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BELEDEOBRFNEEFFMT 510, Y7o FLrD0 (il
DI —F A NVOHRIEKS), 50, 150 B LU 500 mgke/day % WD

Crj:CD(SD)IGS % v MIZHERET 14 BRE, XECEAR, IFEHES & U

B4 B3 CERREORS L, RERSEEICML TERE - B4 I12RIT
ST HE L.

FORBRFIRDEIICEHEINS.

KA 5-EH

WESE RS DB L E 2 SN AITEIEITZD b N o7,
BEZO--IREEOZ L L LT, MHD 150 mgkg Ll L O35 B CHRiEss,
D 500 mg/kg FEB L UMD 150 mg/kg B THIEDTRRLWD &7z,
BEBLIUEHEETIE, MiEL DBEBRYERSOEBIIRD LN o7,
IR T IR OB EE TR 524LE LT, M0 150 mekg
DEnH5#HB I UHMOETORSE CRIBHERO S, #0D 500 mg/kg
BETHMRBORENED M. L, W EFIC oW TIIAE
THoi.

FHERETE, SRR B L UHEMATRICEBWERSOEE L EZ &
NAERTO NP o7, LZREEETIIHED 500 mg/kg FE TEEOIE
HERSHEET L, BT R THIET 5 BT b Do o 785, H
BYEinS OREFEDbIL:.

HEIEREEEE

HEEE, TR, TREBICERYERSOEZEBIIRDOONE o7k,

¥ 7z, SRIREE, MR ICOBBYERS ORBIEIED bk o7,
HAERONERETE, BRYERSORBELEZZONARETITDLN
T, BREELICOEEIRRO LN D o7,

FHTRBLIUME 4 BOZMTHIWBRMWERSDOEEEEZ LNLEE
FTRIEBE I N o7z,

LlED#ERED S, ARBEGT T 7 0AF y ORERSIZ L) M
ELIREHICHRES L UTIRPERE SN, IAEEREEE 0—#TE
LS8R b N7z, HICRIBITEEO BB, MTIE 150 mgkg BHE» S, T
12 50 mg/kg A LD oNTRY, EEESIIHETIT 50 mg/kg/day, MET
(2FEER T & 97 50 mg/kg/day Rim & FIRT S 7z,

MEMEDATE I RIT T 2T 500 mg/kg/day THERD LT, MEFEEIIM
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jﬁk b 500 mg/kg/day & HIRT 7z,
IBEM OFE - BEICRIZTTEEIL 500 mgkg/day THRD LY, BE
223 500 mg/kg/day & HIHT S 7z,
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Srundkvizvruadds -, LYYV ORE, BHRER,
UAFL v Fh 4 PEZBERGBES L LTHEASNTY L. KLE
W DBEHEOWVTIE, BOERSIC L %~ 7 2D LD, MBS 2300 mgkg & 3R
HEEInNTws, Larl, EEFHICET2IHEIIR <, 46, OECD IZ X
LT EMEDREEERIEDAEURESTEO-RLL T IO
AF XV ORERSEES L UEE - BREBRI DV TR LLZOTZD
FERCHMET S,
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13, REHEBLUHE

13.1.

13.2.

HERE
7 a~F L (Cyclohexene, CAS No. 110-83-8, 2
&, Lot No. , FLEZ 98.6 wt%, O FE 82.14) XEEFEHOM

HETHY, FRRE CHBRYWEREECHEERTRE L. Y ruas
YR ER LR %, Referencedatal /R U7z, WEEWE I~ A
WV (FH T4 7 A7#E, Lot No. VOH7150) I, L7,
BWERGEDO I — v A NP TOREMIT, 3B X U200 mg/mL DEEIZD
WTER (25C) RET 4 BERBLUOGE (W4C) BET 7 BEZ
ETHEIEDVHELY Y S ITZE BV THREINL TS [REF
5 14798 ( 115—140 ). .

B S OBESE, HEEERICRAE L -2 ToRREOR S HIZOW
TiFoZ. ZORR, FREEICHL 1014~1019% DEETH - 7
(Reference data 2). L7=d%> T, BHERICIRIZEIEED Y 7 O0~F L
BEEESNTWE I ERHRL..
HERTRIEETIRA L RBPEICOWT, HETTHESN Lk
R, HEIZ99.6%TH Y, HEBRMEZHSHBFLETH 722 & PR
a7z (Reference data 3), &SI 7 B 1 EPLEFAEL, 5T TH
BEPT ITERTE L7,

BHEMW S X B &G

BRI, BEF Yy —NVA - DN ESHPLEA LA 8 Bipo
CD(SD)IGS[SPFIRME S v M 2R L7z, BA L8t 7 BREIME -
BMLERE L7-6k, AERERB L U RIRBIIEESEDO LN o720 D
P REE BT L.

i, 1B 2413C (SEHME © 21.8~254T), BE 55+20% (EHNE :
39~73%), AR 15 B EE, BBE 150~300 lux, FBBARRRY 12 8RS
(P8l 7 B R0T, 5 7 BRI WORRE NN 7 VAT LD 505 B 5
BFZE (W57XD10.0XH25m, 1425m*) THE L7z, KRS ERE
Y-V 2OBEBKERAFTERLFEAL, 7TVIHAE - KAF v L AEE
FET— (W15.8XD23.8XH 16.0cm, BB Y — Y - A~ 2 6017 cm?)
WCEE 1 RTONMELEE LB L, BIZACEEIE R, 7V 3 2ETE -
RAT Y VABBETE Y —Y (W368XD25.0XH160cm, BF 7 —3 -
A= 2 14720 em®) IZRE L7, iR 18 HUBOBEMIIEFT 4 BT
TUVIBEE - RAT Y VABBEAET ) — 7 (W36.8XD25.0XH 16.0cm)
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WIEE N —BLTERF v~ VA - YN =SB ORED #E (F
vIV—=7) R ANTREE L.
ME—-VIIRE1E, BERE 1 E;R Lz,

FEN, 430y VBT ERNSHEE O NMF BRI (RS
B HEL ; Lot No. 000810) %M L, FAEHMPERICERS L. ok
i3, KERFRA S VL) BEICER S S/, M6 L2 B X UK
i3 Reference data 4 B LS IZR L7 BB IC T ER TR BB OE 2.
LNBIMYORER L P o7z,

L7295 C, BRI % &0, HEES, 75 OEBEEICEER
ZRIZLAERDNAREERORI LI 2007z,

BT - R

BEDVTIIMERE S S R - BILEIRR T4 8 HREO FREFHH ORI
10 BETI7 o 7. ‘
BOTEOEOSREIESITHENOE M Z EOT2FHEED 20% L4
PIZIE o TRY, BOTRTIROMAREIL, HT341~406g, MT 207~
252 g DEEFETH o7z, WSHBBEDOEFEL S LIBRMLL, ErEAEME
FEICEID I BHLVMES RIEZIRY) 5T, B0 BRSO
ENCHESBIUVEATSZAE T2 L -V ILHPERES
(Animal ID-No.) % DIF7z.

BL, BESUTEE TIHREMESTICL D EEL .
KFIEWIIREES AT X D BIL S,

BE5E, BEE, B5RB X UTRSFE

KEBEEDT v P BV 2EROSHRR [HMEBES 4798 ( 115—
140 )] DRRZBEIL, 2 HEBRETFHAR [P r/u~FLr0F v b
VA RERORSEN  £EEEEEHAHR -2 Bl S FHAER
[SRBEE B 4800 ( 115—142 )]] % 0, 30, 100, 300 B X UF 1000 mg/kg/day
DODREETER L. FO8E%, 1000 mg/kg/day 35 TiIM# & HILTHI2S
RN, REBERE UTHRE, R, 5ICAREEINNG, BEED
WA RO LREREESHRI NS, L L, 300 mgkyday 35T
BIREHERE LTREZFOON OO+ HEERRERETII L
oz, Lo T, ZREBETIEITFMHRARICHEESHHPERI NS
EEEREL, 500 mghkg/day *EHEE L, UTARLHITRL 1S0BL
UF 50 mg/kg/day T FRE L7,

REREIL, OECD 4 N4 v [RIEHRS = - £EREBEH SRR
TR SN TV AHIR SRR TaslRORS & L.
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B E=IL, Wﬁumg%f@osmLtL,&mmﬁiw&m%@¢®
MR CIIEARBNCHE LR R EICESEER L2, $77, HIEME S
S UMEEAR oM, HikRo, 7, 14, 20 BXUMEE 0 BICHIE L 7-E
FRMEEIZEDWTER L. R/RE®EIE, BV U 7FrHWCER1H (7
B, #) 842~12:00 |ZMEGHEORS Lz, HEEICRBETHLI—
FANDORERG L.

BEERE, HIASCEIRT 14 B L ACEAIR 14 BB X OSKREMA T %
20 BRI OEHE 48 HE & L7z, MEIZZCECHT 14 B L REEHMF (BRE 14
BRE) BEIUOXERIMIITIREEZ B THOBBOMEE 4 BT (42
~53 M) & L7z, REARRY OMIZREIERTH 24 BEOER 52
HREE L7z, /2, REBERIMFZS L Z2WHEIZ R 25 BO@EEIEIEE C
(40~43 HE) & L7

BEB I URE

—iRIRRE

MR D, —ACRREOEREIIEH 2 U E ERBE 1 E) f7v, EES
X URTCDREEE L.

FE

HWiliRS5 1 GR5BHBH), 8, 15, 22, 29, 36, 43 B X499 H (FHKE)
WCHEIEL, 5120543 BETOREENE>EB L.

M EE 1 5EEE), SBIX IS BICEIEL, #5125 158FT
DAEENE*ER L. RERERILOMIZFNUBEOKRS 22, 29, 36,
43, SO B LTS3 BICELZ. F70, SERRIZEOMI, HIF0, 7, 14
BLU20 BT, SELMIZIEEO, 4BLU5H FHKE) HIEL,

FNENFR OS5 20 BBLUHBEOLS 4 B TCOREENETEL
L7-. BIEIRBFRE PG2002-S (X 9 — - bL F#) 2HVTITW,

SR L7, FTEIWICOWTIIRERICOE L.

B E

MRS 1 RE5BEE), 8, 15, 22, 29, 36, 43 BLUT48 B (RRAE
B) CHEEEZREL, BIEB»5RDHER T TOEHEEL KD FH 1
HEEE*EHRTALEEDIIRS I P515BBIVES 205480 F
DEBEBEHETEL L.

MRS 1 %5BER), s BL U 1S BIEEEZHZEL, BEBR2S

ROPIEAF TOEEELROFY 1 BEEETERT L bI0HKS 1
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25 1S BEFCORBEMHEZER L.

RO Loz 2 NP EDOIRE- 29, 36, 43, 50 BL 52 BiC
HEEYHEL, MERDPLROMER T TOREETRDTFIY 1 HiE4E
BEAEHRLA. T, REFEAL L-MIIEIRO, 7, 14 B3I U 20 BIS,
S L7-BEIEE OBLU4HCEEEYRZEL, HIEE 25 RDOAIEH
FTCOEEETROES | OBEEETENT L LS ICHRONH 208
FTORBEEEFER L7

BIZIIEFEE PG2002-S (A MF— - PL FH) 2HEWTITV, EFRL
7z.

B, XEHEFOEESGYIIEHEELTAE L2 o7,

B

AREIIACEDRT 14 BRI OB EBERE 7o M FAERNOEY 1371 T
E2BMEMERE Y, B8, BRI ZRBETORTFRAY b - TXRE
B lL, FOBRB®HIEOH L L7z,

EREBIE R ZERI B £ TITY, BES» S ROFBEHE TOROR K
RS UCTFWHAREH Lz, £/, HEPHESEMT0R
BB (4 $7213 5 U OEREIER) £IRE [(BEEEE R4 HE
Yk BIERMENE) X100] = EHB L7,
REBRPOEFHIIOVWTRER (ZRRLEDMEFEEWE) X 100]
FEEL:.

BAASIEES L R ER DERE

SRNPE 3 ES

EIREI T 2 TERI R S 97,

BRI IR IR OB 21T o 72 DI DM R IEIR 20 05 25 B D
FRIO~10BEDIATV, TOBMHE ISP ETLTWAI & 2L
REMBLUSGERELEMRSBET ITEL, FOHEEE O
B&Ll7., FR0BrBEComrEB LGS RIBE*HEOREL
7z F7c, MRS (MEOBOERE»OHIROBOEARZ WA
¥o, sHE (e ZREEIEYE) X100], REXR [{(£REER
EEMESR IR IRMESE) X 100), FIREFE [GBHRER EREER) X100],
DR [GREERL FRIELR) X100], AR [(BELRH AL E
BE) X100 #EBH L. TR 25 HOFRI 9 BT TIIOBOA LN
BhW i RIEAEEI L, Salewski X ICH L TFEZHRE L. BHRIEOTED
LNTVIGE, MIRARY EHE L. WE 5 BICBEImEm L,
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BB L U I D BE OB R T

13.5.52. HAER (F1) OBRZ

13.5.6.

13.5.6.1

13.5.6.2.

R, BEREK EFETR) ¢, HAeROMRTHEL, 4
OGE/M) REHL. T, AREFORFELRENE. 4, BER
DEREIZ, HWF 0 BLU 4 BICMEEAINICEFRE PG2002-S (A +
S— - PLFHR) ZHVWTHEL, 1 EOMENTFHEELEL L7,
WA RIIIEE 4 B2l L — 7 VRET TRIMEZEIE S &, 23E - ik
OPIRMEREZ AT o7, /2, SEERBIUVHEHEEFOREIRIE 77 v
KBICEZEL, 3#E - HEBORNRMNEBRELER L. $7:, HERD 4
HAAE [(BF4 B4&RE HELERE) X100] 2EH L.

BRIRIRE

MEFEREBL I UCOHEELFEREIED X UBRSWR L7 M OSIRE
(M #5490, M . WBWEFSH) KEHEOLHITOVWTERLA. FOT
BICH7D, MEDOZDIZEHH OF% 5 BRIEAE T EUD Ry 7.

B h = — 7 VCREMERRE L, BEIRKEIIRA SHRIMm L7,

. IR EFERE

JEEE] (EDTA-2K) A DIRIE A > = 5y 7B FEAKEFTEERRLSH)
WETBEM R TR L, RAMEFEKRELEE ADVIAI20 (N4 LLit) % Hwv
THMEE (WBC: 70— 4 + X MY —k), FRMBkE (RBC : FBEIEE
RE), "EFOYVE HGB. Y7V A MNEFSODEVE), ~T b7
U v ME (HCT : RBC, MCV X hE&EH), FHROERERE (MCV . BEHR
BPARE), FHrmEkME3EE (MCH : HGB, RBC X W ER), FHsirin
KEZEiLE (MCHC : HGB, HCT & D &EH), Mm/MMRE (PLT : BEIREFAR
E), BLHESE (70—% 4 FX ) —F) BXUHEKRLERKSE
(Reticulocyte : RNA Jxf11E) %l L7,

BT SR FHROEE TRE L2, JIEMEERIERZ/ERL, X
A - ZJavINVF - FaFEe L TRE L.

I3 5 E pEtR A
MEEER (3.13% 27 T VEEF M) 7 AKEGBH) AVFELER) V27 ]
(FVEHRAESH) I ERIL 724, 3000 rpm. T 13 2 ELE L L
TELMER A, MEREBEREE KC40 (TANV Y T7H#) &
BwT7a ey VY VB (PT: Quick —EiE) B & UEHALES F o~
KIS 2F VM (APTT . 70w ME) #HIE L.

=15 -
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Mg A LERE

A28y 7 -SQ(REALZFE T 4N EH) 1\ M & $RE L 7244, 3000 rp.m.
T 7 SRR LD LS E T REICH W, LT £ BB T
BA 7170 (RS BILEERT) 2BV THER (T protein [ Biuret
%), 773 (Albumin . BCG %), A/G (BIE1E), ¥ (Glucose .
HK-G-6-PDH %), ®Ei8E5 (Triglyceride | GK-GPO #Bt 7 ) 0 — V¥
FE), #aL AFT—)v (T cholesterol . IVATU— VT F I ¥F—+F .
HDAOS ), R¥E%ZE%E (BUN: YL 7—¥ -GLDH &), ZJL7F=
(Creatinine . BEZE), Y)Y > (T bilirubin © 2N+ T VEEEELIE),
FANSEVEET I/ VI VA7 25— (AST. BE-UV &), 75=
VTR NTI VAT 2T —¥ (ALT . BEE-UVE), TVAVERKAT 79—
¥ (ALP:P-= b0 7 x=V) VERREEF), HI A (Calcium ; MXB
), &%) (1 phosphorus . PNP-XDH #) 3 X USBREIHEE (T. bile acid :
WETA 7)) V%) %, BERENEEE EAOGR (BHX&Htof 7o F
F4—=) ZHEWTTF M) YL (Sodium . 1 F VEIRE®RE), BT A
(Potassium . 4 & VBIREMHE) B X UHEFE (Chloride | 1 F VEIRERE
%) RRHlE L.

13.5.6.4. [RIEE

WHERRTE, SEENLEN S (EES 1001~1005, 1101 ~1104,

- 1106, 1201~1205, 1301~1305) DB IZOWVTHRE 4T 72,

13.5.7.

13.5.7.1

FEEE - K DS T TR, — VR VT 3 BRR (OFRT 10 B & 5
18R C) BIU24BBKR (FeI 10 B2 5BBFR 10 B3 T) %
L.

IRMRT AT pH, M, BBIUERTHREL. BEIZIEIN-7IV
FARATA Y ZASG S4I) - ZHBERESH) 2RV, HERRSH
{8 CLINITEKS00 (/N4 Lvft) TiFo7s,

24 BREREFHAVCRE GIE) BIURH (BH) #28ELH% R¥
Fim, 1500rpm. TS5HERLL, EEBIUREIISBEL:. EETH
VT Auto&stat OM-6030 (BRREHT—2 L A4 7727 V) —) TREZE
Ok mRETE) 2RE L.

TREFRE

. HBRBIUREEE
RE)TIIEM OMER, D, RIS X UBEERE, B, WNB L UFHOH
ERC oW, MokE, BRER L UERIEE 2O, EROMMRS L URE

216 -
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IR L7, EEEEICOWTIE, BICEE SRS LT,
ETORIRMWBEIZOWT, L, KES, F3 2 EzRHE L.
HEEER, HEERUEHBEERIFEPECO (AT — - L Fi) M
WTHIEL, FOBEZ L.

O

FETENY (BWES 1105) RERBELICEE L.

R, FUBR, VU UNES (BBROIEY VoSES, T V), BB, KERE,
BH (WE, KRBRE), Wik, &%, W8 LUEEX, WF, BiRE, L
FAME, &, BE, BBIUTIER, My ONMMIViREED), ki
(S VIR E &), FREE, BERR, PeRR, Bh, BUE, BERE, BZE, miL
B, BRER, N—F—B%, B CKBY, /N, BE2ET), TEE, B (B
=R, BER, BELR), B (BRI EEST) % 10 vol% g+
V) VIS, BEBIUHEELEZ 77 VKBICEE L 7.

@iEEN Y

48 AR5, Tk 5 BPLHEESY, BHI— 7 VKR T CHRM%E
EE, FE - MAROPIRMEESE 21T o 125, B, iR, IR, BE, M
B, BIE, BEBIUVEEIAEEPHIELBEESE AKERLZEBLN
HREBIUBREEEILER L. /2, EBMICOWTREE, LR,
vosgn (BRI v 38, TERY Yo, BE, KBEE, B (WFE,
KERE), MR, RE, BB LUOREX, LB, PRER, bBEME F,
i, EBXUTTHEE, M O VviREETL), KB O3 =R
»ETe), BFRR, BERE, BRRE, B, BT, BERt, BE, BER, BRBR,
N—F—RR, B (KRB, N, BEEC), TEME B (CEI, W,
JEER), B (BREMRZET) % 10 volBRERER L~ Vi
W, BEBIUBELEAE 77V ERRICERE L.

OJ=E Ly AW

HWE 4 HOix5%, FRSEPOHEBEIY, BEI T VRET THROLE
RIS, BE - WBOWIRBEISR 24T o %, M, MR, AR, B,
i, BIE B LR EEZHE LHSEEE  RELZRBONTAER X
UBREEEPSLERLE. I/, 2BMITOVTHEE, FUIR, U v (B
MR VoNEi, T3EY Y258, e, KBRE, EH (W8, KBE), 1§
IR, &, BB ILUREX, L, FIRER, LE/NME &, &8, BB &
O+Z36B, N Sz viRz &), KB O 2 VviRE &), I,
Bels, MR, BEE, BT, BEht, 9PE, FE, B, Rk, N5 -8R,
(KB, /N, BEE&t), TEME, S8 (GBI, Wik, JEIH), LEHRE
(BRI E &) % 10 vol % FERE R L <) VBICEE L. &8,
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R BB I UHERERE A

OB DB Lo 72 (BE S 2108)

52 BE®RSOED, -7 VBT TRIOTHIL Y, RE - HBiB0oRA
REEBIE YT o712, QIR LEETOREHE» FAFEICEE Lz,
@BERDHBORD SNzl (B)E 5 2004, 2107, 2205, 2209, 2307,
2312)

iR 25 BiC, T— T VEREY T CHRIMEEIE S Y, 25E - Mo mRAER
BxRAT ok, QIURLETOEEHRE ¥ ARICEE L7z, BIREIR
BN VB IR AL & HIE L7,

ORI TORED Lzt (BEE 2012)

AEFERETORT I ZIERBRPHER SN B I — 7 VERERT THRILE
WL X, BRE - MBROWIRMEIE 21T o 72, QIR L2 ToOEEE
BERFERICEE L. 2B, SURECEAES L UBERERE L.

13.5.7.2. JRERMAMFERE

TEICHUT A IOV TREBEBERE Y EiE L7~

RV B E IO o THR SR BZIR T8 714 YR B EEL,
ANTIEFV) Y I F TV BB L. BRIIEEE Y- TEBRBL, RBE
DFEFE, BEICOWTERGF L.

OB (EWES 1105) BX ULRETEY (BES 2012)
LEERE.

OFEIR% AL &7
HRECBHEROL 56 (BWEFS 1001~1003, 1005, 1006, 1301~
1305) DEREFEREL L UZ NN OREREIMER BE LA BE
5 1008, 1011, 1102, 1112, 1308, FFi& . 8h&E 5 1212, 2B | BV
5 1203, 1310).

Oy AL

TRE EEHEROE 5 6] (BES 2001~2003, 2005, 2006, 2301~
2305) DEEEREB L UENDNORERELHME ik 99ES
2106, 2310, B . BpES 2106, FFiE  BMPES 2102, 2110, KE .
EES 2106, 2210).

OB DRI Lo 7 MR (BD4)EF S 1108, 2108)

B2, T8, IpH, MR, BELE BE MRS L UCRERETSE (F
& . EM&E S 2108).

Otk 2 R S ¥ 2o 721 (BIFE S 1004, 1107, 1205, 1209, 1307,
1312) B X UHIRABL OM (B35 2004, 2107, 2205, 2209, 2307,

_18-
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2312)
B, FE, JRH, BE, WELE, HEBSIUNLER

B, BERICOVWTRPAS AT ML VRERBIFATIFIY V-
IFTRB LR, ATYINEVY) VLG VU REER T RIRE Y
MEL, PAS- N M &I URERKTHEFREY A 70 (T F221E)
RRRA LY,

¥rat AT
RE, REHMINE, BEs, RAEEESs, PSR, #5465, FREH,
IEOREARS, HEIRS, JEEIEL, MIb, EKRE, B4R, oK, HERE
ERBE, HARO 4 QAEFE, MEFREME, DREERTE, FR
HE (REBIUVREBEE), HEEEBIUREES - fERHIIOWTIE
EEIHIBI AR 25V, BAWIC Bartlett OSSR ER EH L 7. S5
DA Dunnett DEZEHEIRE Y TxREHE L ERSHEBOEEEYRE
L 7z. Bartlett DFTEURE TARESEXDBE 1L Steel DIRE VTIRRE L
BHRSBEBOEBEFRE L.

HER, RREEBIUVZREIFLLODVWTRXPEEYHEW:.
BEHEEREEE, URAREE I UREMABFROBERICOWTI
Fisher D EEERREETHRE L.

ok Bartlett DESEBEIZOWVTII 5%, FOMOKREIL 5 B X
C 1% OTAIRE TEMREL 7.
BL, fEEMHEFT 1B 26U TOBE, AEERERfTLL D0
7z,

B, EEETROREIRICE T AREL 1 L) 0FH Y 1 BERE
L THEHL 72,

.19 -
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14. FERRE R

14.1.

14.1.1.

14.1.2.

14.1.3.

PEE Ak

FET-B & U—MIREE (Table 1-1~1-4, Appendix 1-1~1-4)

FET-B) 2% 50 mg/kg BEOHETIRE 33 B2 140 (B EE 1105) 5B b/,
LaL, COBIREETr — VB o THEINTHRTLAERIETH D,
WEERS LEEL WD TH o7z,

—fRIRBEDERET, T, BRPERSOEE L ELONLERE LT
FEEAS 150 B L UT 500 mgkg BECEFNREFN 3 BI U 126 (&6), FHiREDS
500 mg/kg B C 2 FICELD STz, A, oA R% 50 B X U 150 mglkg
BTZNFR2BI01 6, BEITRE, 50 BX U 500mgkg HETHFR
Fi1, 2B L1, BES S0, 150 BE U500 mghkg HETENER I,
1B X U446, FR 150 B & O 500 mg/kg HTH 161, M55 500 mg/kg
BT1BNCERE S, 150 mgkg B TEIE S NMENE IR GER
PoREHRSTRETTCO—AMOEITSH o7z, —F, 500 mgke BT
DFLFENTHE % 30 25 60 53-F THEHE L Tv7z.

W CIZACEC R, ZCEC, EiRB X MBI % 8 L THdEESS 150 B X U8 500
mg/kg HET2BLU 126 (£F)), WIED 150 B & U7 500 mgkg B TH 1
BB S Nz, F 0, B4, RSWHD 500 mgkg BETENREN
161, BRZEAT50, 150 B & U8 500 mgrkg BETE NL-F4 2 61, Fik At 50, 150
BLUF500mgkg HCTENEFNL, 1 BLU2FNCEAL I ILA. HiEIL 150
mgkg HCRHSEH#P LRE%SHBEET TCO—BUOEL TS o7,
—77, 500 mg/kg B T3 5% 6 R T TGRS 2 Bl D BBIRD o s,

A& (Figure 1~2, Table2-1~2-2, Appendix 2-1~2-2)
Wik & IR BB SHLOBIZEELZEEIRD NG o
7z.

#8EES (Figure 3~4, Table 3-1~3-2, Appendix 3-1~3-2)

HETIIATBEICIL 500 me/kg BETIRG 43 205 48 HOFH 1 HEELEE S
BELBETY R LY, EPLEILTH I BEBYEIRSOEE L TR L

Lol i, BSIPLISEBIU 295 48 AEORBEHEEC

i, WTNOHBRYERSEIILZEIRD LN 2oz,

MECIIXTRRRF R SH L OMTEELRERTD N o 72,
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14.1.4. FRIRBRTE

14.1.4.1. MEZFHRE (Table 4-1~4-2, 5-1~5-2, Appendix 4-1~4-2, 5-1~5-2)
HETIE, MTEREICIH R 500 mg/kg B CHEAMERB S AEE L EmE LR L7,
WETIE, 500 mg/kg BF CARBEIFEGOMIa LR EELSMELR LS, B
BB TH o0z,
MRS ERIRE I BT, HETITXT BRI 500 mg/kg BETIEHALER 5
MNaYRTIAF UVREPEEREMEY R L7z, MTHE 500 mgkg BT
UMY VEBEPEERIEER R LD, BMAEILTH o7,

14.1.42. [M{RAEILFEIRE (Table 6-1~6-2, Appendix 6-1~6-2)
HETIE, MEBEICE 150 B X U500 mgkg BET A/G B L UYERB B A
EELZBET 2 ISEME, 500 mg/kg B TR R EERD 2 R L7,
512, 500mgkg HTHRY VWY VEPEERBEL R L2, 8B4k
FALTH o7z,
WTit, & TORBRYERSFHECTRIBHESEE L BME T 235 EEm 2
RL7z. F/z, 500mgkg BT ALT "EELRIB(EZ R L.

14.1.4.3. JR¥MZE (Table 7, Appendix 7)
JREBEREIT, WHEEE, 50, 150 B X U500 mgkg BHTENFNS, 2, 18
LT OBICERBRYPRD oM, HEICHEE L THEBBREAMES L.
MOWREIBB I, BREF L EBRYERSH L OMICEEZEZRTEDON
oz,

14.1.5. RIBZBRE

14.15.1. 2FEEE (Table 8-1~8-2, Appendix 8-1~8-2)
METIIXT BRI A500 mgkg HF CHBOEN EEFFRLBMEE R L.
BTRWTFILOWNERE IO BE L HBRYERSHRLOBICEELRE
RO NG od:.

14.1.5.2. EMFTR (Table 9-1~9-5, Appendix 9-1~9-2)
D 50 mglkg B TRRO HNZIETEN (BVES 1105) OFHTIE, B
BOES L UBMOFREHE Al HE I L.
ETEAEE LTI, ANBOBEEIITEREEL X U500 mgkg B TH 14,
TEFRIEREET DS 150 mgkg B2 T 14, BEB L UBELEROZEHEIITRE,
50 3 & UF 500 mg/kg B TH& 1 4, HBE EADOREEFFEREE, 50 3 & U500
mg/kg BT 2, 2BL V16, BES 150 B XU 500 mgkg BETHE 1412

-97 -
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EREL X /-,

STHEAER L MTIRBROER, MO AR L UERM S, B
WEALB L UREE ORE D 50 mgke HTE 14, WEOHRED 500
mg/kg BEC 161, BHEDT150 B X U 500 mgkg BETH 1 15) g s,
50 mg/kg BEOMET 14 (BHES 2108) D SNLXEARRILEY D
HEITIY, BROBZILEB L UTREOANE ?ﬁ%ﬁ#&ﬁf”%éﬂf:.

STHBEE, 50, 150 B XU 500 mgkg BHETENFNL, 1, 2BLU 24 (B
MAFEF 2004, 2107, 2205, 2209, 2307, 2312) 1ZFR0 5 N7 FIRAIL
MO T, FEOERVITEET 1 FIICEBEEI N,

FEMEFRF R (Table 10-1~10-9, Appendix 10-1~10-3)
50 mgkg EOETEY (BES 1105) TR, OBMRHERE,
ORI, ERORMEHERLS & UWFHE, FRED) I S3KEHE,
BRI oZER ALY, MBI UOFHORIMSERE S L.
R % BRI S 72T, B B L CTHEBYER SIS (RBEL
TERRBED SN Doz, FFE & LTI OROMISET, ORI
BXUNAFE, BRORMETREB I UWTE, sivio) ¥ /58
BEVHEES L U500 mg/kg FHETEHEBICEREZ SN, 204, D5
NIFTRIIBEEED L VIR EORERTH /2. T/, ARFRORE
FRZSVHY LU RREES B L URE Lo FAFESBRE S 1.
XTEREEB L U500 mg/kg BEDOIEIR % AL €72 R 5 BIOFEEIZ OV THE
FHERYTA 2 NVOAT—DN-VIIBIT 25EWE0R EEAREZ RIS L
R WTFNOMBELNBELFEBE Ch 7. B, KBOKIL
Aol (BMES 1108), HIRE RIS h oD 34 EE
5 1205, 1209, 1307) \CBIT A48 LRSI TR % B S @ 2 D4
R E ERALN G P o, HIREFRIL SR o HOMD 3
Bl (BVES 1004, 1107, 1312) 3HMEFEWNICERESERLTED,
BT A 7 VOREEIARTRETH o 72,
B Lo, BB EE S LhES U T BRI R IR S BEIC S C B E LT
RIIBOSN o7, TR E L CIIBIR OSSR, RO LS &
/N, FURDEE, FEOSMBEBELTEEE X U 500 mg/ke 3
TEHEEBIEREBENZ. 204, FOLNLFRIZERED L VIT R
DERTHo7. T, RIRFTROEEREIHEYS L THEROBIM, &EiE
(PR, FRONAFES L UHED, BEORMEHaRL, HF
FIAE, SRR, SARME DL, EREEB L US FEEE, &
B OEEVBREI N,

S0



14.2.

14.2.1.

14.2.2.

14.2.3.

Exp. No. 4801 ( 115—143 )

50 mg/kg BF TR DRI L7z Ao 7o MR 1 A5 T, ISR IR D ) o33k
B, BICERORMEFERIE L UBENR (PEF) BLUTFED
PIIEIL ARV ERER S L7z,

HiRe ML SE o7 T, BROBHEEDER (FEE) BLUH
AR & A5 EREE, S0 B L U500 mg/kg BETR 16, BEOSHKE ML
IS 50 B XUV 500 mghkg BE T 140, BE EBOBTFHA I BE, 50
B LU 500 mgkg HTHK 1 BIERE S L.
HIRARILOMETIE, T8 ORBEILRIFBRE I L.

LIRFETORD LN BROMTIE, BB OBRILEB & UB/S0,
Ml DR, WMo~y 07 7 — V&, FROY v/ e, SHEFEES
LUBAED, BRORMEFERE /LB I U YNBRBE, N— Vo
MNRAFEVEE S Lz,

BN

RREPB X UEHEEE (Table 11, Appendix 11-1~11-2)

ZRIL 50 mgrkg BO 1 Ml RS LTHYL (GZEE 100%) L, 50 mgkg
BOREERILNTNTH o7, ZIHITATEEE, 50, 150 B X U8 500 mgkg
BT, 1, 2 BXU26I2°8LE Y, RBERETENEN 917, 909, 833
BLUB83I%THo7z.

MEHEBE T, PRI RE LB ERSELORIIEELE
XD SN ol. BEEEEERTEAT 150 3 X U8 500 mg/kg BT
1 BIU2BRO LN, EFERMERFBICEIRD N2 o7,

B & UMEE (Table 12, Appendix 12)

SRR B RS SN2 h o7, EHOIIRNRK, B24%, BFEREL
BRI CHREARPUIIIZIZERZEZ AL, HESE, ZRE, BE

OB IUEZ4 BEFRIOTRBELEBYERSFHLOBIIEEL

ZRERO LN oz,

P BOWE, REB L UHIRITR (Table 13, 14, 15-1~15-2, Appendix
13, 14, 15-1~15-2)

AR OMERE T, 500 mgkg B THILEB & ERIE—OEMRICER
HhHh7z,

BE OB LU 4 BOFETIE, ML DIRELRBYWERSELOR
CEELREITD LN BT

HWEAEF O RO T, BEILED 150me/kg FHEDIET 1 611232
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57 (Table, Appendix IR L TWiw),

WHE 4 BOZRTIE, MREMZE B MED 150 B L PO 500 mgkg B
TENEN 1B, FHRO BRI ADHED 500 B X D 50 mg/kg #HTE 1
B, BHEOBEZIARDHED 50, 150 B X UF 500 mgkg BETEFRLFN 4, 3
B U168, MoxtEEEE, 50, 150 B L U500 mg/kg BHETFNFN4, 4,
2B LU 4, RENIESHED 50, 150 B & U500 mgkg BETHF N2 4,
3IBLT 1B, MOXMEREE, 50, 150 B XU 500 mgkg EHETENFN 1, 3,
SBLUAH, BOPEFMHED 150 mgke HTEFNEN3H, BOEE
PXTEEOM T 146, EE, S#HILB X OO B®ELDT 500 mykg B DO
T 1B X U E OHIRZ 57500 mg/kg B DT 1 FIICERER & 117 (Appendix
IR L Twizw),

-4 .
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15. ZEB I UKD

15.1.

FEES =R

WERMER S ORBEEZ GNARTEEY RO LN o/ HEHD
—RRREEOZE L L LT, FSASHED 150 mg/kg BT 340, 500 mg/kg BT
12 651&6), METI3 150 mgkg BT 240, 500 mg/kg FHT 12 Fl&B) I EREE
Iz, 36U, PEBIDOEHRTIES 5 PHIELTHED 500 mgkg 3T 2 4l
MED 150 B L U500 mgkg HTHK 1 FlICBES . EHL50R b 28
EHREFHRAEET O MM 300 mgkg L EDBTHRD LN TEY, HEY
BHRS OB Lz, 20, BIEINHRIIEABEEHOE(LE
ZZbN, HEBRDEERSOEETIT RV EHIEL .
ARERIUVEEETE, L D HBYERSORBRIRD N2 o 72,
FRIRRZE T MEFERE T BT, HED 500 mgkg B CHRFMEREOBEE
PROONIPEPLEATHY, WOROEEBICEIROLNE
Do, ERFHICEIBTREDOLRVELTho b E L7, BTIIRE
MERSOFZEBIIBD LN o,

M REAERE T, H 500 mgke B TEMRES PO VKT S AF
B R OAHEDSREY b LS, MIHE OEMIZEESFMICERDO 2 WL &
EZT. BMTUHIBBYERSOEEIRED LN P o7z,
MEE/LFEBREICB VT, BO 150 3B X U500 mgkg B, MOLETOWER
WEZRSEH TR 5 NI EEOBE, MO 500 mgkg HETRO LN
RERERF DB OV TII B ERES ORB L EZ XL LM%, BRI
WTIARBETHh o7z, FOMl, HD 150 B X U500 me/kg BET A/G LD
EDFRO LN EPLETHY, REEB LT VT I VY EIEEt
BROLNL Dozl P bEEFENICREZOLVWELEHE L. &
7z, MO 500 mgkg BT ALT OIBED RO 5h7-25, TOHEOEMR
EMFIERDO R WELEE R .

HORKRETIE, AEICEEL THBBREIVHA Lz, BEZRET
BRETR VI EPLHBPWERSORB L ZEZ o7z,
JREFZMAE T, BT X VLT L7 50 me/ke BFOMEMD ISR TEIE
ENFFEORE & MORER AL, HEENIEFBoLN, s XU
FEREOHMICAHEY Uz FIRZERY SR I UERASH L icBw
T,EHRBIVHBITR EDERYEOEREEZ LNLFRIABES I
Brorz. BOLNTFRRIITNOREL 500 mgkg B TREREDOE
ETHLP, PRELIEREORETHAILPLBRABEREER
72, 3TEEEES L UF 500 mg/kg HOBBEIIOWTERB LB TFERT A 2 0

_25-
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BT ARHAE OB EEMBREENE L LSS, HBRYERS OFEL
BOENLEHhoT. 72, BROMBHEEDEMHHED 500 mgkg #i25
WTERD b, MR R TR T 28 LIERBO o Nk o 7275, HEBRME
G5 DEEPEDbIL.

Pl Ehb, ¥ 7undeyORERSICL VRSEERE LT
B X UTIRD D 150 mgkg L EDRSETEREI N, T4, MEE
12 THED 150 mekg Bk, BED 50 mekg BAEOIR5BECHRABITRE
DEME, HED 500 mg/kg BFTHERERAVMEBE R L 7.

L7ctfo ¢, FRBAENTILBT BV 7 OnF 2 Y ORIERS L BEY
B8 I HEC I 50 mg/kg/day, METIIHEER T X9 50 mg/kg/day RKiF & HIHT &
nrz.

RS AEN

MR, REEEB L OUF BB RIS OEBIZRO N LD o7,
BEEWEET 150 BI U S00mgke BT, 1 BILU2H6IERD 57275,
150 mg/kg FF D 1633 X U 500 mg/kg B D 1 Bl DWW TIIIE BRI 10
ARBEWTBRBIEREEZ SRz, $72, 500 mgkg BEDOFEY O 1 FIC
DWW SFHBRI 2 S 6 BOBMPERESILTW, LizdtsT, It
LREMECHEBRYWERS & OBEEIZ VL O LHIRT L. 50 mg/kg
BETRROBRI L b o 2L DWW TDIREFRETIE, BRI
WD ENT, ZOERERIZBELPIITE o7z,
DHMBBETRXERIEYDOHY b (WRELYED) 833~91. 7%V EE
oL, EIRAAR IS D WM ER S ORBIIRD Sk v o . FIRER
AL DEMPIZ BT, TR RICB W TREDS L R LEKOZEE
PERER SN, 09 BaTEE#E, 50 B X U500 mg/keg B O TS
BNCHBREOREMEEME MMREEB I UBE EAOBT R PEHE S
n, 2o OB CRARARLOBERICEREOBMEEEIES L Tw
LeEZbN, FOROBEEBICBWTE, FIRFARIOBERIIZ®RS
YU REPSBEONIITE Lo, L L, NEFEMIITRETY
BONGNTEY, WEBRWERS L EBEDLWIRR &2 /2.

F 70, MRECHTHEEPICESIBILEA 1ENCED SN, SR LU
BT RS, 2OBREEAETH o7,

Z O, WIREAE, BRER, RERY, BELRK, M, HWF 4
HARH, HWESR, SRR, HAESE, £%4BEFE, MEoBT 0B X
U4 BOFHREIBBYERSORBEIRD LN h o7,

- 26 -
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FAEROHFBETIL, 500 mgkg B THILB L UEE % o 72 B 05EI%
SN, 1BDOADRIBTHL I L LWBWEREOPEL 3L L%
o

FRERBLUET 4 HOBRTIS, BHBEYWERS LD EEZONLEY
FrREBE IRz o 7.

PEDZ Edb, &7 OAFt Y OEFERS X USKIHUBIOET 2 B8

&b 1T 500 mgkgiday 5L o THRHENT, EELEEL 500
mg/kg/day & FIRT S L7z,

-7 -
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Table 1-1 Clinical observations in male rats Exp. No. 4801 (115-143) i

Days of experiment Total .
ota
8-14 15-21 22-28 29-35 36-42 43-49 { 1-49)

Signs Dose level
(mg/kg)

'
~J

number per group 0

132

o

o
——O0O0 OO0O0OO0O GI—WbN NN
PN
BININO MY

1
1
1
1

normal 0

—_

—_—
—_,—O0 QOO0 OWO=MN) RN MN

—OC0 W—OoO OOOoO QOMNN PNNMNMN
A kb b

—_—
o000 OO00 O000 OCGOD MN—OO OO0 OO=—M MNMN—MN

]
]
1

—
COoOOO QOO0 —O000 OO0O0C W—OoOO QO=O QO—N PN

et e (D) (DOOO D=

dead 0

loss of hair 0

=3
<

trauma 0

—000 H——0O OO0—0O OoN—

crust 0

—o0oo

lacrimation

—Oo00

nasal discharge 0

150
500

OCOO o000 OoO0O0 OO0 Ww——O OO0 OO—N PDNNN

(5]

o

[}
OO=—O =000 OOOoOo OO0O00
OONG QOO0 O—D0O OO0
OO QOO0 0000 OOoCoO0
Q=N NOOO =00

CS—O0

ag No. of animals with clinical sign in group
b) Total no. of animals with c¢linical sign in group
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Table 1-1 -continued GClinical observations in male rats

Exp. No. 4801 (115-143)

Days of experiment

Signs Dose level Total
(mg/kg) -7 8-14  15-21 22-28  29-35  36-42  43-49 ( 1-49)
salivation 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 1 2 2 2 2 3 3
500 6 8 12 12 12 12 12 12
loose stool 0 0 1 0 0 0 0 0 1
50 2 0 0 0 0 0 0 2
150 0 0 0 0 0 g 0 0
500 1 0 D 0 0 0 0 1




Table 1-2 Clinical observations in female rats Exp. No. 4801 (115-143)
(Before and during mating period)

Days of experiment Total
ota
8-14 15-21 22-28 29-35 36-42 43-49 50-53 ( 1-53)

Signs Dase ievel
(mg/kg)

—
1
~J

number per group

—_
[$4}
QOO

———

— et

e —a —t

normal|

purgE—y

(e RNE N

——
QUO—N PINMNN

ot et
NO—=PM NNMNN
==Y NIRININ
OO=O —O—=0O
oOOoO—0 OoOo—=O
QO—0D OO0O—=0
OO0 DOo—0O

PP
OO—0O OO—O

loss of hair

a) b)

— crust 0

1 500
lacrimation

——=O0 O=Q0O N——O0

discharge of eye

—O000 ——00 O—00 —O—0O

nasal discharge 0

salivation

O—O0 O0O00 OO0 OO OO0 —~——O
CAOD OOOo0 OO000 O00O0 OOoOoC ———QO
—O00 COoO0O0 o000 OO0OC OO0 —OoOOo
OO0 OOO0O OO OOoOoo OOOoOC Oo00
QOO0 COOO0 OQO0O0 OO OO0 COOCo
OO0 QOO0 COOO00 COOO0O0 OO0 o000
0000 OOO0O OOOO OO0 OOOU QOO

G—=oO0 —OOoo
MNNOC —OO0 —Oo00

—
—_

a} No. of animals with clinical sign in group
b) Tota! no. of animals with clinical sign in group
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Clinical observations in ffmale rats
(Gestation period

Table 1-3

12

11

10

Days of gestation
6

!
(mg/kg‘)/e

Dose le

Signs

-0

-0

e~ (OO

0o

— OO0

[ —

om s it it

— OO

—O0d

—y—— —

-0

——y—_p—

—OO0

number per group

— QMmN

———

—O 0

——

— 00—

——

—oOoom

———

—oM—

——

——

O
——

- TN
——

— OO0

- g

—O O v

normal
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OO e N

OO—N
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oOoO—N
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OO—M

OOON

[=lelely ]
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oOoCo
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OO0
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OO

(=l el a)

OOOoOO
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[=lelelen]
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COoOOoOo

ocCocoo
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OOoOQO
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OCooo
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OO e

QOO

oocoo

oOooo

[e]a]a]a]

[onlen e L]
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OO

coow

ooom

ooor

SoOoo;m

OO
—

ocOoOoOow

cooom

OOoOow

CcCOoOow

(s JawJanle o]

OOOm

oo

salivation
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observations in female rats

(Gestation period)

Clinical

Table 1-3 -continued

Days of gestation
Total
4 15 16 17 18 19 20 21 22 23 0- 23)

13

(mg/igyel

Dose

Signs

ONNMMLD

—— ———

Ll lwle)

—O00O
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Table 1-4

Clinical ?

bservations in female rats

Lactatlon period)

Exp. No. 4801 (115-143)
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Table 2-1 Body weight change of male rats Exp. No. 4801 (115-143)

Unit : g
Dose level (mg/kg) 0 50 150 500
No. of animals 12 12 12 12
Mean + S.D. ( N) Mean + $.b. (N) Mean * S.D. ( N} Mean * S.D. { N)
Days of experiment 1 372 £ 20 (12) 372+ 20 (12) - 373 20 (12) 373+ 19 (12)
8 400X 29 (12) 400 £ 24 (12) 394 + 20 (12) 384 = 22 (12)
15 424 £ 35 (12) 425 = 25 (12) 416 £ 24 (12) 415 £ 22 (12)
22 447 38 (12) 449 £ 28 (12) 437 + 27 (12) 431 £ 25 (12}
29 475 = 42 (12) 476 £ 30 (12) 459 £ 34 (12) 454 £ 26 (12)
36 494 £ 48 (12) 498 £ 35 (11) 478 + 37 (12) 474 £ 29 (12)
43 513+ 52 (12) 517 + 38 (11) 498 = 37 (12) 492 + 33 (12)
49 484 £ 51 (12) 500 + 38 (11) 481 + 37 (12) 469 £ 31 (12
Gain 1-43 141 £ 34 (12) 144 £ 20 (1) 125 £ 28 (12) Mg £ 22 (12)
Significant difference from control group; ¥:p = 0.05 *; p < 0.01
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Table 2-2 Body weight change of female rats Exp. No. 4801 (115-143)

Unit : g
bose level {mg/kg) 0 50 150 500
Before mating period
No. of animals 12 12 12 12
Mean * S.D. ( N) Mean * S.D. ( N) Mean *+ S$.D. (N) Mean + S.D. ( N)
Pays of before mating 1 229 = 12 (12) 228 &+ 1 (12) 229 + 12 (12) 228 + 12 (12)
8 238 £ 10 (12) 22 £ 11 (12) 239 £ 13 (12) 232 + 12 (12)
15 251 £ 12 (12) 245 £ 13 (12) 250 + 13 (12) 244 = 13 (12)
Gain 1-15 23 * 7 (12) 17 £+ 8 (12) 20 % 9 (12) 16 6 (12)
Gestation period T
No. of dams " 10 10 10
Mean = S.D. (N)  Mean = S.D. (N)  Mean = S.D. (N)  Mean * $.D. (N)
Days of gestation 0 255 £ 11 (11) 253 + 10 (10) 254 + 15 (10) 249 + 18 (10)
7 286 = 16 (11) 280 + 16 (10) 282 £ 16 (10) 277 £ 19 (10)
14 g £ 18 (1) 32+ 16 (10) 316 £ 17 (10) 310 £ 19 (10)
20 391 £ 22 (1) 386 £ 19 (10) 3%0 £ 13 (10) 38t = 21 (10)
Gain 0-20 136 £ 20 (1) 133 11 (10} 135 & 11 (10) 132 &£ 14 (10)
Lactation period T
No. of dams 11 10 10 i0
Mean * S.D. (N) Mean *+ S.D. ( N) Mean £ S.D. ( N) Mean *+ S.D. (N}
pays of lactation 0 294 & 28 (11) 290 % 16 (10) 294 23 (10) 297 £ 19 {10}
4 314 = 21 (10) 314 £ 37 (10) 318 £ 22 (10) 320 £ 19 (10}
5 289 £ 18 (i0) 285 £ 27 (10) 293 + 23 (i0) 287 £ 19 (10)
Gain O0- 4 27 £ 15 (10) 24 £ 32 (10) 23 18 (10) 23 *+ 8 (10)
Significant difference from control group; *: p = 0.05 ¥ p = 0.0
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Table 3-1 Food consumption of male rats Exp. No. 4801 (115-143)

Unit : g/day
Dose level {mg/kg) 0 50 150 500
No. of animals 12 12 12 12
Mean = S.D. (N)  Mean £ S.D. (N}  Mean £ S.D. (N)  Mean x S.D. (N)
Days of experiment 1-8 24 * 4 (12) 24 2 (12) 23 + 2 (12) 24 = 3 (12)
8-15 22+ 4 (12 24+ 2 (12) 23+ 2 (12 23+ 3 (12)
22-29 22 + 3 (12) 24 + 2 (1) 23 + 2 (12) 23 * 2 (1)
29-36 23 = 4 {12 24 £ 2 (D 23 = 2 (12) 24 * 3 (12}
36-43 22 = 3 (12) 23 + 3 (n 23 % 2 (12) 25 & 3 (12)
43-48 21 £ 3 (12) 2+ 2 (1) 2+ 2 (12) 25 £ 3*x(12)
Cumulative consumption (g)
1-?5 323 £ 51 (12) 337 £ 31 (12) 323+ 21 (12) 327 £ 35 (12)
22-48 577 £ 80 (12) 601 + 57 {10} 506 + 49 (12) 614 £ 62 (11)
Significant difference from control group; ¥: p =005 *: p = 0.01
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Table 3-2 Food consumption of female rats Exp. No. 4801 (115-143)

Unit : g/day
Dose level (mg/kg) 0 50 150 500
ngog$ gﬁ?ég Speriod 12 i2 12 12
Mean X S.D. ( N) Mean £ S.D. (N}  Mean £ S.D. (N) Mean * S.D. (N)
Days of before mating 1- 8 16 & 2 (12) 16 + 1 (12) 16 % 2 (12) 16 =+ 1 (12)
Cumulative consumption 8-(1%5 15 + 2 (12} 16 =+ 1 (12) 16 * 2 (12) 16 % 1 (12)
1—?5 219 £ 22 (12) 219 13 (12) 225 27 (12) 225 =+ 16 (i2)

Gestation period
No. of dams

—
-—
J—
o
—
(=}
J—
o

Mean X S.D. { N) Mean £ S.D. ( N) Mean * S.0. (N) Mean £ S.D. ( N)

Days of gestation 0- 7 19 + 2 (11) 19 + 2 (10) 19 + 2 (10) 20 1 (o)

7-14 21 + 2 20 + 2 (10 21 + {10) 22 + 1 {10}

14-20 22 + 2 (1) 21 + 2 (0 22 + 3 {10 23 + 2 {10}

Gumutative consumption 05% 414 £ 37 (1) 397 &£ 35 (10) 413 £ 42 (10) 427 = 25 (10)
kg?tgpggmgermd 10 : 10 10 10

Mean £ S.D N) Mean + S.D. ( N) Mean £ S5.D. ( N) Mean = S§.D. {N)

Days of lactation 0- 4 26 + 5 (10) 27 £ 10 (10 29 & 7 (10) 30 * 4 (10)

)
Significant difference from control group; *: p=0.05 **: p = 0.0



Table 4-1 Hematology of male rats Exp. No. 4801 (115-143)

Li-1

Dose level (mg/kg) 0 50 150 500
No. of animals 12 11 12 2
Mean * 5.0, (N) Mean + S.D. (N) Mean * S.D. ( N) Mean £ S.D. {(N)
WBG (x10*/na’} 8.7 + 3.3 (12 8.6 £ 2.3 (11) 7.9 £ 2.4 (12) 9.9 + 2.4 {12}
RBC (x10°/mn} 8.76 £ 0.40 (12) 8.7t £ 0.35 (11) 8.66 + 0.29 (12) 8.82 X 0.27 (12)
HGB (g/dL) 15,7 0.5 (12) 156 £ 0.5 (11) 156 £ 04 (12) 159 * 0.6 (12)
HCT (%) 6.8+ 1.9 (12) 4.2Xx1.7 (1) 46.3%£1.0 (12) 476 1.8 (12
MCV {ym?) 53.4 £ 1.5 (12) 531 X 1.t (1) 53.5*x 1.4 (12) 540+ 1.8 (12
MCH{pg) 18.0 £ 0.6 (12) 17.9 £ 0.5 (11) 18.0 = 0.6 (12) 18.0 £ 0.6 (12)
UGHG (%) 33.6 £ 0.6 (12) 33.7 0.6 (1) 33.6 £ 0.4 (12) 33.3 £ 0.4 (12)
PLT (x10°/mn?) 1196 + 143 (12) 1263 £ 112 (11) 1109 + 81 (12) 1101 £ 87 (12)
Differential leukocyte
counts (%
NEUT 175 (12) 14 +5 (n 16 + (12) 18 6 (12)
LYMPH 796 (12) 82 x 6 (1) 81 + (12) 79 £ 7 (12)
MONO 2 =1 (12) 2 x1 (1 2 +1 (12) 2 1 (12)
EOSN 1 £ (12) T E (1) 2 £1 (12) 1+0 (12)
BASO +0 (12 + 0 (1) 00 (12) 0+0 (12)
LUG + 0 {12) 00 (1) 00 (12) 10 (12)
Reticutocyte (%) 2.1 + 0.3 (12 2.3 0.3 (1) 2.4 0.3 (12 2.5 = 0.4« {12)
NEUT : Neutrophil LYMPH : Lymphocyte HONO : Monocyte EOSN : Eosinophi| BASO : Basophil LUG : Large unstained cells
Significant difference from control group; 1 p = 0.0¥ **: p < 0.00
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Table 4-2 Hematology of female rats Exp. No. 4801 (115-143)

Dose level (mg/ka) 0 50 150 500
No. of animals 10 10 10 10
Mean + §5.D0. (N) Mean * S.0. (N) Mean £ S.D. (N) Mean * S.D. (W)
WBG(x10?/m’) 10.7 £ 2.3 (100 12.4 £ 4.4 (10) 10.7 x 3.2 (10 8.4 1.9 (10)
RBG{x10°/m) 6.69 *+ 0.41 (10) 6.54 £ 0.78 (10) 6.85 % 0.32 (10) 7.05 £ 0.36 (10)
HGB (g/dL) 129 0.9 (10) 127+ 1.4 (100 12,9+ 0.8 (10) 13.8 &+ 0.4 (10)
HCT (%) 39.1 + 2.1 (10) 381 +4.6 (10) 39.1 21 (100 4.1 x0.9 (10
MGV (1) 58.5 + 2.4 (10) 58.2 %+ 1.9 (10) 57.1 £ 1.8 (i0) 58.4 £ 2.5 (10)
MCH (pg) 19.3 0.9 (10) 195+ 0.5 (10) 18.8 £ 0.6 (10) 19.5 * 0.8 (i0)
MCHG (%) 32.9 £ 0.5 (10) 33.5+ 0.7 (100 33.0+ 0.6 (10) 33.5 % 0.5 (i0)
PLT (x10%/nn%) _ 1423 + 234 (10) 1581 =+ 584 (10) 1497 *+ 232 (10) 1336 * 142  {(10)
Differential leukocyte
counts (%
NEUT 3+ 10 (10) 35 + 10 (10) ¥+ (10) 31+ 5 (10)
LYMPH 62 + 11 (10) 62 + 10 (10) 63 £ 9 (10) 65 £ 5 (10)
MONO 2+ {10} 2% (10) 2 %1 (10) 2 £1 (10}
EOSN 11 (10) 1£0  (10) 1+1  (10) 1+0 (0
BASO 0 (10 +0 (10) o (10) 6o (10)
Luc + 0 (10) 0 (10) + (10) 1 £ ot (10)
Reticulocyte (%) 7.9 1.6 (10 9.5 + 4.4 {10 7.0 + 1.3 (10 6.9 + 1.4 (10)

NEUT : Neutrophil LYMPH : Lymphocyte MONO ; Monocgte EOSN : Eosinophil BASO : Basophil LUG : Large unstained cells
Significant difference from contro! group; ¥ p = 0.05 ¥#: p = 0.01
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Table 5-1 Coagulation of male rats

Exp. No. 4801 {115-143)

Dose leve! {mg/kg) 0 50 150 500
No. of animals 12 11 12 12

Mean £ S.D. (N) Mean £ 5.0, (M) Mean * S$.D. { N) Mean £ S.D. (N)
PT(sec.) 15.8 + 1.3 (12) 15.5 £ 2.0 {11) 15.8 £ 1.3 (12) 15.0 £ 0.8 (12)
APTT (sec.) 22.0 £ 2.1 (12) 20.4 + 1.2 {11) 20.6 £ 2.0 (12) 19.4 + 1.9%% (12)
Significant difference from conirol group; *:p =005 #¥: p = 0.01
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Table 5-2 Coagulation of female rats

Exp. No. 4801 (115-143)

Dose level (mg/kg) 0 50 150 500
No. of animals 10 10 10 10

Mean X S.D. ( N) Mean x 5.D. ( N) Mean + S.D. (N) Mean * 5., (N)
PT(sec.) 14.5 &+ 0.5 (10) i5.2 £ 0.6 (10) 15.1 £ 0.6 {10) 15.4 X 0.6%* (10)
APTT (sec.) 14.9 + 2.6 (10) 15.0 + 2.4 (10) 4.7 £ 1.9 (10 15,0 £ 1.2 (10)
Significant difference from control group; ¥ p = 0.056 ¥*%: p = 0.0
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Table 6-1 Blood chemistry of male rats Exp. No. 4801 (115-143)
Dose tavel (mg/kg) 0 50 150 500
No. of animals 12 1" 12 12

Mean * $.0. (N) Mean * $.0. (N) Mean * S.0. (N) Mean *+ S.0. (N}
T.protein(g/dL) 6.11 + 0.36 (12) 5.97 0.2t (1) 5.99 + 0.30 {12) 6.01 £ 0.28 (i2)
Albumin{g/dL) 3.62 £ 0.26 (12) 3.58 + 0.16  (11) 3.67 + 0.08 (12) 3.68 £ 0.21 (12)
A/G 1.46 = 0.10 (12) 1.50 £ 0.14  (11) 1.60 + 0.17% (i2) 1.9 £ 0.11 (12)
§lucose (mg/dL) 148 * 15 (12) 181 *+ 19 (11) 148 £ 15 (12) 137 £ 18 {12}
Triglyceride (mg/dL) 39.2 £ 22.4 (12) 36.8 + 18.8 (11) 27.7 £ 16.7 (12) 2.5+ 7.7 {(12)
T.cholestero! (mg/dL} 52 + 9 (12) 57 £ 9 (1) 55 & 16 (12) 52 £ 9 (12)
BUN (mg/dL} 13.5 £ 1.4 {12) 140+ 1.5 (1) 146 1.6 (12) 13.0 £ 1.8 (12)
Creatinine{mg/dL) 0.28 £ 0.04 {(12) 0.28 £ 0.03 (1) 0.28 X 0.04 (12) 0.25 + 0.03 (12)
T.bilirubin{mg/dL) 0.03 £ 0.01 (12} 0.04 £ 0.01 (11) 0.05 + 0.01 (12) 0.05 *+ 0.01% (12)
AST (U/L) 65 * 12 (12) 73 & 26 (1) 67 + 7 (12) 78 + 27 (12)
ALT (U/L) 30 £ 6 (12) 31 £ 8 (11) 30 £ 8 (12) 38 + 22 (12)
ALP (U/L) 394 + 66 (12) 380 * 105 (11). 436 + 118 (12) 421 + 98 (12)
Calcium(mg/dL) 10.04 £ 0.36  (12) 9.94 £ 0.39 (11) 9.87 £ 0.34 (12 9.99 + 0.28 (12)
1. phosphorus {mg/dL) 6.66 = 0.71  (12) 6.81 £ 0.83 (1) 6.57 £ 0.67 (12) 7.15 + 0.80 (12)
Sodium(mmol/L) 1446 £ 1.2 (12 144.0 % 0.9 (1} 1441 * 0.9 (12) 143.8 * 0.8 (12)
Potassium(mmol/L) 417 £ 0.23  (12) 4.36 + 0.27 (11) 4.24 £ 0.23 (12 4.32 £ 0.20 (12)
Chloride(mmol/L) 108.0 £ 1.4  (12) 108.3 = 2.2 (1) 108.6 + 2.2 (12) 107.8 £ 1.9 (12)
Total Bile Acid(umol/L) 18.8 + 15.0 (12 20.8 + 16.6 (11) 39.9 £ 21.0¢ (12) 32.6 = 25.5 (12)

Significant difference from control group;

¥: p=0.05 ¥; p = 0.01
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Table 6-2

Blood chemistry of female rats

Exp. No. 4801 (115-143)

Dose level {mg/kg) 0 50 150 500
No. of animals 10 10 10 10

Mean + $.0. (N) Mean = $.D. (N} Mean £ 5.0. { N) Mean + S.D. { N)
T.protein(g/dL) 5.85 + 0.26 (10) 5.79 + 0.35 {10) 5.78 = 0.17 (10} 5.75 £ 0.24 (10)
Albumin{g/dL) 3.55 £ 0.15 (10) 3.5 + 0.19  {10) 3.53 £ 0.1 {10) 3.58 £ 0.15 (10)
A/G 1.57 + 0.19  (10) 1.62 = 0.18  {10) 1.58 £ 0.13  (10) 1.66 = 0.14  (10)
Glucose (mg/dL) 141 16 (10) 131 £ 25 (10) 141 £ 16 (10) 136 £ 17 (10)
Triglyceride (mg/dL) 45.4 + 24.9  (10) 66.6 * 85.8 {10) 37.8 + 9.0 (10) 39.4 £ 13.9  (10)
T.cholesterol {mg/dL) 59 + 16 (10) 60 *+ 13 {10) 58 + 9 {10} 55 + 6 (10)
BUN{mg/dL) i6.2 + 2.8 (10) 25.5 £ 24.5 (10) 15.7 + 2.5 (10) 19.6 + 2.8 (10)
Greatinine (mg/dL) 0.31 £ 0.04 (10) 0.42 + 0.32 {10) 0.29 + 0.03 (10) 0.31 £ 0.06 (10)
T.bilirubin(mg/dL) 0.04 £ 0.01 (10) 0.05 + 0.02 (10) 0.05 * 0.02 (10 0.06 £ 0.01 (10)
AST(U/L) 103 + 29 (10) 92 + 22 {10 90 * 15 (10) 81 *+ 15 (10)
ALT(U/L) 61 + 17 (10) 56 + 18 (10 51 £ 9 (10) 45 + 10% (10)
ALP (U/L) 398 £ 172 (10) 361 * 115 (10) 310 £ 122 (10) 274 £ 105 (10)
Calcium(mg/dL) 10.21 £ 0.28 (10) 10.08 + 0.37 (10) 10.08 + 0.35 (10) 10.06 £ 0.24 (10)
I.phosphorus {mg/dL) 7.36 £ 0.61  (10) 7.36 £ 1.05 (10) 7.03 + 0.32  (10) 7.32 £ 0.57  (10)
Sodium(mmol/L) 142.4 £ 1.6 (10) 141.0 £ 2.0 (10 142.2 = 2.6 (10) 142.3 £ 1.1 (10)
Potassium{mmol /L) 4.50 * 0.32  {10) 4.51 £ 0.25 (10) 4.56 &= 0.41  (10) 4.48 * 0.37  (10)
Chlaride (mmoi/L) 107.5 + 2.4 {10) 107.8 + 1.6 (10) 107.4 + 2.2 (10) 107.4 £ 1.9 (10)
Total Bile Acid(pmol/L) 19.3 + 8.6 (10) 49.2 * 28.8%x (10) 31.2 £ 19,7 (10) §2.2 = 8t.1* (10)
Significant difference from control group; ¥: p=0.05 **:p = 0.00



Table 7 Urinalysis of male rats Exp. No. 4801 (115-143)

Dose level No.of Volume (mL) Golor pH Occuit blood
{mg/kg animals Mean X S.D. 1 2 3 456 7 8 9% 10 N 5 55 6 6.5 7 7.5 8 8.5 =9 - #/- 18 24 3+
0 5 18.7 £ 4.6 2 3 1 4 1 3 1
50 5 18.5 * 7.6 3 2 5 2 2 1
150 5 18.2 *+ 8.3 4 1 5 4 1
500 5 18.3 £ 6.7 5 1 4 3 i 1
Si?niflcant difference from control group; t:p 5005 ¥:p =< 0.00
Color: 1= Goloriess, 2= Siight yeilow, 3= Yeilow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown, 8= Brown-biack,
9= Milky white, 10= Fluorescent green, 11= Blue,

[t 4 MYy =
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Table 7 -continued

Urinalysis of male rats

Exp. No. 4801 {115-143)

Tong itk TR 05z Ui ame ey
0 5 5 2 3 1432 = 420
50 3 4 2 1 2 1466 *+ 606
150 5 5 1 4 1694 £ 626
500 5 5 2 1 2 1756 + 417
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Table 8-1 Absolute and relative organ weight of male rats Exp. No. 4801 (115-143)

Dose level {(mg/ko)

(]
o
(4]

150 500

No. of animal examined

N
—y
-
—
& ]
L3S

Mean * S.D. Mean * S.D. Mean *+ S.D. Mean * S.D.
Body weight (g) 494 + 51 500 + 38 481 + 37 469 + 31
Brain [g] 2,25 + 0.08 2.26 * 0.08 24 0.08 2,20 = 0.09
g%) 0.460 = 0.046 0.455 £ 0.037 U 466 ¥  0.026 0.470 = 0.037
Thymus Emg) 303 + 67 331 85 325 + 60 287 + 89
mg%) 61.146 &+ 11,919 B6.042 * 15 BhA 68.422 + 11.517 60.728 + 17.533
Liver [g] 14 00 + 2,59 13.93 * 1.97 13.72 * 2,23 13.23 + 1.34
g%) 2.817 £ 0.262 2.777 £ 0,196 2.837 + 0.263 2.815 & 0.170
Spleen Eg) 0.77 £ 0.07 0.73 %+ 0.12 0.73 + 0.13 0.77 * 0.13
g%) 0.158 = 0.018 0.146 = 0.024 0.152 & 0.023 0.163 = 0.023
Kidneys Eg) 3.2+ 0.33 3.09 + 0.27 3.20 + 0.27 3.31 + 0.34
gk} 0.652 * 0.057 0.619 = 0.031 0.667 =+ 0.059 0.705 + 0.053%
Adrenats Emg) 59 + 10 55 + 10 59 + 8 53 + 7
mg%) 12.136 & 2.565 10.925 + 1.801 12.190 + 1.545 11.365 + 1.795
Testes Eg) 3.10 = 0.72 3.15 0.68 3,28 + 0.36 3.19 + 0.62
g%) 0.628 £ 0.158] 0.633 0.147 0.683 *+ 0.075 0.683 *x 0.144
Epididymides $mg) 1244 X 244 1205 * 189 1218 £+ 94 1187 =+ 214
mg%) 253.135 + 53.559 242.973 +  46.304 253.778 £ 19.329 254.433 X 50.877

(%) (Organ we|$ht / body weight) x 100
Significant diTference Trom control group; ¥:p = 0.05 #; p =< 0.01
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Table 8-2 Absolute and relative organ weight of female rats Exp. No. 4801 (115-143)
Dose level (mg/kg) 0 50 150 500
No. of dams examined 10 10 10 10
Mean X S.D. Mean + S.D. Mean * S.D. Mean + S.D.
Body weight (g) 289 + 18 285 27 293 % 23 287 + 19
Brain gg) 2.03 + 0.08 2.08 & 0.09 2.05 + 0.07 2.06 0.08
a%) 0.706 + 0.061 0,735 £ 0.08% 0.701 = 0.045 0.722 £ 0.051
Thymus {mg) 187 + 81 183 + 78 210 + - 88 188 + 49
mg%h) 63.994 X 27.374 62.495 + 23.920 70.360 = 26.673 65.652 £ 17.445
Liver Eg) 10.07 + 1.27 10,12 £ 0.75 10.46 =+ 1.07 10.13 +  0.6]
g%) 3.474 £ 0.269 3.560 + 0.218 3.563 + 0.156 3.539 £ 0.158
Spleen Eg) 0.58 & 0.09 0.68 X 0.14 0.64 0.10 0.60 *x 0.12
g%) 0.205 x 0.030 0.239 = 0.049 0.218 £ 0.024 0.210 = 0.046
Kid 1,91 X 0.09 1.97 £ 0,27 1.99 & 0.21 2.02 & 0.20
roneys {S&) 0.664 £ 0.039 0.703 + 0174 0.678 + 0.046 0.706 = 0.064
Adrenals fmg) 78 *+ 14 77 * 11 83 * 12 74 + 8
mg%) 27.189 £ 5.475 27.285 +  3.924 28.493 =  3.730 25.664 £ 2.344
Ovaries smg) 104 + 11 95 + 12 105 + 9 99 + 10
mg%) 36.099 = 3.119 33.550 =  4.599 36.061 &  3.939 34.688 £  3.495
(%) (Organ weight / body weight) x 100
Slgnlflgant di?ference ¥rom gontrol group; :p = 0.05 **: p = 0.01
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Table 9-1 Summary of gross findings ( dead )

Exp. No. 4801 (115-143}

Sex: Male
Dose level { mg/kg ) 50 150 500
No. of animals necropsied 1 0 0
Organ_______ Findings
DIGESTIVE SYSTEM

liver scarred 1 - -
NERVOUS SYSTEM

brain red patch/zone 1 - -




Table 8-2 Summary of gross findings ( sacrificed,not copulation and non-pregnancy ) Exp. No. 4801 (115-143)
Sex: Male
Dose level ( mg/kg ) 0 50 150 500
No. of animals necropsied 12 ik 12 12
Organ Findings
DIGESTIVE SYSTEM
small intestine
diverticulum ] 0 0 1
liver hepatodiaphragmatic nodule 0 0 1 0
REPRODUCTIVE SYSTEM
testis atrophic 1 1 0 ]
epididymis atrophic 1 1 0 1
nodule 2 2 0 1
FNTEGUMENTARY SYSTEM
hair thin 0 0 1 1
Significant difference from control group; * : P = 0.05 % P < 0.00
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Table 9-3 Summary of gross findings { sacrificed ) Exp. No. 4801 (115-143)
Sex: Female
Dose level { mg/kg ) 150 500
No. of animals necropsied 10 10 10
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic 0 0
reddish 0 1
DIGESTIVE SYSTEM
liver white patch/zone 0 0
yeliow patch/zone 0 0
URINARY SYSTEM
kidney pale 0 0
INTEGUMENTARY SYSTEM
skin scab 0 0
hair thin 1 1

Significant difference from control group;

1P = 0.05

*%

P = 0.0}
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Table 9-4

Summary of gross findings { not copulation ) Exp. No. 4801 (115-143)

Sex: Female

Dose level ( mgikg ) ] 50 150 500

No. of animals necropsied 0 i 0 0

Organ Findings

URINARY SYSTEM

kidney dilated pelvis - 1 - -
REPRODUCTIVE SYSTEM

uterus dilated lumen - 1 -




Table 9-5

Sex: Female

Summary of gross findings ( non-pregnancy )

Exp. No. 4801 (115-143)

Dose level { mg/kg ) ] 50 150 500
No. of animals necropsied 1 1 2 2
Grgan Findings
REPRODUGTIVE SYSTEM

uterus cyst 1 0 0] 0
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Table 10-1 Summary of histological findings ( dead )

Exp. No. 4801 (115-143)

Sex: MWale

Dose level! { mg/kg ) 0 50 150 500
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0

Organ_______ Findings

R?SPIRATORY SYSTEM
ung
hypertrophy, media, artery

DIGESTIVE SYSTEM
liver
hemorrhage

URINARY SYSTEM
kidney
basophilic tubules

cast, hyaline

ENDOCRINE SYSTEM
thyroid gland .
cellular Infiltration, iymphocyte

adrenal gland .
degeneration, vacuolar

NERVQUS SYSTEM
brain
hemorrhage

spinal cord
hemorrhage




22-1

Table 10-2 Summary of histological findings ( sacrificed ) Exp. No. 4801 (115-143)
Sex: Male
Dose level ( mg/kg ) 0 50 50 500
No. of animals necropsied 11 9 10 10
No. of animals examined histologically 7 2 2 7
Organ Findings
CARDIOVASCULAR SYSTEM
heart (5) (5)
cellular infiltration 4 - - 3
HEMATOPOIETIG SYSTEM
spleen ;  oi ; | (5) : (5)
eposit, pigmen - -
thymus P piagnen {5} (5)
cyst 2 - - ¢
RESPIRATORY SYSTEM
Tung {5) {5)
accumulation of macrophage i 0
hypertrophy, media, artery i 1
DIGESTIVE SYSTEM
exocrine pancreas (5) (5)
degeneration, vacuolar 1 - - 0
cellular infiltration, lymphocyte 1 . - - 0 rer
small intestine (5) {5
Ryparsisela, Tymphoid t ] - - j
erplasia, lymphoi issue - -
tiver yperp yme (5) (1 (5)
fatty change 4 - 0 5
cellular infiltration, lymphocyte 2 - 0 1
microgranuloma 5 - 0 5
hepatodiaphragmatic nodule 0 - 1 0
URINARY SYSTEM
kidney (5) (5)
basophilic tubules 5 - - 3
cast, hyaline 1 - - 0
dilatation, tubules 1 - - 2
eosinophilic body 2 - - 3
hyaline droplet 3 - - 4
cellular infiltration, lymphocyte 2 - - 1
Significant difference from control group; ¥ : P = 0.05 ¥ ; P = 0.01
()7 No. of animals examined microscopically at this site
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FTable 10-2 -continued

Sex: Male

Summary of histological findings { sacrificed )

Exp. No. 4801 (115-143)

Dose level { mg/kg )

No. of animals necropsied

No. of animals examined histologically
Organ Findings

N

- O]
NOO

REPRODUCTIVE SYSTEM
testis )
) atrophy, seminiferous tubule
epididymis
spermatic granuloma
prostate
cel lular infiltration, lymphocyte

ENDOCRINE SYSTEM
adrenal gland
degeneration, vacuolar

SPEGiAL SENSE SYSTEM
Harderian gland )
celiular infiltration,lymphocyte

2
3 (5)

(5)
1

(6)
(5)

{5)

(5)

gnificant difference from control group; * : P = 0.05

Si
(}> No. of animals examined microscopically at this site

X

PP 5 0.0
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Table 10-3-1 Summary of histological findings ( sacrificed ) Exp. No. 4801 (115-143)
Sex: Female
Dose level { mg/kg ) 0 50 50 500
No. of animals necropsued 10 10 10 10
No. of animals examined histologically 5 3 1 6
Grgan_____.__ FindIngs
HEMATOPOIETIC SYSTEM
spleen (5)
hematopoiesis, extramedullary 4 - - 4
thymus {1
hemorrhage 0 0 - 1
atrophy 1 1 - 0
cyst 2 0 - 1
RESPIRATORY SYSTEM
fung (5)
accumuylation of macrophage 2 - )
hypertrophy, media, artery 1 2
trachea (5)
ditatation, gland 2 - - 1
DIGESTIVE SYSTEM
small intestine (5)
. . hyperplasia, lymphoid tissue 2 - - 1
large intestine (5)
hyperplasia, lymphoid tissue 2 - - 2
liver (2) (5)
fatty change 4 0 - 5
microgranuloma 5 2 - 4
hematopoiesis, extramedul lary 3 1 - 2
URINARY SYSTEM
kidney (n (5)
basophilic tubules 3 i - i
cast, hyaline 0 1 - 0
cell debris, lumen o] 1 - 0
degeneration 0 1 - 0
degeneration, vacuolar 0 1 - 0
minera!lzatlon 1 0 - 1
necrosis, tubular epithelium 0 i - 0
Significant difference from control group; * = 0.05 ¥ . P = 0.01
()% No. of animals examined microscopically at thls “site
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Table 10-3-1 -continued Summary of histological findings { sacrificed ) Exp. No. 4807 (115-143)

Sex: Female

Dose level { mg/kg ) 0 50 150 500
No. of animals necropsied 10 10 10 10
No. of animals examined histologically 5 3 1 6
Organ Findings
REPRODUCTIVE SYSTEM
mammary gland (5)
hyperplasia 5 - - 5
uterus _ (5)
post delivery lesion 4 - - 4
ENDOGRINE SYSTEM
thyroid gland (5)
ultimobranchial remnant i - - 1
INTEGUMENTARY SYSTEM
skin m (5)
ulcer 0 1 0 0

gnificant difference from cgntfol group ¥ . p < 0.05 ¥ P 5 0.01

8l ; :
()7 No. of animals examined mlcroscopicaliy at this site



Table 10-3-2 Summary of histological findings ( sacrificed ) Exp. No. 4801 (115-143)
Sex: Female
Dose level ( mg/kg } 0 50 50 500
No. of animals initially in study 10 10 10 10
No. of animals necropsied 10 10 10 ; 10
No. of animals examined histologically 5 3 1 6
Organ Findings T 1 2 3 T 1 2 3 TV 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (5 (o (0) ( 5)
hematopoiesis, extramedullary -4 00 - - - - - - - 4 0 0
thymus ( 5) (0 (0 (6
hemorrhage -0 00 -0 0 0 - - - - -1 0 0
atrophy - 100 -0 1 0 - - - - -0 0 O
cyst - 200 -0 00 - - - - - 100
RESPIRATORY SYSTEM .
fung , ( 5) ( 0) ( 0) ( 5)
accumulation of macrophage - 200 - - - - -~ - - - 0 0
hypertrophy, media, artery -1 0 0 - - - - - - - 2 00
trachea _ ) (5 (0) {0 {5)
dilatation, gland -2 00 - - - - - - - - - 100
DIGESTIVE SYSTEM
small intestine ( 5) (0 )] { 5)
hyperplasia, lymphoid tissue ,.- 2 00 , - - - - - - - - 100
large intestine { 5) (0 (0) { 5)
hyperplasia, |lymphoid tissue -2 00 - - - - - - - - - 2 00
liver ( 5) (2) (0 (5
fatty change - 4 00 - 0 0 0 - - - - - 500
microgranuloma - 500 - 200 - - - - - 400
hematopoiesis, extramedullary - 300 -1 00 - - - - - 2 00
URINARY SYSTEM
kidney - (5 (1n (0) (5)
basophilic tubules - 3.00 0 1 0 - - - - -1 0 0
cast, hyaline - 0 0 0 -1 00 - - - - - 0 0 ¢
cell debris, lumen - 000 - 100 - - - - -0 00
degeneration - 0 00 -1 00 - - - - - 0 00
degeneration, vacuolar - 0 00 -1 00 - - = = -0 0 0
mineralization - 100 - 000 - = - - 100
necrosis, tubular epithelium - 000 - 100 - - - - - 0 0 0

3: marked

T: tumor 1: siight 2: moderate
=: benign #: malignant
(): No. of animals examined microscopically at this site.

: Not applicable.
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Table 10-3-2 -continuaed

Sex: Female

Summary of histological findings ( sacrificed )

Exp. No.

4801 (115-143)

Dose level ( mg/kg )

No. of animals initially In study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

—_—
NUTOOCO

—_— ]
NWOOO

]
PO Q

REPRODUCTIVE SYSTEM
mammary gland
hyperplasia
uterus
post delivery lesion

ENDOCRINE SYSTEM
thyrold gland
ultimobranchial remnant

INTEGUMENTARY SYSTEM
skin
ulcer

(5)_

(5)_

(1)_

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

: benign #: malignant

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

: Not applicable.



Table 10-4 Summary of histological findings ( not copulation ) Exp. No. 4801 (115-143)

Sex: Male

Dose level ( ma/kg ) 0 50 150 500
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0

Organ Findings

REPRODUCTIVE SYSTEM
prostate
cellular infiltration, lymphocyte - 1 - -
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Table 10-5-1

Summary of histological findings ( not copulation ) Exp. No. 4801 (115-143)
Sex: Female
Dose level { mg/kg ) 0 50 150 500
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0

Organ Findings

URINARY SYSTEM
kidney o
basophilic tubules .
dilatation, renal pelvis

REPRODUGTIVE SYSTEM
uterus
dilatation, lumen
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Table 10-5-2 Summary of histological findings ( not copulation ) Exp. No. 4801 {115-143)
Sex: Female
Dose level { mg/kg ) 0 50 150 500
No. of animals initially in study 0 ] 4 0
No. of animals necropsied 0 1 0 0
No. of animals examined histologically 0 1 0 0
Organ Findings 1 2 3 T 1 2 2 T 1 2 3
URINARY SYSTEM
kidney . (1)
basophilic tubules - - - 10 - - -
dilatation, renal pelvis - - - 01 - - - -
REPRODUGTIVE SYSTEM
uterus (n
diiatation, iumen - - - - 1 0 - - - - -
T. tumor 1: slight 2. moderate
: benign k: malignant

{J: No. of animals examlned microscopically at this site.

: Not applicable.
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Table 10-6-1 Summary of histological findings ( non-pregnancy ) Exp. No. 4801 (115-143)
Sex: Male
Dose level ( ma/kg ) 0 50 150 500
No. of animals necropsied 1 1 2 2
No. of animals examined histoiogically i 1 2 2
Organ Findings
REPRODUGTIVE SYSTEM
testis
atrophy, seminiferous tubule 1 1 0 1
multtinucl, giant cell formation 0 1 0 1
interstitial cell hyperplasia 1 1 0] 1
epididymis
decrease, sperm 1 1 0 1
prostate
cellular infiltration, lymphocyte 1 i 1 2
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Table 10-6-2 Summary of histological findings { non-pregnancy ) Exp. No. 4801 (115-143)

Sex: Male
Dose level ( mg/kg ) 0 50 150 500
No. of animals initially in study 1 1 2 2
No. of animals necropsied J 1 2 2
No. of animals examined histologically 1 i 2 2
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
REPRODUCTIVE SYSTEM
testis {1 (1 (2) (2)
atrophy, seminiferous tubule - 010 - 010 - 000 - 01 0
multinucl, giant cell formation - 0 0 0 -1 00 - 00 O -1 0 0
. interstitial cell hyperplasia -1 0 0 -1 00 - 000 -1 00
epididymis (1) {1 {2 (2)
decrease, sperm - 1 0 0 - g 0 - 0 0 0 - 100
prostate (1) (1) (2) (2)
cellular infiltration, lymphocyte -1 0 0 - 00 - 0 0 - 2 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 10-7 Summary of histological findings ( non-pregnancy )

Sex: Female

Exp. No. 4801 (115-143)

Dose level ( mg/kg ) 0 50 150 500
No. of animals necropsied i 1 2 2
No. of animals examined histologically 1 2 2
Organ Findings
REPRODUGTIVE SYSTEM
uterus
dilatation, gland 1 0 0 0
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Table 10-8 Summary of histological findings ( all pups died ) Exp. No. 4801 (115-143)
Sex: Female
Dose level ( mo/kg ) 0 50 150 500
No. of animals necropsied 1 0 0 0
No. of animals examined histologically 1 0 0 0
Organ Findings
HEMATOPOIETIG SYSTEM
spleen
deposit, plgment i - -
hematopoiesis, extramedullary 1 -
thymus
cyst 1 - - -
RESPIRATORY SYSTEM
lung
accumulation of macrophage 1 - - -
DIGESTIVE SYSTEM
liver
cellular infiltration, lymphocyte i - -
microgranuloma 1 - - -
hematopoiesis, extramedullary 1 - - -

URINARY SYSTEM
kidney L
basophilic tubules
cellular infiltration,iymphocyte

SPEGIAL SENSE SYSTEM
Harderian gland
microgranuloma




Table 10-8 Cell type and number per Sertoli cell in seminiferous tubules of rats at VI - VI
stage of spermatogenesis during dosing period

Exp. No. 4801 (115-143)

0%-1

Dose level (mg/kg) 0 500
No. of animals examined histologically 5 5

Mean =+ S.D. Mean =+ S.D.
Spermatogonia type A 0.18 =+« 0,02 0.20 =+ 0.02
Preleptotene spermatocyte 213 + 024 2.21 £ 0.23
Pachytene spermatocyte 3.49 = 0.29 3.59 £ 0.31
Round spermatid 8.3 =+ (.75 8.25 £ 0.47
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Table 11 Copulation and fertility resuits in rats

Exp. No. 4801 (115-143)

Dose level (mg/kq) 0 50 150 500
First
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 . 1 i2 12
No. of pregnant females 1 10 10 10
Copulation index (%) 1) 100.0 91.7 100.0 100.0
Fertility index (%) 2) 91.7 90.9 83.3 83.3
Estrous cycle .
No.of animals examined 12 12 12 12
Meam estrous cycle
?days. Mean*§.D) 4.1% 0.1 4.1+ 0.3 4.24 0.4 (1) 4.1+ 0.3
Irregular cycle a) (%) 3) 0 (0.0) 0 (D.0) 1 (8.3) 2 (16.7)
1) (No. of animals with successful copulation / no. of animals mated) x 100
2) (Mo. of pregnant animals / no. of animals with successful copulation) x 100
3) (No. of animals having Irregular estrous cycle/ no. of animals examined) x 100

a) No. of animals having irregular estrous cycle
Values in parentheses are expressed no. of animals observed
Significant difference from control group; *: P S 0.05 #**: P 5 0.01
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Table 12

Findings of delivery in dams(F0)

Exp. No. 4801 {115-143)

Dose fevel {mg/kg) 0 50 150 500
No. of dams observed 11 10 10 10
No. of dams delivered live pups
11 10 10 10
Duration ofMgestglicéOB \ 22.5 + 0.5 22.2 £ 0.4 22.3 £ 0.5 22.5 £ 0.5
ean *S.D.
No. of tota(’l‘ corgft.)ganlsltea 211(19.2+ 2.6) 174(17.4+ 3.3) 184(18.4% 3.2) 201(20.1%+ 3.8)
ean +S.D.
No. of tot?é| imp!{ggtg ) 151{(13.7% 3.0) 144(14.4% 1.6) 143(14.3% 1.5) 143(14.3+ 1.86)
ean +S.D.
No. of totaUIJ pupg{_gogn) 144{13.1% 13.5) 135(13.5+ 1.6) 139(13.9% 1.4) 128(i2.8%+ 1.5)
ean +S5.D. .
No. of total Iive_:!_gugs)born 141(12.8+ 3.5) 134(13.4% 1.6) 135(13.5%+ 2.1) 125(12.5+ 2.2)
ean *5.D.
Male 62( 5.6+ 1.9) 72( 7.2% 2.0) 67( 6.7 2.6) 51{ 5.1 1.9}
Female 79( 7.2% 2.3) 62( 6.2+ 1.9) 68( 6.8+ 2.3) 74( 7.4 2.4)
Sex ratio (Mean *$.D.) 0.80% 0.23 1.32+ 0.68 1.14% 0.60 ¢.81% 0.56
No. of tota] live pups on day 4
(l'dean + .B.) e
Male 61( 5.5+ 2.2) 69{ 6.9% 2.1) 67( 6.7t 2.6) 50( 5.0% 2.1)
Female 75( 6.8+ 2.8) 62( 6.2%x 1.9) 67( 6.7+ 2.4) 72( 7.2+ 2.0)
No. of total(Mdead_.;_)gpsD ) 3( 0.3 0.6) 1( 0.1+ 0.3) iI(0.1+ 0.3) 3( 0.3+ 0.9)
ean £S.0.
No. of total cannibalism 0( 0.0% 0.0) a) 0{ 0.0+ 0.0) a) 3(0.3% 0.9) a) 0( 0.0+ 0.0) a)
{(Mean *S.D.)
Gestation index (%) 1) o 100.0 100.0 100.0 100.0
Implantation index (%,MeaniS.D.; 2) 73.24+ 20.3 84.1+ 9.7 79.0% 10.6 72.9% 13.1
Delivery index (% MeantS.D.} 3 93.2+ 11.% 93.8+ 6.1 97.3+ 4.7 90.0F 10.3
Live birth index (%,MeantS.D. ) 4) 8.0+ 4.7 99.3+ 2.3 9.9+ 9.7 97.0x 9.5
Viability index on day 4 (%,MeanxS5.D.) 5)
Male 90.9+ 30.2 a; 95.3+ 10.0 a 100.04- 0.0 a} 96.7x 10.5 a}
Female 88.61 29.8 a 100.0+ 0.0 a 98.3+ 5.3 =a 98.3x 5.3 a

No. of implants / no. of corpora lutea)
No. of pups born / no. of implants) x 10D
. of live pups born / no. of pups born) x 100

Bartiett’s test can not be calculate
ignificant difference from control group;

[F3Y S BTN B
=
o

No. of females with !ive pups / no. of pr?ggant females) x 100
X

No. of live pups on day 4 after birth / no. of live pups born) x 100
*: P < 0.05 *¥:P = 0.01
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Table 13 External observations on live pups{F1) from rats

Exp. No. 4801 (115-143)

Dose level (mg/kg) 0 50 150 500
No. of titters 11 10 10 10
No. of live pups examined 141 134 135 125
No. of live pups wiEh 0 0 0 1
external anomalies (% ,Mean*S$.D.) - - - 0.8+ 2.4
Type and incjdepce of external
axgmaiies ?%) 19
anal atresia o ( 0.0 0¢{ 0.0} 0 ( 0.0) ( 0.8)
acaudate 0 ( 0.0) 0 ( 0.0 0 ( 0.0) ( )
1) (No. of live pups with external anomalies / no. of live pups examined) x 100
Significant difference from control group; *: p 5 0.05 #+: p = 0.01
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Table 14 Body weight change of pups(F1) from rats Exp. No. 4801 ({115-143)
Unit : g

Dose level {mg/kg) 0 50 150 500

No. of litters N 10 10 10

dal Mean * S.D. { N) Mean X S.D. ( N} Mean * S.D. ( N) Mean *x S.D. (N

ale

Days after birth 0 6.5% 0.4 (1Y 6.6 + 0.5 (10) 6.5 & 0.5 (10) 6.6 £ 0.5 (10)
4 9.8 1.0 (1) 9.6 £ 1.8 (1) 9.4 % 1.2 (10) 10.2 £ 0.9 (10)

Female

Days after birth 0 6.2% 0.5 (m) s6.2x 0.7 (100 6.1 £ 0.7 (10) 6.2 & 0.5 (10}

9.3+ 1.0 (10 9.1 x 1.7 (10) 9.0 % 1.5 (10) 9.8+ 1.0 (10}
Significant difference from control group; : p S 0.05 **: p = 0.01
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Table 15-1 Summary of gross Tindings of pups(F1) from rats(sacrificed)

Exp. No. 4801 (i15-143)

Sex: MWale

Dose level {mg/kg) 0 50 150 500
No. of pups necropsied 61 69 67 50
Organ_ . Findings

HEMATOPOIETIC SYSTEM

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

liver white patch/zone 0 1 0 0
URINARY SYSTEM

kidnevy dilated pelvis 0 4 3 1
ureter diiated iumen 0 4 3 i
INTEGUMENTARY SYSTEM

tail scab 0 0
skin scab 0 0 0 1
Significant difference from control group; *: p = 0.05 ¥ p = 0.01
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Table 15-2 Summary of gross findings of pups(F1) from rats(sacrificed)

Sex: Female

Exp. No. 4801 (115-143)

Dose level (mg/ko) 0 50 150 500
No. of pups necropsied 75 62 67 72
Organ__ Findings
HEMATOPOIETIC SYSTEM
thymus thymic remnant in the neck 0 0 1 0
DIGESTIVE SYSTEM
liver white patch/zone 0 0 1
white 0 i
anus imperforate anus 0 1
URINARY SYSTEM
kidneay dilated pelvis 4 4 2 1
ureter difated lumen 1 4
INTEGUMENTARY SYSTEM
tail scab 0
gangrenous i 0
absence tail 0 1

Significant difference from control group; :p X005 #*: p = 0.01
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