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Food consumption of dams (P) during pregnancy period in combined

repeat dose and reproductive/developmental toxicity screening
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Body weight of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

divinylbenzene by oral administration = seeeeee.n 65
Food consumption of male rats (P) in combined repeat dose and
reproductive/developmental toxicity screening test of

divinylbenzene by oral administration  ceee-e.-- 66
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VEZWRVELYDOTy PERAVWIROKRSCLIRERSSM - EHREESEMSR
BEefTy, MEHMIRTIRERS L - REMFNRBEERAT L b0, &
TREgEE, RRBRITH, TRBLUABREOEBTHCRIETEZSE DLV IRHYLE. 85
B, 1000 mg/kez MEME L L, LT 300, 100 3L 30 mg/kgk L. MEBL LTH
K(I—2 A N)VBREBERT .

I. RB%k58%

LEPC-RIEFTES

SHRE WTNOB LR CRBEB L CEEMEIRD S ad o, 1000 ng/kelt T
b, RERTH, BREBLCHREOBEAINASKE. 30 ng/kell LOBTHREDED 5 1
B, ChizBUER L EARSRbor.

{KE : 300 mg/ked LB cHMMEIBAHE SN,

R 1000 ng/keBE TS 3 Bl —BEDEENHS M-,

MEEORE  BECRET 2 LBPNIEEAD R >,

MEALFERIRE : 300 ng/kgll LB TL-/0 7Y U XD EE, 1000 mg/kght T GPT,
76T, @ -/ O7Y L RBLUREIVE S OBME, PATIVE, ai-7/0Ty vk,
as-ZO7)VEBLUCMBOEBENAS N .

R BESICRERT S EEDNIEEAS N R, .

BREER 100 ng/kel OB TCHBOENEZE DS E, 300 mg/ksll FOBTCEBROE
NEEBLCHNEBORED 2V ZTOEANAL NI,

FHEBEORE : BSURBRRT3LRbh3EEASNRD > .

2P RIT T =

—MARAE 1 1000 mg/keBE T, FET-HI & SSEFI NS 1 HIED 5Nz, 1000 ng/keBE T ik,
FEBRTH, SRABHOET, WE, REOEABLTCBEO»SOBMAHS R, 100
mg/kel EOBTRENZDONED, ThEBHEERLEARE 2D > 7.

{AE : 300 mg/keBt CIXUEIRATICWANIIBI A5 & - . 1000 mg/kelE ¢ WS Bapl, MEIE
B & T E B B A B S h |

RAEE : 300 mg/keBt CRBEHICEMD A S N, 1000 ng/kedt ik S EaT, EIEME
FUBERMCEED 2 VL ZOMEEADNRS N,

BIURAT R © 1000 ng/keBE CHROBHED A S N1 .

BEEE 300 ng/kgH CRMOMNEROAMMH BN L. 1000 ng/keBf TR O M
EFBLCHNEEORE, BBOBNESGOEER L CHUNEROEEER, T, =
BELVEABOMNERDEELR A SN .
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WIARAE RO A 1000 mg/kgBE CMMRORE B L CHHEOERN 7 0, MO IR
DR 2 H, BROKHMBERBRUE DL - WS 3 Hlcashlz. LEHTHL
THROEEBLTHEOEH RS FICMBOLBREOEMEH, HFEMIBHYTH KO
MBERGHEIRE, BIRORBEABOFE—S U HREE L, REEEOTSA, BHROKEH
BLUBBOZEW, FMEOEN, BROKEEABRAWEDOEM - RS TICFHOD
BHETHEALNE.

II. L HN

1L.BSH(P)OEBMEEICRITTRE

RERY, XX, RERMEZOYR . SRSFHLINBHLOBICEIA W RD >,
ZREMEE, SLYRHAR, IR, WHEKE : 1000 ng/kegBE ¢, ABROEBETRB LY
REDARDPAESW, FERPEFFLET LERBYDL 7/ PlEZDHONE.

ZhE . EESHLONEHRLOBICEZRZXAShad o0,

B, EREH, HIRE 1000 mg/kglf T, EARBBLIUBEREBROREIA SN
=
HER . KREHLONBHLOBIEZEEACh R o .

2HER(FICREITEE

MEERE, 2%%, WE 0 HOHEREE, RoEHE, ML : 1000 ng/kgBE Tk, &
HERMBLIUOWE 0 HOHFERBOEKE, 25V REBLIVCROEHROKEE@R
BaHrohE.

SERERE, WHEE 1000 ng/keBE Tk, HERBOSEMERAB X UTHEERORKENH S
hiz.

—AZiKHE : 1000 mg/keHCHRERBRTESASh .

HWE 4 BAOSRERY, £&%, Mtk 1000 mg/kgft ik, WE 4 HOEBFERHAB LT
EEROBREIALN .

NEBE REICLZEZBEAINED -T2,

1KE : 100 mg/kebl LOBWTHE 0 HOMERFY, BFIBITCESGOKREDKE
DA LN, 1000 mg/keBf¢id, WHE 4 DICHHERNFY, BEXFHBLTESHOEED
BEERDI A S .

BIEATR  BES5CEBRTZ2LBEDbhIREEAOIhRP L.

Mt LS, PEZ MRV EF VO RBUFNEXZESE, HTE 100 ng/kgff 51
LIOFBOMAEEOBESREH LNz th 5 30 ng/ke/day, HETiE 300 mg/kgk 512
IhAEOHMIME, EEBoRKENZDON IS 100 ng/kg/dayEZoh 3.
I, SHAELBUFNRBEEZET, BCTHRXEBLIUZHEICEZEENZED AL
=2 &h 5 1000 mg/kg/day, #fCik1000 mg/kgR SIC L DM ETHORRE, HBARHEB LT
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HERBEBOEMPRDO S hizZ &b s 300 mg/kg/day, RBYOKETIE 100 ng/kgR 5
KEDBEORMENRBD OIS 30 ng/kg/dayE 2 dh 3.
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VEZWARVEVHEONCHELTACEBRINEBAORBADEELHET 2
& 12, OECD Guideline for Testing of Chemicals for Combined Repeat Dose and
Reproductive/Developmental Toxicity Screening Test (Propesal) IXft->T, Y ¥ =)
RyPUREES Y NS LB 1@, 41~53 BREOBS LERERS SN - EHELS
HEHEGHRZ2TY, MEBVIINTIRERSICL S BRESEFOLREEERIT I L
Bz, MREE, XETH, THRBLUIBREOEBETHICRITEEIC OV TRIL
=

7 ik

| BRYWE B L CHEK

WERYMBEOIE =R HE L (CAS No.1321-74-0)1k, Fig. luRTIbEHEEEEFL, 2F
= :130.19, @& -29 °C, ¥ 190~200 CTHh, FREBVWITEGBRVWLKERD
BHBAETH S . HABRICEK, E& 8 £ 9 A 26 I

ORI OEANE (RE T Lot No.
ME :96.2 %, =FEL, THWLLTZFLEZ X E L% 3.2 wt%, P-tert-7F U
AT A% 1010 ppm, ZOMh%E 0.6 wthSEH). AFRELET>HEIL, KRERD
RHRVWEREZEORE - BAZHTOREELRELE. 4B, BESPHRK TR YSHER
METOREFE2HRVWERSERYEG WEMUL, T20—8E2HL
EHR, MBI 96.3 %THY, FAHHPERE T >l LRI NE.

BAELLT, 2—VvA A4 NVEHAWE., =Vt VIFNLFETEHA 24, Lot No.
1726(AFH : Fpt 9 & 1 5 8 B, FRAMKAR: ¥ 14 £ 1 A 7 B)B X Lot No.
ST27(AFH : FEik ¢ F 4 5 108, EHLME: FL 14 £ 4 H 9 8))ik, AFE, #«
RELZLOHRYWEREEZDOEREZHF TOREECIREL 2.

2.BERAEBIUEERR
FREZLEHBRYEE2LPEERRL, 20—V AA N TERLILEREDORSRIKE

AMEUE. 2B, 2, 20 BIU 200 mg/mloFREE, FAHBHE - EXEZHETT 7 84,
SONER - BEXARFTT ARARFLTORERCHBORW I EWERS LTV EE

_17_




¥ ' (Attached table 1), FWEOMEITFWNEL, | AT LRADIF L, Bl - KX
EHTCREL, MG 7 BUNKERLE. BSEOBABSRKEEELE. -,
BRMEEMERBEETY, BSRIEKEECERLE.

BEBMER LR SHEATHCHEA LS REDREREST O RRY T
RRGRATHBRE O N Y5 75ANTHELE. TORE, HRYTBEZER
WEED 104.1~105.9 %ThHb, BELLMELEREM(ERBED+ 10 %UKA)E T
U, #EEIC RIS 25 - 7= (Attached table 245 & 763).

S.ERBYH L EE &K

1) BB LURAK

RIS, BMHMBRICHA X T 3 Sprague-Davley &M > v b [(SPF), Crj: CD

(SDYIGS] ZAIV /. BHE, R 9 & 4 A 9 B BAF v — X - U N— Rk 24 (H O
BHETE S —)bo 8 AMTHMES 73 T2MALE. AT® | DoKE&EIL, #H

249~290 g, MED 186~217 gCdH o =.

2) MEB L OEIML, B TR S O B RBBE
AFELESYE, 5 HEORSHEB LT Z20®% 7 AWONIBEBMERG . - OB,
SEHOKEMEBLVEE -BRECARE, o CHEILHEb 7 OfoHEBE
BEfTof. ~BREBLVHRERBCREDNAONT, SEERUNBECREIZD S

hWabroslaeBEST L TCRRIZANWE,

BATE, V19 2MOWTHhERBNICA T AR, BESMHECLIRED
FHREBLUAEDPIEFESE L RBLSBSHEHCT - -, AT BOBRS WL,
BREBBACI—F VBB TCROBES ¢ EBICEELD L.

Bk, B SMGHBMPERAFERICHEME S LV UL ARAEBL BRI L2 REE
W&, BAURBREBERC LA REEBLCEN L FHEEHALTHEILE. 510, B
% - B PORr - VCRARES, AFEEH, BNBIURE - BItBYES S
HALESNLVE, BAJEROS —VCRERES, R58, A LUCHNES 25
AL, BZLiBXFTLESRNVERY T .

—

)

) BEEZHBLUHAEER

By, ZB 20~24 C(EHMHE : 20~24 °C), |E 40~70 % (EHE : 43~59 %),
IRES % 12 R (HREE P00 6 BS~4F% 68F), MEEE 2 B/ Bz Wy —L bR
HUEFHZER)ICRELEATE(CH 7 22)CABTLE.

B - BRI R T L ZBBEBER 7 — 2 (W: 240 x D: 380 x H: 200 mm)& AWV
T 1 r—=UhHEb 5 RETCOHMAEFELL, HAOUTBREIF L IBRESF — 2 (W: 755
X D:210 X H: 170 mm)ZAWCHEMAB L. =FEL, TREEXF YLV IREER Y —

_18_
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PATITokE., £, 8@k, TR IS BcA— b2 L—70BUERB(FYy7L—72,
BAEAFYy—NVX - YN )EANETIZAF v 27— (W: 310 x D: 360 X
Ho175 m iz @B L, BRABRBLUOMEL2IEE. F—YOZ UM, £AEBLT
TORFv IRV ORMRIE BRI 20ME, RFYVIAREES VB X THRHE
DM 2 HEC 1 B EFTor. 28, IYEEE0ER(KRORSRBR)B LW
0.02 YRERABFT P Y T LKBHETCOKDOEY 7THEC L2 WBRIEET- 1.
REOMESBBLOELRYEOAMNERE, BIFEETLUHEHEABARR At
VI -TEBLEFEBEHERTF v — LR - UN—HASHEPOAFELE. ZOESR, 2
HEEEAREECED R RAEEOBEATH > =,

4) Bk E X UTRRELK

gliE, AF®R 3 DAMANOBERMK(CRF-1, £V oo s VESTEMRASH)REH
H/ICAN, BRHEERS G, A LAANOSNERIE, UHAEXABERESRDIK LY ¥
—BRUFT VI NVERTEGRASELSAFLE.

MK, KEKEZRHAKEEAWTHHCERI Y-, S8 KkoKkERAZRE, I
SHACLEHBEEAAGRBERARBEREL VY —TERBLEBBERZAFLE.

BB RURHKOREBERE, WIhARERTCEDLEEBOBEANTH > 1=

4.\ EREE, REAE, BHBR, REEBLIURSHA

1) B#E5ERBBLCEEHE

VEZIWRVEVE, BBELTEONICACERIWZTEMEDPELI SN 20, &5
R LTEOREEZEIR L=,

RSB LTE, EREBOFTY VU TFERIMIF LR 7oL VBT 4 AR —F T
ENEFEAWT, BHEORE LE. B5HEBE, BETEESHDPIVWVEBESACROSE
WHEHDOREEREEL L, 5 nl/kgtHEH LA, T, XEWELCLEABPEES
H2WEEHESHEBLEWAEHOKEZ, HiRHIMPIEER 0, 7, 14 BLw 2l O
DEEE, RAMBEGIEIHEE O HOKELEEL L, S nl/kgTHEHLE. B5RAETF
Al 8 R 59 A ~F1% 0K 50 AOMT, BREEHBEFE 1 H I @ELE.

BRSRGHOARIIEREE S 10 Bt ThHb, AEBEEED 315~352 g, #EH 211~
239 gTH - =,

2) BB LUKREE

BRI, MTom<LLE. ¥4abb, #RYERSHE LT 4 HE2REL, Toft
KNBEHERGTE. | BOoBWEIE, Hifthzh 12 L& LE.

_]9_




i B B BEE (M) R(BWES) E(DWES)

BIEE A B (I-7410) 0 mg/kg ( O mg/ml) 12(001~012) 12(051~062)
= S et TS 30 mg/kg ( 6 mg/ml) 12(101~112) 12(151~162)
B3R oAy 100 mg/kg ( 20 mg/ml) 12(201~212) 12(251~262)
FARE oAy 300 mg/kg ( 60 mg/ml) 12(301~312) 12(351~362}
FEEEE TRy 1000 mg/kg (200 mg/ml) 12(401~412) 12(451~462)

BE5EE, 7y VEHAWE 2 BAMBOKSICLS FRARGERSERME 0, 125, 250,
500 35 &1 1000 mg/kg, BB 5 Hl)ORERICLOBELE. THROB, 125 ng/kgl ED
BTHREBEHRCHRED, 1000 mg/ke¥TCHEB L CREREDOEKMELI AL N2, S
RERREBOL AR, 22C, SHROBS5HIEL, 0ECDHA RI 4 LV CHRAR
BIhTwa 1000 mg/kgt RmAE L L, UTFALHK 3 ¢ 300, 100 K 30 ng/
kg L. £/, ¥BL LTHRYELA-—F20HEEK (I -V TNV 2RET LR
i 7=

3) 5 M
%5 HAR9 X, OECD Guideline for Testing of Chemicals for Combined Repeat Dose

and Reproductive/Developmental Toxicity Screening Test (Proposal) X ->7T, #T
B REE 14 HREZO® 35 HEOSE 49 DM e L, MTEREA 14 B/, RKEH
i (RE 14 BHE), BREVEPBLICHE 4 HOoHRFHETCOEE 41~53 A& L
. 2B, BEHKAERS 1 B L.

S ERBLURERSB

1) #(P)

(1y —AziR%E

—RREBLICRECOEFEIT, BEHMABPICEESA - &0 1 B 2 @(2ZFL, KA
B | @)BRELE. '

(2) hERE

REE, DA 2 @@ELE(BER &S5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46E B LU EIKA).

(3) BEENZ

BHEEW, %A 4 OB LUCREABETED>S 1AKK 2 BHAZELZ(RE
BEH &5 3, 6, 10, 13, 31, 34, 38, 41, 45 BL ¥ 48 H). &8, LB HOF%K

4R OERMBEELE.

_20_
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(4) i ¥k 5 0% 4% 21

BE5WRE(49 HE)K TORHIC, "V bW ESY =T b U D LOEERES (40 mg/
kKe)Io L 2 BB FCIERBIRDP 6 A =2 L — > a o kb M %I L, BUFOMgFeiR
BEEMULE. 2, BRIOMGIXEREL .

FRMERB(RBC), ~EFDE Y &(HEB), ~~ F& Y w MEHCT), M/4E# (PLT)YH X
B ERE(WBC) i, EDTA-2K2—F « > & L 7=Sysmex¥ > 7 h w ZICERE L =M >0
T, %IHE EEMEREH 3% B (Sysnex K-4500, RBREHEFHA2) AV THEL .
o, FHRMBEARMCY), FHFmRMmeFz (MCHB LR RMROEREE
(MCHC) =& i U 1=,

#E IR AR o Bk #% (RET )&, EDTA-2KALE U J= ifil % % BrecheridBic K W BAEKRELTX A F
75X BHKE, Glensak BERKEEH U CHEMBET THhlEk 1000 @ OHERFREE
HEUE.

FMERE 5FE, EDTA-2KMLE LM% X574 RIS RICEHKL, May-GiemsaRBFE AL
ESLCHEMB T CHME 100 @228 L -,

70D EVREPPT, EHLBI PR TS IFUORBAPITIIBE LT 74 7Y
— U EE(FIB)X, 3.13 %27 B MU DLATHMBLAAFKIIODNT, HELBEHEA
AR IV MWMEEBIREBE(2T7 I~y -1, Z#H4EASH)EHAVTHEL .

(5) MK LENRE

MEFOBEEAOMBE L ARFHICHE RBAR> SERLEMED> SELSEGN 4 °C,
3000 rpm, 15 HR)LTCHEMBICOWT, UToMmMEEENRELEEBLE. &8, W
EAMFEZRERE TEARE(-80 C)ALREL, REAMBEIERREEREBET
WHE(-80 C)HIRE L k.

GOT#H & O°GPTidkHenryZ 3k, ALPIXp-NPPEE ¥, v -GTPIX ¥y -G-P-NAE B L, L&A (TP)
EBiuretik, BE U E Y (T-BIL)ikAzobilirubingk, REZEE (BUN)iXUrease-GIDH¥E, &
V7F = (CRE) &k Jaffeik, m¥E(GLU)iXGlucose dehydrogenasei®k, IV X 7O — )V
(T-CHO){XCOD-DAOSHE, MU Z VT F(TGHXGPO-DAOSH:, Caiko-CPCik, fEH Y > (IP)
{ZMolybdenum blueiEiZ X b, B EE (AU 500, £ V> X RETEHALSE)ERL
THELUE.

NaB L UKIZ A4 v EIREMEICLD, CIXBEBEERICLD, WFht2B8HEEHS
M E (EAVY, %X A E T EHAVWTHELE.

BEAasEE, BRKBECL Y BHTERIKEEE (AES 600, A U U X EFITERAR
HYEHWTHZ L=,

TIVTIVEMBEREAEBLVCEASEMEDS, A/U(TNVT Iy /0T V)i
HEQ BEISEHLE.

(6) &l

Lo (4) BLw (5) TRMULEZ8MEIsICRMBFET G 2RCEKBLE. MK,
N, ERE), FEMK, BRI, WIR, Mg, FE, 1B, B, 88, BEBIUTEREL
FREBEEERELE. FEL, TRABLCTRREE 20 YPHEEERL U K 1 BE

- 21 -




ERMELE. ChoO@lEE, M, KB, B, WmR(ET® - 81TW), #E, #
e, =G, EiE, i, B, B, U SE(TE - A, Bk, HE8,
B, ERZAVK, BEE, LB, BE, "—F—, BH(WE - KBE)EEBIC
20 RMEE RN Y VICEE LR, EEL, BEBLIOEELEKE T ViRl 1 BEE
EE® 90 BRTNI—NWICHREL, BERE IV —VTITER -FRLTY R 1 MEEE
20 BrRMEH RV ) VICHBEEL .

(7) MEAMFEORA

HLUEHEE - HBCODWITHRERER > TR 74 VEHEBEREERL .

HEHEBLCEEAE(1000 ng/ke)B OO0, M, [JE, TR, B, &, + =%,
Zhn, O, S, B, BB, IR, WK, U SEH (TS - HrEKE), S, 1%, ¥
Bt, ¥%, MELEK, B8, siuiR, TEE, BRR, LEMMRETERBYOR),
ME(RME - /N - EHE), B, LEWRBLCEH(WE - RIBE)C DWW TH-EREHBE
AEEHL, REHEAMFOCREL .

2) HE(P)

(1) " REBBLOCECOEE

—RREB LU COFER, R5YHPICEBRSa - B0 1 H 2 @E(EEL, SKA
S RET 1 MBEBLE.

BCHB ICEEME, RERBECOICHBEL, BMORE, Mk, E8), TEE, R
M, MEAR, OB, W, W, R, I8P LUBE0EEZMELE. £EL, TERK
BLURKRBEE 20 Y EHERLV) L | MEEEBEMELE. 2hs50BER, M,
[E, BE, BRR(ETR - S5TR), &4, 8, +21%EB, 2B, W, 8%, &5,
B, UUoSET(TEE - (BRI, B, I8, 7=, i, LENMEK, T8, YE48, B
B, "—F—R, FH(ME - REG), ALK, BR, BE, BURE LI 20 BHUERE
WENTY VICEELE. EEL, BRIV —LPIUFEER - R ) LI | BEEE

® 20 P MEEERV) DICEHBERZLE. £, E8E - @8, H-EREHEBERRE ()
LU, FEHEMEOCIRELZ. -
(2) £REH

ERMIE, REHMAPORERRBOETEH | @ERLE. 28, REHEIER 2
AMicblzoTBREEWESEE 1 @EFHLE.

(3) mEHZE ,

REIE, REMMAE 14 HAS X CREHBASICE 1 AFKE 2 @(WMEL : &5 1, 4,
8, 11, 15, 18, 22, 25 B LW 29 H), HERHM I EER 0, 7, 14 H LY 21 HIZ,
HEHAMPCEHEET 0 BL®W 4 HicZh2ZhBELE.

(4) BEESE

BHEEd, XEMAMHN 14 OETE 1 B8l 2 @MELEZ(BE8ER : &5 3, 6,
10 BLW 13 8). £, WIRAMDEEER 2, 9, 16 BLW 21 Bz, WEHAMPEH
F 4 HIZBIZEL=.
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(5) 22 B BY AL it o &1 ke

RETHILME, cEMBAETHRIC D —FTIVRET CEXBRD 5 ROMFES 2%
BRL, EROAMICK D TIROMS EHRA L. TUEMIE, WO, N, E88\), T
R, BKIR, WAR, O, W, 95, B, GZBLirmiodgesrflzl-. =F
L, TEARBLIUOBHRRE 20 Y@ H- AL~y i | EFEENELE. 2ho0%
B, M, [, EE, wR(ETR - BTR), &8, 8, +t28k, Tk, A, §
B, &he, BB, VU E(FHE - BEK), B, W, 735, B, LEMK, Fi6,
FRE, BRI, "—¥F—IR, G (WE - KIEE), LR L vIC 20 HhMEHERL< Y
VICEZEULRE. FFEL, BEREIZLVI =L FZFER BT | BEEER 20 %4
MEEmERL~<) VD ICHEZELE.

(6) PMREOBR

REMEZBERAM K, ARKEOREOER, YRR TORIEER 21 Hh5HR
25 BOFH 10 BfETEHT 7. i 10 BEABRPETLTWERS, TO0H2HE
0 B& L.

(7) #E4= 25 BOFE 10 RETKEABLARDP->-8Y

Bk 25 HoOFEl 10 RETIaBLAabo /X, ik 25 Bco— VKB TTE
REPRDPOMAMBES B ZBIEHANRL, EROEBIEIVFEROBT 2HEELE. T2
MEx, BACKRE, /NG, ESE), TEMK, FIRIR, MR, OB, FE, Bk, kK, 388
SVHBEOEEZRAELE. EEL, TEABIUTBRRE 20 XPHEEHFI LY LK
| BEERAELE. ChooBEE, M, [E, B, BHR(ETR - SETR), RE,
B, T2iEE, =B, BB, 5%, &k, BB, VN8 (TE - BREE), B, W2,
FE, B, ER/NE, B, LEWE, B, N—F R, FH(EE - KBE), ARE
Ly 20 PAMEEEARI LY VICBERELUE. EEL, BEEINVET -V TITEFR -
ey Uiz 1 BREIER 20 PEEEEILT Y VICHBEEL .

(8) MBEREOHES L U H &K

BEwE, WERELWE 4 HEXTCBHBREL, FERDPRAFXCLEEHZIVWEHEE
4 HEZ—F VBT CRARBR S ARSI S LBICHKRL, SREHRSB X CHEEK
ERAE. BOKEE, N, ES), TEE, FRE, B, OR, FFE, 4K, S, 8
BEBLURNEZERFMELE. AL, TEERBIUCHRRBE 20 XFHEERV Y
VIZ BEIEBHELE. ChoOBRBE, M, [E, BRE, BHREB(SETE - S2TR),
BdE, B, +21%E, =B, OB, 8B, BB, 8&, V& (T - BEE), B,
R, F8, B, LE/NK, &, LE58HE, B, "—F—R, 2t (BE - KiEE),
AL LHIC 20 M BE VY SECBRELE. EEL, BEKE VI -7 TR
Feds )iz 1 BEER 20 REEGRILT) VICHEE L.

(9) FEEBZOBRE

BELERE - MC DWTEEIR-> TR 71 VABER2ER L E.
NEBHEBLUCESAE (1000 ng/ke)Ho i, i, [E, FE, KK, 8, +=E5K,
M, OiR, 5, &%, EiE, MR, MR, V0S8 (T=E - BEE), BR, &%, B

_23_




B, SR8, 7=, B, THEE, BRI, LENMAORETEEZBYOM), BB - /I -
EHE), FHE, LBAHE, BMNE - KBEE)B L CARIC DV TH-ER G EEAK 2 R
U, MBEEMFOICRELE. 1000 ng/keBHORBETHBHELERTRE 2 RTBYHRE
ENRHBZLEISNER, MR, BES & BRI, 30, 100 5L 300 mg/keBiic o
THRRICHREL =,

3) REMP)OEMRAECRITTESE
14 HERS LEMEZR—-B#RAT 1 & 1 CHASDETRAEZRLE. XEREHBEE
14 H2MEL LT, XE2MBIT2ETCOERRAIBLRE L.
REMBEEHEE-ERINTY, BEEACKEFE-EBEREER LS CRR T
BHe LT, ToHEER 0 B LTEELE.

4) HER(F))

(1) HEROBRE
HERICHRHERKEY, HERYK, FERBBLIUAZREOEELBR L. BE
Rk, 20 $rhiEf@@m R ~) VICEEL, BELE.

(2) FERDEE

FARE, —BRESBICRCOFEL2EEHETEE | ARELE. BTRE, 4R
%20 OMEERLYY VICEEL, BELE.

(3) hE

REE, WE 0 B(WEE)BLT 4 HIZHELE.

(4) B

EFERE, BHE 4 HOBER TR I —F VKRB T T AHIRD & HMKRIES 4 810
B L. BRCEZEORDSNERIE, 20 YHMEFHFRLTY VIEEEL, BELE.

6. BEEHZ 68 B

AREREEZTRUEALEZEIEC, NEHLSEZ MRV P L OEBEHOBTITL,
fERRE 5 %KMW (p0.05)EHFREL, 5 %R (p<0.05)2 1 %R\ (p<0.01) L ICAT T
BRLE. FERORBEEZ-BoFHELIEERE2RELE. B, TEHRMOTRED
—IREE, KE, BHE, BEOUNEERLCHENEE, FLABLUVEEMOBRED
BNEERS MO ESEESPSHRIAL .

- (REAE)

REESY, HER), BEE, REQH, EFEEKR, FRHAB (2RO (EE 0
B)-ZXE@#AB] , BREH, RHERK(FERE+EERK), FERK, FERY,
SR [(BEERS/BREH)X 100) , ROERER ((BE 0 HOFERE /SBKE
#)x 100) , #KE, ARE [(BREH/EEHE)x 100] , HEE [(BE (HoLHE
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RE/REERB)X 100] , iE 4 O0EERY, WiH 4 A0EER ((HE 4 Ho Xk
ERE/WE 0 HOHFERK)X 100] , AREEHBER [((AEBERK/HERH) X

100] , #ELECHE /), BEORNEBR L CHENER, MBRFORERED L ¥l
FENRERSEL, SHTEYESLURERAZ2ERLE. Z0%, Bartlettikic L 2%
THEOREZITY, FAHOBEER - TBBHRCLI2HAKETW, BERSE
DunnettiKIC L DT>, — 4, EFBLADohAE I oA E, ERNEFALE— TR
BRI & 22 (Kruskal -WallisoBE) 2TV, B SEMEAZ M A LU =Dunnett® o1&
FHRITEDiTo .

XEE [((ZRERLEBWHE/FEEHHE)x 100] , ShE ((ZHEMEER/ TERLHY
Hyx 100] BLUHESE ((HrERBEMS/SHIER)x 100] &, x*BREICLLITS
.

2E, FEEBEZENORBECIBVWT, REAENCTEMFNEENFBI Wt AREELC
DNTHREBEZEMRUADE - ORI >W T, NBHLOBEMLE Y FZolEA
ZRALZDumettOMREEEAWVWTIT >, FICHBRELrOBICERENZED SN
H&, Cochran - ArmitageDMEMBREE2AVWTHERISHEORE 2T o 1=

BR

I. RE®BRESM
LEPCRIETRE

1) —ARIREE (Table 1-1 H L U 1-2, Appendix 1-1~1-5)

HUBITHEESE, WTFholBch@Roohikhrok.
—HRREBBARCBVWT, NBETE, EHAEALTHW TN IRETEA SN
mhol. 30 mg/kgBETCIX, RELES 9~38 HIZ 1~5 #i(~=#L, &5 36 HZKR
HNicHshz. 100 ng/kgBETik, HWEDIP®E 4~48 BIZ 1~8 #l(r=7 L, &5 47 B
BRI, JIHROBBNES 32~42 Bz 1 fllcAaSh=. 28, 100 ng/keBtBEX
NiIEOWIER, 1 BIOATH HEREH & KM Uz 300 ng/kgBf ¢i, HEDIHES 4~
49 HIZ 5~12 flicAH 6=, 1000 mg/keBE Tk, REBTEIES 1I~14 Bic 1 #lic,
REDNTRSEG 21~42 BHIZ 1 B, BREDENLDES 4~15 HIZ 1~8 Hlic, REIES
2~49 HIZ T~12 FlicAa ok, &, L, SHLOKREEN I 4058 3090
MBI h, R52#ELCHLREORBREACELIZAShED 5 /2.
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2) fk#E (Table 2, Fig.2, Appendix 2-1~2-5)

30 BERUT 100 mg/kgBf DR EX, MEHLIZERKEORBTHY, WFholEAL S
HRZEASNE» o2, 300 mg/keBi Tk, NBHLLRTEYS 8 AL KEDEERE
fEA A SN, 1000 mg/keBtTlk, MBEHLERTES 4~50 AKARBEOABREED A
bhiz.

3) %5 & (Table 3, Fig.3, Appendix 3-1~3-5)

30 mg/keB¥ D BMAR, HEHELEIFARETCHY, WINOBNZFOC OEEEEAS
halroiz. 100 mg/kgBfCld, NBHLHEATERYS 34 BLY 38 AUBHBOEELRS
fERASNE. 300 ng/keBE Tk, NEBHLLARTHRS 34~48 QU BHBOERZSHED
Aoz, 1000 mg/kglf Tk, WHEBHLEATHRS 3 BCBHEBOAEREH, 85 13
~48 B BEEOHBAREMEIAS M. '

4) MW E (Table 4, Appendix 4-1~4-5)

30 mg/kgBf Tik, HBHLIENTHRORBOERLREENALIED, BEBICKEL
EPEATERLS, BECEILKIDTERVWEHE L. 100 3 LT 300 mg/kgBE T X,
NEHLEXTWIhOREEACOAERERAS LA o=, 1000 ng/kegBt ¢ L, XE&
HOLRXTHMHCOBEREREBEIEASGIED, TL{BERETHY, BEIESC DT
RUN & RIEF L

5) I #ifG3EHI#: 2 (Table 5, Appendix 5-1~5-5)
30 BLU 100 mg/keBE i, MEHLERTWTHOBNEHEEIC S AREEH 6 WA D
27z, 300 ng/keBE Tk, HBRLEATA-I/O TN L RO EBAEMENARS M=, 1000
mg/kgBE Tk, WEE L EAXTGPT, 7 -GIP, a.- /O 7)) >VE, -0 7) VEE L UGB
EYNVECODERREHE, PVIIVE, a-707)VE, a:;-7/0 7)) v &EE UM
MOEBRREBDNAS Nk,

6) #I#AT R (Table 6, Appendix 6-1~6-5)
XEEEE, 30, 100 B L 300 mg/keBHE TRV T HICEESB AL > . 1000 mg/
kgBECld, BMBHEOEKRED 1 HI(No.408)ic A S =05, (BREI & B L.

7) 2B3EE & (Table 7, Appendix 7-1~7-5)
30 mg/ke#E Tk, FBEHLEARTWTINOBREORAESBLIVCHNERZIC L ARSI

HOHNZEP oIz, 100 mg/kgBE T, HBHEEL U THBOMNEREOHERSENAL O

7z, 300 mg/kgBF Cld, MBHLURTEROENEBOEERSHE, RoUVKHEBE LT
BEOMNEZEOERRBEMEIAS N, 1000 ng/keBETid, NHEELH~RTHFEE LV
BHOMHNEEOER ZEHE, EREZRVWIBROKNEEDEHEBEALASNLE. 2
DIZik, 1000 mg/kgBETix, HBHLENTOE, PRSI OBRL AN EZDH
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BREM, %6 CCHBLCHEOHNEROHRREMBH ALY, s DELE
MHERCHANEGC -—EOEARRADSINARNI LS, BEIE T HDTEARNE
HIF L

8) 7 ERM ML 69 R B (Table 8, Appendix 8-1~8-2)

B0 : RRE S NIBEET 2 lCALNEN, ZhoOREZVWTAL ZCEETH -
.

B BAEBHOSMEET 1 IEABNED, TORERIKBEETH- 1.

BRI FRMOBTAFEASHEET | A2 1000 ng/keBT 2 BlICH 5 s b,
ZhoDEERVWThEBETH - /.

2B, ThoDZEMD3 5 1000 ng/keBE TRAD S NE2ibik, NEHTEALNT VD
Tl REVELEMTH 2L mb, BROELLHELE.

Zoficik, O, I, SF, BE, 5, TTEE, 28, BB, 55, 55, 558,
Maks, BRNE, VO SE(TE - BBRIAS), B, BIE, WA, sk, BE, TEHK, TR
B, bEEE, BEOKEE - VR - ERE), BHE, LENESLCBH(NE - KRE)TE
BEEB L 1000 mg/keBt Lt B EITA SRz o .,

5, BIETEEINL 1000 ng/keBE D 1 B (No.408) D 15 B kI OO RS 7 (B JE % R e ¥

2EAEHSNhZRD D=,

2HPHIRIETHE

1) —A#%4R % (Table 9~11, Appendix 9-1~9-5, 10-1~10-5, 11-1~11-5)

FECB LRI, SEEE, 30, 100 BLW 300 mg/kegBE ClXA D s N o .
1000 mg/kgBfCi, #EHR 17 BiZ 1 HI1(No.453)DSSE- L, HE4R 23 Bic 1 #1(No.456) 5
SRPIIZHEREE R, FBTHITE, RELKEE 2 Hdo, KEMNER 3 Bd 5,
XEETE, BXEHORT, BOLSOHMMPEIR 15 B R o=, EIEMTIE,
REHES 2 Hb5, REBTE, BREFHOETHIER 23 icddshi=.

EEHIO-BRRBEZICBVT, ABEBLT 30 g/l CEBEEHMREB LTV T N
DHPTELEFIEASNZP o, 100 mg/kgBECik, HEMNIKZS 11~17 B, FIE 0~
2l HELUHEE 0~3 B 1~3 HlicaSh=. 300 ng/kgBE Tk, M DRSS 4~18 B,
A 0~22 HB L UMEE 0~3 GBI 1~12 fIICA S hi=. 1000 ng/kgBE Cix, BiEH#K
5 11~18 H, #4 0~21 B, WHE 0 BLW 1 Biz 1 #lic, ik 15~21 BB X MH
B O0~4 HIZ 1 fliC, HEOBFNMNESE 4~14 BIZ 1~2 HIIC, REHES 2~18 H,
Bk 0~22 ABLUHEE 0~3 Bz 2~10 Blica s hi=.
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2) {kHE (Table 12~14, Fig.4 B X 5, Appendix 12-1~12-5, 13-1~13-5, 14-1~
14-5)

REFMRTTE, 30, 100 3 & 0° 300 mg/keBt DR E I A BE L IZITEBORBTH D,
WINOWERC b AREIHSNED» >, 1000 mg/keBE Tk, MBREELLEXTHS 4
~15 HEREDHRREMBEMEAR S hiz.

BRBEFTIE, 30 BXT 100 ng/kgEOKREIE BB FIFRABOKBTHD, W
hORERIC S HERERAONRP 55, 300 ng/keBEcid, WBBLLTHEE 7 B4&
U 14 HEGREDOERREESAS M. 1000 ng/kgBE Tk, BB L LXTHE 0~21
HEAEOERREENASGNE. 235, 1000 ng/keBoBCH TiE, BTACAERD
BH LN, L L, 1000 mg/keBt 0 BRH T, EREHBIOREREBCREEIAL A
B0,

WHE MR T, 30, 100 BEC 300 mg/keHDKBEXMNBR L FERBOWEBTHD,
WIhDREBIOERZEEALNZD 5. 1000 ng/keBE Tk, NEBELHNTHST 0
BLU 4 BEKBOARREESHS AL, | O

3) B & (Table 15~17, Fig.6 H L 7, Appendix 15-1~15-5, 16-1~16-5, 17-1~
17-5) A
RERIGAITE, 30, 100 BLT 300 meg/keM D EHBIINBH L FITABORBETH

D, WIFhoBTHICLERZEXA SN RP o, 1000 ng/keBE Tk, MR L LT

5 3 HEBHEBEOERRZEBEIAS W=,

MR B Tk, 30, 100 B X0 300 mg/keBt D BMBIEINBHLIIERBEORBETH

D, WFhORZEHIZ ERZEXAHShARP o=, 1000 ng/keB ik, HERLLATE
R 21 BRBRBEOEEREENALNE.

WEMEPTE, 30 BRY 100 mg/keBHOBHAEFINEHLERTHEZEAL AR D

of. 300 mg/keBETlL, WEBHLLATHE 4 BUBHEROABREE AL NE.

1000 mg/keB¥ Tid, BB LUNXRTHBEZEZRAD ORI o =D, BE 4 QLBHEEOE e
EEEIAS W=,

4) ZIFT R (Table 18-1 3B L ¢ 18-2, Appendix 18-1~18-5)
EFEFIOBRIIBNT, MBES LT 300 ng/keBETCRBEEEXASNZ D 5=, 30 ng/
keBf TiX, MIRDOEMD 1 HI(No. 162 FERDB ORI > LS ICHS L=, 100
mg/kgBECIL, AIBHBOEED 1 B (No.253) A 5=, 1000 ng/ked ¢k, T ol
Boaatd 1 #i(No.459), MR DEMH 7 #1(No.451, 454, 455, 458, 459, 460 B &
W 462)icHa s hr=.

1000 mg/kgBF DT HI (No. 453)DBEIRIZB VT, MIEDEHmHN A5 N 7=,

1000 mg/kgRf D HFEH (No. 456) D ERIZBVT, MO BB LB R EOERAENA
Lhr.
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5) ¥3EHE & (Table 19, Appensix 19-1~19-5)

30 mg/kgBE Tk, MR LLERXRTOLWINDOBEOHNEESLUCHEMNEBCOERER
HoHNEod=. 100 mg/keftCcik, B L ERTIHIBORNERBOERREEI AL N
b, MNEGLHENERI-EOMEREEDLARVWI LS, HECESLHOTR
BRUWEHE U=, 300 mg/kelE T, MEHLLINCBHMOHENEROEAZRSMEI& 6N
oo 2B, 300 mg/keMf T, HEHLENTOULEB LI UHBOENERBOERREBIH
Shizd, ThoDEMBENEGLENEREC —BoEAIEAD ARV Eh 5, &
GUEICHSDTIEBRWEHBLE. 1000 ng/kgBf Tk, HBHELENTHEBROENES
BLUMHNERBOARLREMH, MBORNEZEORRREMS, FiR, BRBLUBEDM
NEEOFRLZSHE, AREXRVWIHBIBOMNEZGORBEEAIA S iz, 2B, 1000
mg/kgBF T, WEBELENTH, TEABLTLBOBNERBOEBREKME, Mb L
MEOHNEROERARBENAONED, ThHDELEENERLENERC -FO
R shrnled s, FHEEESLSOTERLE HETLE.

6) FAHEMEM ¥R E (Table 20, Appendix 20-1~20-5)

(1) E&=H

B . RIBOESED 100 ng/kglf 1 Hl & 1000 wg/kgT 2 Hiiz & 5 h (Photo.1), #o
FREIL100 mg/kgBf THE, 1000 ng/keB¥ T EBE~BETH o=, BEBHL~DFHIK
BZED 100 mg/kgBET 1 il 1000 mg/kgT 2 FlicAH LN, T DREXI00 ng/kglf T
FE, 1000 mg/keB¥f TCTBEE~FETH >z, BEHU~DEFED 100 mg/kglt T 1
AaLGh, ZOREEPEETH> .

MR REBLCHEAOEMED 1000 ng/kegBET 7 HliCA 5 N (Photo.2), ZORETE
E~REETHo. B, 30 ng/keBE T HRIBKROED 1| Hi(No.162 : HFERDBE S
o R TCHhEEICASNED, 100 BLK 300 ng/kgBETixRdOon 2w h
5, BEEMLEHKELUE.

g : ABHWOERED 1000 mg/kgBE T 2 MIZH 5 N(Photo.3), ZOREIBEETH >
7.

B REEFERAEOLME - BIED 1000 ng/kgBET 3 H1izH 5 (Photo.d), Z o
BEIWIThOBETH - 2. '

2P, MECHBUI2REEIVHECER, BRI BI2IBB0ERBLUEBBICS
DH2EBERABRAEOLEM - B, 1000 mg/keBE CHBEELIEXTEHEEENAD SN
7.

ZTOMOEARE LTUTIER LERENESNIE.

HFDE - BIREFED BB 1 flicashizd, ZOoRBERIKBETCH- .

Fafg : REOZEMWED 100 mg/keBE T | HlicAOHhEDN, ZOREBEIEETCH - /-.

JRNE 0 ) I SHED 30 mg/keBET 1 H(No.162: HERMBO W BRI o ZHRIE)ICHS
nir.

B, Ihs0FbE, TEHFTOAZBDHORTVWID, BIWETLEFATCHIZ &h
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5, HMIEH A& L=,

TOMZ &, I, M, [T, KK, e, 25, miE, 55, S, B, U
JNETCTSE - BRRERE), &I, BERL, SOER, Fu, B, TEE&, BRI, ER/OE, B
<N - RERE), BEE, LEWE, BH(EE - KBEE)BLCAURTIIANBES LT 1000
mg/kefE L Y BEIIARON R o=,

£, BRTERI NI 1000 mg/kgBEDd | H(No.459) DM DB EF O @l B R T
2EGIR>R&AS KRk,

(2) FECH

1000 mg/kg# S DL H (No.453)I2BNVT, WROKREB L UHEOBEHMHHSEI,
MBOILREDEMPEREICAS NI,

(3) #EEH ,

1000 mg/kg#k 58 D WIEHI (No.456) I BN T, O /NEROHEIBETENEEI, BKo
BEMROFE—V L BEHELPPEEC, BELBEOUS ADPEEL, MROKER X
VHEOZEBOPPREEL, FENMOBHENILABELD, BRORHBARRME LM -
BIEDHEED, BHOBMOE FTHREREICHS W=,

. 2EEEE
LRBYM(P)OEMEFELECRIETHE

1) %{5[E % (Table 21, Appendix 21-1~21-5)
XEEOBSHE(14 BRORBEKIE, SRERLLMABRYOBMICEBREEH0 R

Th oz,

2) XEFMEBEEHY, XEXR, ZHMEHEB L2 E(Table 21, Appendix 21-1~21-5)

REBHO 1 HE2RVELATCERIERSNSE. XEFEARIE, SHSHL & AER
LOMCERZERZASh AP o ., £k, SRELS, SBRSHLHBHLOMICERE
EHSNRDP oI "

TZEEMEE, 1000ng/keBT | BlAoh, SHOSHBMRE 11~12 MlEio%. L
L, BHBCEERSBENBERLOMCAREEAONRY . HERKES Lab
> SREHE L, 1000 ng/keBEDIE - HI B & MM £ B < &30 ng/keBE D 1 Bl (No.162) D
ATHoR.

3) MR B X UMk B8 (Table 22, Appendix 22-1~22-5)

EIRIARIE, BREHLINABELOBEARERASA AL SE. WThOoBH L Y
DHBREBIZEBE AL NE Lo =,
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4) WOKE, EREBPB L HKK(Table 22, Appendix 22-1~22-5)

30, 100 B XU 300 mg/keffCik, AWM ELL~THEE, BERELABLITERRICH
REXA#OShRP o=, 1000 ng/kelf T, HBHLHERTHEHBLUOSKEROER
RIBEIASH .

5) HEEE L 'HEIRAE(Table 22, Appendix 22-1~22-5)

AEEEE, 100, 300 B LT 1000 mg/kgBECILHERIE 100 $TH o 1=, 30 mg/kglt ¢ i,
1 Bl(No. . 162) CHERDEO N RP oL OHERE 91.7 %Yk =0, HEICHETL
HOTEHERNEHET L. NIERE, 30, 100 B LT 300 mg/keBf ik, BEWREBICERT
AoNBRPo7. 1000 mg/kgBE Tk, ME 0 HHZ3WEHE | BLoABROKETES
JURMEDFRERULEGEHMH 3 H1(No.454, 455 BL U 45T)H 6 h, HERBLHIRE
T UREEEYMD 7 #1(No.451, 454, 455, 457, 459, 460 B L 462)52H 5 h 7.

2HER(FOCRIETEE

1) BHERKB LS5 E(Table 22, Appendix 22-1~22-5)
30, 100 B L 300 mg/keBETik, NEBEHLHENTBHERSBL A BRICEEER
AoNah o=, 1000 ng/kgBE T, MNERHLERTEBHERBKOEERREEB LI UOAEE

ZERRVWDPAREOEBEMEEALAK S N .

2) HER, ROEHEE LM (Table 22, Appendix 22-1~22-5)

30, 100 B LF 300 mg/kgBECid, NEHIILLTHE 0 BOoHFERY, FFERK, I
EEXBLUHIEICEREZEAS N oz, 30B XU 100 mg/kgBE Tk, ABELE~T
RoELRCEBREZEE&AShAblolk. BE, 300 mg/keBtTix, NBHLIERTROER
ZOHEBARBEIALWED, REBITKREFELEELCERDP o, 1000 ng/kglE T ik,
NEBHLERTHE 0 HOFERBBLUVHEELEOFREREE, §RZRRVWIRERK
DREERBLTROEHROEMBEEADH S Hi=.

3) MERO—MIKEE, WHE 4 HOEERHM, WE 4 O0EELRFLUANLREROBRE
(Table 22, Appendix 22-1~22-5)

30, 100 B LU 300 mg/keB¥Cik, NEHLEATHE 4 HOLEERH, WE 4 Ho
EEXBLUNKICEREEAS AR o=, 1000 ng/kgBE Tid, HBELIE<THT 4
HOoAFERBBLUVEE 4 DOLEFEEOERZRBEIAS L.
FEROANZBETIE, MED 30 ng/ke¥t T 1 Hliz, EOEFED 100 ng/kelET 1
HRLENED, WTFhSERE & HE Lk,

FERO—KRETE, 30 ng/kelf TROMNE, BORZBLVERBTFTENLE 1 FliC
BENED, WTENGERG L U L. 1000 ng/kgBicld, ERBETED 4 (55 3
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BEAROEETRBLCRMEDTRDIADSNEZGEY)IC, BoMAEH | flicarsh
.

4) FrER OkKE (Table 23, Fig.8, Appendix 23-1~23-5)

30 mg/kgBE Tk, MBHLLATHE 0 HOMENTY, BEUBLUESHOKRED
ERREEPEAONED, BEBICKELELTEZP o7, 100, 300 B L F 1000
mg/keBETIL, MMELILRTWHE 0 HOMBENTY, BEYBLUESHOREDE R
REBEDBAS NIz, 2E, 1000 mg/keBf Tk, NBRIHERTHEREZRVWHLAHET 4 B0
MM TS, BEYBLCESHOKEDKEEANAH S NI,

5) £E R o8l #Fr B (Table 24, Appendix 24-1~24-5)

30 mg/kgHECROREE L CERE, RS I 100 ng/kgBf TR DBEEHS A 5 M=, W
ThENALBED 2 VE—RREBRCEADONEFRRTCHD, BEMLHBLE. 20
sk, WFhoBZOEBEEAShEL .

EF

PEZWRYEUVDS Y PCBIIAZBOBEICLARERSSN - SMEESHESR
BEEBLE., 58I, 1000 ng/ker BEAE L L, MF 300, 100 BLT 30 ng/kgk
Lz, &8, B UTHEAK(I—CF I V)EEEE2RIT=.

HEBWEP)CELCR, ECBLCEEMEVTALOBRIE AN ADP >R, —RIRER
BIZBWT, 1000 mg/keB TR ERB TR, RESLCHRBOBENDBARLAE. Fi=,
1000 mg/keBE Tk, AEOMMMHAS L TCEFBOEEIAGA, YEZ UV LY D
1000 mg/ke 5 TR HREOBELERTLEI SN . 300 ng/keE T, KEORMME
BHohed, —BEOBELZELTHo=. 28, 30 ng/kell FOR RSN O M
POBRESEBII-BEORENASNED, SEZARVELORBEOMICIEERDIEZ X
EhRVWIEDS, BRYEORBMIESCEM LU, SHERYEAR I 2D
ok, E1z, 100 mg/kel OB TCHREHAMoFHURICED W BESOSHER, Bt
FHERBRORVWEL UM IR S, '

MFEFHREBEIZBNTIE, 1000 mg/keECLRRBBFEHCRFEEZZD s b .

MEAGFERECB N T, 300 ng/kgBETA-7 070 U EDOEM@ED, 1000 ng/kgBET
GPT, 7 -GTP, a.-Zu7) ok, B-/a7 )V vEBLTBEYNEYOEHE, PNV
V&, a VB TUVE, a0 7)) v EBLICMBOEENEASN. £, 100 ng
[kl EOBTHBOMNEROBENRD 6 Wz 5, HEMAESE 0 TR EhiEs
BRNTVWRVWI DS BEMFNICEER O TERW L BB X h 3. 300 ng/kell FOBET
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BRHOMNEEBBLICHNERBOTMI 2VWEZTOEALBASKED, BE~AOEEE R
BY ML FHRARBCELERD O ARV L, HEHEMAEFNRE CEERCEL
HBEOLMBRWILPLBERFNICERSRIOTHRVW LTSNS,

HEBXCRBHABPEORETE, BECERTZLEISh 32 ELEAShRI 2.

SEE M (P)IZBE LTk, 1000 mg/kgBEf CRRLEHIA 1| BIEHEHD 1 fIRDohiz. LT
PiTiE, ANREERY, EEETR, AREHOET, BEBLCEOD S O H M A
ch, HRICBWTIHBOEEIZD oz, BEMATY, EEETRBLCEREHO
ErEBHSH, ABREBVWTHROBEMERELBEORFAEHIZD O, ETHOR
HHMEFORBECBVWIHBOEEBIUHEDERB RO VCIIERBOIZGHEOERD, H
FEHIZBENWTEHBoNERLEEE, BRORBEMAROFE— VEEED, REMLE
DUBA, BIROEESLIUCHEOEM, FIEHOEH, BRHORMKEAMRAE OLH
- BRSSPI BHOBMETEASKE., Thbb, ECH T, £FF L BHKICHE
DEE, BBOLBGHEDEHFIZDLNTNWED, ER:Z2FXroFLcEirnw h
5, BEOREITHTHZ. £, BERHITIE, BROER, RAEOEM - #%E, K
o NERLEDEHE, EfOEMETHAAShTWAZ I D>, MR, BEOEML
EELLCEBRK, FE, BHCELFEL, S C2GREOBRLEBRLEZLICLD
BB RoELEEZIND.

—BREBERIZBLCR, $ERATCHIHREBLVHEECOHFELADIALSNE. ad, BDE
G LEBIC 100 mg/kell EOBETHREDI A S iz, 1000 mg/keBf CTl&k, HLRRICEED
BWNMHBLCEBEEORES 2 VKT 0ERAIPZERFISSHM, ARARBS X UCHEH
MizAashiz., £7=, 300 mg/keBf T L AIRPAEICEZORMME, WEHICEMHEOKIE
AL hE=. BEERETIE, 300 mg/kgl EOMTCBRMOMNTEEZEDOFME, 1000 ng/kgff T
WROENEEBIUHENEEOKE, FROMASEZORE, RBOENEE L L H
NESEORKEHIVWEFOMHERA, BBOMNEEOREIALONE. REEMEOREL
BWT, 1000 mg/keB THIRO R EBLVHBEOEMR, BBOLZHEOEMR, BHOKIE
BRERBEOEY - BIEHA SN, 1000 ng/keR 5 THETIIAR, FE, MBS XUE
JE~DEENELZLELZSOND. 2B, 100 ng/kgBET 1 il X 1000 mg/kgBE T 2 B
BERIN-GBOEER, WERHPWc LELEZD N2 s, DEZ VRV EY
DHERECEIELTERVWEEIONS.

LT, YHKBEHTIEBIT A2V MRV PO —BREHEENERZER L, KD
30 mg/kg/day, MEH 100 mg/kg/dayeHE X 5N 5.

BB (P)OEBEECH LTI, BRESHEORBOH, TEX, XEMEBHK, 2K
£, THESBLIUOHESRIEELAOh ok, £, ERSHLIHRABB LT
SR EBCEETAS N R oE. LD L, 1000 ng/kef¥cid, ABROREFLR L EED
TR, FERFEARCLEBEYBELA6N, BRARBIOERREYOERENZDS
hiz. &8, BREBOKBRIEKRBOERBECHI ELEEIOSNS.

HERFOICH LTI, 30 mg/keBfCERBEHERE, 2ifE, TERAL, WE 0 HOH
ERE, AR, ROEHE, M, KR8, BF 4 HOoEFERK, £&X, HLt, &
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B, SiRicoBEEAOARD o=, 100 B LU 300 mg/keBE Tk, WE 0 H oMM E
B, BFYBLIVEGHOREOERREMMSAS Wz, 1000 ng/ke¥ Tk, BHERE
DEE, HEROEBEMER, WE 0 HOFERBMBLIVCMERDEME, RoEHEoKHE
tim, RERBOSHEMER, WE 4 BO0LERMBLIVEERDRM,. EXRTERLAS
hiz. £/, 1000 ng/kelt Tk, WE 0 BB LVWME 4 BoMMENTY, BEYB LT
BEAHOBREOEBEH 2V ZN S OEAMNH S . 1000 ng/keB D BEWTIE, BE,
HEOHFNERBLLE—BRREOLH, AEOHMING, BHEBOEMIAOIA TV S
Zeds, BRYMORIRBOBLITLD, BREAKOMN, LEXOETRY, BB
JUVHEREBIIREELELEODOLEZIOND. AEBRETIR, SBEBLLYE DA
VEVEBRSLESEEISNhIRERAON R .

LEd>T, SHBREHTIEBUIVEC MRV PV OEMBEEN PO ELZES T,
HEOHEMEIZE L Tk 1000 ng/kg/day, MOLEMIZE L Tk 300 mg/kg/day, REWOHKE
B LTk 30 mg/kg/day BRI h 3.

BMEDEIWE, PEZWRUVEVO—~BREMENERERE, T 100 mg/kei® 512
EYVHHOMNERBOSHEIRD SN EZ L, S 30 mg/kg/day, METIE 300 mg/kgil 51
LD BEOHMME, BEEOREIBHOEI LH S5 100 ng/kg/dayb Z2 6h 3.
K, FHEREBUEFNRBEEEE, BETHUREBLIUVZHRECEEITH N D5
25 1000 mg/kg/day, #ETIL1000 mg/kek S LW WETHORY, BHKB LW
EREHOEKMEIZDLINEZ LS 300 mg/kg/day, REVWORLE TIE 100 mg/kgit &5
CEDVHREOEEARDSNEI LS 30 ng/ke/dayb EZL 5N 3.

XER
1) TSRV YDA R EHR AT,
(AAEBRES : 4027T16PP) (kXS BANSM XV —F L ¥ — PEHLEAH) _
2) TOBRZNWRVEVDS Y P EHVWAROBSITEIARERSSM - £

MELEBUHGHRRO PHARI XKL ERSNA X VY —F 2L 5 — BEWER
(HBRES : 090816P) BRR&ES
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Table 1-1  General sign of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration

Group Number of males Days of administration

(mg/kg) and general sign {1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

Control. 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

30 Normal 12 12 12 12 12 12 12 12 8 10 11 8 8 8 9 7

Salivation O 0 0 0 0 0 0 0 4 2 1 4 4 4 3 5

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

100 | Normal 12 12 12 10 7 10 10 9 8 9 8 5 5 4 6 4

divinylbenzene Salivation 0 0 0 2 5 2 2 3 4 3 4 7 7 8 6 8

Number of males |12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

. 300 Normal 12 1212 6 6 6 7 7.7 7 4 1 0 06 0 0
o Salivation 0 0 0 6 6 6 5 5 5 5 8 11 12 12 12 12
*® Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
: - Normal 125 5§ 1 0000000 O0CO0T1 0 0
1000| Hypothermia o 00 0 0 0 000 O0OT1 1 1 1 ¢ 0.

Loss of fur 0O 0 0 00 00 0 O0OO0GO0O O0OO0CO0OTCO0C O

Soiled fur 0 0 0 6 6 8 8 8 8 8 6 6 4 4 1 0

Salivation 0 7 7 11 12 12 12 11 11 12 12 12 12 11 12 12

yaa
A ®
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Table 1-2

General sign of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration

Group Number of males Days of administration
(mg/ke) and general sign 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Control 0 Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 Normal 9 9 9 9 10 11 11 10 1t 11 12 11 11 12 12 12 12 12 12 12 12 12 12 12 12
Salivation 3 3 3 321 12 110 1 1 O 0O OO OO O O OCOOTOUO
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Normal g 8 8 109 9 8 10 8 8 10 8 8 8 9 9 9 10 10 11 11 12 11 12 12
divinylbenzene Salivation 3 4 4 2 3 3 3 1 3 3 1 3 3 2 2 2 2 2 11 0 1 0 O
{rushingof teeth 41O 0 0 0 0 ¢ 1 1 ¢t 1 1 1 1 1 1 1 1 O 0 O O O 0 O O
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 | Normal 6101 2 42 3 3 3 3 1 115 5 5 3 5 1 5 6 6 6 12
Salivation 12 11 12 11 10 8 10 9 9 9 T 779 7117 6 6 6 0
Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000| Normal 0O 0 0 00 0O 0 O O 0 00 0 0 0 0 0 0 0 0 0 0 12
Loss of fur i *»1 11111t 1 111111 1 0 06 0 06 OC 0 0 0
Salivation 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 O




. Table 2 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
= of divinylbenzene by oral administration
B
Group __Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 i2 12
Days of admin-
istration 1 335.0 = 8.3 334.8 £ 10.2 334,5 £ 10,1 334.8 = 9.3 334.7 = 9.7
41 339.2 %= 9.3 340.6 = 12.0 341.3 = 12.2 329.1 = 11.4 287.2 £ 12.9xx
g | 353.3 £ 12.1 351.1 = 1406 351.3 = 17.8 340.3 8. 6x 292.6 ®  34.7xx
11 361.8 £ 13,4 358.3 =+ 19.3 356.9 = 19.6 349.2 = 9.4 305.2 x  29.1xx
15 375.6 £ 14.4 372.8 = 21.5 369.1 + 20,9 362.8 =+ 10.8 328.3 £ 22.6xx
= 18 383.0 = 13.5 381.0 = 18.2 376.9 £ 19.5 370.2 = 2.9 336.3 £ 18.4xx
& 22 | 399.9 £ 13.4 398.4 = 20.0 395.6 = 19,5 388.1 = 11,9 354.8 * 15.9xx
25 410.3 = 14.5 407.3 = 21.5 406,92 £ 19,0 395.8 & 14.0 365.2 £ 15, 1xx
s 29 422.8 = 15,4 419.7 = 22,0 [ 417.2 + 20,5 409.7 = 17.4 376.8 £ 15.5xx
- 32 424.8 + 13,3 422,9 £ 24.0 418.3 * 29.8 412.3 ® 18,7 382.7 x  156.4xx
" 36 | 434.6 £ 14.8 430.5 = 22.5 426.4 = 31.1 425.3 £ 191 388.2 * 18.1xx
© 39 436,V £ 15,3 434.3 £ 22,5 432.8 £ 31.0 423.5 = 19.4 386.9 £ 18.%xx
; 43 1 450.4 * 15.8 446.4 = 20.9 445.6 = 27.4 438.4 + 21.3 396.8 £ 14.9xx
46 455.7 £ 15,7 452,99 = 21.3 451.8 * 26.6 444,.8 = 22,4 398.4 x  16.4xx
. 50 | 441.1 *+ 16.9 440.4 = 21.3 434.3 *  25.4 425.5 £  21.0 376.4 *+  18.3xx
Fach value shouws mean (g) *S.0. .
s Significantly different from control (x: P<0.05, xx: P<0.01).
¥
e
s
i |
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Table 3 Food consumption of mate rats (P} in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration

Group Control divinylbenzene

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 : 12

Days of admin- '

istration 3 18.3 = 3.1 18.8 = 2.3 19.1 = 3.0 15.8 = 1.5 10.1 = 2, 9xx
6 19.4 =+ 1.6 19.8 %= 3.0 20.7 % 3.1 20.1 % 2.2 13.1 % 7.9
10 20.2 2.1 20.2 % 1.5 19.2 % 2.5 21.2 2.2 20.0 = 4.5
13 19.8 = 1.3 20.3 = 1.7 20,9 % 2.2 21.1 % 1.5 24.4 % 2.2%%
31 19.3 * 2.0 19.5 = 1.9 20.3 % 1.5 20.3 % 2.1 23.2 % 1.7%x%
34 18.4 = 1.7 19.5 & 1.0 20.3 % 1.9% 21.6 % 1.9xx 21.8 * 2. 1xx
38 18.6 x 1.6 19.3 % .8 21.1 ® 1. 4xx 22.7 * 2. 6%x% : 24.1 % 3.2xx%
41 18.5 & 1.4 18.3 = 1.5 20.1 % 1.5 20.8 % 2.3x 21.7 = 2. 3xx
45 18.8 * 1.3 19.0 & 1.3 19.5 = 1.4 21.1 2. 1%x 22.1 % 2.0xx
48 19.3 + 1.7 19.6 + 1.4 19.3 + 1.0 22.4 * 2, 5xx 24.2 &+ 2. 4xx

Each value shows mean (g/day) =S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).



Table 4

Hematological examination of male rats (P)

of divinylbenzene by oral administration

in combined repsat dose and reproductive/developmental

toxicity screening test

Group Control : divinylbenzene
(mg/kg) ] 30 100 300 10600
Number of males 12 12 12 12 12
RBC {(10*./ mmz ) 838.6 = 34.8 874.3 = 31.3xx 841.2 =% 29.8 840.9 * 20.1 849.0 =% 24.2
Hemoglebin (g /d) 15,46 =* 0.67 15.75 = 0.57 15,39 % 0.52 15.18 % 0.50 15.49 = 0. 34
Hematocrit (%) 45.72 * 1.92 47,01 % 1.86 45.48 * 1.57 45.57 £ 1.24 48,70 = 1.25
HCY (pms ) 54.68 * 1.76 53.18 % 1,08 54.09 % 1.30 54.21 * i.89 55.03 % 1.09
MCH (pPg) 18.48 = 0.61 18.01 =  0.46 18.32 =  0.62 18.06 =  0.68 18.26 =  0.51
MCHC (grrd) 33.82 * 0.52 33.51 + 0.61 33.85 + 0.57 33:29 = 0.51 33.17 = 0.47x
Platelet (10? / mms ) 99.52 £ 10.70 105.49 = 11.54 102,40 = 12,19 109.07 = 7.06 105.25 £ 10.25
RET (%) 264.3 * 5.2 21.8 % 2.9 24.3 % 5.4 24,4 * 3.7 28.3 % 5.1
PT (sec.) 17.51 £ 2,31 16.97 = 2,31 16.73 + 1,60 17.72 = 3.08 16.33 *  3.45
APTT (sec.) 33.34 = 4.10 32.58 = 3.95 32.91 %= 3.64 32.98 x> 3.29 36.75 % 5.70
Fibrinogen (mg /dl) 246.8 % 16.6 240.0 = 9.6 244,2 * 18.9 244,2 * 20.7 259.9 = 28.1
WBC - (12 ./ wms ) 67.3 * 14.7 56.8 + 15.3 63.7 * 16.3 66.4 x 14.3 63,7 % 9.8
Differential leukocyte (%)
tymphocyte 83.7 * 7.1 86.6 % 5.6 86.8 % 3.0 85.8 7.7 84.3 5.6
Neutrophil 15.1 % 6.5 12.0 = 5.9 1.5 % 3.5 13.3 %= 7.4 14.5 = 5.5
Eosinophil 0.9 = 0.7 0.9 % 1.0 0.9 * 0.9 0.4 = 0.9 0.9 = 0.9
Basophil 0.0 £ 0.0 0.0 = 0.0 0.0 * 0.0 0.0 * 0.0 0.0 * 0.0
Monocyte 0.3 + 0.7 0.5 + 0.5 0.8 % 0.6 0.5 + 0.7 6.3 * 0.5
Each value shous mean =S.D.
Significantly different from control (x: P<0.05, xx: P<0.01).



Table 5

Blood chemical examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration

Group Controtl divinylbenzene
_(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
GOT (I 1) £6.81 * 8.24 67.158 £ 13,57 63.97 = 11.590 62.31 = 6,44 69.46 = 10.08
GPT (/1) 19.54 £  3.8% 20,26 £ 4,45 20,19 = 2,53 20.69 = 4,99 31.28 % 11.26xx
ALP (/1) 95,73 £ 14,46 96.78 £ 23.99 81.34 & 15,47 87.53 = 20.29 104,34 = 26.30
v ~GTP (/1) 1.10 £ 0.00 1.10 £ 0,00 1.19 £ 0.32 1.28 = 0,43 1.83 & 0.54xx
TP (g/dl) 5.42 * 0,28 5.39 £ 0,19 5,38 * 0,24 5.37 £ 0.22 5.26 £ 0.25
albumin (g dl) 2.900 £ 0,147 2.928 = 0.118 2.833 £ 0.105 2.806 £ 0.102 2,768 + 0.086x
Protein fraction (%)
Albumin 53.54 % 1.46 54,30 = 1,39 52.69 = 2,27 52.29 =+ 1.31 52.74 * 2.78
ai-glo 21.60 £ 2,55 20.75 * 1.33 21.28 £ 2.86 21.20 % 1.25 19.49 = 2.34x
a2-glo 5,23 *  0.82 5.5 =  .0.61- 5.64 = 1.04 5.48 = 0,91 6.84 = 1.46xx
as-glo 5,59 +  0.39 5.58 £ 0.31 5.68 ® 0.4} 5.64  +0.37 5.12 £ 0.73x
g-glo 11,02 = 0.74 11.13 = 0,71 11,71 £ 1,14 12.47 = 0. 4éxx 12.85 *  0.87xx
v -glo 3.03 &+ 0.58 2.59 £ 0.39 3.01 £ 0.6 2.92 = 0.54 2.96 = 0.65
4/6 ratio 1.155 = 0.047 1.190 = 0.066 1.118 = 0,104 1.099 = 0.059 1.122 = 0.123
T-BIL (ng /7 dl) 0.058 £ 0.011 0.053 = 0.007 0.053 * 0.006 0.056 = 0.012 0.083 = 0.016x%x
BUN (mg /dl) 17.51 = 2,13 17.83 £ 1.27 18.45 £ 2.92 16.56 * 1.56 16.38 =  2.468
Creatinine (wg ./ dl) 0.468 £ 0,038 0.453 = 0.040 0.464 * 0.053 0.437 = 6.032 0.445 = 0.05%
Glucose (mg/al) 103.60 £ 7.61 106.31 = 11.01 101.95 £ 10.30 96.60 £ 7,49 87.28 * 16.06%x
T~CHO (mg./ dl) 52,17 = 13.22 51.03 7.29 53.12 = 16.03 59.17 + 8.78 60,11 = 12.78
16 (ng./ dl) 29.31 £ 9.47 36.17 £ 9.35 34,15 £ 13,14 30.60 = 12.70 25.44 % 7.61
Na { mBa/ 1) 148,23 = 1.26 148.36 = 2.16 147.76 %= 2.43 148.78 = 1.39 148,40 % 1.3
K ( nEg/ 1) 4.671 = 0.275 4.812 = 0,232 4,733 £ 0.189 4.793 = 0,330 4.819 = 0,224
clL (mEg/ 1) 106,67 % 1.19 106.94 = 1,69 106,53 + 1,44 105.86 % 1.26 105.59 = 1.54
Ca {(mg./dl) 10,70 £ 0. 40 10.81 = 0.38 10.74 = Q.44 10,7y = 0.36 10.85 % 0.40
Ip (mg ./ dl) 6.72 = 0,47 6.98 £  0.61 6.84 =  0.57 7.00 * 0.48 6.89 &£ 0,48

Each value shows mean =*S.0.
Significantly different from control (x: P<0.05, xx:

P<0.01).
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Table § Necropsy finding of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration:

Group Control divinylbenzene

(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12} 12
Normal 12 ) 12 12 11
Stomach{glandular mucosa)

Dark red spot 0 1] 0 0 1
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Table 7

of divinylbenzene by oral administration

Organ ueight of mate rats (P) in combined repeat dose and reproductive/developmental toxicity

screening test

Group Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Hupber of males 12 12 12 12 12
Body weight (9) 441.1 = 16.9 440,4 x 21.3 434.3 *x 25.4 425.5 = 21.0 376. 4 = 18.3x%xx
Brain (3) 2,045 £ 0.074 2.013 = 0.075 2.098 £ 0.094 2.03% = 0.097 1.986 £ 0.058
(a%) 0.465 £ 90.020 0.457 £ 06.012 0.484 = 0.037 0.481 %= 0.034 0.528 £ 0.022x%x
Pituitary (mg) 14.47 % 2.05 13.56 %= 1.56 13.93 + 1.67 14,40 = 1.91 13.09 % 1.30
(mgZ) 3.28 * 0. 46 3.08 0. 31 3.20 * 0.35 3.40 %= 0.48 3.49 % 43
Thyroids (mg) 19.88 * 3.06 19.10 = 1.48 19.59 * 3.146 19.55 = 3.85 16.73 %= 3.1
(mg%) 4,51 0.72 4.34 %= 0.43 4,53 =+ 0.78 4,60 = 0.85 4,46 % 0.9
Thymus (mg) 276.15 & 61.84 255.20 * 49,01 267.14 = 41,50 264,22 £ 75.21 219.38 *= 55.01%
(mg%) 62.38 = 12.20 58.00 = 15,52 §1.77 £ 10,490 61.93 = 16.58 58.33 £ 14.42
Heart (g) 1.351 * 0.103 1.302 = 0.110 1.288 + 0.08B7 1.323 £ 0.140 1.145 =+ 0.106%x
(g%} 0.306 = 0.025 0.295 = 0.024 0.295 &£ 0.019 0.309 £ 0.022 0.303 x 0.029
Liver (g8) 10.880 = 0.524 11.282 + 0.871 11.398 = 0.773 12.078 £ 1.34% 11,177 % 0.469
(9%} 2.467 £ 0.089 2.5863 = 0.165 2.625 = 0,099xx 2.833 =+ 0.207xx 2.974 % 0.161xx
Spleen (g) 0.636 £ 0.063 0.628 = 0.066 0,65 = 0.042 0.607 £ 0.085 0.483 = 0.055xx
(g%4) 0.143 = 0.015 0.142 = 0,013 0.152 = 0,008 0.142 £ 0.019 0.128 = 0.017
Kidneys {9) 2.836 £ 0,233 2.861 £ 0,197 2.871 = 0.215 3.105 = 0.280% 3.0 £ 0.224
(gx) 0.643 £ 0.049 0.651 = 0.034 0.662 = 0.048 0.730 = 0.040xx 0.803 = 0.075xx
Adrenals (mg) 57.94 = 11.81 53.88 = 7.30 51.99 % 7.35 53.59 * 10.59 54.71 % .42
(mgZ) 13,13 = 2.46 12.25 % 1.64 12.0%1 %= 1.84 12.64 £ 2,62 14.54 * 1.55
Testes {g) 3.267 £ 0.359 3.113 £ 0,248 3.291 £ 0.290 3.350 £ 0.190 3.075 £ 0.208
(%) 0,742 = 0.084 0.708 *x= 0.058 0.761 % 0,081 0.788 = 0,046 0.817 * 0.042x
Epididymides (g) 1.298 £ 0.100 1.266 £ 0.113 1,281 = 0,105 1.278 = 0.106 1.164 % 0.051xx
(g%) 0.294 + 0.028 0.288 *+ 0.021 0.297 £ 0.025 0.301 £ 0.023 0.309 + 0.017

Each value shows meant S.D.

Significantly different from control (x: P<0.05, xx: P<Q.

o).



Table 8 Histopathological finding of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration

Group Control divinylbenzene
(mg/kg) ' 0 1000
Incidence & Grade N A] £ + H it N A} £ + + #t
Liver _ (12] (12}
Necrosis, focal 10 2 2 00 012 0

Testis [12] [12]

* Atrophy, seminiferous tubule 11 1 1 0 0 012 0

e Epididymis [12] [12]

- , Granuloma, spermatic, unilateral 11 1 6 1 0 0t 10 2 0 2 0 0

S Grade of histopathological finding; =+: Slight, +: Mild, H: Moderate, #i: Marked.

N : No abnormality detected.

A : Abnormality detected.

[ 1 : Number of males examined.

No remarkable changes were recognized in heart, lung, trachea, pancreas, stomach, duodenum, jejunum, ileum,
cecun, colon, rectum, thymus, spleen, lymph node(submandibullar, mesenteric), kidney, adrenal, urinary bladder,
prostate, ‘seminal vesicle, pituitary, thyroid, parathyroid, brain{cerebrum, cerebellum, medulla oblongata),
spinal cord, sciatic nerve and bone marrow{sternum, femur).




Table 9 General sign of female rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of divinylbenzene by oral administration

_L-v_

Group Number of females Days of administration
{mg/ke) and general sign |1 2 3 4 5 6 7 8 9 10 11 12 13 14 15x 16 17 18 19 20 21 22 23 24 25 26 27
Control 0 Number of females{12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 9 6 1 1 1 1 1 1 1 1 1 1 1
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1211 9 6 1 1 1 ¢t 1 1 1 1 1 1 1
30 | Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8 5 2 0O 0 O 0 O Q0 0 0 O 0 O
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 8§ 5 2 - - - - - - - - - -~ -
Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 4 1+ 1 1 1t {t 1 ¢t 1 1 1 O O
100 Normal 12 12 12 12 12 12 12 12 12 12 (¢ 10 9 9 11 5-2 1 1 1 1 1 1y 1 11 1 - -
Salivation 00 0060 00 0 0 0 2 2 33 1 1 20 6 0O0O0OO0OUO0CTO0OO0OT0 - -
divinylbenzene Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 4 3 0 0 0 O O O O O O O O
300 | Normal 212 12 8 10 8 8 9 5 3 8 3 4 2 3 2 0 O - - - - - = - - - == -
Salivation 0 0 0 4 2 4 4 3 7 9 4 9 8 109 9 4 3 ~ - - - - - - - - = -
Number of females|12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 9 5 1 1 1 1 1 0 0
1000 | Normal 12 5 5 3 2 1 0 0 0 O O O OCO OOTUO0ODOOOTO0DO0OTGO - - -
Loss of fur oo 0909090090900 117111111 10O06O0O0OO0 - - - - - =
Soiled fur o 00 2 2 2 2 2 2 2 2 11 1006©0O0OO0CO0OO0CO0OO0- - - - - -
Salivation O 7 7 9 10 11 12 12 12 12 12 2 12 2121 %9 5 111 11 - - - - ~- =~

x: Commencement of pairing.
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Table 10 General sign of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration
Group Number of dams Days of pregnancy
(mg/keg) " | and general sign : 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23
Control 0 Number of dams 1t 11 11 it 11 11 1t 11 11o1rotr o1t 11 o1t i1 11 o1t i1 11 11 o1t 11 1 o
Normal R I I I I T O S S A S s U L A S R S S I S S U S A 5 T 5 U § T B
30 | Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1
d Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1
™ Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 ¢
100 Normal 1110 11 11 11 10 9 10 9 10 10 10 11 11 9 10 9 9 9 10 9 9 1 -
% Salivation 1 211y 2 3% 2 3 2 2 2 11 3 2 3 3 3 2 3 3 0 -
Number of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1}
£ 300 | Normal 33101 3 01 2 2 2 4 4 3 2 1 4 3 3 5 6 6 0 -
, Salivation 9 9 11 12 11 § 12 1t 10 10 16 8 8 9 1011 8 9 9 7 6 6 1 -
- divinylbenzene Number of dams 1111 11 1111 1111t o111 ofioir o1t 11 o1oil 10 10 10 10 3 1
°‘° Normal 0t 00 0 0001 O0O0OTO0OCOTODOCTODTO0OOOCCO0OO0OTUO0QC OO0
Hypothermia c 00 00 00O0O0CO0OOTOGCOOCOT?I 11 O0O0O0UO0O0O01
Decrease in locomotor activity [0 0 0 ¢ 0 ¢ 0 0 0 0 0 0 O 0 O ! 1 O @ ¢ O O O 1
1000] Loss of fur 1 11 2 2 2 2 2 2 2 2 2 2 2 2 3 2 2 2 2 2 0 O
: Salivation 11 10 11 11 11 11 %1 11 10 11 11 11 11 11 11 11 11 10 10 10 10 10 3 1
y Vaginal hemorrhage o 00 0 0 0 0O OCOTCOCEOOOCOT1TT1 0 O0O0CTO0O0O0OTOQO0
1 Death o0 00 00 0 OCGCOOO0OCOTOUOOO0OO0OOGCTI1I 600090 O
A Moribundity 6 0 0o 00 00 00 0 06 O0OOGCOOCO0O OO0 O 00 0 0 01
. )




_sb_

Table 11 General sign of dams (P) during lactation period in combined repeat dose and reproductive/
developmental toxicity screening test of divinylbenzene by oral administration

Group Number of dams Days of lactation
(mg/ke) and general sign| 0 1 2 3 4
Control 0 | Number of dams 11 11 11 11 1l
1 Normal 11 11 11 11 11
30 | Number of dams 12 11 11 11 11
Normal 12 11 11 11 1
Number of dams 12 12 12 12 12
100| Normal 10 10 10 11 12
divinylbenzene Salivation 2 2 2 1 0
Number of dams 12 12 12 12 12
300{ Normal 9 9 7 8 12
Salivation 3 3 5 4 0
Number of dams 9 9 6 5 3
1000 Normal 0 2 1 2 2
Loss of fur 2 2 1 1 1
“Salivation 9 6 5 3 0




1 Table 12 Body weight of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
4 of divinylbenzene by oral administration
Group Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Days of admin-
istration 1 224.3 = 7.0 224.3 % 7.2 224.0 % 6.7 224.6 £ 7.2 224,71 x 6.9
4 225.6 * 8.5 225,3 * 9.3 227.7 % 6.6 223.8 = 9.8 201.1 = 10.9%x
8 232.7 £ 11.9 237.0 * 9.8 233.9 £, 5.7 230.5 = 10.0 211.8 £ 20.4xx
11 235.5 = 14.4 243.,3 £ 10,4 240.1 £ 8.4 237.9 = 11.0 213.3 = 19.1xx
15 242.7 * 12.2 250.4 + 13.8 247.8 = 8.8 244.0 £ 12,9 224.6 = 13.0%xx
- 18 254.5 = 17.8 (8 251.5 ( 2) 252.0 ([GRD] 260.7 = 17.6 3 235.6 = 10.5
4 22 | 228.0 D! — 285.0 (N -— 229.0
ks 25 226.0 «Cn — 2956.0 [GRD! —_ —
29 228.0 N - — vt
Each value shows mean (g) *S.D.
figures in parentheses indicate number of females.
Significantiy different from control (xx: P<0.01),
1
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Table 13 Body weight of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration
Group Controt divinyibenzene
(mg/kg) 0 30 100 300 1000
Number of dawms i 12 12 12 11
Bays of preanancy
0 259.2 % 8.9 259.8 =+ 12.4 256.3 = 11.8 251.6 = 15.6 236.0 % 9. 1xx
7 299.7 = 8.7 293.7 £ 13.7 291.1 £ 1.9 284.5 % 14.9x 266.8 =  13.7xx
14 335.2 + 8.7 327.3 * 4.6 322.6 £ 14.4 318.4 £ 16.5% 289.6 * 21.0xx
21 424.8 + 12.8 419.5 £ 18.7 407.2 & 27,2 403.2 +=  19.9 335.4 * 32.2xx  (10)
fach value shows mean (g) *S.0.
Figures in parentheses indicate number of dams.
Significantly different from control {x: P<0.05, xx: P<0.01).
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Table 14

of divinytbenzene by oral administration

Body weight of dams (P) during tactation period in combined repeat dose and reproductive/developmental toxicity screening test

Group Controt divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of danms 11 12 12 12 9
Days of :
tactation 0 313.3 £ 16.6 297.7 £ 22.1 294.0 * 14, 295.9 £ 25.5 250.3 £ 26.71xx
4 327.9 * 14.7 315.7 +  17.0 (1) 309.2 = 19 309.5 + 23.7 274.7 £ 12.7xx__ (3

Each value shows mean (g) *£S.D.
Figures in parentheses indicate number of danms.
Significantly different from control (xx: P<0.01).
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Table 15

of divinylbenzene by oral administration

Food consumption of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control divinylbenzens

{mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 13.3 * 2.0 13.6 + 2.3 15.0 x 2.3 11.9 = 1.3 B.§ = 2. b%x
é 15.8 * 1.1 16.8 * 1.5 15.8 * 2.5 15.3 = 1.5 13.3 = 5.9
10 15.9 * 2.5 17.0 % 1.1 17.4 % 1.7 16.7 % 3.9 14.8 * 2.6
13 1.9 =+ 2.3 17.1 + 1.9 17.5 * 1.7 17.2 * 1.5 17.5 * 5.2

Each value shows mean (g/day) =S5.D.

Significantly different from control (xx: P<0.01),
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Table 14

of divinylbenzene by oral administration

Food consumption of dams (P) during pregnancy period in comb\ned repeat dose and reproductive/developmental toxicify screening test

Group Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of dams 1 12 12 12 11
Qays of pregnancy
2 20.3 % 1.2 19.8 = 1.5 19.8 1.3 19.3 % 2.0 18,7 = 2.6
? 23.0 %= 2.6 22.5 % 2.1 21.1 % 2.7 21.8 + 1.6 21.2 = 1.8
15 22.1 % 2.5 21.46 % 1.8 21.8 % 2.4 21.5 % 1.6 21.4 % 4.9
21 22.2 % 2.9 20.8 =+ 2.3 20.6 + 3.0 21.7 * 3.4 16,7 * L. 4xx  (10)
Each value shows mean (g/day) %£S5.D.
Figures in parentheses indicate number of dams
Stgnificantly different from control (xx: P<0.01).
=
~ Q
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Table 17 Food consumption of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration

Group Control divinylbenzene

(mg/kg) Q 30 100 300 1000
Number of dams 11 11 12 12 3
Days of

lactation 4 29.8 & 4.8 28.1 =+ 4.3 2.3 6.5 21,1 + 7.8xx 21,3 + 6.4
Each value shows mean (g/day) =*S.D.

Significantly different from control (xx: P<0,01).



Table 18-1 Necropsy finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration

Group Control divinylbenzene
(mg/kg) ] 30 100 300 1000
Number of females 12 12 12 12 10
Normal 12 11 11 12 3
Thymus
~Atrophy 0 14 0 0 7
Stomach(forestomach mucosa)
Ulcer 0 0 1 0 0
Adrenal
¥hite change 0 0 0 0 1
7
® u
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Table 18-2 Necropsy finding of dead and moribund female rats (P) in combined repeat dose and reproductive/
developmental toxicity screening test of divinylbenzene by oral administration

Group Control divinylbenzene

{mg/ke) i} 30 100 300 1000
Number of dead females 0 0 0 0 1
Normal - - - - 0
Thymus

Atrophy - - - - 1
Number of moribund females 0 0 0 0 1
Normal - - - - 0
Thymus

Atrophy - - - - 1

Stomach(glandular mucosa)
Dark red spot
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Table 19 Organ weight of dams (P) in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration

Group Control ' divinytbenzene
(mg/kg) 0 30 100 300 1000
Number_of dams i1 12 12 12 9
Body weight (9) 327.9 % 14.7 312.0 = 20.7 309.2 = 19.9 309.5 = 23.7 255.6 26.2xx%
Brain (g) 1.964 £ 0.103 1.943 = 0.065 1.898 = 0.071 1.897 £ 0.072 &.Biél *  0.095xx
(g%} 0.598 £ 0.018 0.626 £ 0.034 0.616 = 0,033 0.614 £ 0,030 0.719 £ 0.0%4xx
Pituitary (mg) 20.22 % 2.53 20.48 = 2.45 19.34 & 3.04 19.12 = 2.17 16,10 = 3.0 xx
(mgZ) 6.15 = 0.65 6,56 %= G.462 6.27 % 0.97 §.18 = 0.56 6.33 = 1.24
Thyroids (mg} 18.71 % 4,14 16,45 % 2.17 16,95 % 3.84 17.146 = 2.63 14,82 * 2,27
(mg%) 5.70 % 5.28 * 0.62 5.48 % 1.20 5.55 % 0.86 5.88 % t.12
Thymus (mg) 216,47 = 60.84 191,75 £ 60,34 199.97 £ 51.30 177.22 ® 41,72 89.92 % 56.64xx
(mg%) 65.31 =+ 18,15 60.63 £ 16.95 64,61 £ 15,31 57.03 = 11.37 34.26 £ 19.81xx
Heart (9) 1.033 £ 0.093 0.970 = 0.047 0.943 £ 0,108 0.934 £ 0.096x 0.843 £ 0.112xx
(g%) 0.315 = 0.030 0.313 = 0.017 0.305 £ 0,025 0.302 £ 0.023 0.329 £ 0.023
Liver (9) 13.965 £ 1,460 13.572 = 1.485 13.545 £ 0,984 13.613 = 1,453 13.878 £ 1.031
(9%) 4,256 = 0,351 4.351 £ 0.370 4,393 £ 0.371 4,404 £ 0,399 5.479 X 0.666xx
Spleen (g9) 0.644 £ 0,105 0.664  0.106 0.635 = 0.083 0.650 = 0,087 0.443 £ 0.107xx
(g%} 0.197 = 0.035 0.214 £ 0.038 0.205 %= . 0,027 0.210 = 0.017 0.173 £ 0.034
Kidneys () 1.912 = 0,149 1.855 = 0.18¢% 1.860 = 0.120 1.941 = 0.182 2.070 = 0.143
(a%) 0.583 £ 0,033 0.595 = 0.048 0.602 = 0,036 0.629 *£. 0.044x 0.818 = 0.103xx
Adrenals (mg) 77.45 * 6.28 77.33 £ 16,63 ' 69.04 % 7.16x 70.17 = 8.97% 80.94 = 10,25
(mg%) 23.72 2.12 25.05 * 6.93 22.33 % 1.79 22.73 2.72 32.06 = 5.68%xx%
Ovaries (mg) 114.59 = 14.90 110.56 = 10.85 103.60 % 9.17 102,60 = 11,09 102.20 £ 16,17
- (mg%) 34.91 % 3.9¢9 35.57 * 4.38 33.63 £ 3.74 33.17 * 3.08 40.03 =+ 5.21x%
Each value shows meant S.D.

Significantly different from control (x: P<Q.05, xx: P<0.01).

O @
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Table 20 Histopathological finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration

Group Conttrol divinylbenzene
(mg/kg) 0 30 100 300 1000
Incidence & Grade N Al £ + H # N AL & + # ¢t N Al £ + 4 # N A £ + H# # N Al £ + H #
Liver {12] {0l [0] fol (10]
Necrosis, focal 11 1 1 000 10 0
Stomach [12] (12] {12] [12] [10]
Ulcer, forestomach 12 0 12 ¢ 111 0L 0 0} 12 0 8§ 2 1100
Cellular infiltration, neutrophil 12 0 12 0 11 1 0 01 0] 12 0 8 2 1100
Edema 12 0 12 0 i1 1 0 ¢ 1 0] 12 0 10 0
Thymus [12] f12] (12] {12} [10]
Atrophy, cortex 12 0 12 0 11 1 01 0 0] 12 0 10 0
Atrophy, cortex and medulla 12 ¢ i1 1 001 0 12 0 12 0 37 0 3 4 0O#%%
Spleen [12] [12] [12] [12] (10]
Atrophy, marginal zone 12 0 12 0 12 0 12 ¢ 8 2 0 2 O 0%
Lymphoma 12 0 111 1 120 12 0 10 0
Kidney (12] [12] [12] [12] [10]
Degeneration/necrosis, renal tubule, | 12 0 12 0 12 0 12 0 7 3 0 3 0 O*%
cortico-medullary junction

Grade of histopathological finding; +: Slight, -+: Mild, {t: Moderate, fit: Marked, t: Tumor.

N : No abnormality detected.
A : Abnormality detected.
[ J : Number of females examined.

No remarkable changes were recognized in heart, lung, trachea, pancreas, duodenum, jejunum, ileum, cecum, colon, rectum, lymph node(submandibullar,

mesenteric), adrenal, urinary bladder, ovary, uterus, vagina, pituitary, thyroid, parathyroid, brain(cerebrum cerebellum, medulla oblongata), spinal cord,
seiatic nerve, bone marrow(sternum, femur) and mammary gland. '
Significantly different from control (¥: P<0.05, ¥¥: P<0.01).



Table 21 Number of estrous cases and reproductive performance of male and female rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of divinylbenzene by oral administration

Group Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Number of estrous cases before mating (14 days)
Mean+S.D. 3.3 0.7 3.3+ 0.9 3.4 0.5 3.7 0.5 2.8+ 1.1
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 11 12 12 12 12
Copulation index (%) * 91.7 100.0 100.0 100.0 100.0
Number of conceiving days
™ Mean*S.D. 3.1+ 1.0 2.3% 1.1 2.7+ 3.4 2.5+ 1.0 3.5+ 2.0
| Conceiving days 1-5 i1 12 1 12 11
o Conceiving days 26 0 0 1 0 1
C: Number of pregnant females 11 12 12 12 il
Fertility index (%) " 100.0 100.0 100.0 100.0 91.7
Number of pregnant females with live pups 11 11 12 12 9

a): (Number of pairs with successful copulation / number of pairs)x100.

i 4

b): (Number of pregnant females / number of pairs with successful copulation)x100.

S
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Table 22 Observation of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test of divinyibenzene by oral administration

Group Control

divinylbenzene
{mg/hg) 0 30 100 300 10900
Number of dams 11 £2 12 12 9
Length of gestation (days)
MeantS.D. per dam 22.09 + 0.30 22,42 + 0.67 22.08 * 0.29 22.08 = 0.29 22.22 % 0.4
Pregnancy days £ 21 0 0 0 0 0
Pregnancy days = 22 10 8 i1 1L 7
Pregnancy days =z 23 1 4 1 1 2
Number of corpora lutea
Total 193 210 210 193 135
Mean*S.D. per dam 17.6 + 1.3 17.5 + 1.9 17.56 £ 1.5 16.1 = 2.5 5.6 £ 2.1 =
Number of implantation scars
Total 179 198 193 176 123
MeantS.0, per dam 16.9 £ 1.2 16.5 £ 1.3 16.1 £ 1.3 14.7 £ 2.5 3.7 £ 2.0 =
Implantation index
Mean%£S.D, per dam “ 92.7 £ 4.6 94,7 + 6.9 91.9 + 5.6 91.2. £ 10.1 91.3 + 8.7
Gestation index (%) ¥ 100.0 91,7 100.0 100.0 100.0
Number of live pups born
Male 79 83 95 75 40
Female 84 80 81 98 42
Total 163 163 176 173 82
MeantS.D. per dam 14,8 + 1.0 13.6 £ 4.4 14,7 + 1.5 14,4 = 2.6 9.1 £ 3.0 =%
Sex ratio at birth
MeanxS.D. per dam ¢ 1.06 + 0.64 1,18 + 0.66 (11) 1.25 £ 0.48 0.89 = 0.45 1.20 £ 0.78
Sex ratio on day 4 of lactation
Mean*S.D. per dam © 1,06 + 0.64 1.72 £ 2.15 (L) 1.24 + 0.47 0.89 £ 0.44 t.60 (2)
Birth index
Mean%+S.D. per dam 91.2 £ 5.6 83.9 + 27.2 91.4 + 9.1 98.1 + 4.4 63.3 £ 27.3
Number of dead pups on day 0 of lactation
Total 3 2l 4 L] 23
Mean*S.D. per dam 0.3 = 0.5 1.8 £ 5.2 0.3 = 0.7 0.0 £ 0.0 2.6 £ 3.4
Number of pups born
Total 166 184 18¢ 173 105
Mean£S.D. per dam 15.1 + 0.8 15.3 * 1.6 15.0 £ 1.8 14.4 + 2.6 1.7 &£ 3.1 »
Delivery index
Mean%+85.D. per dam ® 92.8 % 5.0 92.9 + 6.3 93.4 * 9.3 98.3 * 4.4 86.2 + 21.7
Live birth index
Mean%+S.D, per dam " 98.1 + 3.3 90.1 + 28.6 98.0 + 3.8 100.0 £ 0.0 80.7 £ 23.6%
Number of live pups on day 4 of lactation
Male 77 8l (11) 94 75 12
Female 82 1 (11) 81 9% 8
Total 1599 156 (1) 175 171 20
MeantS.D. per dam 4.5 + 0.7 14.2 £ 2.0 (11) 14.6 * 1.4 14.3 + 2.5 2.2 + 4.4 =
Viability index .
Mean%+S.D, per dam ¥ 97.6 £ 4.2 95.5 £ 9.2 (L1) 99.5 + 1.7 98.9 £+ 2.5 20.2 £ 40.4x%
Number of external anomalies 0 1 (11) L 0 0
Mean%+S.D. per dam ¥ 0.0 % 0.0 0.6 + 2.1 (11) 0.5 £ 1.7 0.0 % 0.0 0.0 £ 0.0
Anury 0 1 (1) 0 0 0
Mean¥ £ S.D. per dam 0.0 * 4.0 0.6 = 2.1 (1) 0.0 = 0.0 0.0 £ 0.0 8.0 £ 0.0
Necrosis of tail 0 0 (1) 1 0 0
Mean}+8S.D. per dam 0.0 + 0.0 0.0 £ 0.0 (11 0.5 + 1.7 0.0 + 0.0 0.0 £ 0.0
a): (Mumber of implantation scars / number of corpora lutea)x 100. b): (Number of dams with live pups / number of pregnant dams)x 100,

¢): Number of male pups / number of female pups.

e): (Mumber of pups born / number of implantation scars)x100.

g): (Number of live pups on day 4 / number of live pups born)x100.
Figures in parentheses indicate number of dams.

Significantly different from control (%: P<0.05, *+: P<0.0L),

d): (Number of live pups born / number of implantation scars)x100.
f): (Number of live pups born / number of pups born)x100.
h): (Rumber of pups with external anomalies / number of live pups)x100.
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Table 23  Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity

screening test of divinylbenzene by oral administration

Group Control divinylbenzene
(mg/kg) 0 30 100 300 1000
Number of dams - 11 11 12 12 g
Male weight
Days of lactation

0 6.46 = 0.56 6.65 + 0.41 *x 6.31 £ 0.46 *x 6.28 £ 0.53 xx 4.8 = 0.79 xx

4 10.17 £ 0.89 10.43 =+ 1.00 9.76 £ 1.26 9.8 + 1.03 7.90 {2)
Female weight ' ‘
Days of lactation

0 6.18 £ 0.47 6.30 £ 0.42 *x 5.96 = 0.47 ** 5.84 + 0.52 xx 4.50 £ 0.76 *x

4 9.66 = 0.74 9.94 £ 1.12 9.43 + 1.25 9.18 + 1.15 7.05 (2)
Mean pups weight
Days of lactation

0 6.30 = 0.48 6.46 = 0.39 *x 6.15 £ 0.45 xx 6.03 * 0.56 *x 4.70 & 0.74 xx

4 9.90 = 0.75 10.21 = 0.99 9.60 = 1.25 9.48 + 1.15 7.55 (2)
Litter weight
Days of lactation

0 93.22 =+ 7.31 95.750 = 8.04 *x 90.07 = 11.28 ** 86.13 + 12.39 *x 42.77 % 14.99 *x

4 142.76 £ 9.77 143.75 = 18.57 139.78 * 22.41 133.35 £+ 19.18 75.65 {2)
Each value shows mean (g) +S.D. per dam.
Significantly different from control (#*: P<0.01).
Figures in parentheses indicate number of dams.

~ )



Table 24 Necropsy finding of pups (Fl) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of divinylbenzene by oral administration

_89_

Group Control divinylbenzene

(mg/Xg) 0 30 100 300 1000
Number of males 11 81 94 75 12
Normal 71 80 94 79 12
Tail

Loss 0 1 0 0 0
Number of females 82 75 8] 96 8
Normal 82 14 80 96 8
Tail

Necrosis 0 1 0 0

Anury 0 0 0 0
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$—————¢ CONTROL

O——— M DIVINYLBENZENE 30 MG/KG
a——————a DIVINYLBENZENE 100 MG/KG
Z—————X DIVINYLBENZENE 300 MG/KG
¥—————X DIVINYLBENZENE 1000 MG/KG

500

450+

BODY WEIGHT (G}

<4 ADMINISTRATION PERIAD —b
OL | | . 1 1 l 1 | | ] ] 1 1 ). |
1 8 11 15 i8 22 25 29 32 38 3s 43 48 5

DAYS BF ADMINISTRATION

Fig. 2 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration ) ' '
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Fig. 3
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Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration
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Fig. 4
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Body weight of female rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of divinylbenzene by oral administration
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Fig. 5 Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration '
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Fig. 6
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combined repeat dose and reproductive/developmental toxicity screening test
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Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of divinylbenzene by oral administration
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Fig. 8
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