0 & [5.8 ** 260.6 £ 11.0 **
14 362.3 + 23.3 351.0 = 244 3310 £ 16.0 ** 318.8 £ 15.2 **
21 452.5 + 404 450.5 £ 29.6 4218 + 246 * 420.1 + 26.7 *

Each value shows mean + S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
b): Animal (F04013) was sacrificed for an accident of intubation error on the pregnant day 11.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 8. Body weights of dams during lactation

Group Qlive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 12 9 10 139 12
Days of lactation

0 327.8 + 21.1 325.7 £ 24.7 305.6 + 27.2 288.3 + 243 **

4 3558 £ 17.6 348.4 + 20.7 3272 + 35.1 * 3307 + 18.2 ** (11) ¢
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **; P<0.01).
a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).

b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
c): Dam was died on the lactational day 2 (F04009).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 9. Food consumption of male rats

RBRE S R-09-002

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of males 13 13 13 13 '
Days of administration
I 253 + 26 250 £ 2.8 232 + 3.3 17.8 £ 3.0 **
7 229 £ 23 21.9 = 3.1 220 + 23 235 + 2.4
13 230 £ 29 22.7 £ 2.5 227 £ 2.0 241 = 2.1
29 244 + 23 24.1 + 24 245 + 29 285 £ 3.8 =
35 238 £ 2.0 24.1 £ 2.8 224 + 24 277 £ 3.3 %
41 251 £ 3.1 242 + 3.2 247 £ 22 274 £ 44

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 10. Food consumption of female rats

HERE 5 R-09-002

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Nuinber of females 12 ¥ 13 13 13
Days of administration
1 19.6 £ 3.6 182 £ 3.6 161 =+ 36* 160 £+ 26 %
7 166 £ 39 16.8 £ 3.5 160 + 3.3 144 £+ 20
13 16.5 £ 3.1 166 £+ 3.0 155 + 34 164 + 2.1

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
a): Excluded from analysis (failure of the copulation day: Animal No. FG1002)
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 11. Food consumption of dams during pregnancy

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 129 10 13 12
Days of pregnancy
0 16.1 £+ 3.0 18.1 = 3.7 169 = 4.1 167 £+ 44
7 23.5 £ 3.6 226+ 39 198 + 33* 202 + 3.8
14 230+ 3.2 229+ 4.6 21,7+ 3.8 227+ 40
230+ 38

20 208 + 4.8 203 £ 25 189+ 2.8

Each value shows mean + S.D. (g).

Significantly different from the control group (*¥: P<0.05, **: P<0.01).

a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
b): Animal (F04013) was sacrificed for an accident of intubation error on the pregnant day 11.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 12. Food consumption of dams during lactation

Group Olive oil {vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 129 10 139 11
Days of lactation

3 40.1 = 8.6 42.5 = 5.0 40.6 + 9.2 433 + 4.5
Each value shows mean = S.D. (g).

Significantly different from the control group (*: P<(.05, **: P<0.01).

a). Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 13. Organ weights of male rats

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg

Number of males 13 13 13 13

Body weight ® 5141 = 331 496.5 + 35.0 4744 + 28.1 ** 460.5 = 27.8 **

Liver (mg) 139769 =+ 1626.2 135402 + 1239.8 16081.0 = 30224 16998.1 + 14521 **
(mg/g) 27.169 £ 2422 27246 + 1.061 33.944 +  6.580 ** 36,932 +  2.537 **

Testes (mg) 32356 + 311.1 31317+ 5442 3431.7 £ 220.1 34531 = 2472
(mg/g) 6.326 + 0.807 6.347 + 1.223 7263 + 0.724 * 7517 £ 0.640 **

Epididymides (mg) 1206.7 =+ 97.8 1161.6 + 2363 12785 £ 108.4 12740 + 78.2
(mg/g) 2361 +  0.299 2349 + 0485 2701 £+ 0.248 * 2777 £ 0.254 **

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 14. Organ weights of female rats

AR 5 R-09-002

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/ke TPCM 300 mg/kg

Number of females 129 10 139 il

Body weight ® 3222 = 171 3142 = 194 2873 £ 289 ** 2775 & 152 =

Liver (mg) 10584.6 + 9823 108799 + 860.4 10916.6 + 1076.7 129454 + 10153 **
(mg/g) 32.852 £ 2.548 34652 + 2313 38.119 + 2.827 * 46.653 + 2.644 **

Ovaries (mg) 1082 = 116 1065 + 183 1029 + 165 1049 + 150
(mg/g) 0337 =  0.046 0339 + 0.050 0360 + 0.052 0379 + 0.055

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 15. Macroscopic findings of male rats

Group Olive oil (vehicle) TPCM 12 mgkg TPCM 60 mgkg TPCM 300 mglkg

Findings Grade - P - P - P - P
Liver

Enlargement 13 0 13 0 13 0 8 5

Rough surface 13 0 13 0 13 0 12 1
Testis

Edematous, bilateral 13 0 12 1 13 0 13 0

Small, bilateral 13 0 12 I 13 0 13 0
Epididymis

Edematous, bilateral 13 0 12 | 13 0 13 0

Small, bilateral 13 0 12 1 13 0 13 0
Kidney

Dilatation, pelvis,

right 13 0 12 1 13 0 13

Enlargement, right 13 0 12 1 13 0 13 0
Thoracic cavity

Situs inversus 13 0 13 0 12 1 13 0

Abdominal cavity
Situs inversus 13 0 13 0 12 ] 13 0
Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 16. Macroscopic findings of female rats

Group Olive oil (vehicle) ¥ TPCM 12 mg/kg TPCM 60 mg/kg ™ TPCM 300 mg/kg
Findings Grade - P - P - P - P
Liver
Enlargement 12 0 10 0 I3 0 7 4
Whitish spot,
right lobe 12 0 10 0 13 0 10 1
Uterus
Placental remnant 12 0 9 1 13 0 11 0
Forestomach
Elevated area, .
multiple, mucosa 12 0 10 0 12 1 il 0
Thickening, mucosa 12 0 10 0 12 ] 11 0
Glandular stomach
Recessed area,
mucosa, black colored 12 0 10 0 13 0 10 1
Spleen
Small 12 0 10 0 12 I 11 0

Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.

a). Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).

b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 17. Histopathological findings of male rats

Group Olive oil (vehicle) TPCM 12 mglkg TPCM 60 mgkg TPCM 300 mgkg

Findings Grade - £ + 2+ 3+ P NE - = + 2+ 3+ P NE - & + 2+ 3+ P NE - & + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, . fH - H#

periportal 0 4 9 0 0 0 9 4 0 O 9 4 0 0 O 9 4 0 0 O
Hypertrophy, hepatocyte, W HH I

centrilobular 13 0 0 0 O 13 0 0 0 O 2 11 0 0 0 0o 6 7 0 0
M icrogranutoma I 2 0 0 0 it 2 0 0 0 12 1 0 0 0 0w 3 0 0 0
Necrosis, focal 12 1 06 0 0 3 0 0 0 O 130 0 0 0 2 ¢ 1 0 0
Cecum 13 13
Testis

Atrophy, seminiferous tubule,

focal, unilateral/bilateral 11 1 0 0 o 0 1 0 13 0 ¢ 0 0
Decrease, germ cell layer, ‘

seminiferous tubule, unilateral 12t 0 0 0 0 0 0 0 3 0 ¢ 0 O
Hyperplasia, Leydig cell,

interstitial, diffuse, bilateral 13 0 0 0 O o 1 0 O 13 0 0 0 0
M uitinucleated giant cell, lumen,

seminiferous tubule, bilateral 1306 0 0 0 ¢ 1 0 0 130 0 0 0
Epididy mis

Cell debris, lumen, unilateral

unilateral/bilateral 10 2 1 0 0 g 0 1 0 130 0 0 0
Kidney

Basophilic tubule, cortex, unilateral 0 0 1 0 0

Difatation, lumen,

distal/collecting tubule, unitaretat 0O ¢ 1 0 0

Dilatation, pelvis, unilateral 0 ¢ 1 ¢ 0

Notes) -:No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*+: P<0.01 : Significantly different from control (Two-tailed M ann-Whitney U test).

##: P<0.01 : Significantly different from control (One-tailed Fisher exact test).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 18. Histopathological findings of female rats

Group Olive oil (vehicle) ¥ TPCM 12 mg/kg TPCM 60 mg/kg ® TPCM 300 mg/kg
Findings Grade -+ + 2+ 3+ P NE - + + 2+ 3+ P NE -+ 4+ 2+ 3+ P NE - + + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, «
periportal 2 10 0 0 O 37 0 0 0 7 6 0 0 0 9 2 0 0 O
Hematopoiesis, extramedutlary 12 0 0 0 0 9 1t 0 0 0 130 0 0 O I 0 0 0 0
Hypertrophy, hepatocyte, w R
centrilobular 12 0 0 0 0 100 0 0 O 103 0 0 0 0 4 7 0 0
Microgranuloma 12 0 0 0 0 10 0 0 0 O 3.0 0 ¢ 0 9 2 0 0 0
Necrosis, focal 9 3 0 0 O 9 1 0 0 0 121 0 0 0 9 1 1 0 0
Cecum 12 11
Ovary 12 11
Forestomach
Edema, lamina propria o 0 o0 I ©
Erosion, mucosa 0O 0 1 0 0
Hemorrhage, lamina propria 0 1 0 0 0
Hyperplasia, squamous cell 0 0 I 0 ¢

Glandular stomach

Edema, lamina propria o I 0 0 0

Erosion, mucosa . 0 0 1 0 0
Spleen

Decrease, red pulp 0 0 1 0 0

Deposit, pigment, brown 0 0 0 1 0

Hematopoiesis, extramedullary 0 1 0 0 0

Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined
Numerals represent the number of animals.
*#: P<0.01 : Significantly different from control (Two-tailed Mann-Whitney U test).
##: P<0.01 : Significantly different from control (One-tailed Fisher exact test).
a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).
b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 19. Results of observations about estrous cycle

HEE 5 R-09-002

Group

Olive oil (vehicle) TPCM 100 mg/kg

TPCM 300 mg/kg

TPCM 1000 mg/kg

Number of animals examined

12

13

13

13

Pre-treatment period
Number of animals showing the each type of regular estrous cycle
4-day cycle
4 and 5-day cycle
5-day cycle
irregular

Mean length of estrous cycle in days; Mean+S.D.

Treatment period
Number of animals showing each type of cycle
4-day cycle
4 and 5-day cycle
5-day cycle
irregular
Mean length of estrous cycle in days; Mean+S.D.

Frequency of animals of which type of estrus cycle
was changed after the treatment

Mean times of vaginal estrus during mating period; MeansS.D.
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Each value shows mean+S.D.
Significantly different from the control group (*: p<0.05, **: p<0.01).
Figures in parentheses indicate number of dams.

a): Excluded from analysis (failure of confirmation of the copulation day: Anital No.

F01002).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 20. Results of observations about reproductive performance

Group Qlive oil (vehicle) ¥ TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of mated pairs [A] 12 13 13 13
Number of copulated pairs [B] 12 12 13 13
Copulation index [(B/A)x100,%] 100.0 92.3 100.0 100.0
Number of fertile males [C] 12 10 13 13
Fertility index [(C/B)x100,%] 100.0 83.3 100.0 100.0

Pairing days until copulation
; MeantS.D. 1.8 + 07 24 = 1.1 28 + 13 23 £ 1.2
Each value shows meanS.D.
Significantly different from the control group (*: p<0.05, **: p<0.01).
a): Excluded from analysis (failure of confirmation of the copulation day: Animal No. F01002).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 21. Observation of offspring (F;)

Group Olive oil (vehicle} TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 127 10 137 12
Gestation length (days)

Mean £ S.D. per dam 224+ 05 (12) 223+ 05 25+« 05 (13) 22+ 04
Number of corpora lutea

Total 220 175 229 192

Mean £ S.D. per dam 183+ 22 (12) 175 £ 19 176 = 2.1 (13) 160 + 1.4
Number of implantation scars

Total 192 157 188 187

Mean £ S.D. per dam 160+ 39 (12) 157+ 13 145+ 38 (13) 156 + 1.4
Implantation index (%)™ 86.4 £ 17.7 12) 903 = 86 82.0 £ 20.2 (13) 974 £ 43
Gestation index (%) ® 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 176 145 172 178
Mean = S.D. per dam 147+ 40 (12) 145+ 14 132+ 34 (13) 148 + 1.8
Number of live offspring at birth

Male 87 74 79 83
Female 81 70 93 95
Total 168 144 i72 178
Mean + S.D. per dam 140+ 42 1) 44 £ 1.3 132 + 34 (13) 148 + 1.8
Sex ratio ©’

Mean + S.D. per dam 052 £ 0.14 (12) 0.51 £ 0.15 045 + 0.09 {13) 047 £ Q.11
Number of stillbirths

Total 8 1 0 1
Mean = S.D. per dam 07 23 {12) 0.1 03 00+ 00 (13} 01+ 03
Delivery index

Mean% « S.D. per dam 90.0 £ 11.1 (12) 925+ 56 919+ 53 (13) 950+ 59
Birth index *

Mean% + S.D. per dam 86.3 £ 15.9 {12) 918+ 50 919+ 53 (13) 950+ 59
Live birth index "

Mean% = S.D. per dam 96.1 = 13.6 12) 93+ 21 1000 £+ 0.0 (13) 1000 = 0.0

Number of offspring on day 4

Male 85 74 72 75

Female 81 70 82 86
Sex ratio

Mean + S.D. per dam 0.51 £ 613 (12) 051 =015 0.46 + 0.08 (12) 047 £ 0.11 (11)
Viability index ©

Mean%  S.D. per dam 985+ 36  (12) 100.0 £ 00 918 £27.6 (12) 983+ 29 (H)
Number of external abnormalities 0 0 0 0
Mean% = S.D. per dam 00+ 00 (12) 0.0 x 00 00+ 00 (12) 00+ 00 {12)

Significantly different from the control group {(¥: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)x100.

b): (Number of dams with live offspring/number of pregnant dams)>100.

¢): Number of male offspring/(number of male offspring + number of female offspring).

d): (Number of offspring at birth/Nwmnber of implantation scars)x {00,

¢): (Number of live offspring at birth/number of implantation scars)x100.

fy: (Number of live offspring at birth/number of offspring at birth)<100.

2): (Number of live offspring 4 days after birth/number of live offspring at birth)=100.

1): Number of external abnormalities in live offspring at birth.

i): Excluded from analysis (One animal,which was failed to confinn the copulation,was excluded).
j): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.
Figures in parentheses indicate number of dams.
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 22. Body weights of offspring (F,;)

R &K 5 R-09-002

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Number of dams 12 10 13 12
Male
Days after birth
0 6.7 + 1.1 70 £ 0.6 7.0 £ 0.6 6.6 + 0.7
4 113 £ 2.2 11.4 £ 13 11.1 £ 20 (i2) 10.1 + 1.5 (n
Number of dams 129 10 13 12
Female
Days after birth
0 63 = 0.9 66 £ 0.6 6.6 £ 0.6 64 + 0.6
4 10.9 + 2.1 108 + 1.2 10.7 £ 2.0 (12) » 9.7 £ 1.3 an e

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.

Significantly different trom the control group (*: P<0.05, **: P<0.01).

a): Excluded from analysis (One animal, which was failed to confirm the copulation, was excluded).

b): Animal (F03003), which all offspring were died on the lactational day 4, was included into the analysis.

¢): Dam was died on the lactational day 2 (F04009).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 23. General conditions in offspring (F)

HRERE 5 :R-09-002

Group Number of offspring Days after birth

and general signs 0 1 2 3 4

Olive oil (vehicle) Number of offspring 168 168 167 166 166
General appearance, No abnormality 168 167 166 166 166
General appearance, Death 1 1
General appearance, Exhaustion

TPCM 12 mg/kg Number of offspring 144 144 144 144 144
General appearance, No abnormality 144 144 144 144 144
General appearance, Death
General appearance, Exhaustion

TPCM 60 mg/kg Number of offspring 172 172 172 170 155
General appearance, No abnormality 172 172 170 155 154
General appearance, Death 2 15 l
General appearance, Exhaustion

TPCM 300 mg/kg Number of offspring 178 178 177 162 162
General appearance, No abnormality 178 177 162 162 161
General appearance, Death 1 13 1
General appearance, Exhaustion 2 @

Stillbirths are not included.

a): offspring were shipped out for the weak (lactational day 2).
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Reproduction/developmental toxicity screening test of triphenylchloromethane by oral administration in rats

Table 24. Morphological findings of offspring (F))

Group Olive oil (vehicle) TPCM 12 mg/kg TPCM 60 mg/kg TPCM 300 mg/kg
Dead offspring

Number of dead offspring ¥ 2 v 18 15
Number of missing offspring 2 0 4 2
Number of dead offspring examined 0 0 14 13
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes 0 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 168 144 172 178
Number of live offspring with external changes 0 L 0 0 0
"""" Number of lve offipring cxamined postnatal day 4) 166 14 asa e
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01).
Figures in parentheses indicate number of offspring.

a). including missing offspring.
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