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C )

OECD M L #EMEAREMRRITFEDIERREDO—RELT, 14-PAFI21- 7=V T
FINRE 2D 0 (BAEXER), 12.5, 50 %X 200 mg/kg/day % Crj:CD(SD FR)IGS T v b DM(%
12 PE/BE)ICAchCA 14 AR, #TIRZOREMME ST 35 BE, M CHEEHM, ERNRE
CHE 3 RETEL TEORS L, BEMIET 2 RERSHFEEROEMEN LR IERR D
FE - BEICRITTHEIIDVWTREL, UTOBEREE-.

1. RERGHEE
—RREE T, MM S b RBRMBER G OZEIRD SNaho 7.
HRE T, 200 mgkg BEOBETRSEUNC, M THRROHEE B HICERE QIG5 5
R E EREIAERD S k.
EHETIL, 200 mgkg B O THRESZMITEBEMERNRD 5Nz,
RRETIE, 200 mg/kg BOHETIREDHEM, BBEERVLEDEKTENIEELROHEE D
BmaRHshi.

MEFRETIE, 50 BT 200 mgkg BOHETT 0 ho 2 E VIFHEOEENGRD Sz,

MWAECERETIE, 50 mgkg L LOBOBETHR IV AT O—)VOEE, 200 mgkeg BOR#ET

7 -GTP RN VIFE OSBRI O—)LDEE, 200 mgkg B OME T IV O — A DEEHNR

oz,

REFRE TIE, 50 mg/kg LA E OB OHER T 200 mg/kg B O THIEER O SENRD 54,
AR IINE DL OFFIIIER 2RO 57z, £/, 200 mgkg O THIREBRME O
ML DAL DRBBEE A Uz, 125 mgkg L OB O TRIBEEOREN A SN, HEE
AN THR OFE@ENRD SNz, BIT, 200 mgkg B O TIIHRREFHROEAX DR
SR L 2.

UED&Diz, REZRSHEETIE, 125 mgkg SLEOBOETRBE~OHE, 50 mgkg UL
DEOHERT 200 mgkg BOUE THRBADHEENRD SN LS, FHREHETITBITS
REHEHFMEITNT 2 MY ERIIHME T 12.5 mg/kg/day K, T 50 mgkg/day LHERI N/,
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2. HFEFEAFE

BEOEFEMAEIZE L TIX, HEM, BEK SKER KEBR, ZMERUVTEREH
BB ERGOFEIRD NN -2, HBRRUHENRETIE, LRGN, HER,
HEERER, AR, HAERK, FEER, tit, WE 0 KU 4 HOHFERKEN NI 4 HOATE
RIZEBRPEARGOMEIHFONT, FEEONARREICBNWTD, BEFIIEDshiaho7z.

PEnkdiz, HERESETIE, HBYOEMEENTRERHREORE - RECRITTH
HIINWTHOBIIBWTHED NN EMS, FBREGTICB IS EBEREFMEIC
N9 BEZERIEEY R OBEY & HIT 200 mg/kg/day LHEEE I /.
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LA-PAFIN2-(1-T 2 IV TFINWRE D OZEWICET 2 HMHHABRO B E LT, B
14 Hil, # T TORCEMEZS0 35 B, M TIIREMM, EREMAOEE 3 HE TR
UT#OEE L, Hamicdd s KEESEERCAERERNEICRERIZORE - BEICKRIZ

BEIIOWTHRE L.

il B MR kO 5k

1. B
KRt N 14-DAFI-2-(1-7 = ZIVZF )N 2 (Lot No.
, BEEE 1 99.0 mass%)ZMMICHEAL 2. XEBRWMEIIKIIFREBET, 7R,
DMSO WIBRT 2 EEAFAOHKETHS (BRITER 1). RBUET ORBRME OREMEICD
WTIiE, ARBROFGHMR TRIC LEORMEICTHRZT >R, BEWHYPLET
Holrl ENRERINZGRAMAER 2). BKIZIEA U — T Hli(Lot No. SER4844 K TN SEK5852,
AEME T MRS ZFERALE. 2B, HRYE LEKIIER THRMEBOREEIZ
REL.

2. HHBY K EESRNE
8 IR D Crj:CD(SD)IGS 7 b (HAF ¥ —ILA - UN—HRA )2 MRS 55 AL,
12 HEAOKE - Bt ziT o7, ZOHMPIC—BRIREBOBRER MKERE 21TV, BENA
WZ EZHERLIZDE, M 48 ILZ2FEEL, 10 BERTHRRICEAL L. ad, R5HE
REDREIIHET 3533-413.8¢, MET 216.0~270.7g THo7=. BWNIIIRE 24+2°C FFEHBH
21~27°C), 1B 55+10% (FF¥AHEH 35~75%), HERA 12 fi (FFAT 7 B9~F1% 7 ) R VKB 3K
13~15 EAFIZRE LN T — AT L C R AFE 87 B)THEL . BRIZ - BI{LHR
ik 2~3 I, BoRRERENEZL, RESMPISHES 1 EICAF VAT VS
—(W260X H200 X D380 mm, HEFEHETHIASHITNAEL. Fiz, RESHER I N/
B ONTI, K (F71 87—, BEAFv—IV A - UN—]AStH)EANZRY
H—HhRA RS —2 (W265 xH185 xD425 mm)iZfERNICINA L=, /ab, HREBRWES ORE
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DEHEIZRES 25°C, ®IK 22°C, WEORAMEIIRS 62%, RIK 52%TH-o /-, FALHIE
EARKQWERIE L ZBIBEEL (CRF-1, 4 U I ZIEBERIEKREME, SKIREERE
BF BUDLAZERM (] 2ppm) LAHFKERKEXIZESRKEBICL D ENFNEBIC
Btz RN DOV TRMEEARERRRIN ¥ —I2T, F£EBKITDOWTIZER
SHBBMENBA Y I T ETY, WITNOHFFERICES L TWA T EEHRL
2. 3B, ATSEMIEIEEAIBE Lz 02FEHL, ¥—V8RAERUTRY 1—RR1 il
F—URER 4 EIC1EEULE, A7 VAAFIVES — IR ORI/ 2 BT 1 E2L
b, RUA—FFRA P —D3E 1 BRE, ZMGAE 2 B LOEE TR, SEE
FEAERL, HEELZBRLEZEY TTHERLE.

AR, RS BRSEORMK DT

HIRBEHER 2 TRIZRLU =,
B | RE wNE |
e BE5E | BE | R588 {iﬁﬁ'ﬁb S
(mg/kg) | (%) | (mLkg) | 31 | B

J 1 -

xof B 0 0 5 2 901~912
2 12 951~962
d 1 913~924

EAER | 125 | 025 5 2 3
2 12 963~974
d 1 -

hREIARE | S0 1 5 2 925~936
% 12 975~986
d 12 937~

SHER 200 4 5 37~948
] 12 987~998

B5813, Ty bEAVE 2 BERERS THRARFRBRES 20016(GLP FEEH), &5
& .0, 100, 500 27X 1000 mg/kg]DFERNSHRE L=, Thabb, HEHHH T 1000 mg/kg
BOMH#E TERETHOKT, BRIZELRENBSN, £HFETC LA £/, 500 mgkg B
TEIM, T AG LLOET, IV AFO—)VERNY VIEE M, FEEROHEMA
RH 5N, BIT 100 mgkg BHOMETHRBEEOEMMNRD SN, LEN->T, 8k
TH, 200mgkg ZEARBREL, UTAKK 4 2HoT 50 RV 125 mgkg ZRE L 7=

BoOGE, BRE5HBIEI, TOROKREEEICEBHEREERLETRITZITY, ¥
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HEED 20 N0 EERLE. £, BIZOWTIEMEAMNEREICERL TWHhaEIK
EHEALE. B, BOTROBROIESR 7HICDWTIE, RBH SR L.

. BRERBRUREHE

FEERIL, OECD BRIEA A RS51 ICHU, £FLFEHINSE MNORBREED—D
THHEOERE LU BECERT 14 BEROEO®% 35 HMOGE 49 HE, MEIZERT
14 B, ZEHBEERLE TORE 14 BE), ERPEKROEE 3 HETOHM, The
N1 1EEBRELZ 4B, BRE5EBEEZRSG 1BELE BREEFEILS mLkg &L,
ﬂ%ﬁtﬁﬁﬁ%@ﬁu—fﬁéﬁﬁbt.&5%%mmmwtﬁﬁmﬁﬁﬁm%%¢®m
ROWTHRHIREEZLI, KEMRIMEZEOMHIIIER 0 A ORELZEICTNETNE TR L .

. BRI R O TR MR D AR B I R SR

WRMEEREDRE LD EIDICAY—THMICHERL, BH1 XX 2EOEETHEL .
ARLUI-ERMEL, AERKBNORKEERICHRE L 2RBEICELXTTRELZ. A8
BME D 025 RO 20 wv% A ) — T HERIE, BN TIIHRICT, Bl EBEYTT1HR
CHik, EXTTS HMEETH D ZEMHRINTHBMARHEN T Tr—4 - KT
U—X, RERES 1900100, RMAER 3). £z, YIENGARL ZFBEOREGRIZDOWTIE
FEREZITVW, REREOFAEMH (<10%AMNICH B LB LI (BRAEE 4).

. B, RERCEOBEE TG E

1) —BIREHRZCCHEREEERE

MEED, 2HICDODNT—RREOBEZRVAROHMAZBEHEGHMEANERSEZD 2 @
fror=.

FREIZDOVWTE, #TRERSMMEZEL TR 2 BRELZ. T, RKEFOKRSHMK
ORECHIM P IGE 2 [, sERMAPI3EIR 0, 4, 7, 10, 14, 17 ®kU 21 B, HEHMSIIH
FOERD 4 RICHIEL /=,

BHEBICOVTIR, ETIIREMEZRESHHEDICE 2 BHIELZ. T, EH
OESHETIGE 2 B, ERMETIEER L, 4, 7, 10, 14, 17 KT 21 B, HEHEPIEE
F1EY4BIZAELE. Thbb, FRiPicAB 2 ANGEBERRL Ty —Vicky
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L, BHOFEIPICHIEESRZT—INoBOHEL, REEZREL 2.
L-voEHRE L. b, BEHEBORFAE, REOMER & L.

2) RBRE

ZD#ELB[E%® 1 H

DWW TR GEICEML 2. @ — &2 HWTHFAT 8~12 B OKBFE SO
BEFR 2RI L, Bl&EEE 24 BMEEHREZHFWL . B, BEB OREEIIHRREREICT
W, BKIEFEED S A, REZIT EEBRTAEEUTIORLE.

R H LIRS B I EoR
RE AZAY) ¥ —HIE mL
& P IR EIEE
RBE K&EMETH  OSMOMETER OM801, VOGEL Osm/kg
LeE BT Rk RIEHE, RE 7y T

DA E®D 4 THEIZ 24 BBIBEFREAVWTREL L.
pH HEHOE 5-9
EHE B bttt
VAN i 2373 — b+
PANVZ s — it
YUJIE> B 7 — bt
i AR it
yary ) =72 RBREE <1, 1, 4, 8, 12mg/dL

PAED 7 HEAERHFEHRZRANTT LT A b Sa(fifiB T ERNaSthick O REL .
FRICHE: SR L 7= lR % 1500 @R/ T 5 AEECHEL, S5 BEZHERL, DUTOEETHEL

7.
- + ++ +++
LEMlE P REIC3ERE |1 REIC 3L L 101 (1 REIT 10 BEAL 2001 HEFIC 20 ELL L
FF 18 A i
ARIER 1T 10EER 1 B 10 BLLE 3011 |EFC 30 BELE 1001 EEICHRMERMNEA
Bk S &ok0, BEBERE
T ORISR AER
Be
B ER 1REFIC3EES |1 HEIC 3 ELLLE 20 @) HEFIZ 20 @LLLE 40[1 HEFIC 40 ELLE
A EE S
MEE TRTCOEFICHE [ TRTOHRE T 1 BLL B _
ol
eI 1 BB 10 EEE 1 HEFIC 10 @ELLE 2001 BEFIC 20 BLLE 301 RBFCESKERD
EES S BoTDIBERETEK
DOHERMRT e/ B E
%2 :%400 «FICHERE, BRIEER
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3) MmMFRE

s & O RAEBSHOBRICEML, X2 FNVES =)L - F MU DA 30 mgkg &N
S UTRREE L 7288, BAERIRIEE & O mEH) 2-3 mL 2L 7. mHgEERREICE,
Mm# 0.9 mL % 3.8 %7 LB MU DA O0L mLEANZHREICHEL, 1870xg T15H
RO EEL THONZMEZ AN, (MOREICIE, KO OMIE%E EDTA-2K 2 mg MNERML
E(SB-41, YAAy I AKRRKMITHELZBDERWE. 28, BIIDOWTIHRMATIC
18 RFILL Efe R X W72, MEICDWTIHMERIIfTHan o7,

REET > REEBRVHEEZUFIORLE.

H H RS B fr
H fnERE BRIEFIRE TR x10%uL
FRIERE(RBO) BRIEHIRE AN x10%uL
ANES O > E(Hgb) Oxyhemoglobin % g/dL
AT Ry MMEH) 3R pulse B & fEBRH AR %

At v B BRI TR x10%uL

Pl E® 5 EEIZSEHE B 8 iEKEH 2E & (Sysmex CC-780, YA A w7 ABRABH)ZRWTHRIEL =,

Het(%
R MERERMCY) __MHet®)__ 4¢3 fL,

RBC(10* /uL)
— _Hab@al) 0 |
S5 R i BR 1 £2, 58 B (MCH) RBC(10% /L) x1 P
TR MR L AR (MCHO) E%%%Lmz %
LAk @ Wintrobe DR IMERTER % RBC, Hgb XU Het KD HEHL .
B M ER T AERR A (HT ERE 73 ) May-Griinwald-Giemsa 444 %
HR AR Bk New methylene blue BAEKYE %o
PLEo 2 HEHBBRHEERDAZERL .
o bol e R BELERR I A3 #®
SRS Fa 2R T o AF R AELCRE AR ®
TA4TN TR BELYERREE A3 mg/dL

LA Lo 3 TEH &% B 8 ifin 5 REE BRI E 258 (Sysmex CA-5000, A A v 7 AREH) 2N THEL .
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4) MIBEERE

ek & RIS HOBRRICERL, MBEFOREAORMIZF 26X, KB TFIcR AR
WRIEER & D IRALL 72 #% 49 3 mL 2 EiE TH 60 7 HKER, 1,870 x g T 10 SEREODEEL
THLHNZMEEZRAWZ. BIZDOWTI, SRz 18 BffLl Efag 87420, iz T
HRRfTDRM-o .

REZTHOEERUOAEEZUTIORLZ.

" A h & LA

BEHH Biuret g/dL
FINTI> BCG g/dL
AG It BREDEEBRUTINTICEBLOBEH
wEYIES Vanadate oxidation % mg/dL
GOT UV-rate & IU/L
GPT UV-rate & IU/L
I WIMEIIAN T F - L-y-Glutamyl-3-hydroxymethyl-4-nitroanilide 2%  IU/L
FIWAVWTARAT 7 —E p-Nitrophenylphosphate acid 35 % IU/L
BavzasFo—iv COD-HDAOS ¥ mg/dL
M)TUESAR GPO-HDAOS 1%, glycerol blanking % mg/dL
U R Choline oxidase-DAOS 5 mg/dL
T~ Hexokinase-G-6-PDH % mg/dL
RFEZFH Urease-GLDH % mg/dL
2LVF7F Jaffé ¥& mg/dL
37 30 I PNP-XOD % mg/dL
PABIEA NN MXB # mg/dL
Lo 16 HA A HrkE 7170, KRS ASLEBEMZHWTRIZEL .
FrUTL BARE mEq/L
AT L BAEE mEg/L
Za—)b ERWESE mEqg/L

ClEo 3 HEREMREMMEEPVA-alll, RASET FUTAHIN - A AV AT YERWTHEL
7.
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5) BIRRUOEEERORE

s & bR EUMK TROFRNZT 720512, ROBZEI W, MH L THESE R UK
ORIRNERZT o/, BIZ, ITOWTIE, HARBRUERERZRAN, HBRE [(BREK
(EEE)X100] BH L. BR®E, TEROSEZRAET2EEDIC, BIRBOKEEZELICHK
BEHHREERMIHER)ZEHL .

B4 TPl HEH
b i) Fo 5 b1k
HEEXEED) B

Ml AlE

PIRER B BB LR (BT U T)

6) MIEHRERE

B, THROSHRE - #lZ 102 EBERIL<TY DBERG=ZL, BR, S#gRY
N—F =L 25% TNV =TT RBIRT, HERCERLARIT 7 VR TENTHE
BE)THEE Lz, BEEE, SBEERCEHERORE « M NTRIRMEFERIZDONT
i, RIS TNT T4 PR EERL, AU - TFAIHEREBEML,
FHEMBE T THELE. £/, 200 mgke B THBRMERGICHEELZEFE X SNHEEAH
5N EUEIBNI DWW T 12.5 RTX 50 mg/kg B £ TRIRICREZTT- /.

4 R (i ) BERE

THEA B (W ) HBREEREZZ1)
B H AL AR (M8 2E Je NS IR
FRRARGEM, ER/MEZESE) 6B ¥E B AR

B UDZAY: i ZE 5 ¥ B ()

Ol =115 KREEHZED)
MEEXEZED) JRE Nk #LIR

[UE 55 Ao g

frafig i N )

FF I Ef5 Z DAL D IR ERAL
T i, i1i5) - QUAVAY: ]
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7) TR E R O FERE A

M DWT, &ERABBERSE 1 BN 5 15 BiE, SEFRIO—ERFMICESE 28mL, %
FMRAEZT o/, HEAMKRETIE, BHEERERELH TS EE0I1T, REH S ROREEH
ETOMOBRERERBHKEL, THRERMERER L.

KBS 15 BOFE 4 REM S, HHEEQ2 BB 14 1 T-BREBSE2HETITY, ¥
PERTORK T XIEROFRICKOZEEMAL, TOHZMEER 0 HELE. £k, R
ER—BNTH N, SRMEIERE 2 BME L. SRR T %, KEMERRK KER
(CZEBWRUFEEYE) X 100] RUZBR [(EREVHACEEME) X 100] 2EH L7z,

8) NBRRUMEHI(HE 4 B E ORBEMNICHETRE

REMHERSIN/ZMIC DN T2 2H ARSI, DREIEEZ S D0 BIREN i
ARVCERLZEOWEREZBRE TS L 61T, MRNM, HER [(ERHEMK/ITIRIT
Fox100] ZEMLE. 2B, HMREOMERIZTHPICREL, 12RE2BETHEEL ZEKE,
BRRABZELEZBDERBLE. HERIZDWTIE, SHENCHERR, H4aRK, JEx
BE, FEROUNRUNRBEEZRE L. FERIOVWTE, HEARUEE 4 BIZHK
HEERIZEICET 5 & &b I AR[HT AR BUE RREE) X 100], FEER[GEE BBUHE
BE)X100) R UHERD 4 BOEFR [(HF 4 HOAEBFERR) X100] 2EH L.
HWE 4 BICHERO2HET—TIIVKRE T THRLBIES ¥, BE - MMONIRMERZT-
Fo. ¥, MERGEERKRUERTIRZED)ICOVWTHE, #RE—BEEMTHIZY /—ILiZ
BEEREL .

. HREHEAR

fRE, BiEE, RREMEEME), LEFREM, DBRECERER KEFEAR %
FREMGEEREK, EERY), REER, AEILLEEEER, ERHAM, 2K FRE
B, RHERE FERSRCHFERBEKEICIDOWTE, &8 I LICEEESRERELRD,
MR R ER G BRI TET 28OS~ 2 Bartett IIZK DRE Lz, B8NS —/2i
&1, Dunnett DLELEREZA W THER EOLKREZTY, 28I —TRVWER,
Steel DEZEUBRE AW THEBEOLKET 7. RREOHBKEIC L 2R, AH
RURLECOWTIE, U —F2EBEICERLZDD Steel DZEMBREZT /2. WY
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NOBELHEBEKEE 1 RS &L, MRREE Lz, £z KER, ZEHHRB, HER
EUHERDHHICDOW T REITK D, FHRE, FER, HERRUHELRD 4 Ho4k
FERIZDWTIE Wilcoxon DIEAFIREICEL D, MWHEMAMAREIZDOWTIX Mann-Whitney @
UREIZK OB EERSHEOMKRET> /2. WIThOBELHEEKEESs % L L7~
2B, FAERICETIHMEBEIIONWTI—EEMTUEL .

. RERSHEE

1) —iIREE

— A IREEFT AL % Table 1,2 BT Appendix 1,2 IR L 7=

SRR E SECOREIT TN o2, —RIREETIE, 200 mgkg DM 1 H TH KL
1 BE0ERAE X TREBDICE T OREENRD 5N, Z0FHh, 12.5 mgkeg FEOHE 1 5
TE 40 B S5HRA ETRENSHSNLD, 50 mgkg LA LD TRHFEROFRIEIASH
TWRWIENS, HBRYMERS CHEOBWERNELEEZEZ 5N,

2) K=&

REHER & Fig.1,2, Table 3,4 K UX Appendix 3,4 IZ/R L7z,

HTIE, MBI LB L TABREEASNAN 2 EHOD, 200 mgke BTHES 36 ~
46 BITHRE QOBIMIKRIER A3 S,

1T, HRYERSER SO ORS AP ICH R SR L TEERETED
Sz, —H, REEEHRF TIE, 200 mgke # THREOEMMEHEM DA S
N, ZOIBIENR 21 HICEHRE &R L T B RENED 5 his.

3) {EfHE
HAHE % Fig.3,4, Table5, 6 &K Appendix 5, 6 iZ;R L 7=.
BT, MENEERLTEEREZEZSZSNRDS/ZHDD, 200 mgkg BHTHRE 30 ~

39 HICEMHBOREMBERIED SNz,

- 11 -
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T, SO mg/kg BETHIR 1 U4 BITHBRE & bk U THEREMES A SN2, 200
mg/kg B TIRFRROEITRD SNTNWRNWI EMnS, HRMERE EBE OV AW
N | k- % gVl

4) RRE
HEICDWTEIG L RRE DR E Table 7 KX Appendix 7 IZ/R L 72,
200 mg/kg B TREOEIMY TR ILER VB EE QK T REE &L L TERICHS
hizizh, BREROEEOHEMMNMEHE LKL TARCRD Sh.

5) MEERE
M FRE DR % Table 8,9 X TX Appendix 8,9 IZ/R L 7=.
BT, 50 KR UK 200 mg/kg T O O E UISEOEENRD S,
T, 125 mg/kg BT MCV R MCH D Eiff, 50 mg/kg B TRIVREKZIANES/ O E
CBOEMENB SN, 200 mgkg B TREAKOBILRBD SNTVARNWI &0 5, HR
WHEKG EEEORWVERNELEEZ 5N

6) MEAELFERE

MEECERE DR Z Table 10, 11 & T Appendix 10, 11 IZ7R L 7=.

HETIL 50 mgkg A LOBTHR IV AFO—)VOEE, 200 mgkeg BT -GPT K\ V&
BT O—)VDEM@EIRD S N=. ZDIED, 200 mghkg BT L7 F 2 OFM@ENHA
S, ERAEBFEANOELTHD, WRYEERS EOBEIIRWEEZ 5N/,

fHETi3 200 mg/kg BTN O— A DBEENED 57z,

7 B
BIROE R % Table 12, 13 R UX Appendix 12, 13 IR L 7=,
HETIX, 125 mgkg O 1 HITHR LEOESE/NER, 12.5 mg/kg B D 1 FITHH, K
RO TIEHDOEZEORERENRD 5Nz
I T, 200 mg/kg BED 2 HITHROBE DIRANEBD SNz, ZDEFH, WNEBHO 146
THIROERE D/NEUL, 200 mg/kg BD 1 HITEBIBORED/N L, 200 mykg BED 1 #l

- 12 -



PPL &M HEE: 40006

TTERETOKRAGREBM—RIRETASNIZE TOERNRED S .
8) WMEHEE

REEROEREZ Table 14, 15 X T Appendix 14, 15 IZR L 7z,

KT, FIBIZHBNWT 50 mgkg A LOBF THXMERODOEE, 200 mgkeg B THUERD
EHEASK R S R L THE BB SNz, £2, BIBICBVT 12.5 mykg B EOR T
MEREOMKME, 12.5 KT 50 mgkg B THMNEEORMEMSHER LKL TEEIED SN
I=.

T, FIRICHBNWT 200 mg/kg B THM K OHMERDO SEN MBI SLEKE L TEE
cRDHENI-.

9) RITHBIFHORE

RERHLEE AR E DR ORER R Z Table 16A(Y L — FHIHBEBIBOR T 16B(H H
O T Appendix 16, MEDBRER R Z Table 17A(F L — FAIHBFIE) KT 17BH B
) M TXIT Appendix 17 2R L 7z,

JFIEIZ BT 50 mg/kg BEOHE 2 Fl, 200 mg/kg TEDRE 9 I TN 6 6l T/NEH.OHEDIF
MR DI ENEK (Photo.1~2)ARD SNz, T oiFh, MBHOH 4 FIKOHE 1 #1, 125
mg/ke BEOHE 2 51K TN 50 mg/kg BED#E 1 41 TPIIRE BB YE O QBN LAt 5 i
2%, 200 mg/kg BEOHE TIIFMRONEH LIRS 5T, REBEENED LK.

BB WT 12,5 RTA50 mg/kg BEOHER 2 61, 200 mg/kg BEOHE 3 #l THIRAHfE OB
FEZER(Photo.3~HNRO SN, Fiz, MBRORE 1 KM 3 FI, 125 mgkg BEOHE 1
Bk OUME 4 #1, 50 mg/kg BEOHE 2 I B UM 4 FINETNIT 200 mg/kg BED#E 8 Hl R O 3 1T
ERIRH MR O EEIE R (Photo.3~HNA S H, 200 mgkg B ORETITWIREE & ik U THEL
MENEEICENLE. INS50E, RIRRIZEEIE OEE Q/NUYERA S 2 200
mg/kg BEOME 1 HITIE, BEICHS T SIMLICIIEILE RO SND, FRFIOERIEIC
BREREL, AROMOHIZHRERZASNRN LI ENS, KRMERE LEED
IRWEREE(LEZ A SN,

AR FIEEE T ORBEGIEREAH 572 200 mg/kg BEOME 1 HITIE, FLIROIREL
RHo5Nz. BIRFICHER LEOEBRFEEANS SNz 125 mgkg FEOH 1 FI T, HHR
FEOETREES SN, FHEOEII 50 mykg U LOBTRED SHTHARNT

- 13 -
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PPL BA&HREE 2 40006

EnS, HBRWERSG EEEORVWERNE(LEEZ SN, ABRNICHRERA SN
12.5 mg/kg BOHE | FIOZFITONTIE, BEFEEDohn-z. 2B, HIBKIZKE
DINRHER B SN B OIE 1 #ITIE, WIROKEDBREEROED, MK OEEER
B VBl DA B b R DR 2R A B R s .

ZDEFD, MEBEOHE 4 FIRME 2 £, WXIZ 200 mg/kg BEORE 2 Hl R M 1 61Tl
PREE OWRHIEE R, SHHARE OME 9 F1 KR TX 200 me/kg BE DU 5 51 TIREK OB EE DFiS i i,
SHERBEOHE 1 FIKTN 200 mg/kg FOME 3 Hl TEBORE 2 U P SE OIFE M RE,
SHBEEOHE 1 HIKR T 200 mg/kg BEOME 2 HITREDOS > /87 Mk, MEBEEOB 1§ TiRE
DY) NEREE, HERO#E 3 FITIRLIROEE Y > /NBRBENASNZN, WIFhbxt
BB LR U TREBHEICE T W &M S, HRMERS SBEEORWERME(L &%

Zoshi=.

AT A
1) tERMRERCEFEREIIRE

LA AR E R DA THAE TR D FRAE % Table 18 & TN Appendix 18, 19 IZ5R L 7=,

AR ETIE, HRYERGEEEOMEME S LB L TREARR VR ERMICE R
BREGRD s NEh o T

AFERENRETIE, BB EOTRNTOHITRENRA LN, FIERLZ. LN T,
REBRUVZRBIIEHLED 100 2 TH-o/z. £, KEMBEHEIZBW TS, xflEREE
ERMER G &R EOMICHERETRY s NEho 2.

2) DR CHEENEE 4 BE OREMNTHERRE

73 bR B OV SRR A D X & Table 19 S UF Appendix 20 1R U 7=,

NEEREORETIE, SBEDITRIDME, #AK, BERER, KRB, HERK HER,
AR, MEEEWAESAE, EER HERRUHEROHIOIRE LB THER
ERED oMoz, FEBOARREIIBNLTD, FHEOLERFREED SNaho /.

HEHORETIE, EHEOLHLEROME 4 HOEFERRUKEICHBREL KL T
BhEZEBD oMoz,

- 14 -




PPL B H&HRE 2 40006

% &

L4A-PAFIN2-(1-T 22N IFINWR L OR2HIZET2EMHRO R E LT, KHEAT
14 HEl, HETIRZOBRZRMMZED 35 A, MTEAECHR, MIRMMKROWEE 3 HETFE
LTROBEL, HEMIcET 5 REZREFERCEEENECRIBRIZOREE - REICKIF

HETDWTHRE L.

1. REERSHERAR

HREOMHE - B OREIRS, —RRBIZLBEBRYEKS OFEIRDSNAM .

RETIE, 200 mgkg BOHETRERMIZ, M THERROWEHMDICEEOEMINE H 50
WM EIEMAGED S iz, EBEETIE, 200 mgkg BOM THREZMICGEEBERNRD SN
Iz

HEWZDWTEBLUZRRETIE, 200 mgkg B TREOEMEETNIINED EEXSNLEBEE
EUHEBEOETFTRNCHERBHROEEOMMMRD 5Nz, LML, FEEMENRE TIIRRE
EEZRRTHHAIEBD oz

MEFERETIE, 50 R 200 mg/kg HOMETTO b O ESFMOEENRBD SNz, Lrl,
Z OO M EEE R CBET 5B H O RE K NHBOGFEELLITRD Shiaho 7z

MEEERE T, 50 mghkg A ELOBOMETHEIL AT O—ILOEE, 200 mgkg BO#T

7 -GPT XY VIeE D& E, 200 mg/kg HOMET /N - ADEENH SN, HEME OIFIRIC
BT BRI ONTERRBER EAOHEAARB I N/Z. £/, 200 mgkg BHOHETE I LT
FOOEMEENT O— IV DEENA S NA, REZREEMLOBMREICEEHIED 5N
moJz.

FHEFHIRE T, 50 mgkg BLE OB OHEKZ T 200 mg/kg HOME THIBER OHMARD 5N,
RN NER O OFFHIIRIE A RS 5Nz, TO KD fa/NERLE O IR R 355
RABFOFBICHBL TEL S V2 LBHENTHED, FRRTHRBROBFEICIOAEL D
DEEZBZ SN, £z, FIRBEECHMEOIEVILORRBEESL, 200 mgkg HOBTREAL
fz. TOEFH, 12.5 mgkg ULOBOH TRIBERORMENS SN, MAFHIIIFRFEHED
BEEHEIBOOSNL. TOELERDODWTORERFRHASHTII ANk, £k, 200 mgkg
BOHTIRRRERROEXOFRBENE ML 2. RRFEROEXE, FRAOREITLD

- 15 -




PPL B A E: 40006

RFTHIEMMEINTEY, EBRENT D AOFRHHIZLDELDEMABNIZLSNTNS 2,
BIRD K DT, 200 mgkg BHOHETIE, REDOEMIMGEOSNTHED, FAF(LEOEHEIEEDN
7=, ZDEH, 200 mgkg HOME 1 FITHIROFEENRD SNz, IROBEIZIOVWTIE, BT
133 2 N REARKRER OB TRESREINTHED 9, AHRTH 1 FlOBZITBD BN
ELTHBIEMS, HRPERE LBEEORWERNE(LEEZ 5N .

Pk Sz, RIEFGHENTIE, 12.5 mgkeg LLEOBOHE TRIB~DOFE, 50 mgkg LLED
BOHBER T 200 mgkg BEOME THBADOHENRD SN &5, FRRFETIIBTZRE
BEHEEICNT A MY ERIIHET 12.5 mg/kg/day K, T 50 mg/kg/day EHERR N /=,

2. HmaREENE

EEOEFEMAEICE L TIX, RIERK, REEN, KEFERR MR RER, FKE
BRUZIBRICERMER G OZEIRD s Niaho 7=

D OBIER T, EIRNIM, HER, HERK, HAER, HARK MEEHAERKE, EE
R, ROHFEIRORLIIHEBRMERGEOHEIHONT, AREFEORALED SN 7.
TEEM OB TIE, HAEROER 4 HOEFREUKREICHERMERSOHEETRD s
7z,

BEokdic, EMRBERETE, BHEBYOEMBEENREREREORE - REICKETY
RWTNOBRICBNWTHRO NN 2 &S, RRRELTICBIT B EMAEEFEICHT
HIEZERIIHBY B OEEY & BT 200 mg/kg/day EHEEE I N/,

- 16 -
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Study No.40006
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Fig. 1

g Mean body weight changes of male rats treated orally with Benzene,1,4-dimethyl-2-(1-phenylethyl) in the
combined repeat dose and reproductive/developmental toxicity screening test.
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Fig.2 Mean body weight changes of female rats treated orally with Benzene,1,4-dimethyl-2-(1-phenylethyl) in the
combined repeat dose and reproductive/developmental toxicity screening test.



Food consumption (g/day/rat)
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Fig.3 Mean food consumption of male rats treated orally with Benzene,1,4-dimethyl-2-(1-phenylethyl) 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 Benzene,1,4-dimethyl -2-(1-phenylethyl) in the

combined repeat dose and reproductive/developmental toxicity screening test.



Study No. 40006

Table 1 Clinical signs of male rats treated orally with Benzene, 1, 4-dimethyl-2-(i-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test
Group Days of treatment
and Clinical sign
dose 1 2 3 4 5 6 7 8 9 10 I 12 13 14 15 16 17 18
Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
12.5 mg/ke Number of examined 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Loss of hair 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0
50 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
200 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12




Study No. 40006
Table 1 - continued Clinical signs of male rats treated orally with Benzene, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproduciive/developmental toxicity screening test

Group - Days of treatment

and Clinical sign

dose 19 20 21 22 23 24 25 26 21 28 29 30 31 32 33 34 35 36 37

Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 i? 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

12. 5 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Loss of hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

50 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/keg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12




Study No. 40006

Table 1 - continued Clinical signs of maje rats treated orally with Benzene, 1, 4-dimethyl-2-(i-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of treatment

and Sex Clinical sign

dose 38 39 40 41 42 43 44 45 46 417 48 49

Control Male Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 {2 12

12.5 mg/kg Male Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 11 11 11 11 11 11 11 11 11 11
Loss of hair. ] 0 1 1 1 1 1 1 i i 1 1

50 mg/kg Male Number of examined 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/kg Male Number of examined 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12




Study No. 46006

Table 2 Clinical signs of female rats treated orally with Benzene, 1, 4-dimethyl-2-(i-phenylethyl) in the combined repeat dose
and reproductive/deveiopmental toxicity screening test

Group Days of pre-mating

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

12.5 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12

50 mg/kg  Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12




Study No. 40006
Table 2 - continued Clinical signs of female rats treated orally with Benzene, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of mating

and Clinical sign

dose 16 17 18 19

Control Number of examined 12 6 5 3
No abnormality 12 6 5 3

12. 5 mg/ke Number of examined 12 8 5 1
No abnormality 12 8 5 1

50 mg/ke Number of examined 12 9 6 5
No abnormality 12 9 6 5

200 mg/kg Number of examined 12 1 3 0

No abnormality 12 1 3 ]
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Table 2 - continued Clinical signs of female rats treated orally with Benzene, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of gestation

and Clinical sign

dose 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 - 12 12 12 12 12 12 12 12

12. 5 mg/ke Number of examined 12 12 12 ‘12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

50 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

200 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Study No. 40006
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Study No. 40006

Table 2 - continued Clinical signs of female rats freated orally with Benzene, |, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group Days of gestation

and Clinical sign

dose 14 15 16 17 18 19 20 21 22 23

Control Number of examined 12 12 12 12 12 12 12 12 12 2
No abnormality 12 12 12 12 12 12 12 12 12 2

12.5 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 5
No abnormality 12 12 12 12 12 12 12 12 12 5

50 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 2
No abnormality 12 12 12 12 12 12 12 12 12 2

200 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 5
No abnormality 12 12 12 12 12 12 12 12 12 5




Table 2 - continued

and reproductive/developmental toxicity screening test

Study No. 40006

Clinical signs of female rats treated orally with Benzene, |, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose

Group Days of lactation

and Clinical sign

dose 0 i 2 3 4

Control Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12

12.5 mg/keg Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12

50 mg/kg  Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12

200 mg/kg Number of examined 12 12 12 12 12
No abnormality 12 I} i1 11 11
Integumeniary mass 0 1 1 1 |




Study No. 40006
Table 3 Body weights of male rats treated orally with Benzene, 1, 4~dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 12. 5 mg/kg 50 mg/ke 200 mg/keg

Body weight (g)

Days of tireaimenl 1 384. 3+ 15.7 ( 12 385.2+ 15.5 ( 12) 383.6x 16.5 ( 12 381.6+ 15.1 ( 12)
4 3971+ 18.2 ( 1D 401. 7+ 18.3 ( 12) 4000 17.5 ( 12 398.0x 19.4 ( 12)
8 417.9+ 19.8 ( 12 4201+ 19.7 ( 12) 421.6+ 20.5 ( 12) 419.5+ 23.2 ( 12)

11 431.7+ 23.5 ( 12 432.2+ 21,1 ( 12) 434. 1% 22.9 ( 12) 431.8+ 26.6 ( 1i2)
15 449. 7+ 25.7 ( 12) 4472+ 22.0 ( 12) 450. 2+ 26.0 ( 12 445.7+ 26.8 ( 12)
18 459.5+ 26.3 ( 12) 458 1+ 2.6 ( 12) 459.6+ 28.0 ( 12) 455.3%+ 29.0 ( 12)
22 476. 0+ 26.3 ( 12) 473.3+ 22.8 ( 12) 476. 4% 29.0 ( 12) 468.3x 29.6 ( 12)
25 491.0+ 28. 4 ( 12) 486. 1+ 22.4 ( 12) 492. 7+ 29.1 ( 12) 483.2+ 30.8 ( 12)
29 503. 1+ 31.8 ( 12) 496.6+ 23. 71 ( 12) 500.5+ 30.5 ( 12) 490. 7+ 33.8 ( 12)
32 516.3+ 33.5 ( 12) 510.3+ 23.5 ( 12) 516.6+ 31.6 ( 12) 502.9+ 34.7 ( 12)
36 526.5+ 37.7 ( 12) 523.3+ 26.0 ( 12) 528.0%+ 33.9 ( 12) 510.8+ 35.6 ( 12)
39 533.6+ 38.3 ( 12) 530.3+ 27.1 ( 12) 536.5+ 35.0 ( 12) 515.7% 38.8 ( 12)
43 542. 6+ 40.7 ( 12) 540.2+ 28.8 ( 12) 545.5+ 35. 1 ( 12) 524. 7+ 38.7 ( 12)
46 544.5+ 40.5 ( 12) 541.3+ 28.5 ( 12) 548.3+ 33.6 ( 12) 526. 6+ 40.5 ( 12)

W

Not significantly different from comirol.
Values are meanxS.D. and the vaiues in pareniheses represent the number of

[
=]
—-
=]
g
—
2]



Study No. 40006
Table 4 Body weights of female rats treated orally with Benzene, |, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose :
and reproductive/developmental toxicity screening test

Group and dose Control 12.5 mg/ke 50 mg/kg 200 mg/kg

Body weight (2)

Days of pre-mating 1 239.2+ 13.8 (12) 236.5+ 15.8 (12) 2383x 125 (12) 2351+ 11.8 (12)
4 243.9+ 18.8 (12) 243. 7 16.4 (1) 243. 7 15.6 (12) 2415+ 181 (12)
8 253.5+ 20.4 (12) 252.3& 183 (12 250. 6 17.1 (12) 249.8+ 13.5 (12)
11 258. 5+ 20.2 (12) 258. 0% 177 (1) 254. 9+ 15.7 (12) 255. 8+ 13.4 (12)
15 267.5x 20.8 (12) 265. 8+ 20.1 (12) 262.2+ 19.3 (12 2641 142 (12
Days of gestation 0 2713.9+x 20.6 (12) 2710 221 (12) 271. 4+ 21.7 (12 262.6x 13.7 (12)
4 296. 6 21.2 (12) 293. 4+ 22.9 (12) 289.9+ 2.4 (12) 286. 6+ 12.6 (12)
1 318k 221 (12 308.0+ 24.8 (12) 3040 19.6 (12) 299.3+ 16.1 (12)
10 325.5+ 22.4 (12) 325.6x 23.8 (12) 315.9+ 17.8 (12 3i11.8x 15.8 (12)
14 3431+ 24.6 (12) 340.9+ 23.7 (12) 335.3 19.5 (12 32016+ 16.2 (12
17 3.3+ 22.2 (12) 368. 7 4.1 (12 366. 7t 22.5 (12) 3544+ 2007 (12)
21 434.1+ 23.6 (12 430.0+ 26.8 (12) 4253+ 211 (12 403. 1 33.5% (12)
Days of lactation 0 325.5+ 33.3 (12) 313.8% 25.6 (12 322.8+ 23.7 (1) 306.3+ 22.6 (12)
4 335.2+ 41.4 (12) 3316 21.7 (12) 340. 2+ 21.6 (12) 3223+ 19.1 (12)

#: PL0.05 (significanily different from control).
Values are mean=xS.D. and the values in parentheses represent the number of animals.



Study No. 40006

Table 5 Food consumption of male rats treated orally with Benzene, 1, 4-dimethyl-2~(l-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 12. 5 mg/ke 50 mg/ke 200 mg/ke
Food consumption (g/day/rat)

Days of treatment 2 24. 8% 2.0 (12) 25.5 & 2.8 (12 26.5% 3.2 (12) 24. 4+ 2.4 (1)
4 25. 7% 3.1 (12) 26.9+ 3.2 (12) 26. 0= 2.4 (12) 25. 1% 3.3 (12
8 25.5& 2.3 (12) 26. 0L 3.4 (12 25.1x 2.0 (12 2. 1% 2.6 (12)
11 247 2.1 (12) 24. 6% 2.4 (12) 24. 7% 1.8 (12) 24. 0% 3.0 (12
5 25. 2% 3.2 (12 24. 2% 2.1 (12) 24.4x 2. 6 (12 23.3x 2.2 (12)
30 24, 1 3.3 (12) 24. 4% 2.6 (12) 24. 6 1.9 (12 22.1x 2.3 (12
32 25. 5% 3.9 (12 25. 2% 2.1 (12) 25. 5% 2.1 (12 23. 0% 35 (12
36 25. 1t 4.1 (12) 24. 7 3.8 (12) 24. 4% 2.0 (12) 23.0% 1.8 (12)
39 23. 6+ 3.6 (12) 23. 71+ 3.5 (12) 23. 7+ 2.5 (1 21. 4% 2.1 (12
43 23.5% 4.1 (1 23. 9+ 3.5 (12 22. 7% 2.0 (12) 217+ 2.4 (12)
46 20, 4£ 2.1 (12) 21. 2% 2.8 (12) 2.3k 2.8 (12 20. 6% 2.8 (12)

Not significantly different from control.
Values are mean+S.D. and the values in parentheses

(¥
(A

represent the number of animals.



Study No. 40006
Table 6 Food consumption of female rats treated orally with Benzene, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeal dose
and reproductive/developmental toxicity screening test

Group and dose Control 12. 5 mg/ke 50 mg/ke 200 mg/kg

Food consumption (g/day/rat)

Days of pre-mating 2 1.7€ 2.5 (12 1.5+« 3.0 (12 18.4% 20 (12 1.4 27 (12)
4 16.9+ 3.7 (12 174 3.6 (12 6.7+ 27 (12) 16.3+ 36 (12
8 1.2+ 38 (12 1761 42 (12) 120 2.8 (12) 1.5 3.6 (12
11 1.6 2.6 (12 193+ 2.3 (12 6.8+ 31 (12) 8.7 2.1 (12
15 1.6 3.0 (12 9.0+ 2.2 (12 1.2+ 3.5 (12 19.6x 2.4 (12)
Days of gestation 1 6.7 2.5 (12) 169+ 3.6 (12) 1.6 2.9% (12 15,2+ 22 (1)
4 19.7 3.2 (12 1.3+ 2.2 (12 16,9+ 2.6% (12) 18.8% 3.0 (12
1 2007+ 37T (1Y) 19.8+ 3.2 (12 1.4+ 3.4 (12 8.5+ 2.6 (12
10 21,3+ 29 (12 202+ 2.3 (12 9.5+ 2.8 (12 200 3.2 (1D
14 2005+ 2.2 (12) 2002+ 26 (12) 19.3+ 2.6 (12) 197+ 25 (12)
17 226+ 2.7 (12) 21.8% 1.9 (12 233+ 31 (12 222+ 1.8 (12
21 2.1 4.2 (12) 2004 3.0 (12 22,6 3.2 (12) 22.4% 4.1 (12
Days of lactation 1 16.3+ 9.0 (12) 182+ 40 (12) 4. 1% .8 (12) 135+ 51 (12)
4 35.4+ 12.0 (12) 38.7+ 548 (12) 3.3+ 6.9 (12 4.5+ 6.7 (12

$: P<0.05 (significantiy differeni from conirol).
Values are meanxS.D. and the values in parentheses represent the number of animals.
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Table 17 Urinary findings of male rais treated orally with Benzen, |, 4-dimethyl-2-(I-phenylethyl) in the combined repeat dose
and reoroductive/developmental toxicity screening test

g Grgup Urine volume Osmotic pressure Specific gravity
ex an
dose (mL/24hr) (0sm/kg)
Male Control N 12 12 12
Mean 11. 5 1. 672 1. 056
S.D. +4.7 +0. 548 +0.017
12.5 mg/kg N 12 12 12
Mean 13.3 1. 515 1. 050
S. D £5. 1 +0. 527 +0.015
50 mg/kg N 12 12 12
Mean 1.5 1. 638 1. 056
S.D. +4.0 +0.520 +0.017
200 mg/kg N 12 12 12
Mean 20, 04% 0. 992%# 1. 036%%
S. D +50 +40. 252 +0. 008
$%: P<0. 01 (significantly different from control).
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Study No. 40006
Table 7 - continued Urinary findings of male rats treated orally with Benzen, 1, 4-dimethyl-2-(i-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test ‘

Group Number pH Protein Glucose Ketone body Bilirubin
Sex and of

dose animals

.5 80 - + + - - -

Male Control 12 0 2 10 | 3 8 0 12 12 12

12.5 mg/kg 12 0 3 9 0 4 5 3 12 12 12

50 mg/ke 12 ] 0 11 0 5 4 3 12 12 12

200 mg/kg 12 2 4 6 1 3 1 1 12 12 12

Not significantly different from control.
Grade sign: - none; =, irace; +, mild; +t, moderate; +++, marked; ++++, very marked.
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Table 7 - continued

Urinary findings of male rats treated orally with Benzen, i, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproduciive/developmental toxicity screening test

Study No. 40006

Group Number  Occult blood Urobilinogen Color
Sex and of (mg/dL)

dose animals

- <1 PY Y

Male Control 12 12 12 3 9

12.5 mg/kg 12 12 12 2 10

50 mg/kg 12 12 12 0 12

200 mg/kg 12 12 12 1 11

Not significantly different from control.
Abbreviation: PY, pale yellow; Y, vellow.
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Table 7 - continued

Urinary findings of male rats treated orally with Benzen, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 40006

Group Number Urinary sediment
Sex and of : -
dose animals Epithelial cells Erythrocytes Leukocytes Casts Crystals
- - - - - 4w
Male Control 12 12 12 12 12 12 0 0
12. 5 mg/kg 12 12 12 12 12 12 0 0
50 mg/kg 12 . 12 12 12 12 12 0 0
200 mg/kg 12 12 12 12 12 5 3 444

$%: P0. 01 (significantly different from control).

Grade signs are as follows. .
Epithelial cells: - < 3/field; t 3/field = and < 10/field; +, 10/field = and < 20/field; ++, = 20/field.
Erythrocyles - < 10/field; 4+ 10/field = and < 30/field: ++, 30/field < and < 100/field; +++ countless.
Leukocytes - < 3/field; + 3/field < and < 20/field: + 20/fieid = and < 40/field; +i, 2 40/field.
Casts - none; +, 1/al] field.
Crystals - CW/field; 4, 10/field < and € 20/field; +, 20/field < and < 30/field: +++. countless.
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Table 8 Hematological findings of male ratis treated orally with Benzen, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 40006

Group and dose Control 12. 5 mg/ke 50 mg/kg 200 mg/kg
No. of animals 12 12 12 12
Leukocytes  (10%/ uL) 75.0 £19 81.0 %28 87.0 +£23 82.0 £28
Erythrocytes (10°/ L) 877 +43 888 +43 859 +47 850 40
Hemoglobin  (g/dL) 14.8 0.6 14.9 +0.5 14.7 £0.5 14.5 +0. 6
Hematocrit (%) 472 £2.0 47.6 £1.9 46.8 £1.7 46.1 1.9
MCV (fL) 54.0 +2.0 54.0 £2.0 55.0 £2.0 54.0 £2.0
MCH (p® 16.9 £0.5 16.8 £0.5 1.1 0.7 1.1 +0. 6
MCHC ®) 31.4 +0.6 31.3 £0. 6 31.4 £0.6 31.4 £0.5
Platelets (10%/ 1 L) 93.3 £7.9 88.7 £8.8 92.0 +8. 4 95.2 £11.1
PT (sec) 14.5 £1.4 15.9 £1.9 17.4 +2. 6%+ 18.9 +2. 2%x
APTT (sec) 19.7 £3.7 21.6 +3.9 21.8 £3.5 23.0 +3.8
Fibrinogen  (mg/dL) 225.8 +15. 6 227.9 +£22.2 218.6 +15.9 231.5 +16. 1

*%: PC0. 01 (significantly different from controf).

Values are meanxS.D.



Study No. 40006

Table 9 Hemaiological findings of female rats treated orally with Benzen, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose

and reproductive/developmental toxicity screening test

Control 12. 5 mg/kg 50 mg/kg 200 mg/kg
No. of animals 12 12 12 12
Leukocytes (10%/ ¢ L) 70.0 £19 93.0 £25 75.0 £30 69.0 =24
Erythrocytes (10*/uL) 656 +£54 617 36 601 £23% 650 58
Hemoglobin (g/dL) 1.7 £0.7 11.4 £0.5 11.0 £0. 4% 1.7 £1.0
Hematocrit %) 39.0 £1.9 39.0 £1.7 375 £1. 7 39.6 £2.9
MCV (fL) 60.0 £5.0 63. 0 £3. 0% 63.0 £3.0 61.0 2.0
MCH (p2) 17.9 £0. 8 18.5 £0. 5% 18. 3 £0.5 18.1 £0.5
MCHC %) 30.0 x£2.2 29.2 +£0.8 29.3 0.7 29.7 £0. 7
Platelets o'/ ul) 113. 8 £21.2 104.2 +13. 7 106 +£20.5 1045 £9.3
PT (sec) 131 £1.0 12.2 £1. 6 12.8 1.2 12.7 £1. 1
APTT (sec) 17.9 £2.6 18.5 +£2.3 18.5 £2. 7 16.3 £2.6
Fibrinogen (mg/dL) 238.4 +18. 4 236.8 +14.2 247.7 £59.9 221.5 £19.5

%: P<0.05 (significantly different from control).
Values are mean =S.D.
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Table 10 Biochemical findings of male rats treated orally with Benzen, 1, 4-dimethyl-2-(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Control 12. 5 mg/ke 50 mg/kg 200 mg/kg
No. of animals 12 12 12 12
T Proiein (g/dL) 5.6 0.2 5.6 +£0.3 55 £0.2 57 £0.2
Albumin (g/dL) 3.8 £0.2 3.9 £0.2 3.9 0.2 3.9 £0.1
A/G ratio 2.15 £0. 23 2.26 £90. 38 2.32 £0.31 2.27 £0. 22
T.Bilirubin (mg/dL) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
GOT (1u/1) 80.0 15 86.0 =13 82.0 +10 75.0 £13
GPT (1u/L) 22.0 £4.0 2.0 £7.0 23.0 £3.0 20.0 £4.0
7 -GTP (1u/D) 0.5 £0.3 0.6 £0.2 0.7 £0.2 1.0 £0. 5%
ALP (1u/1) 211 +63 194 +36 179 £39 191 £53
T. Cholesterol (mg/dL) 53.0 =12 61.0 11 69.0 +12% 90.0 17
Triglycerides (mg/dL) 59.0 +35 47.0 +£20 44.0 =14 41.0 11
Phospholipids (mg/dL) 99.0 £20 109 +18 114 =14 150 £26+%%
Glucose (mg/dL) 120 =10 116 +11 117 6.0 113 10
BUN (mg/dL) 15.4 £1. 7 15.3 £1. 3 15,7 1.0 1.1 £2.5
Creatinine (mg/dL) 0.4 £0.1 0.4 £0.0 0.4 +0.1 0.5 0. 1%
IP (mg/dL) 6.9 +0.8 6.5 +0.9 6.6 £0.7 6.1 £0.7
Ca (mg/dL) 10.1 +0.3 10.0 0.3 10.1 +0. 4 10.2 +0.2
Na (mEq/L) 144.6 0.7 144.5 £0.6 144. 4 £1. 1 144.2 £1. 1
K (mEq/L) 4. 21 £0.13 4. 28 £0.18 4,24 +£0.20 4,04 £0.26
Cl (mEq/L) 106. 6 %£1.2 105.8 £1.5 106.3 +£1.3 103. 7 £ 1. 6%4

%: P<0. 05, #%: P<0.01 (significantly different from control).

Values are mean£S.D.
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Table 11 Biochemical findings of female rats treated orally with Benzen, 1, 4-dimethyl-2-(1~-phenylethyl) in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 40006

Control 12. 5 mg/ke 50 mg/ke 200 meg/kg
No. of animals 12 12 12 12
T. Protein (g/dL) 5.4 £0.3 5.5 0.3 5.3 £0.3 5.2 £0.2
Albumin (g/dL) 4.0 x0.2 4.0 £0.2 3.9 £0.2 3.9 £0.1
A/G ratio 2.81 £0.18 2. 64 +0. 36 2.77 £0. 39 2. 85 £0. 26
T. Bilirubin (mg/dL) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
GOT (1u/L) 78.0 £8. 0 80.0 £12 81.0 £11 76.0 14
GPT (16/L) 55.0 =16 51.0 =9.0 50.0 £9.0 48.0 =13
v -GTP (10/L) 0.3 £0.1 0.4 £0.3 0.3 £0.2 0.4 £0.6
ALP (1u/L) 388 185 404 £140 374 £125 49] +232
T. Cholesterol (mg/dL) 80.0 =12 80.0 £8.0 86.0 18 94.0 +20
Triglycerides (mg/dL) 3.0 £17 33.0 =13 33.0 £10 33.0 £13
Phospholipids (mg/dL) 174 £22 172 =12 182 £33 197 £39
Glucose (mg/dL) 103 =19 103 =15 107 16 126 £ 18%x
BUN (mg/dL) 21,3 £3.2 23.0 £3.8 23.1 £2.9 22.0 £3.5
Creatinine (mg/dL) 0.5 £0.1 0.5 £0.1 0.5 =0.1 0.6 0.1
1P (mg/dL) 3.1 £0.8 3.3 0.6 2.8 0.6 2.5 £0.8
Ca (mg/dL) 9.9 0.4 9.9 £0. 4 10. 0 £0. 4 9.9 +0.6
Na (mEq/L) 144.9 +£3. 6 146. 2 £1. 4 145.4 £1.3 1449 £1. 6
K (mEq/L) 4. 25 +0.55 4.3 +0. 31 4 4 +0. 30 4. 28 +0. 27
Cl (mEq/L) 106.2 £2.8 106. 7 £1. 7 106. 2 £2.0 107.2 +£2. 2

%%: P<0. 01 (significantly different from control).

Values are mean 3. D.



Table 12 Necropsy findings of male rats treated orally with Benzene,
and reproductive/developmental toxicity screening test

I, 4-dimethyl-2~(1-phenylethy})

in the combined repeat dose

Study No. 40006

Group and dose Control 12. 5 mg/kg 50 mg/keg 200 mg/ke
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \ Number of animals 12 12 12 12
Genital system
Epididymis
Nodule, light yellow 0 1 0 0
Integumentary system
Integument »
Loss, hair 0 { 0 0

No appreciable changes in all other organs and tissues.
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Table 13 Necropsy findings of female rats treated orally with Benzene

and reproductive/developmental toxicity screening test

Study No. 40006
1, 4-dimethy!-2~(1-phenyleihyl) in the combined repeat dose

Group and dose Control 12. 5 mg/kg 50 mg/ke 200 mg/kg
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \ Number of animals 12 12 12 12
Digestive sysiem
Liver
Enlargement 0 0 0 2
Hematopoietic sysiem
Thymus
Small 1 0 0 0
Endocrine system
Adrenal
Small, unilateral 0 0 0 1
Integumentary system
Subcutis
Mass, light gray 0 0 0 1

No appreciable changes in all other organs and lissues.
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Study No. 40006

Table 14 Absolute and relative organ weights of male rats treated orally with Benzene, 1, 4-dimethyl-2~-(1-phenylethyl) in the combined repeat dose

and reproductive/developmental toxicity screening fest

Control 12. 5 mg/kg 50 mg/ke 200 mg/kg

No. of animals 12 12 12 12
Final body weight 523.3 £40.8 521.9 £26.4 524.9 £34. 8 4991 £37.17
Brain (® 2.28 £0.09 2.24 +£0.08 2. 25 +0. 06 2.32 £0.11
Heart (g 1.58 £0.12 1.51 0. 11 1. 87 =0. 10 1.52 £0. 20
Lungs (g) 1.61 £0.13 1.53 £0.13 1.56 £0.12 1. 50 0. 06
Thymus (g 0. 30 +0.05 0. 30 +0.07 0.30 £0.06 0.32 £0.08
Liver (e 14. 67 2. 17 14. 26 1. 32 15. 97 1. 42 17. 89 £1. 16%#
Spleen (2) 0. 80 0. 09 0.78 =0.10 0.77 £0. 10 0.8 £0.13
Kidneys (g) 3.22 £0.22 3. 21 £0.24 3. 24 =0. 38 3.03 +0 24
Adrenals (mg) 64.6 +7.5 57.9 +4. 7% 57.1 &6, 1% 56.3 £5. 1%%
Epididymides (2) 1.42 £0.10 1.44 +0. 11 1.34 £0. 10 1. 36 +0. 11
Testes (g) 3.40 £0. 17 3.33 £0.25 3. 41 £0.20 3.35 +0.35
Relative organ weights
Brain (g/100gB. W.) 0.44 £0.03 0. 43 =0.02 0. 43 £0.03 0.47 0. 03
Heart (g/100gB. ¥.) 0.30 +0.02 0.29 +0.02 0.30 £0.03 0.30 £0.03
Lungs (g/100gB. ¥.) 0.31 +£0.02 0.29 =002 0. 30 0. 02 030 £0.02
Thymus (g/100gB. W.) 0.06 0.0t 0.06 =0.01 0.06 =0.01 0. 06 0. 02
Liver (g/100gB. ¥.) Z. 719 £0. 23 2.73 £0.20 304 +0. 16%% 3.59 £0. 13
Spleen (g/100gB. ¥.) 0.15 0. 01 0.15 £0.02 0.15 =0. 03 0.16 £0.02
Kidneys (g/100gB. ¥.) 0.62 £0.04 0.62 0. 04 0. 62 =0. 07 0.61 £0. 04
Adrenals (mg/100gB. ¥.) 12.4 +1. 6 11.1 £1. 0% 10. 9 0. 8%% 11.3 £1. 2
Epididymides (g/100gB. ¥.) 0.27 +£0.03 0.28 =0.03 0.26 £0.02 0.27 £0.03
Testes (g/100g8. ¥. ) 0. 65 0. 05 0. 64 +0.06 0.65 £0.05 0.67 £0.08

%: P<0. 05, *#%: P<0.01 (significantly different from control).

Valies are mean:=S. D
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Study No. 40006

Table 15 Absolute and relative organ weighis of female rats treated orally with Benzene, 1, 4-dimethyl-2-(l-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 12. 5 mg/kg 50 mg/ke 200 mg/kg
No. of animals 12 12 12 12
Absolute organ weights
Final body weight (g 335 2441. 4 3376121, 7 340.2+£21. 6 322.3£10.1
Brain (@ 2.13+0. 10 2.08+0. 07 2. 11£0.09 2.080. 08
Heart (@ 1.10x0. 14 1.13+0.12 1.10£0. 17 1.04£0. 12
Lungs (@ L17£0 11 1.19£0. 10 1. 16 0. 09 1. 16 £0. 08
Thymus @ 0.22£0. 10 0.20%0. 06 0.2210. 05 0. 2440. 06
Liver (@ 13.65+2 28 14, 441, 32 14. 98 +1. 43 15. 85 £ 1. H4*#
Spleen (2) 0.64+0.12 0.69+0.11 0.68+0.07 0.63%0. 09
Kidneys (g) 2.02+0. 17 1.93+0. 18 1.92+0. 12 1. 89+0. 14
Adrenals (ng) 69.84+9. 1 69.8+7.3 70. 0+6. 7 65.2+8 8
Ovaries (ng) 96.3+9. 9 103. 0+10. 3 96.9+9. 8 94.9+10. 1
Relative organ weighis
Brain (g/100gB. ¥.) 0. 64x0. 06 0.62+0. 04 0.62+0. 05 0. 65+0. 05
Heart (2g/100gB. ¥.) 0.33+0. 02 0.3310. 04 0.32+0. 04 0.32%0.03
Lungs (g/100gB. W.) 0.35+0. 03 0.35%0. 03 0.3440.03 0.36£0. 02
Thymus (2/100gB. ¥.) 0. 06 0. 02 0. 060. 02 0.06%0. 02 0. 080. 02
Liver (g/100gB. ¥. 4. 0610 40 4.28+0. 30 4, 41x0 38 4. 93+ 0. 49+
Spleen (g/100gB. ¥.) 0.19%0. 03 0.20+0.03 0. 20 +0. 02 0.200. 03
Kidneys (2/100gB. ¥.) 0.61%0. 08 0.57+0. 04 0.5740. 04 0.5920. 03
Adrenals (mg/100gB. ¥.) 21. 1£3. 7 20.7+£2.3 20.6%1.8 20.2+2.4
Ovaries (mg/100gB. ¥.) 29.0+3. 6 30.5+2.2 28.5+3.0 29.5+3.2

#+: P<0. 01 (significantly different from control).
Values are mean=+S.D.
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Table 16A Histopathological findings of male rats treated orally with Benzene, 1, 4~dimethyl-2-(l-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 12. 5 mg/kg 50 mg/kg 200 mg/kg
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \ Number of animals 12 12 12 12
- t tt +++ - + t+ +++ - + ++ t++ - + + tHt
Digestive system
Liver 12) 12) (12) (12)
Fatly change, hepatocyie, periporial 8 4 0 0 10 2 0 0 11 1 0 0 12 0 0 0%
Hypertrophy, hepatocyte, centrilobular 12 0 0 0 12 0 0 0 10 2 0 0 3 9 0 0%+
Respiratory system
Lung 12) ()] (0) (12)
Accumulation, foam cell 8 4 0 0 10 2 0 0
Urinary system
Kidney (12) ) () (12)
Basophilic tubule 11 1 0 0 9 2 1 0
Cast, proteinaceous 11 1 0 0 10 2 0 0
Cellular infiltration, lymphocyie 11 1 0 0 12 0 0 0
Genital system
Epididymis (12) n ()] 12
Granuloma, spermatic 12 0 0 0 0 1 0 0%+ 12 0 0 0
Prostiate 12) ()] 0 (12)
Cellular infiltration, lymphocyte 9 3 0 0 12 0 0 0
Endocrine system
Adrenal 12) (12) 12 12)
Atrophy, zona fasciculata 12 0 0 0 10 2 0 0 10 2 0 ] 9 3 0 0
Hypertirophy, zona glomerulosa 11 1 0 0 11 1 0 0 10 2 0 0 4 8 0 0%
¥: PC0. 05, *#: P<0.01 (significantly different from control).
Grade sign: -, nomne; +, mild; +f, moderate; t+t, marked.

There are no remarkable changes in the stomach, duodenum, jejunum, ileum, cecum, colon, rectum, pancreas, trachea, thymus, submaxillary lymph node,

mesenieric lymph node, spleen, bone marrow, heart, urinary bladder, testis, seminal vesicle, mammary gland, pituitary, thyroid, parathyroid, cerebrum, cerebellum
spinal cord, sciatic nerve, biceps femoris muscle and femur of all animals in control and 200 mg/kg groups, and in the iniegument of one animal in 12. 5 mg/kg group.
Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 16B Histopathological findings of male rats treated orally with Benzene, 1, 4-dimethyl-2~(1-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 12. 5 mg/ke 50 mg/kg 200 mg/kg
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \_ Number of animais 12 12 12 12
Digestive system
Liver (12) 12) a2 (12)
Fatty change, hepatocyie, periportal 4 2 1 0%
Hypertrophy, hepatocyte, centrilobular 0 ] 2 93
Respiratory system
Lung 12 0 ()] 12)
Accumulation, foam cell 4 9
Urinary system
Kidney (12) 0 ()] (12
Basophilic tubule 1 3
& Cast, proteinaceous 1 2
¢ Cellular infiltration, lymphocyte 1 0
Genital system
Epididymis (12) ) (1) (12)
Granuloma, spermatic 0 1%% 0
Prstate (12) (0) (0) (12)
Cellular infiltration, lymphocyte 3 0
Endocrine system
Adrenal (12) (12) (12) az
Atrophy, zona fasciculata 0 9 9 3
Hypertrophy, zona glomerulosa l I 2 841

%: P<0. 05, #%: P<0.01 (significantly different from control).

Grade sign: -, none; + mild; t+ moderaie; t++f, marked.

There are no remarkable changes in the stomach, duodenum, jejunum ileum, cecum, colon, rectum, pancreas, trachea, thymus, submaxillary lymph node,

mesenteric lymph node, spleen, bone marrow, heart, urinary bladder, iestis, seminal vesicle, mammary gland, pituitary, thyroid, parathyroid, cerebrum, cerebellum,
spinal cord, sciatic nerve, biceps femoris muscle and femur of all animals in control and 200 mg/kg groups, and in the integument of one animal in 12. 5 mg/ke group.
Figures in parentheses are number of animals with tissues examined histopathologically
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Table 17A Histopathological findings of female ratls ireated orally with Benzene, 1, 4-dimethyl-2-(l-phenylethyl) in the combined repeat dose
and reproduciive/developmental toxicity screening test
Group and dose Control 12.5 mg/kg 50 mg/kg 200 mg/kg
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \_ Number of animals 12 12 12 12
- FH - Pt 4 - Pt 44 - tH i
Digestive system
Liver (12) (12) 12) (12)
Fatiy change, hepatocyte, periporial 11 1 0 0 12 0 0 0 12 0 0 0 12 0 0 0
Hypertirophy, hepatocyte, centirilobular 12 0 0 0 12 0 0 0 12 0 0 0 6 6 0 0%
Respiratory system
Lung 12) o )] (12)
Accumulation, foam cell 10 2 0 0 it 1 0 0
Hematopoietic system
Thymus (1) 0 (1)) (12)
R Atrophy, cortical 11 I 0 0 12 0 0 0
o Spleen a (0 © (12)
Atrophy 11 1 0 0 12 0 0 0
Hematopoiesis, extramedullary 3 9 0 0 7 5 G G
Urinary system
Kidney (12) (0) () a2
Degeneration, vacuolar, proximal tubular 11 1 0 0 12 0 0 0
epithelium
Genital system
Mammary gland (12) (0 ) (12)
Adenocarcinoma 12 0 0 0 11 1 ] 0
Endocrine system
Adrenal {12 12 (12) aa
Hypertrophy, zona glomerulosa 9 3 0 0 8 4 0 0 8 4 0 0 9 3 0 0
Mineralization, medulla 12 0 0 0 12 0 0 0 12 0 0 ] 11 1 0 0

#%: P<0.01 (significantly different from control).

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

There are no remarkable changes in the stomach, duodenum jejunum, ileum cecum colon, rectum pancreas, trachea, submaxillary lymph node,

mesenteric lymph node, bone marrow, heart, urinary bladder, ovary, uterus, cervix, vagina, pituitary, thyroid, parathyroid, cerebrum cerebellum spinal cord
sciatic nerve, biceps femoris muscle and femur of all animals in control and 200 me/kg groups.

Figures in parentheses are number of animals with tissues examined histopathologically.
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Table 17B Histopathological findings of female rats treated orally with Benzene, 1, 4-dimethyl-2-(l-phenylethy!) in the combined repeat dose
and reproductive/developmenial toxicity screening test
Group and dose Control 12. 5 mg/ke 50 mg/ke 200 mg/kg
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings \ Number of animals 12 12 12 12
Digestive system
Liver 1) 12) 12 a2
Faity change, hepatocyte, periporial 1 0 0 0
Hypertrophy, hepatocyte, centrilobular 0 0 0 6¥%
Respiratory system
Lung (12) 0) ()] 12)
Accumulation, foam cell 2 1
Hematopoietic system
Thymus (12) 1)) ()] (12)
Atrophy, cortical | 0
Spleen (12) ) (0) 12)
Atrophy 1 0
Hematopoiesis, extramedullary g 5
Urinary system
Kidney (12) ()] (0) a2
Degeneratiion, vacuolar, proximal tubular 1 0
epithelium
Genital system
Mammary gland (12) (1) (0) (12)
Adenocarcinoma 0 i
Endocrine system
Adrenal (12) (12) (12) 12
Hypertrophy, zona glomerulosa 3 4 4 3
Mineralization, medulla 0 0 0 1

#%: P<0.01 (significantly different from control).
Grade sign: -, none; +, mild; ++, moderate; +tt+, marked.

There are no remarkable changes in the stomach, duodenum Jjejunum, ileum cecum colon, rectum pancreas, trachea, submaxillary lymph node,

mesenteric lymph node, bone marrow, heart, urinary bladder, ovary, uterus, cervix, vagina, pituitary, thyroid, parathyroid, cerebrum cerebellum spinal cord,
sciatic nerve, biceps femoris muscle and femur of all animals in control and 200 mg/kg groups.
Figures in pareniheses are number of animals with tissues examined histopathologically.



Study No. 40006

Table 18 Reproductive performance of rats treated orally with Benzene, 1, 4-dimethyi-2-(l-phenylethyl) in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 12.5 mg/kg 50 mg/kg 200 mg/kg
No. of female examined 12 12 12 12
Count of estrus ¥ 3.58% 0.67 3.33x 0.65 3.756% 0.45 3.58% 0.51
EBstrous cycle 4,00 0.00 413 0.43 400+ 0.00 413 0.3t
No. of mated
Male 12 12 12 12
Female 12 12 12 12
No. of copulated ©
Male 12€ 100 ) 12¢ 100 ) 12¢ 100 ) 12( 100 )
Female 12¢ 100 ) 12¢ 100 ) 12¢ 100 ) 12( 100 )
No. of impregnated 12¢ 100 ) 12 100 ) 12¢ 100 ) 12( 100 )
No. of pregnant " 12¢ 100 ) 12¢ 100 ) 12( 100 ) 12( 100 )
Duration of mating b 217 1. 34 .17+ 1.03 2.67t 1.30 1.83t 0. 83

Not significantly different from control.

a) Values are mean %S.D.

b) Values are mean %S.D. (day)

¢) 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 19 Terminal delivery of Fo dams treated orally with Benzene, 1, 4-dimethyl-2-(1-phenylethyl) and observations on their offspring
in the combined repeai dose and reproductive/developmental toxicity screening test
Group and dose Control 12. 5 mg/ke 50 mg/kg 200 mg/kg
No. of dams 12 12 12 12
Gestational days ? 22.17+ 0.39 22.42t 0.51 2217 0. 39 22.42+ 0.51
No. of corpora lutea ¥ 16.50% 1. 38 16. 83+ 2.55 15,58+ 1. 00 15. 67+ 1.56
No. of implantations Y 15.42£ 1.56 15. 83+ 1.80 14.67x 1. 50 12. 42+ 4. 06
Implantation index © 93. 43 94. 06 94. 12 79. 26
No. of newborns " 14.42£ 2.15 15.00£ 2.22 13.75+ 2.01 11. 00+ 4. 41
Gestation index ¢ 100 100 100 100
No. of stillborns ©
Male 0 0 0 1
Female 1 1 0 0
Total 1( 0.58) 1( 0. 56) 0 1( 0. 76)
No. of live newborns ¥ 14. 33+ 2. 19 14.92+ 2.21 13.75+ 2.01 10. 92+ 4. 29
Birth index 92. 97 94. 21 93. 75 87. 92
Sex ratio of live newborns © 1.21C 94/ 18) 0.85( 82/ 97) 1. 14( 88/ 77) 1. 11( 69/ 62)
Body weight of live newborans (g) v
Male on day 0 6.8+ 0.8 6.8+ 0.6 6.9+ 0.5 7.2+ 0.9
on day 4 107 2.2 1.7+ L1 10. 7+ 1.1 1.9+ 2.5
Female on day 0 6.4 0.7 6.3+ 0.6 6.4+ 0.6 6.9+ 0.9
on day 4 100+ 1.9 9.9+ 1.4 10,1+ 1.0 1.4+ 2.4
Viability index " 98. 84 100 99. 39 99. 24
No. of external anomalies 0 0 0 0

Not significantly different from control.

a) Values are mean =S.D. (day).

b) Values are mean =*S. D.

¢) Implantation index=(Number of implantations/Number of corpora lutea) X100.

d) Gestation index=(Number of dams with live newborns/Number of pregnant females) X100.

e) Vaiues in parentheses represent percentages to the number of litier.

f) Birth index=(Number of live newborns/Number of implantations) X100.

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

h) Viability index=(Number of live newborns on day 4 after berth/Number of live newborns) X100.
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