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Figures, Tables and Reference data

Figure 1 Body weight change of male rats
Figure 2 Body weight change of female rats
Figure 3 Food consumption of male rats
Figure 4 Food consumption of female rats

Table 1-1 Mortality of rats

Table 1-2 Clinical observations on male rats

Table 1-3 Clinical observations on female rats
(Before and during mating period)

Table 1-4 Clinical observations on female rats (Gestation period)
Table 1-5 Clinical observations on female rats (Lactation period)
Table 2-1 Body weight change of male rats

Table 2-2 Body weight change of female rats

Table 3-1 Food consumption of male rats

Table 3-2 Food consumption of female rats

Table 4 Hematology of male rats

Table 5 Blood chemistry of male rats

Table 6-1 Absolute and relative organ weight of male rats

Table 6~-2 Absolute and relative organ weight of female rats
Table 7-1 Summary of gross findings (successful pregnancy, male)
Table 7-2 Summary of gross findings (day 4 of lactation, female)
Table 7-3 Summary of gross findings (all pups died)

Table 7-4 Summary of gross findings (dead, female)
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8-1 Summary
8-2 Summary
8-3 Summary
8-4 Summary
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histological

findings
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findings
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findings
findings

and fertility results

10 Findings of delivery in dams(FO0)

(successful pregnancy, male)
(day 4 of lactation, female)
(non-pregnancy, male)
(non-pregnancy, female)

(all pups died)

(dead, female)

in rats

11  Body weight change of pups(F1) from rats

12-1 Summary of gross findings of pups(F1l) from rats (sacrificed, male)
12-2 Summary of gross findings of pups(Fl) from rats (sacrificed, female)
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(BHNBHE) 6. 30BXT 150 ng/kg/day%2 5 vy PORER B SKENME.

RPMBLUOHEIHE TEREORS L, REABREREITMATEN - RECRETE
BERFL 7

D

)

RiE#SEHE

—BRBCRBERYERSOXBRIBDONLE O -8, D 150 ng/LiB THEKRXEK
Bic2foRT (1835 KPIcEE) BB N, O 150 ng/k B CIERMM
it EEEMOENED N, BOGRES X UHEORERCERYERSOK
BiliZvohiadho-i,

HOoMBENRETIE, 150 ng/kg BTAT 7 )y ME, ANES0EVEBIUR
MEREFEE, BAOREFLIFEZRL. BESFSEMEARIBED S, MK
{EEHRETIZ, B XY 150 ag/ BT OTORES LTy -(TPOFEIED SN
72o

BEEBRIHED 0 ng/kg ILOBREBFBLOHEO 150 ng/MBRTHBRBIUERE
BormMEL3EMERIEZRL. SIRFARTRED 30 BXY 150 ag/BTHEBO
BRA, D 150 ng/ B TCHBS L UVFROEXRPBED Shi-, REMBERRT
R HRYERSOXBLEIONSHREL T, 0 150 g/ BTHBO/NESD
DHFHRERLS. O 150 ng/sBTHE 4 BHRHYICHBO/NEROHFER
iR, FERRZHE. NEGLOEERBEES L UCBAREEN, RCABLITLRELT
DEDoNIHYICETBIUCREOEALE. FRO/NEGLHOFHREREL#ET
Z3ILCHBEL4OXEPCPERERBIALARLSROEMARBD SN, T, BORET
B BROAMNRHEBEOERUEPLPEOMNESLIUCEFARED PASBHEENOLE L EN
BEINI,

HEEREFY

RE#E. ZHRESIUCEANBE TR, HBRYERSOLBRED SN - 1,
SBBRBRETE, 150 ng/kg BTLIHANDBPICET L, T4, AR THEHMES
KEZERECOBD SN HYRIFABRES L, FEROERABEEREEETN:
Al SBRPIVEIHERIEORELELE T2 N RB I N, Nb., FRHM
BLULSBRBEICHBMERSOREBRIED O LM -1, FEROAERRETII.
AZRERBEINT, FEAROKELHF LB I TEA ML 2, EER. BT
REIVHEEBEAHOHRTHHRBRYEREICIZLEIONIREFEIEDOAR
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ng/kg/dey Bl BT 150 0g/kg/iyOBRETRDON, BEBRIIHET 6 0g/ke/days
T 30 ng/kg/day LHERIND, £, HOEBMIRETHER (5 ng/kg/dayREI
E-oTHEDONY, BELEBERIT 150 ng/kg/duy L HBEIN G, BOLRESIUCREHY

DRE «-RECKITTHER 150 ng/kg/dayRETE Do, BEERIT 30 ng/kg/day
CHERINS,
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WTARBIECEEROREE LTHERASNTWA{LANTH 5, R{L&WOEBHITO WL
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BEBRABBLUAE

BEBY

BALSDFRT v b (Crj:CDSD), SPF) @F BEAF»— R« Y N—ppREH (W%
NREAT) » okt S EMOMERNEEERS5EIR20B AL, 7THHRE -
BMLRBE L 72 BMLBRP. —BRRBIRENBOON L, -> 28 %2 SHMOFHET
B, NERTHEAT L CTHESBEZERBRICAV R,

BRURTROKER., #T 3130~400 ¢ - BT 206~165 ¢ TH -,

HERARREH ~
0ECDH A FS A4 icBWVWT Ty FOEANBRINTVE, Rz, AN, EHkb X
URENRERLEZZRL THRAR,

-G |

BYi, BELL~16C. BEL~(5%. RIBYISE . BE 150~300 lux . BB
REIRE (FRITHRALT. FRTRED CRESA ANV TUVRAFLOREE

(W5 7T XD 10.0xH 2.5 m . 1425 0®) THEL -,

BRstt HEREHY -EX (ERBADHE) OEHKERNEFHFMR (7 6910 XD 79.0x
H195.0 ¢m) 2HLy THUIME@E - KAFyVABEHETY— Y (W 15.8XD 23.8X%
H16.0 co ABEY —Y « AR=2Z 6011 0°) CHPE LI FONEFELAE L, BL.
REPMEDR, BE TV INKHE - KAF VYUV ABEERT Y — 2 (W 36, 8xD 25. 0%
H16.0 co AT — T « AXR—=X 14700 ¢2® ) KNBLEFT L, ERISBUBOF
BYEIBFLIBE TN INGE RRXFVVRABEREETY — Y (¥ 36.8%D 250X

H 16, 0cn) BT P L —BXUBEEOHE (FVI77=-F54) ZANTHETEL 2, BF
F-UVR3BELE. HEBIEZEIERREL L,

R, AV U VBEBTERRNSH (RABPRRX) HEONMF BRAR (KHR
BEHAN) 2EAL. AFHRAPERCERS L, ARRcERA L At OB RME
DR, AV U VBB TERINSEPMEEA BXAESF VY — (ERT*%
BX) KEKBEULUEMBL . TORWBMBIE. Reference data § W/RL o

pkiz, KEKZEBHICERRE G, KEKOSIKR1IFIT4E, BEEA BERERS
MEREELV/— (BREERERAT) TEBLZOKERERBEF T, Reference data {i
Rlfco BB LAR. KEIUCREOMBIRBERICXBERTAEHOZTZL oM IR
KEUOBERNIN - 2o

LE, BYOREHMD., F-sOoBHELLEELRELLLEDNIBHEROELR
ih -,
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BMi3s o UHEBEIC K-> TEIMLL. BERMEHELXVZEBRREERTILOK
FTRS5E1IOASBRESITL
BHORINGBENEALFE2TELESICBEANATr — Y CHMERES (Arinal
1D-No.) 2T Li&DIToTce BL, BRTMETREFSKTLIVEEL.,
REBPIKRBY R IO BRI 1,

5) HRBRBOMR
I MBES LU 3 RRMERSROM 4B E LR,
e | oume | P R omum | woy oz o=
(mg/ks) |
3 1 0 CotRRET) * 12 1001 ~ 1012
2 b 12 110 ~ 1112
3 30 12 1201 ~ 1212
4 150 12 1300 ~ 1312
L 1 0 CoHRE) * 12 2001 ~ 2012
2 6 : 12 2101 ~ 12112
3 30 12 2201 ~ 2212
4 150 12 2301 ~ 2312

¥ I—VAAMNDBERS L T,

) AERREERH
AEBROBRIACEB LA TS5y rZ2AVWVAREREE] S MRESE4STHER
(RBRESUE) | OBRESZBICLTRE L, #48bB, 0. 15, 150, 300 BEW
600 ng/kg Z2REB LIV BRIBERE LR, 600 ng/k; BOBETL2AXTTL
7o E72. 300 ng/kg ZIEOBREBOHEB KT 600 ng/HBOMETHERMME RS S N
150 mg/kg ILOBREBRDOHEB XUV 100 ng/k Pl LOREROB TREROE/MA SN
720
HRBOZEERI. 15 g/ LOREHOEB X 150 ng/IiPl LOBREROM TR
BORERLIUHENERVSEDICHEEZRL 7o
BT, 150 B 300 ng/IgBOHERT ST 300 np/BOMTHBORKSEDS SN
7o
DULEORERD S, FERROBESPMIENBICET 3¢ 2ZR L. BEARELT 150
ng/kg ZREL. UTAKSIKTHRL 30 BXY 6 ng/LiBEREL L,
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WRYMEOEYS X Oy —i / BEMT

VEBOBRMBZEZ I - VAL (FA54F R HRNEHE, REBFEEH) CARL.
L2s b BRI ng/nt OREBECERL 7z, BNKIEZ., AR THRECREEL
oo BBBPOBBRYIE L Reference dats § ISR L . BRI 1AM 1B ED
BETEML. ANETEUMERA L, 12 /it DBE, BRERETTOBRL LY
SHMEETH 3 LHFBBEINE,

BEHOH—E,/ BEMTE. BRRESCENLZEBONy FOOREARY VT
EHMEHLUERL 72, TOER, Reference dats SICR L7~ BREOTYHEREES
By 3~104 % ZEIRKR O 8%121?“65‘0\ BICHYNEINTEOEERIN- 2,

BEFEBLXUEREHM

BREERII, DT A FS54 Y [REKSEE - FERESHHFAER] THEFRILTL
HZHEESERICEL THHEORSZRRL 2,

REFEI AFE 100 ¢80 0.5o &L, BEINCHEL ZBRFEERCESVTREHL
o BV VFZAVTEHLE (TE/8) BAFMEORES L. RBICII-VA 1L
DHERBRICHEREL 720

HORSHEI. XEHUBMEXERNO UEME 2D TREMMKTRTEMO &R
SEHEE L, OBREHME. REMUBEM EXEHMF (RBKRILETREIIBR)

BLURBRIBROERPMZEC THARKOEEIEX T (UI~4BM) &Lk, Ok,
HRABRIOBRERISHOBEMBETOMERE L,

WE, AEBRURE

i B Y

— R RBOHRE

2fliconT, ABRVEMG 18 1EUELOEETEERL 7.

EERE
2FlicoVnT, 85 | (BEMAKE) V7. 14 2 280 35, LBXTHE ERE) K
RMELI, 7. REHMPOKEEMBLZRHL 7,

BREROHE

2FicoVT, BE | (RERKE) (1T, 14 2 28, 35, 2B KTUE (FRETH)
CEEREFAEL. AEEAOCROMEBE TOMORERLRDFEH 1 EREREZEN
Lo T, REMMGORKBERELEH L, BE, XEHMIcBT 2RABHORE
BEIAELLEO -7,
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2flikonT, BE5HM (I5EE) RTHOY AL S BT THIRKMER S K,
T-FUHKBRTTHBEL. BERABRsoRML 2. RECRIAMEA V. TR
(BDTA-3K) 2MA ALY VA y TIRMEZRML, BEMKERERE THMS H 6000
(F7=avig, kBE) ZAVWVTTREOHBEZRMEL 2,

AT MYy bE (HCT) LROROERE W BIE

A Yol v R (HGB) YT VA MANBSBEVE
® Mm RO (RBC) BB EFRE

kM ERE R (MCYV) RBC, HCTX W EH
FYRMBRMBERE (MCH) HGD, RBCK b BH

S 449 7% 11 5% o 5 % (MCHC) CHGB, ECTX DM

L A KRB O (PLT) B R B IR

B o RO (WBC) B 5 B IR i

Bl RE SR TJo-%A4 rrIRPY—F

HNBREAREEROBETHEL 2248, WARMBBRKEREEBRL, A4 2V a2V
WE e« FLYYRE L THREL

FBAMBR RO HEOEEIC>VWTRBERMREBEN S AEASE++ oy b (FLE
RS, BRBRARX) THRER. NEABRFEREAEYLER L,

M L ERRE

MEFHREFOMMK & FRHFEIC. BERAXBRH SBROLcmEEZ V-2 y—b (R
&y ror, BRBFRERX) KBR LA, REICIR., IMKE® 3000 r.p.n. 7
SEZOAMLTRAMBEEZA V. SEHEEZEYHSHEECentrifiChen ENCORE I
(R=A =, XE) BL EKTACHEM TN (T4 w 7 #. *E) %ﬁﬂmrT?ﬁ@lﬁE%
BEL S,

B B =] (T. protein) Ea-lvw b
7N I (Albumin) B.C. G &k
A/G (A/6) HEE '
il B (Glucose) ThVI—=-RAFV¥—-¥E
R X 2 X (BUN) VLT —-¥HERE
S VT Ft (Creatinine) laffe &
BEYLE Y (T.Bilirubin) VT VBRE
TN IVBAFY ol
FSVAT IF—E* (GOT) Karmeng{ B
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b5 YRT IF—F* (GP1) Karmen B2 i
T —=JNFINEFTUR
RPF5—-¥* (Gamma-GTP) S1asz gk
<R R BN (Potassium) BEZE
= * (Chioride) BB
BNV T Y A (Calcium) TV IEEE
&/ om oy v (I phosphate) BYTIFURTVEZDLE

*EIOEE I INCORE O T, fiz EXTACHEM THRIE L 7=,

SRBLIUVBEERR ' ‘ :
HREICRM L 28>0 T, ROEERICHE - HRORNBHBR LTV, B, F
B. BR. AL LURRLAERZAE LR EER - FEL EHER) 2HH LI
T 2HYORER. FB. BE. K. OB, M. 5%, B%,. WVR. TEABLV
RERZRER (B, BEROR) 21 1%PHERE\H L) VERTEHEL. BERBLUH
HEGR77 v EETEELL,

WEAARERE

BEELATRCEYTIHE Mo 0T, sHrRaew MBREREFR (REBFHRT)

TS T4 VURZERIL. BEICE-sTAT M F V) U e 4 VB LI, 2. B
ico0WTi PASRE LT, BRIIRFL VI —THEIEL 7.

EiReRIL Sl
MRBEE 150 ng/keBO2AORM. MR, DR, FE. B, BE. 5%, FRbive
TOBHORERERES, § BLU 10 ng/kg BOLADOKMR. FRE. FREXUEFT,

HEiRZRIL S 0D - ol
4 < Bﬂﬂ%\ ’E‘m\ EFM\ ﬁm\ ﬂ*m\ EUﬁ\ *ﬁ%\ ﬁ%.—tﬁi\ *ﬁi\ Eﬁl‘[ﬁﬁ&()‘?%ﬁko

By ¥
—RREOEEK
flicovnT, EREMPLEIBEULOHEETHREL 7

EERIE

2FICHOVT, &5 | (BSEBE) . T, UBXUNBRAEL. RERIRZER
T UBXUUNEIK, 2BBRIBETOBL LA BICHEL 2o o, B5HMTOKEE
mEBEEHL .
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BEBOHE

flicoVWT, &5 (| REEBE) (T BLUUBR, RERIEBERI. 1. b
LB, ABEIWMEOBLCLEHLEEREXMEL. AEELSROMEBZTD
HoWERERDFEY 1 BRERERH L, 4, BEPMTORRBERERH L 1,

HRBLUBEER
DTOZEToHMc >V TEHRL, BE - HAORROFREHE L 7o

RTH : :

REBEDCHRL . KM, LK. Y /50, BER, ke, KBEE (BEZSD) .
BRI, [E. BB XUK[EX. OB, FREBICLER/ME. &, RE. . +2HER.
MR KB PR, BRE. MR, BB, AT, Bh. SR, FE. B, BR ~—5 K.
B TEASIUCBHZNXFHERE L) VETEEL 7.

BRSBL M
BEABRI—-FUVRKBREIOZRES &, EE%E@NH&M@%%??—:#@:\ M.
B, FRELUBEERZAELREER - hEL (BHER) 2HE L, £, 28

moOKR. . Bk, SRR, B, OB, BE. BIE. Tiﬁb&vi#ﬁ%%*ﬁﬁ%w
YhE@EmAIL<) VETEEL .

HERSBOBD oS b - foif -

ERDBIC, = —FIUHRERBMEZRA S, TEREONRNBEEIT > B, KA.
AR ) Ui, EHIR. R, KBER (BHEEEL) . R, KB, MBI UI[EX.
D, PREBSIUCERME, &, &8, B, T2HB. NNB. KB, FR. BB, BR&.
R, BIE. B, R, TE. B, BX, "5 R, K. TEXBXUFHZ10%P
HEHRLT ) VRTEEL to ERECED SN VEHMIERAFRILEHEL 72,

ERFETCOBD o N/ -

EZRTRTORTCHSVIBRRVEZBINABELRFEL I~ FILRBRERKOTEE
SE EEBEOARMBEZT -k, KM, LR, U V30, BB, WE. KBE
(BEiZSL) « WER. JE. MBIUKEX, LB, FRBEBXCLR/ME, &, &HE.
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REMBERE

BMELATRICENTIRE - Bt o0T, %RA4HE HRBUEHREFR ERBEEH)
TR 74 VIR ZERL. BELRE-TAT MYV o243 D viB LT, 7. B
BiiowTid PASBEB LT oo BRIBZEFE VI —TEEBL 12,

RTH -

BEM. 2R, U v/, B, BB, RBE (BHZE0) . BB, ST, LUK
BX. L. PRBBIUER/NME, T RE. B, +2HB. NMNB. KB, FR. BER.
mm\ gm\ EUE\ E%\ gﬂ%\ ?g\ E\ EER\ ’\-y_ﬂﬁ\ Fﬁ\ Tﬁﬁkﬁiff?ﬁo

BERA L 7o
MBS 150 ng/kgBO2POR. MR, LR, FR. BB, BE. 5%, B LU02
TOROREREMMR. 6 HBXT 30 ng/ky HOLFAOKIR, FR. B L UEIF,

BERARILOM :
R KRER. OB, P, =, BB, BIF. B. FE. BEB LU TEK,

ERATCOZBD SN /o -

Bl BB, U U E, BmRR. WE. KBER (BHZE0L) \ R, SE. BB LUK
FX, LB, BRI LR/ME. &, RE. B, +2H8B. MNE. KB, FR. B,
PRk, WM. BIRF. BEBE. OREL. TE. BE. BXR. N—F-K. M. TEABXUEFH,

POMOLRMRECH T IHE. RE

X B

REFNUBHOEBMBREEZIT - LHZRBROEDO T —-VicAh 11 TRE 2 EBHEE
BEIEE /1, BY., BEPFORETHEZ - TKEBRIUIEL, ZOHZEROBE & L,
HEAPEEEIREBRIEE TV, REfiroRORENE coMoa B E AP IR E
LTRgHANERH L 72,

REZR» S, BRICHODVIRER [ KERVYHME /FEBHYE) X100 ] 2EHHL
o
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BZHEOHE LA, £, BRFM (MEFOBDCERENSEROBOERBEZRL
B  XER [ (RESYR/RERZBYE <1000 ] | HER [ (S RHEENK
SRR X100 ]  FERR [ (FRER/ERREH X100 ) . o%R [ (HER
BABREBEHE) <100 ]| HER [ (HELERB A/ HERKE X100 ] 25l
ERUBOFMIRE TRAROA SN VWEIHIZHR L, FREOBEDOIARVERAR
RIELHEL 72,

HARAOBERICOBRBZBREL. HE4BZTHEREBEZHE L. HE4HOHREC
ERBEARB XUCEREREAN,

. HF&ER '
HER, HERE (AFR+RTR) 28~ #MZHE L &S (B /#) 2XkpsLs
bIKAXREOAREZRN, 1. MBO0F L4 HICRBENOEREEREZME L
BEHER 1 IEY ) OFHPEREFH L 72,
HWEABCHERRALEBRL. TEREOHARBRET -k, WHEPHTORTELE
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AHABOET—YR, avEa—% « VXATFLZAVTERL, BERRBE IOV TRUT
DF I & D HH BT T - 1o
BE, HEHMBOFERCEMTIRBR 1 BESVOREE 1AL L, HRAKEIZ
2 0005 BAUSE P 001 O 2BREE L 7z,

HE, RER, TREAYN. EXREN. HERK. RERY. &, PTEHEAR. SRYE
. HEKE, HMmB, HER, AVEERER, FEREOISLER, BEER, BEE
B -AEE (BHER) \ O&AFNBIUCMBLEENREEC O VWVTRESELEREY %
Auwi, .

BRI Bartlelt OEN/HBREZEML 2, SHBOBAI—-TEELELITET - 1=,
BN EETERBOEAMISBMOBEIZ Dunctt DB EERRE, SROEEABNRYL
5BRE3chefft OB EHBRETHRBRBLEZLSHBOEEEEZREL I,
BartletltOBARRETCARESROEA R Kruskal-Wallis OMELBREAEBL 7o HE
TEHROREHAEBOBA R Dunnet tOJEARE. BROBFHNRL2HAR
Scheffe DIENRETHRBLEREHBOFTEEEZREL I,

Bartlett

EEE FABRE | ggz

L HY
ANOYVA Kruskal-Wallis
fE 67 & E
FERE HFERE FEE BFEE
»HY L »Y BL
® T w7
BEAYBO LB BEAHO LK
Dunnett Scheffé Dunnett Scheffé &
ZEUBRE ZELIBRE JE 6 B E TE o8 E

mgx\ﬁ%&sxw&%ﬂuomrmwmﬁ&w§muto
HRFETED SN EFROEADS & CREMABRERE TED > N FBO /NER OB
JaERBICSWTIE Fisher DEERBREES THVL I,
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A B ¥ B

RE®RESHE

HEMRITE

BB LU —RE (Table 1-1 ~ 1-24 Appendix I-1-1 ~ {-1-4 )
RCARBRSHBEECOWTho/SB I bBREIN LM T,

—RREOMETI, RE AR 2% 6 ng/ksBTLH. BRRAUHN 30 og/kg BT 2 Fl

WRAEMEBHMA 150 ng/keBT1H. BEE (LHUEFTH) HHBE, B LT 150
ng/kg BTENENL, 2BLT1IHICBRI N,

& | (Figure 1, Table 2-1 | Appendix 2-1-1 ~ 2-1-4)
BEHMEZAUNRBE L HRYARSRHLOMICZRIZD S hilih s 1,

| & (Figure 3, Table 3-1 . Appendix 3-1-1 ~ 3-1-4)

SRBICHAN 1590 ag/gBTHREUNSITHOEE 1 ORERIFREERLEN. REE
ERIIIBEERIEDONTE I >, §BXRT 30 ng/ky BTRUBBLOMZRED
SN - Tz,

MmEFRBE (Table 4 | Appendix 4)

BN 150 ng/XgBETAT b7 Y v MEL ANESODEUVRB X CRMBREDEM.
RRMBREESGEE. 6 ng/kg BTHRMBMIERNEEERL 220 T, 150 ng/ky B
TY UNBREENEME, FHREREBNSEEZRL 22, BRUEILTH -7, DM, 6
ng/kg BHTHRMBIRPED. 30 ng/BF CHORMI VTN FELZRLPRRICHAL -
ZTILTREI - 1,

M bEARE (Table 5 . Appendix 5)
FTRCOWBYERSB THRB L RERENEME, ALY I AREEERL 20 % 2.
NBXT 150 ng/ke B THRBICHERBELG. TIAT7IVBLUy -(TPEENEME. (0T
PEEERL. 351 150 ng/KgBHETAHA Y TV LPWEEZRL, T, 30 ng/IiBETE
BYUABEEZRLAVERICBEBL ZE/LTREN -

e EE (Table §-1 « Appendiz 6-1-1 ~ §-2-4 )
SHRBBICEN I 1g/k; BTHRBOBENERLSSMESRL. 150 ng/ky BTHE. BBO

EERPIUHENEEN G OICEMEEZR Lo § ng/ky BTRIHBREOMICZRED S
Nnixch- 1z,



(1) ## R (Table 7-1 | Appendix 7-1)
KEYR % BROL & B o i
HBYBEREBLE{BEINLHFRELLT. FROERN 30 BT 150 ng/g@TL
BIUIRITHEI N, TOMERREHLZEAOSNIFREL T, HOFEM K
(1B8) . FROZEK (KERE) . BEROR (BIFE) | FROBEL L HE.
REBIUHEEEOERN 0 2123 150 0/ B THRECED SN, FHROKBL
BXBET2HAICBD SN,

%2 RIS B8 7l
MRBTLIAZBD NN, REFRIBRI LI - 1,

(3) FRIEBXHRASERE (Table 8-1 . Appendiz §-1)
KRR % BRIL S B 7B -
NRBICHBELT 150 ng/BTHOHICEZVWREEZRLALFR E LT, NERLEFA
BOMERR (Photo. 2) AR IRIEEIN, . BRRYERSH TP OHNERD
AOoNTcRRE LT, BIBOERENXEDO N, ZOMBEDONLHFRII. BB LK
BYBERSBELOBMTRARCEZR LMo, § BKU 30 ng/kg BicoWTHRIER., FRB.
BERSIUVBEIFESHBRL-ER. FRBIUCEFRICIBERNRIEA M -7,

SRR & BRIL & 75 D Folff
HEBT1HABD SNk, BROBELE. FROKEL. BROFEEEIS X CIT
DR EE S i,

b, HEEIYICRITTHE

(1) T B LK F—BRRE (Table 1-1 ( 1-3 ~ (-5, Appendix 1-2-1 ~ 1-2-12)
FETHliZ. 150 mg/kg MTHERUBBK 2ABR SN, D55 14 (BWESUID &
BiE (FEiR228) KEREHETHEESN, BEHRETCL TV, o145 BHES
2305 RABPICHTLE, 2OMMOBREHTRIBREHELZBE LA THARIBRESILA LI,
7o
—BREOHETIZ. RAWBYD 10 ng/ty BTL1HA. BE (IR, BEK. B #HER
BEXU 6 ng/FETLI RV 2R BRI,

(2) & E (Figure 2. Table 2-2 | Appendix 2-2-1 ~ 2-2-12)
150 mg/kg B THRBRBICHRERONSIUBOMOKERMEBNEMBEZRLEZ, § BLY
0 ng/ B CTREBELOMCEIEDONTE M T2,



(3) B B & (Figure 4, Table 3-2 « Appendix 3-2-1 ~ 3-2-12)
BEMMEEUNBREERYERSHELOMICZIED SN H - 12,

(4) BEER (Table 6-2  Appendix 6-3-1 ~ 6-4-4)
150 ag/kg BTHRBRBIIENFBS AUEROBNERIEEELRL. ZERLEHEER
ZRLUTo 6 BXU 30 ng/kg TR, SBRBLOMBICZREB SN IS T2,

(5) BIRARR (Table 7-2 ~ 7-4 Appendix 7-2)
RCTH : |
RUFE 150 ng/ BT 2HRBOH SN FBOEXRN2H., HoRe{. NBOEBIL.
FRopel, XK, R ZUBBEOEARFE1IABRI N,

WEABOH :

BHRMERSBCE(BEINOAFREILT, WROFRAN 6. 0BXT 150 ng/kgBT
ENTh1, 2BLU10, FROBEBH XK LXTIFOEKRS 150 ng/IgBHTE 2
fl. EROBBPIMA 6 BR 150 mg/ kB TRIABRBI ML, 2OMBREICREL
FRELT, MROFRER K. NMNBOFBEE KK (Bfa) . FROFELET (BF

R \ BB L UFRELE, BROBTRERE XCER, HEOER LI ERYERSH
THR#EBD S,

KERDERIL L 78 o - 1ot -
HEBETLIABRD SN ALY, AERFRIBPRINI»- 1,

ERETCOBD SN - :

HWHEABE T R2RATIBDHoN R 30 BXE 150 eg/gWTENREN L BLT 3
FlTH-tco FBROEREL KUFREHM/REN 150 mp/gBHTZThEN I (7)) BX
U2REEIN, TOMBESNLEBOME. RROFEM XK (BE) | HoR
BH/XEL X UESN. Bogel XE, Meogeit, FRoatlt. RO REk.
BAs L UKL, BIROIERVERECED SN,

(6) WEABBERSE (Table §-2 ~ 8-41 Appendix §-2)
ETH :
U 150 ng/ R T2RBO SN, BBOBREEF. HOOBEFREE, FEL LU
BEORANE., FROM TR, MEPOEEE, BEREE., NEDOEFEIQE
. BBOWMFHEYE., ENREEGHE, AROMEN 28 L bIcBERENT:,



HE 4 HDH -

SMRBEICHBELT 150 ng/BTHOMACBSVWREZRLUAFRE LT, NEROEFE
fEEE (Photo 3) WEEENK, 272, HRYERSBH TOORMERDOS SN FHE
LT, MBOBHEIBES ML, HBBECBEDSNT 150 ng/BOS CERAORE
ERULAFRELT, FBROMEROEMITMIE (Photo. 4) | HER, BROLER
PAS RRUEEEAIZCE (Photo, 1) . ENRESMED X CEMRBEEDEE (Photo, §) 2
BEShk, 2OMBPONLFRER. NERLBRYERESR L OMTRERICZRY
ho 7z,

6 BRT 30 ng/kg B oVWTHER, FE. BBSLCEBEHERLER FBRBLU
BBOBREFREUL, HBOBHH 150 ng/ BN EEBEEORELER Lk,

BEMRASERILL 18 - 7o

MRETIAZD WL, LDBOHKREA. HBOBRUBL LUFBOAFRARBRS
N,

2RETOBD o h i : ,

B KT 150 ng/BBTENZTR LI BIUIFABRD SN, 2B BV THBROER.
BROBRLE., SORACESXVCTFBOEBHESBEE IR, S5 150 ag/liBHTH
DMl BEDEAE (Photo, §) \ FROMSSDR. /NEROHITFBABRHET., BE
Ak, FEARER. BROEOME. RETFREE/L. MIEL2R. RATER. AR
HMEOCREB LUZERERTAZhIFF 2TV 3FITBES NI,

LR LR

BBt RIZTRE

R K USEAeEE (Table 9 Appendix 9-1-1 ~ 9-2-4 )

ZRIE. TRTOBRTLART L iz, |
Zh3. HERTIESRRITH D, ZOMOEBRYMBREB TREMIRILE, #
BAHBEETE. RER %L LRBKLEES) bBERIAT, WFhOBLER4~5
HOMBHARL, PHEARCRMZRIBD NS - 72,

St KUEE (Table 10, Appendix 10-1 ~ 11-4 )

ERPBIEEETEYN ~ILIBOHEEBETHD,. AREMOEEIBD S MIEH 5 12,
150 ng/kg HTOROFERERB L ABRPCE T L2515 (FHBFESLN) #F
Eh, HRBOFERRECBVWVTFERREREN O LR S W, £/, ARTHR
BICHRBREHEIBDO LE, BEHMPc2RECORD ONHWIL 45 (BWES
2004 23035 2309, 2312) @E& hiz, ZDf, 150 ng/kg BHTHBBICHNERIBD
EERFEELHEEEMERL 2K, REZENERZZITD S, HBE. §
BE 30 ng/ky BTR, ARRBOBERBEIN T, B, FRER, &1, HE
R, BRB, 2B, HERBIUFEROERABEFRICHEBEEIRD oL T



b, FHERICRIFTEE
(1) AERE (Table 104 Appendix 10-1 ~ 10-4 )
WTFhOBRICHOARBERIBEINLE -2,

(2) & &\ (Table 114 Appendix 12-1-1 ~ 12-2-4)
HEABETOGREIEEL DCBMZRRD oA,

) B R (Table 12-1 ~ 12-2)

BEAHECORTCROFRTR. AROCOERRAFEBRMBERSB THRE W DA T
507‘:9 '

HEABOEFROFMR TR, MBROBKREE, FROSERE RK, RUALBIUER
TROGEBEE. § BXT 30 ng/ky BTHRELEYONT,



13. ZEBLUHESR:

D RiEKEELE
HTHIIMED 150 g/ BTERVBEC 26 (1AIRSBRPIET) BBExh, SIBT
HEOEARX., REMBRFERETCHRBEDLOLTIREFRABDONLZ Lo, BH
CHBENAKRE(HMELLLEA ON T, —BRREBOBETEDSAELEEFRIVTH
LEREZILRDOBAORETHD, HBRYWEREILLXEbDERIEL NI, B
D 150 ng/ B THERBHAPICETHMOHEHI»NZD oo H, BTHoVWTRB{EEBES
CHBMBRSOREBIBDONIEL - I,
FEHBICBSVT, #0 150 1/ B THENHSITBOFY ] HH/EBFHMML 1225, B
BT, po4fBE—BLBVWE(THD, FRELHERTEIRZVWI LIS, BBRHER
B i3EBTRIRTVWENHENT,
HOMKEHIRETIE. 150 ng/kg BTAT P77 Yy M. ANEZ 0 VBB XUKRMERK
BNEM. AANRERKFEEZRL. BRSPS EMERMLBDONE, BB, 6
mg/ky BTHEAORERIBEEER LN AT M7 Uy MEPHKORBICEELS SN
FHOBEOBRVWI 0o, BRYEARSOHLEBLIZZ oNLEIh-T, MBAENRE
Tk, B XT 150 0g/k BT OVTOEMB LT 7 (TPOFEHABHON, DI By
SCMOEERIFBOBEET LSO RBRYMERSOLENTRE N, (0T OEHI-OL
TREOBMFERBEONTUDN 1z, BB, TRTCOHBRMERSH TEROTEBLUH
Loy AOEBEN, S50 150 ng/gBTH Y Y LPNEBEER LY, YHEEoRREE
HRZJIUSERYBRESOEE TR VW EHEIN, B XY 150 ng/BTRES
BEUTNVTIVUREEERLEY, TOMFRESHTEN - 1,
REEERTRE., B0 3 1/l ULEOBRERBLIUCHD 150 ng/iBTHE. SBOEH
BBEIUCHEASERAHME 23 MMERERL. SIRFARICBVTLHO 30 HXT 150
ng/kg WTHBOBAR, #D 150 ng/kg BTHBS XUBBORXNED >,
REMBERBORER, HRYBERSOXBOTRBRINIREL LT, H#D 150 ng/ke
BHTHBICANERLBOFEMEEAEEI N, SORBTRIFREOEEET(L. i
A%, BROGMNRAZEOHE., ENROZEHE. RSB IUELHETO PASEH
BERORBEBRENBESN:, £, 2RECOBD SN LB S LVRTHYIcEKES
AHRELTEBIUREDEBLLEINB D ON, FRCEEIA-FEROEBE. &
MBI VERERIRTNEDLHICRETIREEZR L, BRCEDOoNBLOEL
KOVWTHLEIRCEBYMBEORELEI oSN 3N., ENROZEGAHBEOHERE>WV TR,
B LU-REECHFREENREZELHEBL TO BXSHBEIN. 2O0EERANE
BMRABENLSTRTHAIENBENS, HF. HBELAREELETHBEZ20N 5,
HETHLONACEBYEORENBY ONARERIFBOATHY, RERPEREbHICK
NRTBETH-t, Tres BRBLTHIROZER SN BECLE LERYERSHTHEM
BEERLE, COH5 150 ng/BTHRESNCHROERITRBLIUVFRBORED
BELHABEErBY O, BROBORENTRINL, LAl § BET 0/l T



ry)

BRI LW ACERI. hOBEORRLEMERROABVI L9, BBV THLFS
BEORNHE I LOCERRERDOLDEEA SN, KNE, BOBBRMERSH TRE
REMP Ao WA BTREOZRULIERRENCHESINIFRTHD . BB THE
ENERCEEBHULZRLBILA - L0, BRYEOHBLRIZI NN,
Fiho, BOBRBICBVLWTIREEROEMERRA SN, ThE2EMNIT B XS QTHER
EREAEMLRIBESI NS, L, EOMOBRERLRESNEFREDLVTRERLHE
BMLTHMT2ERLBDONT, HRAREBORELEA SN S,

DEDZ EMS, b-tert- ZFNU-41- #V L) - LOREH/EICID, NBXT 150
ng/kg BOET COTOEMEB LU 7 -CTPOEMAY, 150 ng/ky BOMTRLE. AEHMD
#l, FR. FROEEEMSIVEKR, ETEOEAN. FRBLIUCEREROHE M. FR
DIEANED SNt T, REMEBERETIR, 150 ng/kg BOMBETIHFB. oM
TEBEZPLEL LAREFRVIBED SO, FACB T2 ENBERIFBRBIUBEREEL
DNtz PE- T WMEBEBIIBT § ng/kg/dey, BT 30 ng/kg/day EHEEI N5,

HFERR BN

REESIUZBECHRYERSOVEBIBD LT, AMHBREIK SV TLHINTD
BRERTREL~S5EBORAMETRL. BERNEREORLBIRBD o7 HRERK
TEEUED > mBEBLITERSRILL LD > LI N BRBETES 1ABEBI N, RRY
DREICEABT S LELONIRERRIBD S WS- 7,

SRR TR, 150 ng/kg BT—HOFERERBLARICEC L BUL 1 AIBEZ
Nico BEMHBPC2RRETCOZD o ncBymA 30 ng/kg FT1H. 150 ng/kg T3
AEEI N, oI 1l /B THFLEROER L BEFROBEEERGBD bhc I L
o, 150 mg/kg BOBRERIOVABRDIIVIEIBEFRECOEELZERE T 3 A/ ENTRRE
Nieo Ty 150 ng/kg BTERHESBDOL LD, SHROTRMEIL (~15. 3 RTE
BEVWIEHASHEBRYMERSOEETRUEVWEHKINL, UEERFPM B I TCIHKRERN
TREBMEREOREIBD O LM T,

FHEROAZRETRARREIERINY, FLEROKELWE 48 CIEHcEML

fro Etc. MER. RFERBIVHFIABOHR THLRBYUERS T I3EEIADON
f;b")to

PlEDZ EDS, b-tett-FFUN-L4-FI V) -V HOEBIRETEER.
150 mg/kg/day MERK E->THEDONT, BEEEIZ 150 ng/kg/dayEHEIN B,
HoEMIcRIFTHEEBLLIVENYORE - RECRIZTHE L. 150 ng/ky BTHES
MAOLRETCOBHYUKOEMBEAD O NI LI OBEERIZ 30 ng/kg/dey LHE
Eh3,



14. 8 % X #®:

1) EPA TSCA Test Submission (TSCARTS) Data Base , January 1994,
) RRCZVEEE. LE (199D .

3) OECD guideline for testing of chemicals: Extended Steering Group Doéument
No, 3 (19910),

4) Shayne, C. G and Carrol, S.W. : Statics and Experimental Design For Toxicologists,
Telford Press (1986).

) EXARR : RHFME I —HE LB —. REARFHERS (191D

6 BE # : £y FEAM, BEE (1975 .
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Table 1-1 Mortality of rats Exp. No. 2283(115-026)
Sex Male Female

Dose level (mg/kg) 0 6 30 150 0 6 30 150

No. of animals examined 12 12 12 12 12 12 12 12

No. of dead animals 0 0 0 0 o] 0 0 2
Mortality (%) 0 0 0 0 0 0 0 16.7




Table 1-2 Clinical observations on male rats Exp. No. 2283(115-026)

Days of experiment

Signs Dose level ———m— o e e e e e Total
(mg/kg) 0- 6 7-13 14-20 21-27 28-34 35-41 42-45 (0-45)
number per group 0 12 12 12 12 12 12 12
6 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12
150 12 12 12 12 12 12 12
sacrificed 0 1] 0 0 0 0 0 12 12
b 0 0 1] 0 0 0 12 12
30 0 1] 0 4] 0 0 12 12
150 0 0 0 o] 0 0 12 12
“normal 0 12 12 12 12 12 18] 11 11
6 12 12 12 11 n 1 12 11
30 12 11 11 11 1 12 11 ]
150 12 12 1 12 12 12 12 1
loss of hair 0 0 0 0 0 (4} o 0 a) 0 b}
6 0 1] 1] 1 1 1 0 1
30 0 0 0 0 0 [} 0 0
150 0 0 0 ] (¢} 0 0 V]
discharge of eye 0 0 0 0 ] 0 0 0 Q
. 6 3] 0 0 0 0 1} 0 0
30 0 1 0 0 0 V] 1 2
150 0 0 0 0 a 0 0 V]
urogenital hemorrhage 0 1] 1} 0 0 0 0 0 0
6 1} a- 0 0 0 0 a (4]
30 0 4] 0 0 0 0 [} 0
150 1] 0 1 0 0 0 0 1
teeth abnormelity 0 4] 0 0 4] 0 1 1 1
6 0 0 0 0 ] 0 0 0
30 0 0 1 I 1 0 0 2
150 0 [} 1 0 1] 0 0 1
a) : No. of appearance

b) : Total of animal observed symptom
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Table 1-1 Mortality of rats Exp. No. 2283(115-028)
Sex ~ Male Female

Dose level (mg/kg) 0 6 30 150 0 6 30 150

No. of animals examined 12 12 12 12 12 12 12 12

No. of dead animals 0 0 0 0 0 0 0 2
Mortality (%) 0 0 0 0 0 0 0 16.7




Table 1-2 Clinical observations on male rats Exp. No. 2283(115-026)

Days of experiment

Signs Dose leve|l =—cemmm e em et mem e e e me e e e —————— Total
(mg/kg) 0- 86 7-13 14-20 21-27 28-34 35-41 42-45 (0-45)
number per group 0 12 12 12 12 12 12 . 12
6 12 12 12 12 12 12 12
30 12 12 12 12 12 12 12
150 12 ) 12 12 12 12 i2 12
sacrificed 0 0 D] 0 0 0 0 12 12
6 0 0 0 ] 4] 0 12 12
30 1] 0 0 0 1] 0 12 12
150 o 0 0 0 [ 0 12 12
- normal 0 12 12 i2 12 12 11 11 11
6 12 12 12 1 11 11 i2 1
30 12 11 1 11 11 12 11 9
150 12 12 1 12 12 12 12 1
loss of hair 0 ¢ 0 1] 0 0 0 0 a) 0w
6 0 0 0 i 1 1 1] 1
30 0 (4] 0 0 0 0 0 0
150 1} 0 0 [+} 1] /] 0 0
discharge of eye 0 0 0 0 0 0 0 0 0
.6 [1] ] 0 0 0 0 0 0
30 [} 1 0 0 0 i} 1 2
150 g 4] 0 [4] 0 0 0 0
urogenital hemorrhage 0 0 1] 0 0 [} 0 0 0
: 6 0 0 0 0 0 0 0 0
30 0 0 0 0 [+] g a 0
150 0 0 1 [1] 0 1] 1] 1
teeth abnormality 0 0 (4] 0 0 0 1 1 1
6 1] 0 0 0 0 0 1] 0
30 0 Q i i i 0 1] 2
150 0 0 1 0 0 o 1] 1
a) : No. of appearance

b) : Total of animal observed symptom



Table 1-3 Clinical observations on female rats Exp. No. 2283(115-026)
(Before and during mating period)

Days of experiment

Signs . Dose level ———---——emmm e Total
(mg/kg) 0- 6 7-13 14-20 21 (0-21)
number per group 0 12 12 12 0
6 12 12 12 0
30 12 12 12 |
150 12 12 12 V]
copulation 0 0 4] 12 0 12
6 1] a 12 0 12
30 0 0 11 1 12
150 0 0 12 1] 12
norma il 0 12 12 12 o 12
3 12 12 12 0 12
30 12 11 12 1 1
150 12 12 12 0 12
discharge of eye 0 0 0 0 0 a) 0 b
6 0 0 0 0 0
30 0 i 0 0 1
150 4] 1} 0 0 0

a) : No. of appearance
b) : Total of animal observed symptom



Table 1-4 Clinical observations on female rats Exp. No. 2283(115-026)
(Gestation period)
Days of gsstation L
Signs Dose level —--=—--—----em=-s—c-co——somsssesssoso—s it
(mg/kg) 0 i 2 3 4 5 6 ki 8 9 10 11 12 13
number per group 0 1 11 1 1" 11 11 11 11 1" 11 11 11 11 11
6 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 12 12 t2 12 12 12 12 12 12 12 12 12 12 12
150 12 12 12 12 12 12 12 12 12 12 12 12 12 12
dead 0 0 0 0 0 0 0 0 0 4] 0 Q 0 1) 1]
6 0 0 o 0 0 0 V] 0 0 )] 0 0 0 0
30 0 0 0 (1} 0 0 1} 0 0 0 0 0 0 0
150 (4] 1] 0 0 0 0 0 0 0 0 0 0 v} 0
delivery 0 0 ] 0 0 0 0 0 o] 0 0 0 (1] 0 0
8 0 0 0 0 ] 0 0 0 4] o 0 ] 0 0.
30 1] 0 0 0 1] ] 0 0 ] Q 1] 0 0 0
150 (4] 0 0 0 0 0 0 0 0 0 0 0 0 0
normai 0 11 11 11 Ln 11 10 10 10 10 i0 10 10 10 i0
6 12 12 12 12 12 12 12 12 12 12 12 12 12 11
30 12 12 12 12 12 12 12 12 12 12 12 12 12 12
150 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of hair 0 0 0 0 0 0 1 1 1 1 1 1 1 1 a) 1 b
6 1] 0 0 0 0 0 0 0 0 0 0 0 0 1
ao 0 0 0 0 0 1] 0 o] 0 0 0 0 0 0
150 0 1] 0 4] 1] 0 (1) 0 0 0 0 0 0] 0
dacrease spon.motor act. 0 0 0 0 0 0 0 o (] 0 0 0 0 0 0
[ 0 0 0 V] 0 0 0 0 0 o 0 0 0 0
30 (v} 0 0 v} 0 0. 0 0 0 0 g 0 0 0
150 0 [¢] o] 4] 0 0 0 0 0 0 0 (¢} 0 0

a) . No. of eppearance

b) : Total of animal observed symptom



Table 1-4 -Continued Clinical observations on female rats Exp. No. 2283(115-026)
(Gestation period)
Days of gestetion
Signs Dose level ~e—cemmmmm e c e e Total
(mg/kg) 14 15 16 17 18 19 20 21 22 23 (0-23)
number per group 0 11 i 11 11 1 11 11 11 11 6
6 12 12 12 12 12 12 12 12 12 9
30 12 12 i2 12 12 12 12 12 12 11
150 12 12 12 12 i2 12 12 12 12 11 -
dead 0 0 0 1] 0 0 0 0 0 0 0 (1]
6 0 0 (1] 0 0 0 0 1] 0 0 0
30 0 0 0 0 0 0 0 0 0 0 0
150 0 0 0 0 0 0 0 0 0 2 2
delivery 0 0 (1} 0 0 0 0 0 0 5 6 11
] 0 1] 0 0 0 0 0 0 3 9 12
30 0 0 0 a 0 0 ) 0 i 11 12
150 0 0 0 0 0 0 0 0 1 9 10
normal 0 10 10 10 10 10 10 10 10 10 6 10
6 11 11 11 11 1 1 1t 1A 1 9 11
30 12 12 12 12 12 12 12 12 12 1 12
150 12 12 12 12 12 12 12 12 1 9 10
loss of hair 0 } 1 1 1 1 1 | 1 1 0 a) 1 b)
6 1 1 1 1 1 1 1 | 1 0 1
30 0 0 0 0 0 0 0 0 0 0 0
150 0 0 0 1] 0 0 0 0 0 0 0
decrease spon.motor act. 0 1] 0 0 0 0 0 0 0 0 0 0
6 0 0 0 0 0 1] 0 0 0 0 0
30 0 0 0 ] 0 0 0 0 0 0 0
150 0 0 0 0 0 [+] 0 0 1 0 1

8) : No. of appearance

b)Y : Total of animal observed symptom



Table 1-5 Clinical observations on female rats Exp. No. 2283(115-028)

{Lactation period)

Days of lactation

Signs Dose leve| ~——=-=w--smocoememmem o ea e Total
(mg/kg) 0 1 2 "3 4 (0-4)
numher per group 0 11 1" 11 11 11
6 12 12 12 12 12
30 12 12 1 1" tH
150 10 10 1 7 1
sacrificed 1] 0 i} 0 0 11 11
6 0 0 0 0 12 12
30 0 0 0 ] 1 11
150 0 0 0 1] 7 7
sacrificed 0 0 0 0 o 0 0
(all pups died) 6 1] 0 0 0 0 0
30 0 1 0 0 0 1
150 (/] 3 0 0 (1] 3
normal 0 10 10 10 10 1 10
6 10 10 10 10 11 10
30 12 12 11 11 B 12
150 10 10 7 7 7 10
loss of hair 0 1 1 1 1 0 a) 1 b
8 ) 2 2 2 2 1 2
30 0 Q 0 0 ] 0
150 0 0 0 0 0 1]
a) : No. of appearance

b} : Total of snimal observed symptom



Table 2~1 Body weight change of male rats Exp. No. 2283(115-026)

Unit : a

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animal 12 12 12 12

Days of experiment 4] 373 + 16.5 373 + 17.5 373 + 15.7 373 + 15.0

7 407 + 16.4 404 + 23.4 404 + 21.4 387 + 21.3

14 432 + 19.4 4286 + 27.5 423 + 26.0 418 + 23.3

21 460 *+ 20.6 455 + 28.6 455 + 27.8 448 + 30.3

28 489 + 22.5 483 + 30.2 486 + 30.5 476 + 35.9

35 507 % 22.1 505 + 32.7 510 + 30.4 506 + 34.2

42 525 % 23.4 522 + 38.9 525 + 37.0 521 + 31.6

Gain 0-42 152 + 23.5 149 + 25,9 152 + 28.3 148 + 28.5

Values are expressed as Mean+S.D.



Exp. No. 2283(115-026)

Table 2-2 Body weight change of female rats
Unit : g
Dose level ° 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
Before mating period
No. of animals 12 12 12 12
Days of experiment 1] 240 + 8.7 241 + 9.8 . 240 + 9.5 24y + 9.3
7 2561 * 10.3 254 + 12.4 254 + 121 249 + 11.3
14 260 + 8.4 264 + 12.4 266 + 16.0 263 + 14.4
Gain 0-14 19+ 7.2 23 + 9.1 26 + 11.3 22 + 7.8
Gestarion peried T
No. of dams 11 12 . 12 12
Days of gestation 0 271 + 14,5 280 + 12.2 278 + 14.9 277 + 18.8
7 310 + 16.5 311 + 18,1 310 + 16.7 308 + 20.7
14 344 + 17.8 346 + 20.5 347 + 20.9 342 + 24.0
21 441 + 23.5 442 + 26.8 440 % 25.1 417 + 30.8
Gain 0-21 170 £ 17.3 162 + 18.7 162 + 17.2 140 + 256.0 %X
Lactation peried T
No. of dams 11 12 12 2]
Days of lactation 0 314 + 16.5 298 + 28.4 306 + 29.9 299 #+ 21.3
4 335 + 17.0 309 + 29.2 318 + 38.1 (1) 32 + 24.0 (N
Gain 0-4 21 + 11.7N 1" i 32.1 _ 12 £ 26.5 (11 6 + 18.4 (M

Values are expressed as Mean3S.D.

Values in parentheses are expressed number of animals measured
Significantly different from control group; X%: P<0.01

N : Non parametric analysis



Table 3-1 Food consumption of male rats ' Exp. No. 2283(115-026)

Unit : g/day

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg

No. of animlas 12 12 12 12

Days of experiment O- 7 26 + 1.5 25 + 2.1 24 + 2.8 24 + 2.2
7-14 25 + 1.6N 25.1 1.8 23 + 5.6 26 + 2.6
21-28 25 + 1.6 26 + 1.8 26 + 3.2 27 + 2.8
28-35 25 + 1.5 26 £+ 1.5 26 + 2.3 28 £ 2.0 %x
35-42 23+ 4.8 25 + 2.3 23 + 3.5 26 + 2.6
42-44 26 + 2.0 25 + 2.2 25 + 3.7 26 + 2.5

Cumutative -

consumption 0-14 347 + 20.6N 347 + 23.5 325 + 46.1 344 + 26.8
21-44 564 + 51.7 586 + 40.9 575 + 641 612 + 46.8

Values are expressed as MeaniS.D.
Significantly different from control group: *¥%: P<0.01

N : Non parametric analysis

.



Exp. No. 2283(115-026)

Table 3-2 Food consumption of female rats
Unit ; g/day
Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
Before mating period
No. of animals ) 12 12 12 12
Days of experiment 0- 17 17+ 1.1 17+ 1.8 I8+ 1.5 17 + 2.2
7-14 18+ 1.8 18+ 1.8 19+ 2.2 19 + 1.8
Cumulative
consumption 0-14 242 + 18.4 249 + 22.3 254 + 23.9 247 + 25.3
Gestation period T
No. of dams 11 12 12 12
Days of gestation 0- 7 23 0+ 2.4 23 + 2.1 23 + 2.2 23+ 2.0
7-14 25 + 2.3 24 + 3.4 25 + 2.9 25 + 2.5
14-21 23+ 3.0 23 + 3.5 23 + 2.1 22+ 2.8
Cumulative
consumption 0-21 497 + 47.3 486 + 55.5 496 + 40.9 489 + 40.6
Lactation pariod T e
No. of dams i 12 1B 7
Days of Jactation 0- 4 26 + 8.1 17 ¢+ 12.8 23+ 9.9 22 + 12.8

Values are expressed as Mean+S.D.



Table 4 Hematology ‘of male rats - Exp. No. 2283(115-026)

Day: 45

Dose level 0 mgskg 6 mg/kg 30 mg/kg 150 mg/kg

No. of animals 12 12 12 12

HCT (%) 45.8 + 1.3 46.2 + 1.8 45.2 + 1.2 43.9 + 1.3 *xx

HGB (g/d 1) 14.6 + 0.4 14.8 + 0.5 14.5 + 0.4 14,1 + 0.4 %X

RBC (x10%/an%) 8.04 + 0.28 8.32 + 0.27 % 8.15 ¢+ 0.27 7.72 &+ 0.20 *x

MCV (u8%) 56.9 + 1.9 §5.5 + 2.3 56.5 + 1.7 6§7.0 + 1.8

MCH(pg) 18.2 + 0.6 17.8 + 0.6 17.8 + 0.4 18.3 + 0.5

MCHC (%) 31.9 £ 0.5 32.1 + 0.3 32.1 + 0.5 32.1 + 0.4

PLT(xlo’}n’) 1000 + 80 1020 + 78 987 + 70 1046 + 73

WBC (x103/a83) . 8.9 + 2.1 10.1 + 2.5 10.9 + 2.5 % 8.1 +1.9

Differential leukocyte . ‘

cotints (%)
NEUT 21 + 4 24 £ 5 19 + 4 25 + § x
LYMPH 76 + 6 74 £+ 6 79 + 5 72 + 5 %
MONO 1+0 1+ 0 1 + 1 130
EOSN 241 1+ 121 2+ 1
BASQ 0+40 0+0 0+o0 0+0
Luc 0+0 0+0 0+0 0+0

Reticuiocyte (%/90) 25 + 18 4) + 16 ¥ 37 + 14 42 + 15 X

NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil

LUC : Large unstained cells
Values are expressed as MeantS.D.
Significantly different from control group; *: P<0.05 *%x: P<0.01



N

Non parametric analysis

Table 5 Blood chemistry of male rats Exp. No. 2283(115-026)
.Day: 45

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animals 12 12 12 12
T.protein(g/d1) 6.88 + 0.29 5.95 + 0.19 6.19 + 0.23 *x 6.25 + 0.21 *xx%
Albumin(g/d!) 3.42 + 0.17 3.42i 0.14 3.61 + 0.22 x 3.61 £ 0.16 x
A/G 1.38 + 0.08 1.36 + 0.08 1.40 + 0.11 .36 + 0.06
Glucose (mg/d!) 168 + 18 157 + 15 156 + 16 160 + 26
BUN (mg/d}) 13.5 + 1.9N 12.7 + 1.8 13.7 %+ 3.2 11.8 + 1.1

- Creatinine(mg/d}) 0.57 &+ 0.05 0.64 + 0.10 0.64 + 0.06 0.61 + 0.05
T.bilirubintmg/dD) 0.15 + 0.05 0.13 + 0.02 0.16 + 0.03 0.14 + 0.04
GOTw/ 1 44 ¢+ 5 40 + 6 37 ¥ 5 ¥x 36 + 5 ¥x
GPT W/ 16 + 2 16 + 4 14 + 2 16 + 4
Gamma-GTP (U/ 1) 0.1 + 0.1IN 0.1 0.2 0.3 + 0.3 % 0.8 + 0.4 xx
Potassium(mmol/1) 4.54 + 0.14 4.35 £ 0.33 4.33 + 0.24 4.10 0.36 xx
Chloride(mmoi/{) 105.8 + 1.5 107.1 + 1.1 % 106.9 + 1.0 % 106.9 + 1.1 %
Calcium(m'g/dl) 10.52'1 0.31 9.83 + 0.30 *x 10.28 #+ 0.2] ¥ 9.96 + 0.23 *x
| .phosphate (mg/dl) 6.42 + 0.40N 6.34 + 0.80 7.10 + 0.34 %x 6.07 + 0.28

Values are expressed as Mean+S.D.

Significantly different from control group: ¥: P<8.05 x¥: P<0.01l



Table 6~1

Absolute and reiastive organ weight of male rats

Exp. No. 2283(115-026)

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg -
No. of animals examined 12 12 12 12
Body weight (g) 507 + 22 504 + 38 508 + 38 496 + 33
Absolute organ weight
Thymus (mg) 314 + 90 342 + 120 315 + 85 304 + 94
Liver (g) 14.89 + 1.60 l5.38 +1.77 16.66 + 2.49 19.22 + 2.92 xxk
Kidneys (g) 3.21 + 0.24 3.28 + 0.31 3.32 # 0.31 3.64 + 0.24 xx
Testes (g} 3.32 + 0.28 3.63 + 0.24 - 3.62 + 0.37 3.42 + 0.40
Epididymides (g) 1.26 + 0.11 1.26 &+ 0.09 1.24 + 0.086 1.16 + 0.13
Relative organ weight
Thymus (mgX) 61.532 + 15.465 68.282 + 25.990 61.983 + 15.853 60.682 + 16.518
Liver (g%) 2.830 + 0.233 3.045 + 0.203 3.251 + 0.304 x 3.856 + 0.387 *x
Kidneys (g%) 0.634 + 0.058 0.650 + 0.042 0.655 + 0.047 0.735 + 0.059 *x
Testes (g%) 0.656 ¢+ 0.072 0.722 + 0.063 0.717 + 0.090 0.691 + D.087
Epididymides (g%) 0.247 + 0.026 0.250 + 0.025 0.245 + 0.017 0.235 + 0.027

Values are expressed as Mean+S.D.
Significantly different from control group; X:

P<0.05 xx: P<OQ.

01



Table 6-2 Absolute and relative orgsn weight of female rats Exp. No. 2283(115~026)

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of animals examined 11 12 1" 7
Body weight 7 (g) 336 + 17 309 + 29 ‘ _ 318 + 38 312 +° 24
Absolute organ weight
Thymus (mg) 186 + 68 102 + 46 156 + 96 126 + 55
Liver (9) 13.72 + 1.31 12.35 + 2.19 13.42 + 1.96 16.34 + 2,758
Kidneys (gl 2.11 £+ 0.1IN 2.11 + 0.16 2.14 + 0.16 2.62 + 0.75
Ovaries (mg) 108 + 23 1068 + 12 106 + 16 104 + 11
Relative organ weight
Thymus (mg¥%X) 55.164 + 18.680 32.470 + 12.210 47.169 + 26.027 40.129 + 16.015
Liver (g%) 4.088 + 0.274N 3.98t + 0.507 4.212 + 0.349 §.264 + 0,927 %%
Kidneys - (g%) 0.630 & 0.028N 0.686 + 0.077 0.686 + 0.118 0.848 + 0.259 x
Ovaries (mg%)  32.286 + 6.341 34.419 + 5.451 33.936 + 8.576 33.599 + 4,545

Values are expressed as MeantS.D.
Significantly different from contral group; %: P<0.05 %x%: P<0.0]}
N : Non parametric analysis



Table 7-1. Summary of gross findings ( successful pregnancy )

Ams sy w——ee——

Exp. No. 2283 (115-026)

Sex: Male
Dose level  ( mg/kg ) 0 6 30 150
No. of animals necr0ps1ed 11 12 12 12
Organ Findings
REBPIRA'IORY SYSTEM
lung colored patch/zone 0 .0 0 1
DIGESTIVE SYSTEM
liver de{ormed g 8 % g
en arged %k
. _ yellowish 2 0 0 0
abdominal cavity
B3SS 0 0 1 0
URINARY SYSTEM '
kidney cyst 0 0 1 0
scarred 0 0 1 0
REPRODUCTIVE SYSTEM
testis atrophic 0 0 0 1
emdu.’wms atrophic 0 0 0 1

Sl ificantly different from control group; =*»: P<0.01

alues are expressed mmber of animals with gross lesion.



Table 7-2.  Summary of gross findings ({ day 4 of lactation )

Sex: Female

Exp. No. 2283 (115-026)

Dose level  ( mg/ke )
No. of animals necropsied
Organ Findings

30
11

130
7

HEMAth TOPQIETIC SYSZI‘ENIt i
yuis atrophic
red patch/zone

DIGESTIVE SYSTEM
small intestine
. colored patch/zone
liver malformative nodule

pale
reddish
white patch/zone

URINARY SYSTEM .
kidney dilated pelvis
enlarged
pale
ENDOCRINE SYSTEM
adrenal gland enlarged

INTEGUMENTARY SYSTEM
hair thin

OO OO

(=T o]

OO

D et

OO O™

OOD

[N Y = Y Py Sy

b ok =

Yalues are expressed mmber of animals with gross lesion.



Table 7-3. Summary of gross findings ( all pups died )
Sex: Female

Exp. No. 2283 (115-026)

Dose level ~ ( me/kg ) 0 6 30 150
No. of animals necropsied 0 0 1 3
Organ Findings
CARDIOVASCULAR SYSTEM
heart scarred - - 1 -0
HEMATOPOIETIC SYSTEM
thymus colored patch/zone - - 0 1
RESPIRATORY SYSTEM
lung black patch/zone - - 0 1
nodule - - 0 1
DIGESTIVE SYSTEM
rstomach white patch/zone - - 1 0
small intestine
white - - 1 0
liver enlarged - - 0 3
red patch/zone - - 0 2
white - - 0 1
URINARY SYSTEM
kidney black - - 0 1
enlarged - - 0 1
pale - - 1 0
ENDOCRINE SYSTEM 0 1

adrenal gland enlarged

Values are expressed number of animals with gross lesion.



Table 7-4. Summary of gross findings ( dead )
Sex: Female

Exp. No. 2283 (115-026)

Dose level _ ( mg/keg )
No. of animals necropsied
Organ___  Findings

150
2

RESPIRATORY SYSTEM
lung reddish

DIGESTIVE SYSTEM
small intestine
yellowish

liver enlarged
white patch/zone
URINARY SYSTEM
kidney enlarged

- ENDOCRINE SYSTEM
adrenal gland enlarged

bt BN bt

Values are expressed number of animals with gross lesion.



Table 8-1. Summary of histological findings ( successful pregnancy ) Exp. No. 2283 (115-026)
Sex: Male '

Dose level ( ) . 0 6 30 150
No. of animals sacrificed 1 12 12 12
No. of animals necropsied . 11 12 12 12
No. of animals examined histologically 11 12 12 12
Organ__ Findings T12 3 T123 T123 T12 3
CARDIOVASCULAR SYSTEM
heart Lo . (11) (0) (0) (12)
infiltration/cellular - 400 - - - - - - - - - 100
HEMATOPOIETIC SYSTEM
spleen . . (11) (0) (0) (12)
: deposit of pigment -11 0 0O - - - - - - - - -12 0 0
RESPIRATORY SYSTEM )
lung (0) (0) (0 (1
accumulation of foamy cells - - - - - - - - - - - - -100
perivascular cell infiltration - - - - - - - - - - - - ~-100
medlalhyper - - - - - - - - - - - - - 100
DIGESTIVE SYSTEM
liver g (11) 90 0 (12) 100 0 12) 10 0 0 (12) 10 0 0
a — — -~ -—
tt{l ihvercells - 000 -0 00 -000 - 9 0 0=
granulation - 700 -600 - 800 - 400
infiltration/cellular - 000 - 000 -0 00 - 100
lymphocytic infiltration - 100 -100 - 000 - 100
. malformation -000 -000 -100 -000
peritoneus . (0) (0) (1) (0
granulation - - - - - - - - -100 - - - -
URINARY SYSTEM
kidney " . (11) 1000 (12) 10 0 (12) 8 0 0 (12) 9 2 0
basophilic change - - - -
cyst . -000 -000 - 100 - 000
degeneration -000 -000 -100 -000
eosinophilic_body - 511 - 440 -510 - 811
hyalmedroplet - 000 -100 - 000 - 100
protein cast -000 -100 -100 - 000
mbularduatatmn - 000 - 000 -100 -0 00
ic infiltration -100 - 400 -500 - 200
smrrmg - 000 - 000 - 100 - 000
T: tumor : slight 2: moderate 3: marked

=: benign # palignant
Values are expressed number of animals with micro lesion. .

No. of animals examined microscopically at this site. -: Not applicable.
Slgmflwntly different from control group; sx: P<0.01



Table 8-1. -contimued Summary of histological findings ( successful pregnancy ) Exp. No. 2283 (115-026)
Sex: Male

Dose level (lg/kﬁ) 0 6 30 150
No of animals sacri 1oed 11 12 A 12 12
No. of animals necropsied 11 12 12 12
No. of animals examined histologically 11 12 12 -12
Organ_____  Findings T12 3 T12 3 T123 T123
R R JSCTIVE SISTEM (11) (0 ( 0) (12)
-000 - - - - - - - = - 00
Bl 21 IR §
ididymi fnﬁersutml cell hyperplasia (0; 000 (03- - - - (0 - - - (1)- 1 0 0
epididymis _ .
atrophy - - - = - - - - - -100
i iy i w
enal g :
vacuolic change -300 -6 00 )—700 (12)—800
fat infiltration - 000 -0 00 - 100 -000
hype: . -100 - 000 - 000 -0 0 0
osseous metaplasia -100 - 000 -000 =000
T: tumor . slight 2: moderate  3: mar '
=: benign # lghgn:«.:rrl: v marked

Values are expressed mmber of animals with micro lesion.
(): No. of am-als exanined microscopically at this site. -: Not applicable.



Table 8-2. Summary of histological findings ( day 4 of lactation ) Exp. No. 2283 (115-026)
Sex: Female

Dose level  ( ) 0 6 30 150
No. of animals sacrificed 11 12 11 7
No. of animals necropsied . 11 12 . 11 7
No. of animals examined histologically 11 12 11 7
Organ Findings T12 3 T12 3 T12 3 T12 3
CARDIOVASCULAR SYSTEM
heart {11) (0) (0 o))
1nf1ltrat1on/oellular - 000 - - - - - - - - -1 0
fibrosis - 100 - - - - - - - = - 000
HEMATOPOIETIC SYSTEM
spleen . ) (11 (0) ' (0 )
deposit of pigment - =10 0 0 - - - - - - - - - 700
thymus (11) {12) (11) (7N
hemorrhage -000 -100 -0 0 0 - 000
atroph{. -110 - 420 -320 -0 30
hyperplasia, medulla - 100 -0 00 - 000 - 000
DIGESTIVE SYSTEM
liver . (11) (12) 1n (7
deggeratmn -~ 000 -000 -000 - 100
fatty change -500 -2 20 -6 00 - 200
mitosis - 000 - 000 - 000 -100
necrosis, central ~-000 =000 - 000 - 101
le cell necrosis ~-000 -000 - 000 -100
swelm%ofllvercells -000 - 000 - 000 - 5 (0 (=
granulation -000 - 000 - 000 -2 00
infiltration/cellular -000 -000 - 000 - 100
extrauedullaryhematopowms -~ 000 -2 00 -100 -000
hepatodiaphragmatic nodule -000 -000 -100 -000
A hyperplasia -000 -000 - 000 - 100
URINARY SYSTEM
kidney (11) (12) (11) (DN
PAS positive granules -0 00 -0 00 -000 - 200
basoph111c - 200 -200 -100 -3 00
degenerat -000 - 000 - 000 ~-300
depos1tof(z1c1un -000 - 000 - 000 -100
eosinophilic change -000 - 000 - 000 - 100
hyaline droplet -000 ~100 - 000 - 100
mitosis -000 -000 - 000 - 100
necrosis -000 - 000 - 000 - 200
protein cast -000 - 000 -000 - 200
tubular dilatation - 000 - 100 - 000 -010
T: tumor : slight 2: moderate ~3: marked

: benign # malignant
Values are expressed number of animals with micro lesion. .
No. of animals examined microscopically at this site. -: Not applicable.
Significantly different from control group; #+: P<0.01



Table 8-2. -continued Summary of histological findings ( day 4 of lactation ) Exp. No. 2283 (115-026)

Sex: Female
Dose level  ( ) 0 6 30 150
No. of animals sacrificed 1 12 1 7
N oF LS Eec e istologically 1 I 1 7
(o} animals exan ica
Organ__ Findings T123 T12 3 - T 12 3 T12 3
URINARY SYSTEM
kidney
tubular necrosis -000 -0 00 -000 - 100
ooyt Lrat A RN o oy
ic infiltration - - - -
dilated pelvis -000 -1 00 - 000 - 000
ENDOCRINE SYSTEM
adrenal gland (11) (12) (11) )]
vacuohcchange , - 000 - 000 -000 -100
hype;glasm,cortex -000 -0 00 - 000 -100
-100 - 200 --000 -100
T: tumor 1: shght- 2: moderate 3: marked
=: benign #: ma

Values are expmssed mnber of animals with micro lesion
(): No. of animals:examined microscopically at this site. -: Not applicable.



Table 8-3.  Summary of histological findings ( non-pregnancy )

Sex: Male

Exp. No. 2283 (115-026)

Dose level ( mg/ke )

No. of animals non-pregnancy

No. of animals necropsied

No. of animals examined histologically

Organ___  Findings

DN b et ok

NoOoOOoM

NOOO%

HEMA’I'OPOIEI'IC SYSTEM
Sp een
deposit of pigment
DIGESTIVE SYSTEM
liver
fatty change
URINARY SYSTEM
kidney
basophilic change
ENDOCRINE SYSTEM

adrenal gland .
vacwolic change

(11
(1
(1_)_

(1

T: tumor : slight 2: moderate 3: marked

benign # malignant

Values are expressed number of animals with micro lesion.
0 : No. of amlals exalmed lucroscoplcal y at this site.

-: Not applicable.



Table 8-4. Summary of histological findings ( non-pregnancy )

Sex: Female

Exp. No. 2283 (115-026)

Dose level  ( mg/kg )
No. of animals non—p
No. of animals necropsied .

No. of animals examined histologically
Organ Findings

T

1

BN b ek k.

NOoOOoOOoD

NOOO%

NOOQ%

CARDIOVASCULAR SYSTEM
heart L. .
~ infiltration/cellular
HEMATOPOIETIC SYSTEM
spleen . i
deposit of pigment
DIGESTIVE SYSTEM:

liver X
granulation

(1)
-1

(1
-1

(1)
-1

T: tumor " 1: sl
=: benign #: ma

ight 2: moderate 3: marked
1ignant :

Values are expressed number of -animals with micro_lesion.
(): No. of animals examined microscopically at this site.

-: Not applicable.



Table 8-5. Summary of histological findings ( all pups died )
Sex: Female

e e g = e —

Exp. No. 2283 (115-026)

Dose level (mf/kg) 0 6 30 50
No. of animals all pups died 0 0 1 3
No. of animals necropsied 0 0 1 3
No. of animals examined histologically 0 0 1 3
Organ__  Findings T12 3 T12 3 T12 3 T12 3
HEMATOPOIETIC SYSTEM
spleen (1 (3
R - s E A R
it of pigmen - - - - - - - - ~ -
lymph node (1D (3)
depomtofplglent - - - - - - - - -000 - 100
. plasma cell increase - - - - - - - - -000 - 100
thymus (1) (3)
atrophy - - = - - - - - ~-100 -120
RESPIRATORY SYSTEM
lung : (1) (3
henorrhafe . - - - - - - - - 000 200
bronchiolar cell hyperplasia - - - - - - - - - 000 - 100
DIGESTIVE SYSTEM
tongue is (1)100 (3)300
esophagus . (1) (3
erosion ) - - - - - - - - 0 00 .-100
b N S R I
. : is - - - - - - - -
stowmach (1) (3
edema_ i - - - - - - - - 0 0 0 100
deposit of calcium. - - - - - - - - -000 -1060
erosion - - - - - - - - -100 - 000
ulcer__ - - - - - - - - -100 -000
vacuolic change - - - - - - - - -000 -100
parakeratosis - - - - - - - - -0 00 - 100
exocrine pancreas (1) (3)
atrophy - - - - - - - - -000 - 100
small intestine (D (3) :
. hyperplasm,lylphmd - - - - - - = - - 000 -100
liver fatty change (1)100 (3)300
2 - - - _ - - - -
mitosis - - - - - - - - -000 -2 00
necrosis, central - - - - - - - - -000 - 012
le cell necrosis - - - - - - - - -000 - 200
swelling of liver cells - - - - - - = - - 000 -2 00

T: tumor : Slight 2: moderate  3: marked

=:.benign # malignant :
Values are expressed mmber of animals with micro lesion.
(): No. of animals examined microscopically at this site.

—: Not applicable.



Table 8-5. -continued Summary of histological findings ( all pups died ) Exp. No. 2283 (115-026)

Sex: Female

Dose level ( nf/kg )
No. of animals all pups died

No. of animals necropsied
Ng of animals examined hlstologlcally
Organ Findings - TI1

Nbo’oco
DOOSON
[CTER,
wwwwg

DIGESTIVE SYSTEM
salivary gland

mitosis

URINARY SYSTEM
kidney

(3)

A

fonry

I S—
Pt et
(=T =]
oo

I

|

!

[

|

!

{

1
oD
[ 1
(=1 —]

(3)

——
[

Ferrrr e~

PAS itive ules
basophlpoglic chamgrag
degeneration
deposit of calcium
hyaline droplet
hydroplc
necros1s _

protein cast
tubulir dilatation
infiltration/cellular

REPRODUCTIVE SYSTEM
mammary gland

{JN O A Y T N SN S N N

L T O T T T N I T I
(T T A R O T I A |

[N T AR TR TN NN T N N N I |

| N T T T N AN T R T N M|
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O-OOO0OODOOD
[ T A A T I I A
Bt N N G0 DN DD bt s s ok ND) ok
COOOOOOOOOD
COOOCOODOOOD

a—
—
A d

(3)
. hyperplasia - - - - - - - - =100 -300

T tumor 1: shght 2: moderate 3: marked
=: benign #: malignant
Values are expressed mmber of animals with micro_lesion. .
: No. of animals examined microscopically at this site. -: Not applicable.



Table 8-6.  Summary of histological findings ( dead ) Bxp. No. 2283 (115-026)
Sex: Female '

Dose level ~ ( ma/kg ) 0 6 30 150
No. of animals dead 0 0 0 2
No. of animals necropsied_ . 0 0 0 2
No. of animals examined histologically 0 0 0 2
Organ Findings T123 T 12 3 T12 3 T 12 3
HEMATOPOIETIC SYSTEM
spleen o (2) -
it of pigment - - - - - - - - - - - - - 200
follicular atrophy - - - - Lo = - - - = - 100
thymus (2)
atrophy - - - - - - - - - - - - - 110
RESPIRATORY SYSTEM )
Hone congestion - - - - - - - - - - - - (2)100
medial hypertrophy - - - - - - - - - - - - - 200
DIGESTIVE SYSTEM (2)
parakeratosis - - - - - - - - - - - - - 200
esophagus . : (2)
parakeratosis - - - - - - - - - - - - - 200
stomach (2)
parakeratosis - - - - - - - - - - - - (2)—100
exocrmepancreas
atrophy - - - - - - - - - - - - - 100
liver (2)
hyaline degeneration - - = - - - = - - - - - 200
mitosis - - - - - == - - - - - - 100
necrosis, central - - - - - - - - - - - - - 200
smflgcellngcroms - - - - - - = - - - - - -~ 200
swelling of liver cells - - - - - - - - - - - - - 200
URINARY SYSTEM -
kidney ' : (2)
Pﬁlpomtlvelgianules - - - - - - - - - - - - —%88
ine drople - - - - - - - - - - - - -
protein cast - - - - - - - - - - - - ~ 200
vacuolic change - - - - - - - - - - - - -100
REPRODUCI‘I\III;SYM (2)
namary & hyperplasia - - - - - - - - - - - - - 200
T: tumor shght 2: moderate 3: marked

: benign # ralignant .
Values are expressed mmber of animals with micro_lesion. .
{): No. of animals examined microscopically at this site. -: Not applicable.



Table 8-6. -continued Summary of histological findings ( dead )

Sex: Female

Exp. No. 2283 (115-026)

Dose level  ( )
RS of tuals det

No. of animals necropsied
No. of animals examined histologically

Organ Findings T

NOOQ%

ENDOCRINE SYSTEM
adrenal gland
hesorrhage -
vacuolic change -

(2)

T: tumor 1: slight 2: moderate 3: marked

=: benign #: malignant

Values are expressed number of animals with micro lesion.
: No. of amlals examined microscopically at this site.

~: Not applicable.



Table 9

Copulation and fertility results in rats

Exp. No. 2283(115-026)

Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 ma/kg
No. of pairs mated 12 12 12 12

No. of pairs copulated 12 12 12 12

No. of pregnant females 11 12 12 12
Copulation index (%) a) 100 100 160 100
Fertility index (%) b) 91.7 100 100 100
Estrus cycle (days) 4.340.5 4.440.4 4.8+0.6 4.340.5

(MeantS.D.)

a)
b)

(Number of animals with successful

copulation / number of animals mated) x 100

(Number of pregnant animals / number of animals with successful copulation) x 100



Findings of delivery in dams(F0) Exp. No. 2283(115-026)

tabie 10
Dose level 0 mg/kg 6 mg/kg 30 mg/kg 150 mg/kg
No. of dams observed n 12 12 10
No. of dams delivered live pups 11 12 12 10
Duration of gestation 22.5+0.5 22.8+0.5 22.9+40.3 22.940.3
(MeantS.D.)
No. of total corpora lutea 222(20.2+5.1) 238(19.8+43.7) 228(19.0+5.3) 178(¢17.824.0)
(MeantS.D.)
No. of total implants 191(17.441. N 199(16.6+1.6) 198(16.5+1.2) 138(13.8+3.4) *x
(Meant+S5.D.) ’
No. of total pups born 166(15.1+2.0) 192(16.0+1.8) 176(14.741.9) 124(12.443.1)
(Mean+S.D.)
No. of total live pups born 164(14.9+1.8) 187(15.641.4) 167(13.9+2.3) 122(12.2+43.0)
(MeantS.D.)
Male ’ 72¢ 6.5+1.2)N 86( 7.241.6) a2¢ 7.742.7) ©) 57C 6.3+1.0) (9 f)
Femalie 92( 8.4+42.1) 101(C 8.4+1.8) 1) 75¢( 6.3x2.7) ) 59( 6.6+1.8) (9 )
Sex ratio (MeantS.D.) 0.84+0.30N . 0.82+0.37 1.56+1.00 1.04+0.35 (9)
No. of total live pups on day 4
(Mean+S5.D.)
Male 68¢ 6.2+1.3) 79¢ 6.6+2.3) 85C 7.1%3.2) 41( 4.612.8) (D
Female 88( 8.0+2.4) 88( 7.3%2.1) 64( 5.343.0) 39( 4.3+3.2) (9
No. of total dead pups born 2C 0,210.6)N 5C 0.4%1.0) 90 0.8+2.3 2(0.210.4
(Mean+S.D.)
Gestation index (%) a) 100 ) “100 100 100
implantation index (%,Mean+S.D.) b) 88.9+13.3 85.4+12.7 90.3+14.7 80.6+23.8
Delivery index (X% . MeantS.D.) ¢} 87.1+ 9.7 96.5+ 4.7 88.9+10.1 50.5+ 8.9
Live birth index (X.MeantS.D.) d) 99.0+ 3.3N 97.7+ 5.5 ) 95.5+13.6 88.5+ 3.1

Viability index on day 4 (%.,Mean+S.D.) &)

Male . 95.5+15. 1N 81.1423.9 89.2428.4 71.4242.9 (9)
Female 85.5+15.1N 88.2+19.8 85.8+30.9 69.7+44.0 (D
a) : (Number of females with live pups / number of pregnant females) x 100
b) : (Number of implants / number of corpora lutea) x 100

¢) : (Number of pups born / number of impiants) x 100

d) : (Number of live pups born / number of pups born) x 100

e) : (Number of live pups on day 4 after birth / number of live pups born) x 100
f) : Includes live pups died before observations

Values in parentheses are expressed number of litters observed

Significantly different from control group; XX: P<0.01

N : Non parametric analysis



Table 11 Body weight change of pups(F1) from rats Exp. No. 2283(¢115-026)

Unit - g
Dose level 0 mg/kg 6 mag/kg 30 mg/kg 150 mg/kg
No. of litters 11 12 12 9
Mate
Days after birth 4] 6.5 + 0.6 6.3 # 0.5 6.5 + 0.5 (11) 6.7 + 0.9
4 9.1 + 1.5 8.2 + 1.6 g.2+ 1.7 an 9.3+ 2.1 (D
Female
Days after birth 0 6.2 + 0.5 5.9 + 0.6 6.1 + 0.5 6.4 + 0.9
4 8.8 + 1.3 7.7 + 1.7 g.0+1.6 OO 8.5 # 2.1 (1

Values are expressed as Mean+S.D.
Values in parentheses are expressed number of litters measured



Table 12-1 Summary of gross findings of pups(FI) from rats(sacrificed) Exp. No. 2283(115-026)
Sex: Male

Dose level (mg/kg) [V 6 30 150
No. of pups necropsied 68 79 85 41
Organ_______ Findingso oo

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 1 0 0 0
DIGESTIVE SYSTEM

liver white patch/zone Q 0 1 0
URINARY SYSTEM

kidney dilated pelvis 1 1] 0 1]




Table 12-2 Summary of gross findings of pups(Fl) from rats(sacrificed)

Sex: Female

Exp. No.

2283(115-026)

Dose level (mg/kg) 0 6 30 150
No. of pups necropsied 88 88 64 39
Organ_______ Findings____ . ___ . ______.__
HEMATOPOIETIC SYSTEM
thymus thymic remnant In the neck 1 0 0 (]
DIGESTIVE SYSTEM
liver white patch/zone 0 1 4] 0

pale 1] 0 1 [}
URINARY SYSTEM

1 0 4] 0

kidney dilated pelvis
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