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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- Clinical observations on male rats
Table 1-2 Clinical observations on female rats
(Before and during mating period)
Table 1-3 Clinical observations on female rats (Gestation period)
Table 1-4 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 Hematolgy of male rats
Table § 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)
Table 7-3 Summary of gross findings (all pups died)
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Summary of histlogical

Summary of histlogical

Summary of histlogical
Summary of histlogical
Summary of histlogical

findings
findinds
findings
findings
findings

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

(all pups died)

Copulation and fertility results in rats

Findings of delivery in dams (F0)

External obsérvations on live pups(Fl) from rats
Body weight change of pups (F1) from rats
Summary of gross findings of pups (F1) from rats

(sacrificed, male)

Summary of gross findings of pups (F1) from rats

(sacrificed, female)
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RELEVROBUZFNURBEENMT DD, EFACBAFINIIZATFNIO0 (BE
X B , 250, 500 BL T 1000 mg/kg/day 25 v FOXEA 4B S KM,
HERABBIUMEFIHETEGRORLG L, REB{SHHCMATER - RECK
EIEEBEZRML .

D REEEEHHE
—RARBICRIBBVHEBREOEEZIRDSNY, RCHABBRI NN, &
E, BEE BoOBRENREBIVORELCEREMECERDERSORSE
BEDSNEho k.
BEERCHERYVHEREGICLDEZASNOIHESHRRIERED S NZh o L.
FRFABICHBFREDICHRBEERERDEZRERICB BRI DR
RRZHoNT, #BRNEREOEBIRRINEN .

) AERELEEL
XREHE, ZREPITVCERAMBRICE, ZRVERSOREBREEDoNAM .
HBRBEETE, ERHEVOSANERCIBLEFNME2ECEBRDHERSO
EBRBDoAah ok, Tk, FEROAZRETHERDREEICLZEE
ASNZRNFEBDHONT, hEOWMEL4AITHEMACHEMLL. FEER, BF
4BETORCEBIVHELHOTNRTIIHEBRDHEARESICLDIEEIASNDRA
MARZY o hlaho .

LEDOBENS, FRFAVEBAFINIAFIIVOREHREHER, 1000 ng/kg/day &%
B> THRBRHONT, EFEBIIMELDBIC 1000 ng/kg/day HEF Sz,
Xk, BEODEBMIREITREEBIUVEEYORE - RFKERETERIIONVTD
1000 mg/kg/day 5 TR DS IT, BEESEWT L HIC 1000 ng/keg/day EHETSh
.



2. & =N

RFAEBAFIITATI (nethyl dodecanoate) i, {EFEXOFFICH W THA
PEEAELTHEAZNTV2EEYTHS. FIEEHOEFERIIODWTHE, #OKE
KEDT7y bDLDsot 12 g/kg V EBETINTLDY, L PEBRBVOELKICR
BE9BHD W TREFLAEASNTWARW, §5E, (EIL2BEFLEZWEROLS
BABRCGEDLIZFHRAEFTED—RELT, RFHVBAFIIZAFINORERESE
HPLUVEE - REBHRHIE DWW TR LD TEOHKRE®RET S.
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RFEAEBAFINIATFNDOSy FPERVWLIREREHHE -
SHEREBHEHGERR

BFLEDHROBHENEEEZFRMEIT > —REL TT S0ECDH
RSqy IRBEREENE - ABREETHOMHSEHRER] (199043 A
228) KW, Sy M2ANWT—REHEENERBICMA £ -
REKCRIITEEEAMNLE. b, BROELEEBIRLWE 233
5, H4E%EI8S, IRABE 8235 (HEFGEILAISH) @ HR
CEPMRICBEISRBERUVBEBLEDRICKRLIFEROHEEDOEE
SEEOIBLBALLITBRET>RRBHRICONT) OHEEEEH
Ld¥dboElix.

2474 (115-038)
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ﬁﬁﬁﬁ%;ﬁﬁ%:

D B&#BYME

2)

RFHEBEAFIT ATV (Methyl dodecanoate, HI& 57U B AFI, Cas No.
111-82-0, Lot. No. SHREI. 2%, S FELI4. 347,
MA5T, #R141C, HE( 8706 (20C) ) ¥, ECZFHILEKETHD, FAKE
TERBTEHARELE. BTHCEBAFNIATNEZERLERIT, Reference
data IiIZ;R U %&.

#HBYWEIZ, I-F AN (FHASATFAVGRLELE) ITBERL, 5, W0BLT
WW/VROBECRDIEIIEHOREWEZAML L. AMNEZR, EAKRETHERS
BTTEARELL. RYUBEPOHRMEAR, S5WY SBROBEHBERHET TR
REL8HMEBETHA I ENTFHERICBNTRERINTND 28, #AMIZ1IEM
CI1IEBMULEOHETTY, HUEB7THLUNICERAL .

BREBOBRESWIE, AUMAARCHAMNLAEERONY TFIASEERIIY TV E
WEBLEELE. TORE, 98.6~104% OHHETHBMEINTIS D (Reference data
), BEFMEBORTHEBAFIIATINEEINTOWAIEERERAL &

EHEBEMBLUEFTSRE

BRI, HEFr— VX - UN—®Reth (MRJNREAT) PoBALEERE
8 @MW ® Spragu-Dawley (Crj:CD(SD), SPF) R > v FEFEMA L. BMALZH®IZ
THMRBRE -Bi{eEAT LR, —BRRBIZIRENZDoNAIP - ALBOZI0EBTHE
ST LTHERICAWA., BB OKEIX, BT 354~386 g, T 216~24]1 gD &
BETHh-oik.

Entpid, BE24+2C, BESSTI0%, BMKEKISE M, HE 150~300 lux,
REAFFREII2BFME (FRI7TREST, FHTRET) CRESNAEANITVIAFLOEE
= (W5 7XD 10.0xH 2.5 m, 142.5 n°) CTHAELE. #hhXe&dt EEREWH—EX
(EEERFPH) OB KERXHAFTHE (W 691.0xD 79.0XxH 195.0 cm) Z2HEAHL,
TINIMHE - KXF L AMEHAEY— (¥ 15.8XD 23.8XH 16.0 con, HF
=T« AR—2Z 6017 cn®) CEHZ IETORNELAFTLE. HL, XEHAMF
2, #E=7NIMAE - KAFVAMEEHEBTSS— (VW 36.8XD 25.0XH 16.0 cm,
HESF—T - AXR—Z 14720 c®) KWNELHAELLE. BRISHLUBROBHMITIWHE
ABETTNIMNE -KAFT LV X@EBRFTS— (¥ 36.8XD 25.0XH 16.0 cm)
KHEN L —BEURKEOME (FLT77—FK54q0) EANTHEFL .

HAES—I3EBAL1ME, REBEIAIRRDOAZ L.

B TV IEBIENRNSH (ERRPERX) HAEONMF BEEHEE
(BRARREREE) 2EAL, AFEMYEHICBREIEZ. Kkid, KEXK:2EH
KRR H .

g LamE, KBLUBREOHMBIZIRERICXBEZRTIEEOEI SN 2 RH
MORBREIXZH o/ (Reference data 3, 4) .

iy, HHOPLMEESD, AEMMDP, FT—FYOREBICEEERIFLALLERE
ODhABEEROEIT AN 1.



3) B - BRI

4)

5)

BRSO NUCHBEICL>THAULL, EEXMEBEICIVERRELEEBR TS
EIOIRBEAITL, 1#EIBFNREEZAELE.

HATHOMYORMNBEENICEN D FETHELEDE I ECHYERE
& (Animal ID-No.) ZD7.

REGMIRBH A I DERRFEIEZ.

BRER, BER, REVMBMBIVESHE

ARBROABRBEKCERBLAS Y FZ2HAVWEREROBRSER /EEREESHEOS
THRABROERZSEZICLTRELL. T4bB, 0, 250, 500, 750 KT 1000
ng/keZ B L UVHICHERERREORS LAKGR, BRREBICIERDEREORE
BREDSIT, BLAbERIh M-k, #hE, BEE, IRFR, STER,
MEBEFHREEBIVAKECEREBCHERYEOREELEASNLZ2ELLRBREAD S
Nigho/k. ULEOEREVLEFEBBROEHEBETFHEAREIFELU 1000 ng/kg IC7%
EFL, U TFTRE2THRU, FHE% 500 ng/kg, A E% 250 ng/keg K ENTNER
E L.

BERRIL, ECDHA RS2 IRERSENE - EHREEHHFSHR) THRS
NTVOIREGREBICEC THFEROBREEZRBR L. KEFRBIZ, 4H [00 g5
0.5 ml &L, B&EHNCRHELABFEECETVWTEHEZS . BYFZHL
THEH1E (7H/8) BEEORS L. FBHICRI-F1NVosreHEL.

BofEHmMd, XEM4AMESENBMMEMBIUOXEABMKTRITAMOE
HASEMELE. BEoRE5HEIE, XERMI4BM &R S (XRBRILE TRE4
BE) ZoUVCRXBRIYBOEENM*FC THREOHEF 3IAET (41~558H)
EL. b, BEMEI LA >BIERDLABOFETMB I TO4IBMEL 2.

BEBIURE
— R
eSS, 2HAKXODVWTEHRBHFEAEEREL .

# =

BT, £51 (&58A%KB) . 8 15 22, 29, 36, 43X T46HA (WEH)
HEL, BRE1LSPEETOLEMBERHLL. BTR, £51 (R5RHKA) ,
8 BLUISHIKHEL, BE1PSIHBEFTO4REMMBZREHLL. £k, KEBK
UEOKIIZ, Bk 0, 7, UBXUIIBK, HBLEABIIEMTOBIT4BICREL,
ETNETNHEERONSIIBBLITCHEONSA4BETOLERMBZREHL .



C.

g R

BT, 51 (&&HKBAE) . 8 15 22, 29, 36, 43 XKT458 (HRdA)
KEERZNEL, MEEASRKROMEAEITOMORERZ ROV 1 ORERE
FHT2LLbHRE1INSISABIVREUHSVBAETORMBERERM L.
BT, 51 (REMABH) , 8§ BLVTISHICHEL, MEALSKOREAET
DEERZROFG 1 ABERZEHTIELODIIREG1MASISHETOREBER
ERHMUE. ¥, XERIOBZER 0, 7, U4BXTUBIK, 4BLEBZWE
0BLV4HHERZHAEL, AEHIPSROMUEAETOMOBERERDEY
IEBEBEEZHHTILLEOICAERONSLIAITORABEBZREHLAE. 25,
ZRMMGOBERIIMEL 2ho .

Loy A

XK I4BHMOoEANBERET LB ERABENOBOr —JiC AN I 1 TRE?2
HUMERERE S, 249, ERPORTREZL> TXERYLEL, TOHZHEE
0OBH&LU .

HENBRIXTEBELIBETTY, RiFMrcRXOREBEMEITOMOBARZHERM
A¥ELTESHERMEREHLE.

XERBERMS, BREODVWTXRER [ (XRRAIMYE /FAEBHK) X100] %=

BHUKE.

BRIBHBIVHEROEAR

EEBYVIESAZERIBEEL. FBROEETFR I ~10RFICTTY, ZORMH
KABRNET LU TVDZLERBLEBAIIDVWTEOHZWHEOI & L. Fiinll
HEAETARMKTLUEAEAKCDODVTIE, BE:2WHFOHELRE. SREERLL
ZHRALODVWTHEERNMN (MF0BOEAAMSHEROBOFABZRULHE . &
BE [ (RS /TBRRIBHK) X100) 1, HER [ (£FRHERK/ EE
&) X100] , HERE [ (FRER/EREES) xX100] , oK% [ (BHER
BABKBRB) X100] , HEX [ (HEERE/BHERK X100] zHBHLUL.

FERSHEOHICHEREK (EFR+ECE) 28X, #HUEHETILLEHE
ARBREOFEEZRFN:. £, WEOBLVIBCBEBEIOERZREL, 1
MOBERFSEREREZBEHL . : '

WE4ABKFERZHAZEBRL, FEEEOARBREZT /. MEMMFORECT
RbFABRICTEZSEOABRBEREN . i, HEROLIBEER [ (MF4EE
RE/HEERK) X100] 2BEHU~.

BRBRE
EROBREACDODVTHRMRICKEL:. BHZHVIRMERIELE, -

THERABEL, EEABHRMASKRML .



(1) mMEZEHRE

BRECEHAEBESRA (EDTAIK) ZHEMULAPMmMicDWT, THMS H-1E (1 VA4,
XE) ZAWTAMERK (VBC: MEBFHKE) , RmIRK (RBC: METFHRE) , A<
27Uy MME (HCT: 2FMROBFRICEDBE) , "EJ/OEE (HGB: 27 A
FAEZDOEHE) , EYFRMERARH (MCV:RBC, HCTE D EM) , FHFORME
#B (MCH: HGB, RBCL D EHH) , EHEFmRmEFREE (MCHC : HGB, HCTL DEH) |,
Mm% (PLT: RBHFHRE) BLCaORELR (JOo—H 1 rF I A MY —F)
ZAELZ. ARREHIRIINROBBTREL N, IROEBRELRZEHL,
AA Va2 R - FLYRBLTRELE. AAORROKEBOREEICDNT
W, FIEEA (EDTALIK) Hm#EZ 2 —AF LTI —THREE, OBEEXREER
ZEBMLE. SRHEOLEMBERBZD SN/, EX0EBERTHOAMS =,

(2) mkELERE

BRECRZY—CY—)) (BMRL2#EYFOY) KOEZEML, ZHEICHHEHE
%3000 oo TARBRLOABMLCALOECODW TS EBALYEHIRES
CentrifiChem ENCORED (NX—A—2k, XE) B X EKTACHEM 700N (34 v » 3,
KE) R0, RETREES (Ya—Ly kg, PIT3> (B.0.6 ),
A/G (BHEM) , M (FNa—IXFAFLF¥—V¥YE), BaLIX5O0—J) (ALVZF
O—- A ¥ F—VE) , REEX (L7 —¥T7>ESUAERERE) , VLT F
= (Jaffes) , BEYLEY (PTFVE), JWFICEAFTORELS > X
FIF—Y (IFCCE) , YIWFIVBENECBES AT IF—¥ (IFCCH) ,
T=VINWNFIINESARTFF—+ (OrlowskiE) , hU O A (BEE) , BF
(BEE) , ANIYIA (FLEFVIE) BLUERY D (EUTTFUVBREE) %
e L.

g MEZRE

ERBLVUBREER

QY

ASHEBES LAY FNS, PIKHOBEIEEZRIL-TIVKETTELALE

RS, FEREOHRNBHRERZRTWY, WK, M, FRE TR BEBIUBR
LGEBZRIELBEER - &KL (BMER) 2BHLE. Tk, EHYOEEN
EFBICMA TR, OB, MK B% BE IR TEABITRBRARLLT
EENBOONT-BE - ABE L TEREIXPHBERINITY VETEHELE. &
B, BFEBIUHRLAR T 7 VKK TCEEL .

QaRS B L
MEABKI-FIRBE T THROEXESYE, FEREO0OANRNEREET L&,
HaRR, ffi, FFBR, FRBIUBFREREZAELBEER - hEE (HHEE) 251
Lk, &, 290 ERBIEHEEIIMATHE, 0K BRE, 3% TESBLIUA
BARELTELCNBOSNAEE - AR ELTABZ ISP HBERIIL<Y VET
BELL. 7z, HIRBICHAARBIUBFEKEREZR .



QHARNMBODED SN NEE
ERBIC, T—-FIARERTTROZEESE, FESEOARMNBERET > &,
B, LR, UNH, BER MR, KBREF (BHizZza0) , R &%, Mk
UREX, LR, FRBBELULENME, &, &RE, B, +Z8B, NB, XB, F
B, BR, MR BB BT, B BR FE OE, BR N—-F-R MM T=
hBLUBEHZISPHBESNI U VETEHELL., BEENBD s NAZ0EYIL
ERFRIEHE L.

@ERETCORBD SN I-H
I-FIRBRTTHRORERREZE, TEBTONBHNBRET LR, KW, 4
B, VN, BERR, WE ARG (BHz2S0) , MR ¥, WBXUREX,
O, FREBEICLEN, &, &R#E, B, +_HB. MNB, XK, FR KK
R, TR BT, BB SR, TE, B BR N—F-R B TEEBIUF
HEOSPHBERITY CETEHE LR, £, URBEREARBLIUVEKRKERKE
[ RN~

QmBERERE

OEEER S H -8
NEREWARRSAOR, MR, OB M FRB B8 ER BEBIURR
CDOWTEBL .

@QERAML i
MNERBEBARMSAOR, BWE, OR, W, TR B BE BBFBIUHR
IKDWTERL .

OBEERIZEREN->FEBIVERRRI DM
/O, RER, O M OFR BER. OB B E TE, PR OBR R
BEth B8 WIBRBIXUETEAICODWTERL &.

@eRECOBDOINI-EE
EPOKE®, BB, UNE, EER WE ARE (BHMZED) . BR, [F,
MBIULKEX, O, BREBLICLE/NE, &, &, B, +=1H, MB, K
B, FEEK, BRE, PRER, W, BIW, BB, SRR, TE, B, EHR, N-F-—-R K
TEHEBIUEHIEOVWTERML .



h. %3t BRAT

*hE, BER, XK FRENX HMERN XEREK ##k, EHEFAM, £E
MR, BERE HBE, HER, HAEBRERER FEROLIREER, BEEE,
HEER-GEL (HHER) , aEZENBLIVLBEELLEREFCDODVNTRET
Bartlett O%HBRE 2ERKLE. /B OoBAR—THEBESBLFET - £,
DBAFTBCEROEEFEMEAROBAEIE DumeltOFELBRE, SRHOEREMR
Ri2B63ScheflfénZELUBRETCHRBLERSHBOFEZEREL L.
BartlettDE R HMETAE B OB ET Kruskal-Vallis OEMREEZERKEL /.
FEATCEROEEARVRAKXOBEEIT DunnettDJERLRE, BHOBEXUMBELZIBES
iIScheffeD EMBRETHBRHLEBREHMOAEEEREL . HEX, XEBES
FUZKRBIZODVWTRYXREY Y20k, b, BEHMPOFERICET IR
BRIBGBLYDVDOEEE1EFELE. AEAEIR +: P.05B KT+ : P<0. 01D 2
BREL .
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H.

)

B OB O 2.

REHSHEHE
FCLBLUE—K&RE (Table 1-1~1-4, Appendix 1-1~1-4)
AR, REAMMZBUBBENVTNORIILERIN AL, —BREBOER

TR, BONEBTHEORYE (YEROBKK) BNESES5HASTHIC I AICEES,

250 mg/kg B THMBOBRENKEIINSIIBIR, HERBKAKZE20MNS2IAICA—HE
Ho1HAICEREH, ik, AR CTHOA—EE£D 1AICHBOBRENRE 21546
BIZ, ABXBEE 425130, MEBRERSREUNSLIRICEREEI N, BiIZD0
TH, #5HHEAC TOWThoBICHOEERZD Sk k.

# & (Figure 1~2, Table 2-1~2-2, Appendix 2-1~2-2)
BELIBICREHNEZIAC THRBELSERYERERLOBICERIRD O NE
Mol

BEE (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)

BT, 250 XY 500 mg/kg RTHERICHRTHREINSISHOEY 1 HE
EHENEKEZRL K.

BT E5MEZ2E0 THRERBLEERYVEREHEIOBMIIZERED DL
7.

Bom#EFEHMRE (Table 4, Appendix 4)
ITRTOREBEFEXL DLW THERELHERDRRSRLIOBICETRD s haho ).

HoMmMEE{FERE (Table 5, Appendix 5)
TRTOREBEEBRDLWTHREBEERYERSBHLOBICEZERBD STk,

ZEEE (Table 6-1~6-2, Appendix 6-1~6-2)
T, 1000 mg/kg B THEBICHRTHROEERNEMLU .
BT, SENLERVERSHEOMICZDOHIBER M.



8.

2)

Bk R (Table 7-1~7-3, Appendix 7-1~7-2)

FRERY S EAEBICERABLIBICBNT, NEBCERERYBESL SR
KEHBEINIHREITOONAL . hd, GREEZRLIELHETE, Hod
GBH/ XK (RE) BLUHEH /RENMEROE 14, MoORGHE. /KRR
BEFODLERODKRACEBEEEN M, WROFEH /K& 500 ng/ke B 2
HIic, EMOTEE,/ K& (KE) » 250 ng/kg Mo 1 Hic e hThER N,

¥, BROBUBTRE, BROERH, HOoFER /K% (BE&) , KBOERE
BIUEGE, FROHEH /KR BROBESIVCHIBEOERINREESDE
BREBCHIRNICEEIN:. b, BREEZRIIEAN >EBBLIVERFRETO
BEAS 250 mg/kg HOMBEE 2AIED SNANREFRARIBERIAAN >/, BE
ABETRERECLABHYANBRO 2ACEDONN, N1 AKERERD
RELABRINE.

FEABERE (Table 8-1~8-5, Appendix 8-1~8-5)

BRERIIEZBBEIVERIBLEHICBVWTEREINAEFRRE, wWins i
BELCERVERER OB TRERICZR AL/, B, BRERLSELZET
HBOARFR (Photo. 1) , BRORME LEOFEZEME/{ (Photo. 3) , BEOD
HERENMEBRERBIVCABTOERENTGREOLEBNVIRHAICEHEEIN . TOMDFT
BRAVEASIVIEBERMORETH -/, nh, BEERXCPVTEREEOHEMMN
BOHOONEHBICDWTREXEEIED SNA”>7% (Photo. 5) . £/, BRSBKL
FETRIBROGERNLE, Movxr/nrr—-TCHEE, FROAFRE, BEROKRMEL
EOHFEEHEBIUVEREREOELATRODBEAKBEEEINL., TOMORR
LbOBADLIVWIEREORETH- .

HWHEA4BETKERRECAZBDONANBROBHY 2HA T, FEOBRE - <
ro7y—VEE - BRWELD c ELELZLORLSPAROBERENERINL.
Th, N1IACRERAKRORHTOHONED S k.

HRZRILSEADP > LBEBICEERKREOMIZ, 250 ng/kg BOMER 24T
HD, THoDSbHO I1PATHERIEOBETAFENERINL. TOMITEER
RIDEB*REI2EL5AMREBEEEIN AN 2.

EHRESHE
XRBELUZMHAEE (Table 9, Appendix 9-1~9-2)

TR, NEEESUOIXRTORTEMAKILAL. B, 0, 500 XD 1000
ng/kg BOXENRIY U-BO 2 THRILL, 250 ng/ke BETII2EAF 1061 (83.3%)
THRRM L 7. :

HAMEETE, WIholbFF4~500EHERLFEOHANICHEER
BHSNREMho2h, 1000 ng/ke MO 1 AICARREEZ SN2 BoE L (H
GLERHKRENG) AXEEE,SBOON. CoRARERAYOE LA 13 M
WhEETRMNERIT L.



b. £ LBEE (Table 10, Appendix 10, 12)

MNEFEBEL 1000 ng/kg B THELEROBEORIEINEL 2D, BHFok
HizERBOSN. SSENEROBOHEARISBEAAETRMOBEILRE
BMECLEED, BOABEETRICHEESE 1000 ng/kg BEOMICENBOB SN
o, ToOfi, PRRBICEERIERINT, EROLRMME, ®REK, FEREX.
HEERXBIVEERRRIIEIFAKZMEZRL, HER, BEKE, X, HEX
BEU4ABAERIIRMEREDShARL 5 k.

c. FEROERE, hEBLITHMRARA (Table 11~13-2, Appendix [1~13-2)
FERONAZRETR, ETHRANBHO 24, SLBICEHENSBEDOR
—EED 16, E/ANEH 250 ng/kg B 14, ERBH 500 meg/kg O 1 AICHRS
N, HEHMPOLETIE, BELLICHRBMZRBODS AT, FCTROER
T, WEESERENIEBBLT 250 mg/kg HOH 1 Hl, BEEAINL =T H 500
ng/kg O 2HAICHRIN. BEA4HOHRTY, HECHROBTRENHAZ
nik.



M.ﬁgﬁiUEﬁ:

) REKEEH®

FECHE, REHBZ2BECEBENTIhORBICOED oAl . —RREBOEE
T, BICEXEZZDONT, BTBDSEZREFMRIVWThOERESEEZEIDIK
PIORETHD, BBRVAREOERBIIZbBOLBRELXASNEND .

BGERODVWTHR, BELDICERVERSFOZBEUZD AL >, H#ED 250
BELY 500 mg/kg BTHRELXBASHPBREBHEBNBEEFRLANERBEBIR®R
SNRVERSELETHD, BREHMMNENOBERICERDEDULSENVEEZRL
TWHZ RS, NEBOENBERHICE N DA ECERTIELEZEASNL.
BoBERICE/LBRED SN /.

BEOonBEZOREBIVUMKELLERETRERVERSOERIBD S NANS
<.

BEERI, #o 1000 ng/ke BTHROEEEMNHMEZ RLANR, HANEERIIE
HEZHNIHFREREMCIBDo NG, 7., T, FEAKRPRECHARECERI
A5NT, MBEFHRECASEORECHRETILELAOND U U NRKRICEL
MEDHSNIBVWI &S, WMROBEBZLLBERVERELONERAELSATER
Mol 5B, 2HMREKEID2THAERTH 1000 ng/ke B THEERMNGE
ZRLED, ZRBORM—AEBRICRARKROZB{EIZD S Nho k.

FREZREOESR, YRR - B8R LDIREEERISEA#BILITERI K
LEBicB0nT, MERCERERYEEERCEBARINIFAREDSNT,
WTFNOFMRLERRAENARREELEZAShA,. 2RECOBHYICHBTIHAEL
LT, FEOBRA - /07y —VEE - BFNEHL - AFREZEOELPOALE
ODRERENBRIN. £/, BRERNL BRI LBHOIHFATHRELEORT
WNFEEIERENE. LhL, BEFARIOBEZEDHVTNOHYITBNTOH ERY
BEREOEBERRIZLODMAREBD AL 2.

Lt &S, REFAVBRBAFIIATFNORERGENKIZ 1000 ng/kg/day &
FiIE-oTHbEDONT, BFERIIMAE L &I 1000 ng/kg/day LHBE Nk,
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2) EERERN

XEEBIUVZRECHRYERSOERIZDONT, AN OV THLERY
BEREOEEBRBY S Adh oz, BREBRM IR > EEBIVERNRIELE
Mo TelEiX 250 meg/kg M THEZ2HAERIN, REMABEZEREOKR, Ho1HACHE
REAOHTAFENZDSN. FFRBFEORRBICHIZMRELEELA SN2,
CORRIE 500 BLT 1000 mg/kg BTHREHSNT, BZRYERELORAIZH
SRATREM . MPBRFERTRERYYWORANERICHKL, ERHAMICHE
BRURESOERIZOD N, HEAROKIEANEEDL 58T L 1000
ng/kg BT TIELEMEZRLKHZNWAEEZNBD NN, Y2 F/I—0HRE
(0. 84~1.08) LOHETROLANEHOEMNBEBRNICE I >ZELEASN, B
ZFHNICBROBITKETEIASNZEN >, T/, 1000 ng/kg BRTRO SN
DA4BEERBROBELHEOEDICERTAZELEZEAON, BERVHEBRSEOER
ERFEXASNENL D,

FERONERET, RYHEBREBCBDOIONEFRIVTIOERETHD,
BRREEEOFRREEBAONL. £/, FEROAELWHEIBETHEMAICHML,
ER, EFCRBLIUHEL4IHOHRTHLERDERSEICLIRBREEOD o NAN
7=.

REDZENS, RFIVBAFINIATIKLIOIBEOLEBIIERETERBLT
REYORE - RECKRETEER, 1000 ng/kg/day B#EICL>THRDHSNT,
EEEEITLBIC 1000 ng/kg/day EHIBTE N,
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Table 1-1 Clinical observations on male rats Exp. No. 2474 (115-038)

Days of experiment

Signs Dose level Total
{mg/kg} 1- 7 8-14 15-21 22-28 29-35 36-42 43-46 { 1-46)
number per group 0 12 12 12 12 12 12 12
250 12 12 12 12 12 12 12
500 12 12 12 12 12 12 12
1000 12 12 12 12 12 12 12
sacrificed 0 0 0 0 0 0 0 12 12
250 0 0 0 0 0 0 12 12
500 0 0 0 0 0 0 12 12
1000 0 0 0 0 0 0 12 12
normal 0 11 12 12 12 12 12 12 11
250 11 10 10 11 11 11 11 10
500 12 12 12 12 12 12 12 12
1000 12 12 12 12 12 12 12 12
loss of hair 0 0 0 0 0 0 0 0 0
250 1 2 2 1 1 1 1 a) 2 b)
500 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0
trauma 0 0 0 0 0 0 0 0 0
250 1 1 0 0 0 0 0 1
500 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0
cruat 0 0 0 0 0 0 0 0 0
250 0 1 2 1 1 1 1 2
500 0 0 0 0 0 0 0 0
1000 1} 0 0 0 0 0 0 0
teeth abnormality 0 1 0 0 0 0 0 0 1
250 0 0 0 0 0 0 0 0
500 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0

a) No. of animals observed sign in group
b) Total of animals observed sign



Table 1-2 Clinical observations on female rats Exp. No, 2474 (115-038)
{(Before and during mating period)

Days of experiment

Signs Dose level Total
(mg/kg) 1- 7 8-~-14 15-21 22-28 29 ( 1-29)
number per group 0 12 12 12 0 0
250 12 12 12 0 0
500 12 12 12 0 0
1000 12 12 12 1 1
copulation 0 0 0 12 0 0 12
250 0 0 12 0 0 12
500 0 0 12 0 0 12
1000 0 0 11 0 1 12
normal 0 12 12 12 0 0 12
250 12 12 12 0 0 12
500 12 12 12 0 ] 12
1000 12 12 12 1 1 12
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Table 1-3 Clinical observations on female rats Exp. No. 2474 (115-038)
(Gestation period)

Days of gestation

Signs Dose level
{mg/kq) 0 1 2 3 4 5 3 7 8 9 10 11 12
number per group 0 12 12 12 12 12 12 12 12 12 12 12 12 12
250 10 10 10 10 10 10 10 10 10 10 10 10 10
500 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 12 12 12 12 12 12 12 12 12 12 12 12 12
delivery 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 0 0 0 0 0 0 0 0 0 0 0 0 0
500 0 0 0 0 0 0 ] 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 ] 0 0 0 0 0
normal 0 12 12 12 12 12 12 12 12 12 12 12 12 12
250 10 10 10 10 10 10 10 10 10 10 10 10 10
500 12 12 12 12 12 12 12 12 12 12 12 12 12




Table 1-3 -continued Clinical observations on female rats Exp. No. 2474 (115-038)
: {Gestation period)

Days of gestation

Signs Dose level Total
(mg/kg) i3 14 15 16 17 18 19 20 21 22 23 24 (0-24)
nurber per group 0 12 12 12 12 12 12 12 12 12 12 10 1
250 10 10 10 10 10 10 10 10 10 10 6 0
560 12 12 12 12 12 12 12 12 12 12 1 0
1000 12 12 12 12 12 12 12 12 12 12 5 0
delivery 0 0 (] 0 0 0 0 0 0 0 2 9 1 12
250 0 0 0 0 0 0 0 0 0 4 6 0 10
500 0 0 0 0 0 ] ] 0 0 5 7 0 12
1000 0 0 0 0 0 0 0 0 0 7 5 0 12
normal 0 12 12 12 12 12 12 12 12 12 12 10 1 12
250 10 10 10 10 10 10 10 10 10 10 6 0 10
500 12 12 12 12 12 12 12 12 12 12 7 0 12
1000 12 12 12 12 12 12 12 12 12 12 5 0 12
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Table 1-4 Clinical observations on female rats Exp. No. 2474 (115-038)
(Lactation period)

Days of lactation

Signs Dose level Total
(mg/kg) 0 1 2 3 4 { 0- 4)
number per group 0 12 12 10 10 10
250 10 10 10 10 10
500 12 12 12 12 12
1000 12 12 12 12 12
sacrificed 0 0 0 0 0 10 10
250 0 ¢ 0 0 10 10
500 0 0 0 0 12 12
1000 0 a 0 0 12 12
sacrificed 0 0 2 0 0 0 2
(all pups died) 250 0 0 0 0 0 0
500 0 0 0 0 0 0
1000 0 0 0 0 0 0
normal : 0 12 12 10 10 10 12
250 10 10 10 10 10 10
500 12 12 12 12 12 12




Table 2-1 Body weight change of male rats Exp. No, 2474 (115-038)
Unit : g
Dose level (mg/kg) 0 259 500 1000
Before mating period
No. of animals 12 12 12 12
Mean * S.D. ( N) Mean + S.D. ( N) Maan + S$.D. ( N) Mean * §.D. ( N)
Days of experiment 1 370 % 8 (12) 370 9 (12) 370 * 9 (12) 371 * ? (12)
8 399 + 11 (12) 404 = 15 (12) 397 & 15 (12) 400 £ 13 (12)
15 424 % 11 (12) 429 * 17 (12) 418 18 (12) 422 16 (12)
22 440 + 13 (12) 49 = 21 (12) 436 + 171 (12) 441 £ 15 (12)
29 463 + 22 (12) 11+ 22 (12) 460 + 18 (12) 464 = 19 (12)
36 481 * 23 (12) 491 £ 28 {12) 480 21 [12) 478 =+ 25 (12)
43 495 + 25 (12) 506 £ 32 (12) 496 £ 23 (12) 497 £ 32 (12)
" Gain 1-43 124 £ 26 (12) 137 * 28 {12) 126 20 (12) 127 & 27 (12)
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Table 2-2 Body weight change of female rats Exp. No. 2474 (115-038)
Unit : g
Dosa level (mg/kg) 0 250 500 1000
Befo;g.mggi:giizf:od 12 12 12 12
Mean * S.D { N) Mean * S.D ( N) Mean t S.D. ( N) Mean + S.D. { N)
Days of before mating 1 229 7 (12) 228 % 7 (12) 229 * 7 (12) 229 £ 7 (12)
8 239 & 8 (12) 237 £ 8 (12) 237 + 12 (12) 236 * 12 (12)
15 246 t 7 (12) 245 =+ 9 (12) 244 13 (12) 246 £ 12 (12)
Gain 1-15 18 % 5 (12) 17 % 8 (12) 15 £ 8 (12) 17 % 7 (12)
Geat;ﬁ%o:fp::é:d 12 10 12 12
Mean * S.D ( N) Mean % S.D ( M) Mean X §.D { N) Mean * S§.D. ( N)
Days of gestation ] 255 * 10 (12) 249 * 9 (10) 249 £ 14 (12) 25¢ & 16 (12)
7 281 =+ 9 (12) 278 % 15  (10) 276 % 11 (12) 279 £ 13 (12}
14 316 % 10 {12) 308 * 15 (10) 307 & 14 (12) 309 % 18 (12)
21 405 * 23 (12) 401 £+ 21 (10) 392 £ 27 (12) 394 29 (12)
Gain 0-21 150 * 24 (12) 152 18 (10) 143 * 22 (12) 141 + 29 (12)
Lact;ﬁ?ogfpg:::d 12 10 12 12
Mean X S.D. { N) Mean * S.D. ( N) Mean X S.D. ( N) Mean * S.D. ( N)
Days of lactation (] 277 % 24 (12) 281 *+ 18 (10) 285 * 19 (12) 288 * 19 (12)
4 298 * 13 (10) 286 =% 31 (10) 299 *+ 22 (12) 305 % 18 (12)
Gain  0-4 21 16  (10) 5 & 20 (10) 13 + 13 (12) 16 =+ 17 (12)




Table 3-1 Food consunption of male rats Exp. No. 2474 (115-038)

Unit : g/day

Dose level (mg/kg) 0 250 500 1000
Before mating period
No. of animals 12 12 12 12
Mean + S.D. ( N) Mean * S.D. ( N) Mean X S.D, ( N) Mean * S§.D. ( N)
Days of experiment i- 8 24 * 2 (12) 26 * 2 {12) 25 % 3 (12) 26 £ 3 (12)
8-15 23 + 1 (12) 24 + 2 (12) 23 + 2 {12) 24 + 2 (12)
22-29 22 2 (12) 23 & 2 (12) 23 2 (12) 23 =+ 2 (11)
29-36 21 + 2 (12) 23 =+ 2 {12) 23 % 2 {12) 22 + 3 (12)
36-43 21 + 2 (12) 23 + 3 (12) 23 + 2 (12) 23 3 (12)
43-45 20 2 (12) 22 + 3* {12) 22 % 2% (12) 22 + 2 (12)
Cumulative consumption (g) ]
-15 333 + 20 (12) 347 * 30 (12) 341 % 31 (12) 344 34 (12)
22-45 490 * 40 (12) 529 49 ({12) 528 41 (12) 516 % 53 {(11)

Values in parentheses are expressed number of animals measured
Significant difference from control group; *: p = 0.08
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Table 3-2 Food consumption of female rats Exp. No. 2474 (115-038)

Unit : g/day

Dose level (mg/kg) 0 250 500 1000
Before mating period
No. of animals 12 12 12 12
Mean 1t sS.D { N) Mean * S§.D { N) Mean * §.D { N) Mean Tt S.D (N)
Days of beforae mating 1- 8 16 * 1 (12) 16 * 1 (12) 17 £ 1 (12) 16 1 (12)
8-15 16 =+ 1 (12) 16 2 (12) 16 * 1 (12) 1e £ 1 (12)
Cumulative consumption (?)
-15 227 * 14 (12) 225 + 21 (12) 228 £ 19 (12) 221 * 14 (12)
Gaeatation period
No. of dams 12 10 12 12
Mean * S.D. ( N) Mean *+ S$.D. ( N) Mean + S$.D. ( N) Mean * S.D ( N)
Days of gestation 0- 7 20 * 2 (12) 21 £ 3 {10) 20 + 2 (12) 20 + 2 (12)
7-14 21 % 2 (12) 21 + 3 (10) 21 % 2 (12) 20 3 {12)
14-21 22 + 2 (12) 22 £ 2 (lo0) 22 2 (12) 21 3 {12}
Cumulative consumption (g)
3-21 441 £ 36 (l1l2) 447 = 47 (10) 439 * 39 {12) 429 * 51 (12}
Lactation period
No. of dams 12 10 12 12
Mean t S§.D. ( RN) Mean * S.D ( N) Mean * S.D. ( N) Mean % S.D { N)

Days of lactation 0-4 25 + 10 (10) 18 9 (10) 25 + 6 (12) 26 * 6 (12)




Table 4

Hematology of male rats

Exp. No. 2474 (115-038)

Dose level (mg/kqg) ] 250 500 1000
No. of animals 12 12 12 12
Mean = §.D. ( N) Mean * S$.D. ( N) Mean * S.D. ( N) Mean * S.D. ( N)
HCT (%) 43.4 * 1. (12) 42.6 £ 1.7 (12) 43.1 * 1.2 (12) 43.4 * 1.0 (12)
HGB(g/dl) 14.5 * 0.4 (12) 14.3 * 0.5 (12) 14.3 X 0.5 (12) 14.6 = 0.3 (12)
RBC {(x10°/ms’) 7.90 X+ 0.45 (12) 7.75 * 0.39 (12) 7.90 £ 0.23 (12} 7.85 £ 0.2 (12)
MCV () 55.0 * 1.5 (12) 55.1 & 1.3 (12) 54.6 + 1.3 (12) 55.3 + 1.4 (12)
MCH (pg) 18.3 & 0.6 (12) 18.4 * 0.6 (12) 18.2 + 0.4 (12) 18.6 = 0.7 (12)
MCHC (%) 33.4 * 0.4 {12} 33.4 * 0.5 (12) 33.2 *+ 0.3 (12) 33.7 £ 0.7 {12)
PLT (x10°/m) 969 =+ 98 (12) 960 L 96 (12) 958 + 105 (12) 1001 £ 119 (12)
WBC (x10°/mi) 11.3 + 2.2 (12) 10.6 + 3.0 (12) 12.4 + 2.8 (12) 11.2 £ 3.2 (12)
Differential leukocyte
counts (%)
NEUT 15 + 4N {12) 21 + 12 (12) 14 + 4 (12) 16 + 4 (12)
LYMPH 79 + 4N (12) 74 + 12 {12) 81 = § {12) 79 + 4 (12)
MONO 3 + 1 (12) 3+ 1 (12) 2 + 1 (12) 3+ 1 (12)
EOSN 1 1 (12) 1 o0 (12) 1+ 0 (12) 1 £ 1 {12)
BASO 0+ o (12) ¢ £ 0 {12) 0+ o0 (12) 0 + 0 {12)
LUC 1 + o (12) 1 £ 0 (12) 10 (12) 1+ 0 {12)
NEUT : Neutrophil LYMPH : Lymphocyte MONO : Monocyte EOSN : Eosinophil BASO : Basophil LUC : Large unstained cells

N : Non parametric

analysis



Table 5

Blood chemistry of

male rats

An-Pyo Center

{(2031bw } 009055

Exp. No.

Page 001

2474 (115-038)

Dose level (mg/kg) 0 250 500 1000
No. of animals 12 12 12 12

Mean + S§.D. ({ N) Mean =+ S.D. { N} Mean I+ S.D. { N) Mean + S§.D. ( N)
T.protein(g/dl) 5.68 + 0.22 (12) 5.61 + 0.15 (12) 5.59 + 0.16 (12) 5.70 = 0.18 (12)
Albumin(g/dl)} 3.24 £ o0.12 (12) 3.21 + o0.11 (12) 3.21 £ 0.07 (12) 3.22 + 0.13 (12)
A/G 1.33 £ 0.04 (12) 1.33 + 0.06 (12) 1.35 + 0.06 (12) 1.30 = 0.07 (12)
Glucose(mg/dl} 164 £ 15 {12) 168 * 22 {12) 161 + 13 (12) 167 = 14 (12)
BUN (mg/d1) 12.4 + 1.1 (12) 12.1 + 2.3 (12) 11.9 £ 1.5  (12) 12.4 = 1.9 (12)
Creatinine{mg/dl) 0.5¢ = 0.07 (12) 0.59 X 0.08 (12) 0.53 = 0.06 (12) 0.56 = 0.04 (12)
T.cholesterol (mg/dl) 54 + 14 (12) 50 + 11 (12) 4+ 12 (12) 50 + 14 (12)
GOT(U/1) a1 £ 1 (12) 39 + 5 (12) 43 + 9 (12) a1 + 6 (12)
GPT(U/1) 16 + 5N (12) 17 + 2 (12) 18 + 3 (12) 15 = 2 (12)
Gamma~GTP (U/1) 0.6 £ 0.3 (12) 0.6 £ 0.2 (12) 0.6 = 0.2  (12) 0.6 £ 0.4  (12)
T.bilirubin(mg/dl) 0.07 = 0.02 (12) 0.06  0.02 (12) 0.06 £ 0.03 (12) 0.07 = 0.03 (12)
Potassium(mmol/1l) 4.88 =+ 0.22N (12) 4.70 £ 0.26 (12) 4.96 + 0.47 ({12) 4.91 * 0.27 (12)
Chloride (mmol/1) 106.9 x 1.5 (12) 106.5 * 1.0 {12) 107.3 + 1.3 (12) 106.5 + 1.0 (12}
Calcium(mg/dl) 10,00 * 0.18 (12) 9.89 + 0.24 (12) 9.93 * 0.22 (12) 9.86 X 0.36 (12)
I.phosphate(mg/dl) 6.64 £ 0.63 (12) 6.60 + 0.53 (12) 6.45 * 0.52 (12) 6.44 £ 0.74 (12)

N : Non parametric analysis



Table 6-1 Absolute and relative organ weight of male rats Exp. No. 2474 (115-038)
Dose level (mg/kg) 0 250 500 1000
No. of animal examined 12 12 12 12
Mean + §.D. Mean T §.D. Mean £ S5.D. Mean 1 S.D.
Body weight (g) 479 * 25 492 £ 32 484 22 481 * 30
Absolute organ weight
Thymus {mg) 1l £ 37 352 + 97 332 % 55 393 6S5**
Liver {9) 13.88 * 1.27 14.07 1.72 14,07 1.03 14.17 * 1.48
Kidneys {(9) 2.95 £ 0.33 3.10 %+ 0.33 2.95 * 0.28 3.16 £ 0.29
Testes {g) 3.27 £ 0.27 3.35 & 0.32 3.33 £ 0.23 3.35 ¢ 0.23
Epididymides (mgq) 1170 + 121 1231 + 115 1169 + 74 1129 * 68
Lung {g) 1.43 + 0.13 - 1.53 + 0.13 1.44 + 0.11 1.48 + 0.10
Relative organ weight
Thynus {mg%) 65.293 9.684 71.750 £ 21.322 68.556 £ 11.427 82.016 * 15.221
Liver {g%) 2.8971 =+ 0.170 2.853 % 0.200 2.908 0.133 2.942 % 0.172
Kidneys (g%) 0.617 £  0.057 0.630 +  0.057 0.610 =  0.043 0.658 * 0.065
Testes (g%} 0.684 0.060 0.681 * 0.054 0.689 *+ 0.047 0.698 =+ 0.058
Epididymides (mg%) 245.069 * 28.425 250.361 *+ 19.1s88 241.751 % 9.980 235.246 + 15,056
Lung {g¥%) 0.299 0.028 0.312 =+ 0.031 0.297 % 0.016 0.308 =+ 0.019
Significant difference from control group; **: p = 0.01
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Table 6-2 Absolute and relative organ weight of female rats Exp. No. 2474 (115-038)
Dose level {mg/kg) 0 250 500 1600
No. of dams examined 10 10 12 12
Mean T S.D. Mean * S.D. Mean + §.D. Mean T S.D.

Body weight (g) 295 £ 23 286 31 293 £ 22 305 * 18
Absolute organ weight

Thyaus {mg) 158 * 56 151 59 189 &L 75 204 + 41

Liver {g) 12,69 % 1.03 11.68 £ 2.04 11.99 =% 1.17 12.16 * 1.40

Kidneys {g) 2.03 £ 0.21 2.05 £ 0.21 1.96 % 0.14 2,04 £ 0.15

Ovaries {mg) 108 * 18 104 £ 13 101 * 16 102 % 17

Lung (9) 1.10 0.09 1.18 * 0.11 1.17 *® 0.14 1.21 % 0.09
Relative organ weight

Thymus (mgh) §2.625 * 17.059 51.817 % 8.233 63.081 =X 4.48¢6 66.931 £ 12.77¢

Liver (g¥%) 4.269 0.342 4.052 % 0.420 4.017 % 0.285 3.982 & 0.281

Kidneys (g¥%) 0.681 & 0.063 0.721 % 0.085 0.659 % 0.049 0.671 + 0.041

Ovaries (mgk) 36.359 * 6.126 37.070 =% 8.844 33.874 5.329 33.390 * 5.549

Lung (g%) 0.369 * 0.026 0.415 * 0.047 0.396 =% 0.064 0.399 0.035




Table 7-1 Summary of gross findings ( successful pregnancy ) Exp. No. 2474 (115-038)
Sex: Male
Dose level { mg/kg ) 0 250 500 1000
No. of animals necropsied 12 10 12 12
Organ Findings
HEMATOPOIETIC SYSTEM
thymus rad patch/zone ] 1] 2 0
RESPIRATORY SYSTEM
lung colored gatch/zone 1 0 0 0
red patch/zone 1 2 4 3
white patch/zone 1 Q o 0
INTEGUMENTARY SYSTEM )
skin colored patch/zone ¢ 1 0 0
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Table 7-2 Summary of gross findings ( day 4 of lactation ) Exp. No. 2474 (115-038)
Sex: Female

Dose level ( mg/kg } 0 250 500 1000

No. of animals necropsied 10 10 12 12

Organ Findings

HREMATOPOIETIC SYSTEM

thymus atrophic 0 1 1 0
RESPIRATORY SYSTEM '
lung colored patch/zone ] 1 1 1
DIGESTIVE SYSTEM
large intestine
atrophic 0 1 0 0
blac 0 1 0 0
liver vhite patch/zone 0 1 0 0
URINARY SYSTEM
kidney scarred 0 0 0 1

REPRODUCTIVE SYSTEM
ovary cyst 1 0 1 1




- - - 1 YyeTppex oke
HALSAS FASRAS 'INIDE4S

sbutputy uebao
0 0 0 z patsdozodu sTvmTU® 3O -ON
000T 00§ 0s¢e 0 ( by/bu ) TeAeT esoq

oTewmal :xag§

(g€0-511) wLvz "oN dxz { petp sdnd f1v ) sbutpury ssoxb yo Axewuns €-L d1qeg



An-Pyo Center (p82d) 9246 Page 1

Table 8-1 Summary of histological findings ( successful pregnancy ) Exp. No. 2474 (115-038)
Sex: Male
Dose level { mg/kg ) 0 250 500 1000
No. of animals sacrificed 12 10 12 12
No. of animals necropsied 12 10 12 12
No. of animals examined histologically 12 0 0 12
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
CARDIOVASCULAR SYSTEM
heart (12) { 0) { 0) (12)
ranulation - 2 0 0 - - - - - - - = - 0 0 0
infiltration/cellular - 2 0 0 - - - - - - - - - 1 0 0
HEMATOPOIETIC SYSTEM
spleen (12) ( 0) (0) (12)
deposit of pigment - 0 0 0 - - - = - - - - - 1 0 o
thymus (12) (o) (0) (12)
congestion -1 0 o - = - - - - - - - 0 0 O
RESPIRATORY SYSTEM
lung (12) { 0) { 0) (12)
congestion - 2 0 0 - - - - - - - - - 3 0 O
accumulation of macrophage -1 0 o0 - - - = - - - - - 2 0 0
ranulation -1 0 0 - - - = - - - = - 0 0 0
infiltration/cellular -1 0 o0 - - - - - - - - - 2 0 0
interstitial pneumonia -1 0 0 - - - = - - - = - 0 0 0
osseous metaplasia -1 0 o0 - - - - - - - - - 0 0 0
DIGESTIVE SYSTEM
liver (12) { 0) (0) (12)
fatty change -1 0 0 - - - - - - - - - 0 0 O
ranulation - 5 0 0 - - - - - - - - - 5 0 O
ymphoeytic infiltration -1 0 0 - - - - - - - - - 3 0 0
bile duct hyperplasia - 0 o0 O - - - = - - - - - 1 0 0
URINARY SYSTEM
kidney (12) ( o) (0) {12)
basophilic change - 8 0 o - - - - - - - - S 5 g o
cyst -1 0 o0 - - - - - - - - - a0 0 0
deposit of calcium - 0 o0 o0 - - - - - - - - - 2 0 0
eosinophilic body - 4 0 O - - - - - - - - - 4 0 0
hyaline droplet - 0 0 0O - - - - - - - - - 1 0 o
tubular dilatation - 1 0 0 - - - - - - - - - 0 0 0
lymphocytic infiltration - 1 0 O - - - = -~ - - - - 1 0 0
REPRODUCTIVE SYSTEM
testis (12) (0 ( 0) (12)
atrophy, seminiferous - 2 0 O - - - - - - - - 0 0 O
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

(}: No. of animals examined microscopically at this site. -: Not applicable.



Table 8-1 ~-continued Summary of histological findings { successful pregnancy } Exp. No. 2474 (115-038)
Sex: Male
Dose level ( mg/kg ) 0 250 500 1000
No. of animals sacrificed 12 10 12 12
No. of animals necropsied 12 10 12 12
No. of animals examined histologically 12 0 0 12
Organ Findings T 2 3 T 1 2 T 1 2 T 1 2 3
REPRODUCTIVE SYSTEM
testis
multinucleated giant cell - 0 0 - - - - - - - 0 0 0
ENDOCRINE SYSTEM
adrenal gland (12) { 0) { 0) (12)
vacuolic change - 0 0 - - - - - = - 0

T: tumor 1: slight 2: moderate 3: marked
=: benign §: malignant
(}): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 8-2 Summary of histological findings ( day 4 of lactation ) Exp. No. 2474 (115-038)

Sex: Female

Dose level { mg/kg ) 0 250 500 1000
No. of animals sacrificed 10 10 12 12
No. of animals necropsied 10 10 12 12
No. of animals examined hiatologically 10 0 0 12
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3

CARDIOVASCULAR SYSTEM
heart (10) { 0) { 0} (11)

infiltration/cellular 1 0 O - - - - - - - ¢ o o
HEMATOPOIETIC SYSTEM
spleen (10) ( 0) ( 0) (12)
deposit of pigment -1 0 0 - - - - - - = - - 2 0 0
hematopoiesis, increased - 2 0 0 - - - = - - - = - 0 0 0
thymus (10) ( 0) ( 0) (12)
atrophy -1 0 0 - - - - - - - = - 0 0 O
RESPIRATORY SYSTEM
lung (10) { 0) (0) (12)
deposit of crystal - 0 0 0 - = = = - - - - - 1 ¢ 0
accumulation of macrophage - 3 0 o - - - = - - - - - 2 0 0
granulation - 0 0 O - = = = - - - - -1 0 0
DIGESTIVE SYSTEM
liver (10) ( 0) (0 (11)
fatty change - 0 0 O - - - = - - - - - 1 90 0
necrosis, focal - 1 0 0 - - - = - - - = - 1 0 0
granulation - 2 0 0 - - - = - - - - - 2 0 0
URINARY SYSTEM
kidney (10) ( 0) ( 0) (12)
basophilic change - 3 0 0 - - - = - - - - - 3 0 0
cyst - 1 0 O - - - - - - - - - 0 0 0
vacuolie change - 4 0 O - - - - - - - = -1 0 0
fibrosis - 0 0 O - - - - - - - - -1 0 0
REPRODUCTIVE SYSTEM
ovary (10) { 0} { 0) (12)
cyst -1 0 o0 - - - - - - - - -1 0 o0
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

(}: No. of animals examined microscopically at this site. -: Not applicable.



Table 8-3 Summary of histological findings ( non-pregnancy ) Exp. No. 2474 (115-038)
Sex: Male
Dose level { mg/kqg ) 0 250 500 1000
No. of animals non-pregnancy 0 2 0 ]
No. of animals necropsied 0 2 0 0
No. of animala examined histologically 0 2 0 0
Organ Findings 2 3 T 1 2 3 2 1 2 3
CARDIOVASCULAR SYSTEM
heart { 2)
infiltration/cellular - - - 1 0 O - - - -
DIGESTIVE SYSTEM
liver ( 2)
granulation - - -~ 2 0 0 - - - -
URINARY SYSTEM
kidney { 2)
basophilic change - - - 2 0 0 - - - -
cyat - - -1 ¢ 0 - - = -
eosinophilic body - - -1 0 0 - - - -
REPRODUCTIVE SYSTEM
epididymia { 2}
spermatic granuloma - - -1 0 0 - - = -
ENDOCRINE SYSTEM
adrenal gland { 2)
vacuolic change - - - 1 0 0 - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant

(}: No. of animals examined microscopically at this site.

-: Not applicable.
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Table 8-4 Summary of histological findings ( non-pregnancy ) Exp. No. 2474 (115-038)
Sex: Female
Dose level ( mg/kg ) 0 250 500 1000
No. of animals non-pregnancy 0 2 0 0
No. of animals necropsied 0 2 0 0
No. of animals examined histologically 0 2 0 0
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen { 2)
deposit of pigment - - - - - 2 0 0 - - - - - - = -
REPRODUCTIVE SYSTEM
ovary ' { 2)
- 0 - - - - - - - -

deposit of pigment - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
{}): No. of animals examined microscopically at this site. ~: Not applicable.



Table 8-5 Summary of histological findings { all pups died ) Exp. No. 2474 (115-038)
Sex: Female
Dose level ( mg/kg ) 0 250 500 1000
No. of animals all pups died 2 0 0 0
No. of animals necropsied 2 0 0 0
No. of animals examined histologically 2 0 0 0
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
bone marrow { 2)
granulopoiesis, increased - 1 0 0 - - - - - - - - - - - -
spleen { 2)
degosit of pigment - 2 06 0 - - = - - - - - - - - -
follicular atrophy - 1 0 0 - - - - - - - = - - e -
lymph node {2)
lymphoid depletion -1 0 0 - - - - - - - = - - = -
sinus dilatation - 1 0 0 - - -~ - -~ - = - - - - -
DIGESTIVE SYSTEM
esophagus ( 2)
parakeratosis - 1 0 0 - - - - - - - - - - - -
liver { 2)
fatty change - 0 1 0 - - - - - - - - - - - -
URINARY SYSTEM
kidney { 2}
basophilic change - 1 06 0 - - - - - - - = - - - -
protein cast - 1 0 0 - - - - - - - - - - - -
vacuolic change - 1 0 0 - - - - - - - = - - - -
REPRODUCTIVE SYSTEM
mammary gland { 2)
hyperplasia - 2 0 o0 - - - = - - - - - - = -
ovary { 2)
retention corpus luteum - 1 0 O - - - - - - - - - - - -
uterus { 2)
angiectasis - 2 0 0 - - - - - = - - - - - -
hemorrhage - 2 0 O - - - =~ - - - - - - - -
erosion -1 90 0 - - - - - - - - - - - -
accumulation of macrophage - 2 0 0 - - - - - - - - - - -
arteritis - 2 0 0 - - - - - - - = - - - -
ENDOCRINE SYSTEM
thyroid gland { 2)
ultimobranchial body - 1 0 O - - - - - - - - - - e -

T: tumor 1: slight 2: moderate 3: marked
=: benign §#: malignant

{}: No. of animals examined microscopically at this site.

Not applicable.



Table 8-5 -continued

Sex: Female

Summary of histological findings ( all pups died )
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Exp. No. 2474 (115-038)

Dose level { mg/kg ) 0 250 500 1000
No., of animals all pups died 2 0 0 Q
No. of animals necropsied 2 0 0 0
No. of animals examined histologically 2 0 0 0
Organ Findings T 2 2 2 3 1 2 3
SPECIAL SENSE SYSTEM
eye ( 2)

hemorrhage - 0 - - - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(

}: No. of animals examined microscopically at this site.

: Not applicable.



Table 9

Copulation and fertility results in rats

Exp. No.

2474 (115-038)

Dose level (mg/kg) 0 250 500 1000
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 12 12 12
No. of pregnant females 12 10 12 12
Copulation index (%) 1) 100.0 100.0 100.0 100.0
Fortility index (%) 2) 100.0 83.3 100.0 100.0

4.5+ 0.4 4.6+ 0.5 4.5+ 0.6 4.7+ 0.8

Eat le (da
shrus oye ‘(éeaxggs.b.)

1) (No. of animals with successful copulation / no. of animals mated) x 100
2) (No. of pregnant animals / no. of animals with successful copulation) x 100
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Table 10 Findings of delivery in dams(F0) Exp. No. 2474 (115-038)
Dose level (mg/kg) 0 250 500 1000
No. of dams observed 12 10 12 12
No. of dams delivered live newborns
12 10 12 12
Duration of gestation 22.9 * 0.5 22.6 * 0.5 22.6 * 0.5 22,4 * 0.5
(Mean *§.D.)
No. of total cor%gta lutea 221(18.4% 4.2) 168(16.83F 1.5) 204(17.0% 2.7) 209(17.4% 2.2)
(Mean S.D.}
No. of total xmp]:.tants 188(15.7% 4.2) 161(16.1 = 1.4) 173(14.4 = 3.2) 180(15.0% 2.6)
(Mean £5S.D.)
No. of total pupsibotn 171(14.3% 4.2) 147(14.7% 2.2) 157(13.1 % 3.7) 163(13.6t 3.1)
{Mean s.D.)
No. of total l:l.ve:tpups born 170(14.2+ 4.1) 146(14.6 2.0) 156(13.0% 3.6) 163(13.6% 3.1)
(Mean S.D.})
Male 100{ 8.3%t 3.0) a) 81( 8.1 2.8) a) 73( 6.1 2.2) a) 66( 5.5 2.1)
Female 70( 5.8 2.3) a) 65( 6.5 1.8) 83( 6.9t 2.9) a) 97( 8.1 3.0)
Sex ratio (Mean 1S.D.) 1.58F 0.79 1.41% 0.71 0.96%t 0.60 (11) 0.79% 0.46*
No. of total live pups on day 4
{Mean $.D.)
Male 84( 7.0 4.0) 72( 7.2 2.7) 71( 5.9 2.1) 64( 5.3t 2.3}
Female 57( 4.8 2.7) 61( 6.1 1.7) 81( 7.4 2.0) (11) 97( 8.1+ 3.0}¢
No. of total dead pups born 1{ 0.14+0.3) 1( 0.1%0.3) 1( 0.1+0.3) 0{ 0.0%0.0)
{Mean S.D.)
stillbirth 0( 0.0%0.0) 1( 0.140.3) 1( 0.1%+0.3) 0( 0.0%0.0)
cannibalism 1( 0.1%0.3) 0( 0.0X0.0) 0( 0.01£0.0) 0( 0.0%0.0)
Gestation index (¥) 1) 100.0 100.0 100.0 100.0
Implantation index (%,Meanz* S.D.) 2) 84.0%t 19.3 95.9% 4.9 85.2+ 19.2 86.7+ 15.5
Delivery index (%, Mean+S§.D. ) 3) 89.8%t 12.6 91.24+ 9.4 g8.9t 12,7 90.6%x 13.0
Live birth index (% Mean:ts D.) 4) 99.5% 1.6 99.4+ 1.8 99.5 % 1.8 100.0% 0.0
Viability index on day 4 (% ,MeantsS.D.) 5)
Male 76.7+t 39.9 91.3% 20.0 97.8% 5.2 95,1+ 11.5
Female 78.2+t 37.8 94.5 & 3.6 97,5+ 5.8 (11} 100.0 % 0.0

{(No. of females with live pups / no. of pregnant females) x 100
{(No. of implants / no. of corpora lutea) x

(No. of pups born / no. of implants) x 100

(No. of live pups bora / no. of pups bora) x 100

(No. of live pups on day 4 after birth / no. of live pups born) x 100
a) Includes live pups died before observations

Significant difference from control group; *: P X 0.05

Values in parentheses are expressed number of litter observed

Ui WN =
—? Nt et e St



Table 11 External observations on live pups(Fl) from rats

Exp. No.

2474 (115-038)

Dose level (mg/kg) 0 250 500 1000
No. of litters 12 190 12 12
No. of live pups examined 159 144 152 163
No, of live pups with 3 1 1 0
external anomalies (%,Mean+*S.D.) 5.2+ 14. 0.6 1.9 0.6 1 -
Type and incidence of external
anomalies (%)} 1)
Hypodermic hemorrhage 2 { 1.3) 0 {( 0.0) 0 ( 0.0) 0 { 0.0)
Imperforate anus 1 { 0.6) 0 ( 0.0) 0 {( 0.0) 0 ( 0.0)
Short tail 0o ( 0.0) 0 ( 0.0) 1 ( 0.7) 0 ( 0.0)
Rudiment tail 1 ( 0.6) 0 ( 0.0) 0 ( 0.0) 0 { 0.0)
Nanooffspring 0 ( 0.0) 1 ( 0.7) 0 { 0.0) 0 { 0.0)

1) (No. of live pups with external anomalies / no. of live pups examined) x 100
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Table 12 Body weight change of pups(Fl) from rats Exp. No. 2474 (115-038)
Unit q
Dose level (mg/kg) 0 2590 500 1000
No. of litters 12 10 12 12
Mean =% { N) Mean £ S.D. ( N) Mean T S.D. { N) Mean * S.D { N)

Male
Days after birth 6.1 (12} 6.2  o. (10) 6.7 £ 0.7 (12) 6.5 £ 0.6 (12)

g.8 & (10) 7.9 & 1. (10} 9.4 1.4 (12) 9.2 1.3 (12)
Female
Days after birth 5.8 & {12) s.8 + 0. (10) 6.2 £ 0.5 {11) 6.1 * 0.6 (12)

8.5 £ (10) 7.6 £ 1. (10) g.8 £ 1.2 (11) 8.8 + 1.3 (12)
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Table 13-2 Summary of gross findings of pups(Fl) from rats{sacrificed) Exp. No. 2474 (115-038)

Sex: Female

Dose level {mg/kqg) 0 250 500 1000
No. of pups necropsied 57 61 81 97
Organ Findings

HEMATOPOIETIC SYSTEM
thymus Thymic remnant in the neck 1 0 1 0
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