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1. B

VOINN—FFY A FORBERSERZBELPIIT 5729, Crij:CD
(SD)IGS T v MR HW/- 28 HEEHRSEURBRTER L.

Ty M1 EMMS SICT 4 RBRE, SREBIUEREHICIIMESS
PEOREIER % 3T, FT60lEfEA L.

HEYWEE - F A VBB LT, 0, 60, 200 B & U600 mg/kg (ZHEY
TAHEZER1H, 4 BRREEO®RS L, —BRIREBOHE, FEHZE,
BEEllE, LEFRE, IRRERRE, MBELFERE, BHESK
BT, RRE, BEEENEB I BBERERTo7-. B, HEH
B2 BME L, SR THEARRIRELER L.
FORFRIROEBYICEHINS.

MHEONEH B UERSHETREAIIRD LN 2o 7.

—BREEDBIE DR R, D 200 B X UF 600 mgkg BECHRESBE S

72%%, BEEARICIIEIEF D b h iz,

RE TIdMEHED 600 mg/kg HTRIEZ /R L, AEEIMHII B0 b7,
ZO&Z, EEHMICIERIRD b

FEE, ML D BB SH TR P IERED D 2 bk A bk
Podz. FFEEIEREROFER, MO 600 mgkeg BHB L UMD 200 mg/kg
HTHRS 4 BEOFHFERPDRIBEESRD bz, TORLIZEHEE
FIZEED RO b7z,

MEFEREDORER, HD 200 B X U 600 mgkg B TIFTEKLELEOEEDH
shz.

MERERIRE DR, M §T N ORER L BB ERS ICER Y%
EEZEZOLNDEALEIRD b N o7z,

MEECFREORSR, MHED 600 mg/kg BTy -GTP F"BIEZRL, I
D 600 mg/kg HTIX ALT DBEBLURIVATO-VOKELRD S
niz.
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EHBESRKEMREOMER, BB ERS CBET 5 %2 b 5 21ki3ER
DoNLGPoTz.

RIEEOHER, HRYERSICREE T 2EEZONATLIRED S 1Lk
Polz.

#EEENEDORHE, MED 600 mgkg HTHBEEES L HENEED

BAEDS, MEHED 200 mgkg B TIRFBHENEEOBENTD LN, T2,
WEHED 600 mg/kg HECIIMIREEE B L UM EEDRBEIRD b L.
WENOZEALD REIFLD sz,

RHEEREORRE, BHBRYERSICIZEELNEFEEL LT, HRFFE
THEEDOR R MED 600 mgkg FEIZRD 6N, MM RICB VT, FFH
DEEKR UhEFEHLHE) 25 200 B £ UF 600 mgkg 3%, FFdIBa O ZM: ik
7 600 mg/kg B, 7 v X—HRREIR D 600 mg/kg FIEIE S W
JFEDORZE IR R TROHKRE L CHEBFRETRZD 5Nk v o
7z.

LLED#ER, 200 mghkg BHCTEREAN-HE, FRAEASEEOBE®EB IV
AR DREXR UhERLE) SO nwI Ers, & Z%E‘biﬂt’éﬁ’ék S
60 mg/kg/day & HIET S 7z,



Exp. No. 4208

2. K&
VIINN—FFFAFDT v M EBV5 28 BEORERS SHRER
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VO INN—FFH AL FORERLTEHMET A0, Ty FEAWS 28
HEOFERSEERRTER L 7.
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10. #BRWHE
HEYWEICETABREUTIIRLE., HERYEOREABREESE X
[Reference data 1] 1Z7”R L7z.

10.1. BB E %
I NWN—FFHAF

10.2. CAS No.
80-43-3

10.3. O v  E&5

10.4. FEEE
99.9wt%

10.5. $#ftT

10.6. BRESM

=1/ B0CTUT)
10.7. tRESHT

Y vy —WEBRYWEREE
10.8. 1b%4%

Dicmyl peroxide

10.9. 1bEEIEE

10.10.53F3
C!8H2202

10.11.5F&
270.38

10.22. %K
B E
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10.13.8h 5
38~40C

10.14. 75
KRB
DMSO : 5
TNy BE
10.15. %%
B33 L TRE

10.16.5L W I LD ER
BREFIED1-OICRMOVEER, REFLE, BE~Ry, RERFZER
LT %ITo 7.

10.17. & M5
BTSRRI LB E 12 oW T, ST TOMETY, BETH o7
&R L.

10.18 B ERYHEARE B X UBRKEBRWHE O
BKERTR, M2g KTV —ITREL, KD IIEETIGRA L.
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11. RERME B X S

11.1. B EY
B L72F v b CDSD)IGS[SPFLRIF AT ¥ — VA - ) S — RN (1
ZNBEAES) »5FR 11 E5 B 24 B4 B THERE 42 I8, 5t 84 L
AL -
B % Bl UAABRIREIC 9 BB, FR11FE6 A 2 BIC 6 B#TK
BERRBLL:. B8RS or LOBEICL o TRBRMLL, EEAHEEC
I ERABRBELIENT S L) BT L. REEMWIIRBIAICLINE
BIE ST,
BMOBENCHESBIUBAES Y AS T 5 R IBRNAT S —Y
CEMIERSES (Animal ID-No.) 2032 L2 X 0 ARG L 7.
REBRBEEOKREIZHET 128~148 g, MET 112~126g Th o /2.

11.2. BB X URHFEIRER
BERSBBRICERAEIN TV I2EPEDO—2TH STy P2 BIRLE. R
MIIERT— 7 OREE, BALEYE T 5B, BENEEREE:
ZERLTGEAL.

11.3. FEFER

113.1. HERE
BWIIN) T UAT LD 122 FHEE (W42XD8.9XH25 m, 93.5 m®)
THEL, RERGOEEMEIIIEE 23£3C (EfME © 23.0~244C), H
TR 55+20% (ERME © 51~67%), ¥RIEIF 1 B 20 [, EEHF 150
~3001ux, 12 B (5807 BRAUT, 5% 7 BELT) & L7z
BASHEEEHY —EX (REHFFH) OXKEXFAEFE (W674.2X
D60.0XH1755cm) #HEHA L, 7VIHHE - KAT VY VABERAETr —
Y (W20.0XD28.2XH18.0cm, fIE Y — ¥ - ANR—2Z 10152 cm’®) ([ZEMW
1 ETOINELER & kT HRICEBRS /.
HEF—VidRE1E, HEF3E 1) #RL .
%8B, BBtz e, x5HEP, T OEBEBCERELRIT
Lzt B aREEROELII R o7,

11.3.2.
EWicidr ) 2y VBB TERRSH EREPRE) HiEOREHRE
BZENHARS v+, =7 28%# (Modified NIH Open Formula Rat and
Mouse Ration) * B EE+, BHEICEIS €. FH LFE OFMY
DR %, 3V FIC1EA) LV I VEBTERASUPEREN BX
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SOt 7 — (EEIEARX) IKELER L -ER, EPA OBFEE
WRNTHDI 2R L. FOKERT [Reference data 2] 1R L7z,

11.3.3. a7k
B IIKEAKE BEHAK S, AV X b BHICIER S 7.
HEEWCESKEKRODE 3D BIC1EAK/KRETE a0 ) -
F (BRBEEKT) TITV, KEKOFERENTH L Z L 2R L.
ZDFER% [Reference data3)] 278 L7=.

114. RERHOBEB X UHEREHEK
SREREE OB E TROISR L7z,
HAEiX0, 60, 2003 X U600 mgkg & L, Eb%%% T1 ML SIE, ¥
72, AERBAE LT, HREBIUVESHEREICHESL ST, 60T

R L.
= | RSHARR TR | EARE AR T B
| REREE | B (mgig) & 18 AR 5T E AR
EES BYES
1 10 0* 1001 ~1005 1006~1010
2 5 60 1101~1105 -
s 3 5 200 1201~1205 -
4 10 600 1301~1305 1306~1310
1 10 0* 2001 ~2005 2006~2010
2 5 60 2101~2105 -
e 3 5 200 2201~2205 -
4 10 600 2301 ~2305 2306~2310

SRR (I—VFAN) OREHRE L.

(HEHEER]
BEREREDO D 2 BEERSHE % 0,100,300 3 X UF1000 mg/kg
DA4RETER LR, 1000 mgkg BHETHHEE b 2T L. —&
KEBOZEAL TIIMEMED 1000 meg/kg BETHRIER X BRI S /-, 28
EEE?BU%@#% MM D 300 mgkg L EOBTHRBEEZEESL L UHEME
BEFRO LN, #£-T, 28 BERERSEUHSBROEREHE:
600 mg/kg L, UTRH3ITHRL, HEZ 200 mgkg, BHE% 60
mg/kg & FRE L7,
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11.5. TESERBIREH B L RS FH3E
5T OECD WA N4 ¥ [REHEGFM] TR IR TV A5
BROKEGE Lz, ZESFEIIEEL100 gH720) 05 mL & L, EEEEE
CHE LB EOWTHRESEZERL, 1HIABV Y T2 BWCE
PUCEHIE DRSS Lz, WREBICIEBEO A2 FE IS L7z,

11.6. 5 WOFRE
WM E R IBED 12,40 BX U 1R20wNB ERB LI IZa—vF AN (F
N T AT AT RREH, FEAFEERT | Lot No. VOG1846) IZBH L, 4
BEETHRE L.
Q=Y FANFDOT I INN—FFH A Fid, BBERESEHTT7HE
RETHDHZEDL (RERES 4207 TEM), H5HOTIEE 1 [E
L, 5% CHEEICRE L.

11.7. &5-E0E
WS IR, ML SIC28 BEE L, REHEETH 0 B X U 600 mgkg
BiiownwTli 4 BEOEERBRYEHKL7-.

11.8. 5P OBERW E ORESHT
TRTCORBRFEORSBICOWVWTHEDICHAREIN TV LI BT S
72%, #MEB X PRAEFHEFICEZSEO—E (B8 mL) 25HL, #
BRWEREHE L. TS, MERMEERIIHRERED 98.7~102.1%,
R FBIFIL 954~96.8%TH D, BEICRBEINTWAZ L PFERES N
2. B, BESHOFEB X UERIT [Reference data4)] 12/ L 7.
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12. 8%, WEB ITRE

12.1. —fRIRREDEILR |
EEW Y RSBIIEE 3 B (R5H, KREB 1 BI U5 ER]), EEEE
BIZER 2H (FRiBLUFR) HEL, PHEEROEE, TBRELE
L.

122. A&
REIZLEWICOWT, T5FE» 5 BEEMKRT I THEE 1 @RE L7,
WEEEFRIF (PM3000; X FF— - PL FH, A4 R) ZHWTHE
L, fegL7-.

12.3. EffE
BEEEILEYICOWVT, HE 1 BRELLZERELZETFRTE (PM3000)
HWTHZEL, &L
FEHE (g/week) BLUEHBHNE (%) Harv¥a—yTEHL.

12.4. BRERBREE
REZHRSHIBE TRHS L URESEETEICHERNFEOLBYIC
DWTER L. RIS 512470, BWIIH 16 BREEE XS, B
L7 IVCREMERE L, BERKEIRD SHERMI L 7-.

12.4.1. MBEFRE
PiskE# (EDTA-2K) A D BIE A > w8y 7 E BALETZMH, KK
HALK) I ERR L, BAMKEEAREEE THMS H-1E (=4 VAH,
KE) TTROBEE*#HlE L.

AN M7y ME (HCT) RBC, MCV X h&EH
NESuv e (HGB) VT UAMNETOVY UE
FRIERE (RBC) B 1R BF AR

SEHIRIMERE T MCV) B AR BT AR =
FHRMERMIEEE  (MCH) HGB, RBC L h&EH

R HRMIRMEFEE (MCHC) HGB, HCT & h&H
Mm/RE (PLT) B AR EF AR R

H I EREL (WBC) JU—H4 MR M) -5
HMERE 5= 70— 4 PX )R

HIMERE DI LR OERTRIE L7228, PIEROBY OmE % FBvCql
BMEBHEREZERHL, A4 -7V a VIV P - FAFRELTHRSL
7>.

-12-
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HWARMER (Reticulocyte) EEED2HHE&EER] (EDTA-2K) FRINME %
Za—RXAF LU TN—TEER, MRBHREREER L. 2B, OEF
BRETEMERDITD bNLD 72720, ERIFThEd o7z,

12.4.2. [0 & E REARE
PUgEEA (3.13% 7 TVET MU U AJKEBHE) A D RME MK ZIREL
72%%, 3000 rp.m. T 13 R4 BE L TR M2 BB ICH W, S
ERIEEE KC40 (TANVYTH#, FA4Y) TTROBEBBZEZEL:.

Jo ru v Y UER (PT) Quickl B
BBt r v E  (APTT) 70y ME

75 AT R

7479/ —%&  (Fibdnogen) oYY VR

12.4.3. MBEILFRE
FRIME VMK 2 FRE L 72%%, 3000 r.p.m. T 7 SRR L 8BE L TR -MiE%
BEICHV:. SIEEMFEEESTEEDL 7170 (RE LB, X
FETRERX) 3L URRENERE BAGR (RA 7Y F7 14—, ®
THAET) CTROBEEZAEL:. 8, BEHEKKEICLS AG
AL, MBEILFRETIE A/IGDERIZIThb LD o 72,

wEH (T.protein) Biuret %

TNVT IV (Albumin) BCG £

& (Glucose) HK-G-6-PDH &=

R RE (Triglyceride) GK-GPO #E# 7Y %
O — V{HRE

BalL AFo—)v (T.cholesterol) IVAFE-VEFYyT -1
ESET %

REEE (BUN) % L7 —¥ GLDH &

VT F=T (Creatinine) EEE

BEY VY (T.bilirubin) INF D UERER L

TANRNTXVEET X/ (AST) BEX-UV ¥ (Jscc i

NIRRT LT —F )

757375 (ALT) BE%-UV & (Jscc #

AT rT—¥ )

y —27" V¥ I+ J Y (Gamma-GTP) L-y -7 V% I V32

ANRTFH —F WXV 4ANA £
(JSCC #3L)

TIwH)FXT 75— (ALP) ) = N w B A PR ) B

¥ EEEEE (JSCC #Hn)

BV A (Calcium) MXB ¥

) v (1phosphorus) PNP-XDH %

M) T LF (Sodium) 4 F VIBIRNERE

-13-
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F) LY (Potassium) A F VEIREWE
B (Chloride) A 4 VEIREEIE

*ENDIEH I3 EAO6R T, #hDIEB X H I 7170 THIE L 7=,

12.4.4. EAESIKEIRE
EHEBERKBSITEB L/ ST AV (NVIBIZET, BERENT) 2B
W, ZRERKEIREZITo/z. §A4 ¥ VIV O—AT 274 MNEERX
AL LTMBAEFREICHWMEERXKEI L, KERTHERY
V-SBETHRER, REBOT VY M- -2 BAVWTELSEOLEY
BETHEEDICAGEERL.

12.4.5. JRIRZE

EEHA K DS T CRREF  — P2 AVWT 3 BRR (Fi 10 B2 55% 1
BET) BIXUABER FR10B»0BAFR 10 T) 2HWL
7z.

3EMRE AV CROEE £ RE L7z, RV & %0 o B ICOW
THBIRBOREAV:. NYVF A AT 4927 ASG (N[ 2)y - =
AR, RREBPRX) 2BV, RSTEE CLINITEK 500 (/34 )V
#, KE) THELL.

pH (pH)

bl (Occult blood)
ek (Ketones)

1 (Glucose)
EH (Protein)

YUY LY (Bilirubin)
AR W) (Urobilinogen)

24 BEERY BV CROEBEH*RE L. REEIR, REEBITEN UR-S (B
KA T ¥ T, EEEIREBER) THlE L.

R% 1500 rp.m. TS5 5ELL, BREXBHWTAT NV IONAT—EEILL
HEBEML, RILEIIOWTERLZ.

RE (Volume)

B (Color)

RICE (Specific gravity)
RULE

-14 -
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12.5. REEIRE

MBI R EHER TR L UCOEHER TROSAFE 2 2 —F
VIRERL, BUNBIL S EEME L. BT ORER, AlES X UHE
BIZOWTERE L, BIEI N NIRNEE (BB, KES, BakE%)
[ BN =7t > 3 DY A
BREEEIETRFPEIO (XA FF— - FLFH, A4 R) FAWTH,
Frig, B, BT, MOBR, BB, BE, BELABIUIIREICOWTHE
L7:. REEERKREN FEMEE) 13185 28 B 21201 14 BBz
HREBLIUREBEEELOLEE L (BNEE /MKEX100). 72, B (K
B, /MBS, BERET), B, TEME, BRI, EER GETER, ST,
BARER, LRE/AME, L, R, B (EAEE, REXZED), &E,
BriE, B, MR, BF, B, ME (M ZVERIRZED), KB, BE,
R LK, BE, BV, IR, FE, B, B, XEeE (RLEHR),
UUoNg (TEEY V58, IBRIEY V8K, 3% (KBRE), KBk, &
BB IXUREBREBETEIPITDOONT-HEBIUHBRIITSZED 10%
FHEERERV) VB TEEL:. BL, BEBIUBRE I T 7 UH
THIEE L7z, 10%FERE V) YIRTEZE L.
REMSFREIIEE L2BE - Ao b, SR TEHIIES Lz
BEBIVEBHEFORR, O, B, MG, KE, FE, EE B
B, ®BE, BELE TE, IPE, B8 (KBE) oW TERBL..
HEEE, WIREE, MBFREORRE, FBICE LR 57D,
o REEB X CEESHOFRICO VT BBERE 21T o /0. ABER
DOYEEUIBRAN SRR ERTZERT CERERTMET) IREL, Bk

L TNT T4 VA, BER, AT MRV Y I F TV RBEREL. B
RILFEL VI —TEBL, REOEEB I UBEZEUEFARIZONT
ELER L 7.

- 15 -
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12.6. 7 — ¥ 5ok B L UEHEIT
KREBOET— 3o ¥a—% - VAT ARBWTRSEL, BEHaT L
7.
SHRBREOAE, BHE, FEDE, MRFREE, MKEREERETE,
ML LFEREE, ERESKEIRE, RREE (REBLIURE), %
BEEEBIVREEE MERIE, TRIRLLZEBHBFRIEY, &
#\Z Bartlett DFEFEIRESY EEL72. 598 DB AT Dunnett DL EL
B O T L SREBEOFEZRRE L7, Bartlett D458
RE TARFESTHDHEL Steel DI THEBHLZREHBOEEE%
R5E L7=.
TREEBEOEEKER S BLTI1%OTERETERL .

Bartlett 455

| mEEzL BEEEDY

Dunnett 2 E L BARE : Steel DIRXTE

T2, EFFEB L REBFERERROIRE I Fisher DRERFTEE R HV 7z,

-16-
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13. RBHER

13.1. JELCK
AETFR% Figure 1 12, £FHB L UIETER% Table 1 IR L7z,
BEHBEBELT, MEVWTIOBEIORTHRED N2 o7z,
EEEART AT, MR e DATIBEEB X U600 mg/kg BETIRTHIIRD SN
Loz,

13.2. —HRREOEIEE
— R IREE DEREIRT R % Table 2 33 X UF Appendix 1 1Z7R L7z,
BEHEFICTELED TEE O M #E D 200 mgkg B TLHB11Z, 600
mg/kg BT 10 Bl 9 PUICERER & 7z, 2B, HEHEICIZEEIZED S
niz-.

13.3. k&
{KE % Figure 2, Table 3 33 X UF Appendix 2 {278 L7z,
BT, XTHREICHE L T 600 mg/kg B TiRE- 2 B2 HIEMEIFD Sh,
BERTEHOIHEED HRBEICHBR LT 121% B L7z %5 4 BEO
HEEMEDEEZRLZ.
METIE, XTHREICHE L T 600 mgkg BHETHS 2B LU 3 BIEKEZRL,
w5 4 ABOKEENEDIREZR L.
EEHI R TIREESA SN, xTEREICILE L THED 600 mgkg 3 CAER
mErsEEZRLZ.

13.4. S
JEEEE % Figure3, Table 4 3 X U Appendix 3 IZ/R L 72,
BT, ITEBERICIEEI L T 200 mg/kg B TS 2 BICHME %R L2 05kR
BTORVWELTH 7.
EEBRICB W TIIXTEEICHE L T & b 600 mgkgHETEVRD L
Nixdhroiz.

13.5. fEEh=R
£ 4hE % Table 5 B & U Appendix 4 1ZR L7z,
HETIE, WEREICHEL T 600 mgkg HTIRE 3 BL U 4BITKEZRL,
&5 4 BEOFHERTR DIERMEZRLL.
T, 3TERBICHEIL T 600 mgkg B THRS 2 BIEMEEZR L. 238,
x5 4 BRI OFHEF BT TIE 200 B & U600 mg/kg B TIERIER R L7,
EERAE CIZEEDA SN, xTEBEEICHE L THED 600 mg/kg 3 TE1R 2

-17 -
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BICHEZRL, 2BHOFHFAHDRIBMEZR L.

13.6. IMPBEHRE

MK FERERE R % Table 6 3 & UF Appendix 5 IZ7R L7z,

RS EARR TR MY, 3TEREEICHLELL T 200 B & U 600 mg/kg B THF
PIRLESBEE R L2, £, 600 mgkg BTt MCH B & U7 ¥
ERIEDBAED D DN, BMARILTH o7, MTIE, SBEICK
B LT 200 B X600 mgkg FHETA~Y b2 ) v MED, 600 mgkg BTt
ANEFUEVEFNMEEZR L. FDM, 600 mgkg FHTY VISTRILESS
BEZXRLZY, BHeE/bTH o7z,

EIAERARSAR THS | ML, xIBBEEL LB L T 600 mgkg BETAT M2 ) v
MEDEIZBREEZR L. BT, SEHEELE LT 600 mgkg BT
MCHC DMEP ZIEEZR L7z, HEEWTRE SBEREELTH o7,

13.7. MKGEEREIRES
I S E BEAR AR - % Table 7 3B X U Appendix 6 127X L7z,
G HARME T R D BETIE, xTHBER & EBIL T 600 mg/kg 3 T APTT " EEE
Rz,
EREARR TR MY, XTEEEICILELL T 600 mg/kg BT PT 285045 %
RL72W, BRGEENTH o7,

13.8. MMA{LFRE
MEELFEIRERE R % Table 8 B X U Appendix 7 IR L7z,
WE R TR D BT, xTEREEICEEIL T 200 B X UF 600 mgkg B TH
SVATO—VPMEERZR L7, 600 mgkg B TId ALT B X Uy -GTP 2°
BEE R L. FOf, 60 B X U600 mgkg BET AST DD ITIRfE % 5R
L, 200 mgkg B Tid BUN P"BEZ R L7725, BMAELLD L2 ViIIEE
WX LB WELTH o 7. METIE, WBEBICEELT 60, 200 BL U
600 mgkg BETHAN T U LADBEL R L. 200 B X U600 mgkg & Tid
REAVPHEZR L. 600 mghkg HETII TNV T I VB LUy -GTP 255 E
ZiR L7
EEAARIAE Ths | HETIE, STEREICIEIL T 600 mgkg BT ALT 5518
R L7, METIE, sTREICHEL T 600mgkg HETHRIVATFO— ),
BEVNVEYBITANY T LPEMEEZRL. LL, BEOWTRY
Bz tTH oz,

-18 -
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13.9. ZERERIKEIRE
ERERRBIRER R Table 9 B X U Appendix 8 127K L7z
SRR TR T, SREICHE L T600mgkg FHETa-1 707
VHEMEME, U7 VEHEIEEYRL.
EIERARIR T oS I, ATREICHE L T 600mgkgFETR U7 ¥~
HEFEEE R L. L2L, BERTEOBRIIBWTALN o7
EiEThoi-.

13.10. JRI&ZE
FRREHER % Table 10 B X U8 Appendix 9 127K L7z,
WHHIBR TR | HTIE, 200 mgkg HTE YV 2+EMS 5 B 5
5, 600 mg/kg BT 2+ EDAT 2 B, 3+ BT 1 BIEED & N7z, BETIZ 200
mg/kg BT 2+ BAT 5 U 140, 34+ ED4AT2 6, 600 me/kg BT 2+ 8
WAs 5 B 3 60, 3+EMAT 1 BIFNENFRD L.
EEEIRR TR | B & D, THREEICHE LT 600 mgkg BETIIEZATD
LbNhizhrol.

13.11. 2IEEE
22EEE% Table 11 B X UF Appendix 10 |Z7R L7z,
WS HARAR TR ML D, XEREICHEIL T 600 mgkg HCTHEEEE
PEfEraL, MIREEEPEREZR L.
EEEI R TR - T, XTEEICHEIL T 600 mg/kg B CHRIBEEED
BAEE R U724, BaEftTahor:.

13.12. JFEEEHEKL
REER /HREN GEMNEE) % Table 12 3 X U Appendix 11 IR L7z,
WS EARIIR T B L T EREE I ELEL U T D 200 B X UF 600 mg/kg B THFIE
AN EEFRMEE R L. E7, D 600 mgkg B TR EELME
B%R U7, D 600 mgkg BB L UHED 200 mg/kg B TEBAAXNEEDS
SEERL.
EEEA R TR | T, XTEBERICILEL L T 600 mg/kg B TR EE
PEEERLE. L2L, BSRTEHICKET 2 LEBHTH), TOFD
EEITRD S/,

13.13. FREFERE
EI#FT B % Table 13 3 & U Appendix 12 12, #iFTR % Table 14~16 B &
¥ Appendix 13, 14 IZ7R L7z,

-19-
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13.13.2
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Hwpr R

B EARR TR © 600 mgkg HOKIEE LR E LT, FROBAS
2 Bl STz, Foft, FROBRE X, TROER, FEO
MR, TEAOBEIRDPDES T -3 BREDORE L LTHES L.
WIENOFR D HEFENICEELRZ3RDO N h o7,

EIfEEA R T RF | SRR TRICHE SN FROBXIIRD bk
ol FOM, BROER, FEORBIBEISEREORE L L THE
N7z, WITNOFRDMEIZNICEERELRZIRO LN o7,

KRR A

WO HIRR TR BT R T, BB IR L TEBRYERSEICBY
THETZEMICEEICEMLRE L LT, FFEBEORK (hERLE) (B
E 2, 3) HHED 200 mgkg BT 141, 600 mgkg FHETEPB (P=001), it
7 200 mg/kg BT 24, 600 mgkg BHETEHE (P=<0.01) IZED LN, 1
REFICHB L TEBRYERSEFICECBE LR L LT, FllRoEH
(BEE 3) %5600 mg/kg B THED 36, Mo 1 FICERD LN, 7 v 3—{lfg
B8 (EE3) bFMBROEEDORED SNz #D 600 mgkg BED 141120
WTROLNZ, T/, BERO P, HEEFL 600 mgkg B & DREICH
LPREDORENE o 2R & LTS T DRI, INASEE,
HETBRBORMEIFEERE, MFREEPHRESN. TOMICEESh
THREBEERTI-REREODIDTH o 7.

EREIME# T | RER TIRICEZE SN FMa0OBRK UhERLHE),
EUBIT 7 vy N—{REBIIRD SN Lol BEEDO LIS, 3THE
B 600mgkgBEL ORICHEPLREDRENLE Do TR & L THMETHF
HRED/NAFIEL L UBRBHMUPERIR S 7z, ZOMICERSBR I N2 Rk
EHRILREREOLDTH 7. WTROFRADKHFENICEELZIZ
RO ENLP o7z,



Exp. No. 4208

14. EBB ISR

RSB LURESE B L COHBELESCSRSETRETHIT
LN rolz.

—RREED LTI, X E5EARG I HERE D 200 3B & U 600 mg/kg B THEE
B O NEBRMERSGORELER LT,

HRETIIMHED 600 mghkg B TIRESHBHREL R LBV AL R, &5
4EEOBREEMEDREZRL, OB TOREREINIIGITRD b,
2B, BEABICBWCIERZEERMSED b, BTIRAEENS
FPREZREZRLL.

FEEE L, M e D BHGBHTHRSFIFEPISRHERED S 2 E/LIIRD LN
Lhodz. FAREIETIIMED 600 mg/kg BB X UHED 200 mgkg BT
5 4 BRI OFHERDRIERMEI D SNz, SOz EELRHIZI
BIESED N7z,

MEERREOREE, T 200 B X U 600 mg/ke BETIFPIRILEBE %
RLUZAS, BIERBOBEFZDONGZWI L6, BEEUERNIIERDL
W L E 2 Sz MDD 200 B X U8 600 mg/kg ETIIA~T 2 ) v MiE
fﬁ‘, 600 mg/kg HETRANE DY VEVFEFN TR ENICKEEZ R L
, WREOEVERME [N~ 2 v MEIZ 435+20% (n=60) T
V), ~NEFOEVEDN 149106 gdl (n=60)] LLELT, BETHo
sz liEBEEZ LN
M3 5% B et ZE T 12 D 600 mg/kg BT APTT #LE%/T L, BRI E
itk aEfbeEZ NI

MEAEILFEREDOESR, MHED 600 mg/kg BTy -GTP I"BELRRL, &
BT, HD 600 mgkg BTRO LN AIT DBEB L URILVAF O —
WOIEAE, 200 mgkg BHOBI VAT O - VOREL D ED THRBYWED
B~ OB AR I N, EEHABRTEICE, ED 600 mgkg T ALT
DEEIFERD LN, RERTEHEOERLEBTA L LROEEIIED
THY, ThOOELREEBEFICERLALEEX LN BD 200
BIU600mgkg HTREHDOBERCHED 600 mgkg ETT VT I VOK
EFROLN20, EHERKERER1To72. L2 L, BHEOZKRS
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BO AGIOWTIEIWNRBH LB LT LRED NP0zl td b,
WY ERS OEBLIEZONE P o7 BMOBHREHED I VT 7 AT
BIEEZRLZY, BEAOEBFIZOWTIIAHETH 7.

RREBEOER, MHED 200 B X U600 mgkg HETE IV E Y 2+B XU 3
+EMWDEEENSY, AT OY ) VY VBEREERYRL TV RNV
EPLBEUFNCEROLTVWELEEZ SN,

BREEBEORE, MDD 600 mgkg ECHEEEEB L UHENEES
X UHE D 200 mg/kg B TN EEVSEEZ R L. FNENEZBRT
5RAEKRS & UHHRERDREMEBFANEILIIHIE LB TH S
YEZ LT, MHED 600 mgkg EHETIIMWREEE S X UHENEEIRE
R L BEBRMEOKRERSGICL S 2 RELELEEZON:. B, &
o OECIZEEHEICEESERD b iz,

RHEEREORER, BBRYWERS L3 ELNARESHRBICBES L
7z, FIRET R CIZFFRR O BE KA D 200 mg/kg B, #RARET R TP D
BER (UNEF.LH) 2SHEED 200 B X U8 600 mekg B, FFHRRDZE DS
MEHED 600 mglkg B, 7 v /N—HIRBENE VD 600 mg/kg B ICERIER S,
WEN D RERWE DRI 5 AR ERE I Nz, 2B, RREIZER
BHIIBWTIREEBI N b ol h s, THlOE (b EL 6N, 5B
BEEETHROEEELHANEEDE TR S N2A, BRENICERER
ERERBE SN Lholz. TOM, BIEINFRIIBEE T ZIZERED
BETDHY, WorZBEICHIE LB TRNI 225, BRARERE
LEZ LN,

D EDi#ER, 200 mgkg FHFTEE I N-RE, HFRAMEEOBEL LT

AR DOIBK hEFLHE) BShbhRnwz edhs, EREEIIMHHEL D
60 mg/kg/day & HIMT S L7,

222
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Figure 1. Survival ratio
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Figure 2. Body weight
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Table 1. Survival and mortality Exp. No. 4208 (115-126)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 10/10 10/10 10/10 10/10 0.0
60 5/5 5/5 5/5 5/5 0.0
200 5/5 5/5 5/5 5/5 0.0
600 10/10 10/10 10/10 10/10 0.0
Female 0 10/10 10/10 10/10 10/10 0.0
60 5/5 5/5 5/5 5/5 0.0
200 5/5 5/5 5/5 5/5 0.0
600 10/10 10/10 10/10 10/10 0.0

Number surviving / Number per group.
Significant difference from control group; ¥: P=0.05 ¥ P<0.01
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Table 1. -continued Survival and mortality Exp. No. 4208 (115-126)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 4 5 6 (%)
Male 0 5/5 5/5 5/5 0.0
600 5/5 5/5 5/5 0.0
Female 0 5/5 5/5 5/5 0.0
600 5/5 5/5 5/5 0.0

Number survivin% / Number per group.
Significant difference from control group;

¥

P=0.05

*%-.

P=0.01
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Table 2. Clinical observation

Exp. No. 4208 (115-126)

Sex : Male
Findings of clinical Dose level Days of experiment Total
observation ‘ {me/ke) 1 2 3 4 5 6 7 8 9 10 1 12 13 14 (1—14)
normal/number per group 0 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
60 5/5 5/5 &/5 5&%/5 5/5 &/5 5/5 %% 5/5 &5/5 5/5 5/5 5/5 5/5 5
200 55 &5/ &%/ 55 5/5 &/5 5/5 &5/5 5/% &5/% 3/5 4/5 4/5 3/5 2
600 10/10 10710 9/10 10/10 9710 8/10 7/10 8710 5/10 8/10 5/10 7/10 5/10 5/10 2
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 0 0 2 1 1 2 3
600 0 0 1 0 1 2 3 2 5 2 5 3 5 5 )
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Table 2. ~continued

Sex : Female

Clinical observation

An-pyo Center  (OBWS2) 10848

)

Page

Exp. No. 4208 (115-126)

Findings of clinical Dose level Days of experiment Total
observation {me/kg) 1 2 3 4 5 6 7 8 9 10 11 12 13 14 (1—14)
normal/number per group 0 10/10 10710 10/106 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
60 55 s8/5 &5/5 5/%5 &5 &5 5/5 5%/5 &5/5 &8/5 5/5 5&/5 §/5 5/5 5
200 55 &5/% &5/ 5/5 &/5 8/% 5/5 &/ 4/5 5/5 2/5 4/5 4/5 3/5 2
600 10/10 10/10 9/10 8/10 10/10 6/10 4/10 6/10 2710 7/i0 5/10 4/10 1/10 3/10 1
salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 0 0 0 0 0 0 1 0 3 1 1 2 3
600 0 0 1 2 0 4 6 4 8 3 5 6 9 7 9
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Table 2. Clinical observation Exp. No. 4208 (115-126)

Sex : Male

Findings of clinical Dose level Days of experiment Total

observation (mg/keg) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 (15—28)

normal/number per group 0 10/10¢ 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 - 10
60 55 &5/5 %5 5/5 5/5 &5/5 5&/5 %5 5/5 5/5 %5 5/5 &/5 5/5 5
200 55 5/ 2/5 2/5 3/5 3/5 2/5 2/ 2/% 3/5 3/5 3/5 2/5 3/5 0
600 9/10 6/10 5&/10 7/10 3710 7/10 6/10 4/10 10/10 4/10 5/10 6/10 7/10 6/10 1

salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 0 0 3 3 2 2 3 3 3 2 2 2 3 2 5
600 1 4 5 3 7 3 4 6 0 6 5 4 3 4 9
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)

Table 2. —continued Clinical observation ' Exp. No. 4208 (115-126)

Sex : Female

Findings of clinical Dose level Days of experiment Total

observation (mg/ke) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 {15—28)

normal/number per group 0 10/10 16/10 t0/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
60 55 5/5 &5/5 5/5 5/5 &/5 &5/5 &/5 5/5 &5/ 5/5 5/5 5/5 5/5 5
200 45 4/5 4/5 3/5 3/5 4/5 3/5 2/5 2/5 /5 4/5 5/5 3/5 3/5 1
600 5/10 2/10 3/10 3/10 6/10 2/10 6/10 5/10 4/10 3/10 6/10 5/10 6/10 4/10 1

salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
200 1 1 1 2 2 1 2 3 3 4 1 0 2 .2 4
600 5 8 7 7 4 8 4 5 6 7 4 5 4 6 9
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Table 2. Clinical observation Exp. No. 4208 (115-126)

Sex : Male

Findings of clinical
observation

Dose level Days of experiment Total
(mg/kg) 29 30 N 32 33 34 35 36 37 38 39 40 41 42 (29—42)

normal/number per group

0 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
600 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
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Table 2. -continued Clinical observation Exp. No. 4208 (115-126)
Sex : Female

Findings of clinical Dose level Days of experiment Total
observation (mg/ke) 29 30 3 32 33 34 35 3B 3y 38 39 40 & 42 (29—42)
normal/number per group 0 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10

600 16/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10
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Table 3. Body weight Exp. No. 4208 (115-126)
(unit : g)
Sex " Dose level Weeks of experiment
(mg/kg) 0 1 2 3 4
Male 0 136+ 5 192 £ 10 241 + 16 286 + 25 323 + 27
60 136+ 3 200 9 257 + 11 311+ 19 350 + 21
200 136+ 5 195+ 4 243 1 12 293 + 18 330 £ 25
600 136+ 6 184 + 10 223 + 14% 257 1 15%% 284 + 27%%
Female 0 119+ 5 1583+ 7 173+ 6N 194 + 12 211 £ 13
60 119+ 3 155+ 7 182 + 12 204 + 16 221 + 12
200 119+ 3 158 + 9 179 + 18 190 + 15 200 £ 18
600 119+ 4 149+ 5 164 £+ 7% 179 ¢ 7% 196 + 12
Mean £ S.D.
Significant difference from control group; P=0.05 ¥ P=<0.00

N: Non parametric analysis
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Table 3. -continued Body weight Exp. No. 4208 (115-126)
(unit : g)
Sex Dose level Gain
(mg/kg) (00— 4)
Male 0 187 + 24
60 215 + 20
200 194 £ 29
600 148 + 22%%
Female 0 92 + 12
60 102 + 10
200 81 ¢+ 17
600 77 £ 11%
Mean £ S.D.
Significant difference from contro! group; *: P=0.05 #: P<0.01
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Table 3. -continued Body weight Exp. No. 4208 (115-126)
(unit : g)
Sex Dose level Weeks of experiment Gain
(mg/kg) 4 5 6 (4 — 6)
Maie 0 312 £ 32 341 £ 35 368 + 38 56 + 8
600 279 t 28 316 + 28 354 + 30 75 £ 6%¢
Female 0 207 £ 13 222 £ 17 233 + 18 26 + 13
600 191 + 12 205 £ 13 214 + 12 23 £ 12
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥¥: P<0.01
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Table 4. Food consumption . Exp. No. 4208 (115-126)
( unit : g/week )
Sex Dose level Weeks of experiment Total

(mg/kg) 1 2 3 4 (0 — 4

Male 0 140 + 11 150 £ 19 153 + 21 154 + 21 596 + 68

60 143 + N 163 + 12 173 & 14 168 £ 15 647 + 48

200 137+ 5 162 £ 14 168 + 15 164 + 18 631 + 45

600 130 £ 12 141+ 9 154 £+ 9 145+ 8 570 + 28

Female 0 108 + 8 90+ 9 110+ 8 108 + 1 415 + 27

60 114+ 8 97 + N 123 £ 17 nzz N 446 + 41

200 118 £ 16 116 + 21%# 117 + 18 111+ 17 461 + 59

600 101+ 7 90 + 17 M4+ 7 1M+ N 416 + 35

g?ggi#igégi difference from control group; ¥ P<0.05 ¥*: p<0.01
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Table 4. -continued Food consumption Exp. No. 4208 (115-126)
( unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 4 5 6 (5 —8)
Male 0 146 + 24 170 £ 23 161 &+ 16 331+ 39
600 149 £+ 9 176 £+ 10 177 £ 13 353+ 22
Female 0 110 £ 13 120 ¢+ 15 122+ 8 242 + 22
600 107 £ 9 139 ¢ 18 131 + 12 269 + 27
Mean £ S.D.
Significant difference from control group; *¥: P<0.05 ¥*: P<0.01
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Table 5. Food efficiency Exp. No. 4208 (115-126)
{unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 39.9+ 2.8 32.7 £ 3.0 29.4 + 4.4 23.9 %+ 3.1N 31.3+ 1.3N
60 44.8 + 2.7 35.2+ 4.8 31.1+ 4.0 23.3+ 1.3 33.1 % 1.3
200 43.2 + 5.4 33.4+ 6.4 26.0+ 2.8 22.6 + 2.1 30.7 + 3.6
600 36.5 £ 6.1 27.9+ 4.6 22.4 £ 4.0%% 18.1 + 5.7% 25.9 & 3.2%%
Female 0 31.5+ 4.6 22.3 ¢+ 4.1 18.8 + 5.5N 15.5 + 6.4 22.1 + 2.2
60 32.2+£ 5.5 27.7 £ 3.1 17.6 £ 4.8 14.9 £ 6.3 23.0+ 2.3
200 33.0+ 3.1 17.5 ¢+ 6.6 9.1+ 9.6 9.4+ 4.2 17.6 + 2.8%%
600 29.7 £ 5.0 16.1 £ 5.8% 13.7 £+ 1.7 14.9 + 6.0 18.5 & 2.3%%
Mean + S.D.
Significant difference from control group; : P=0.05 : P=0.01

N: Non parametric analysis
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Table 5. -continued Food efficiency Exp. No. 4208 (115-126)
{ unit : %)
Sex Dose level Weeks of experiment Mean
(mg/Kkg) 4 5 6 (5 — 6)
Male 0 26.2 £ 1.8N 17.4 £ 0.7\ 16.4 + 2.9 16.9 ¢+ 1.7
600 17.9 t+ 8.0% 21,2+ 3.5 21.2 + 1.6* 21.3 &£ 1.5%%
Female 0 16.9+ 7.3 11,3+ 5.5 9.2+ 6.0 10.3+ 4.9
600 13.0+ 7.9 9.2+ 5.1 7.0 4.4 8.2+ 3.8
Mean £ S.D.
Significant difference from control group; ¥, P=<0.05 *¥*: P<0.01

N: Non parametric analysis
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Table 6. Hematology ' Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of HCT HGB RBG ucv MCH MCHC
(mg/kg) animals (%) (g/dL) (x10°/m?) (um?) (pg) (%)

Male 0 5 46.5 £+ 0.9 15,5+ 0.3 7.82 £ 0.16 59.5¢+ 1.3 19.9 + 0.5 33.5¢+ 0.5

60 5 46.6 £ 1.6 15.4 £ 0.5 7.79 £ 0.32 59.8+ 1.0 19.7 £ 0.3 32.9+ 0.4

200 5 46.4 £ 1.1 15.4 + 0.3 7.65 £ 0.30 60.7+ 1.6 20.2 £ 0.5 33.2+ 0.7

600 S 45.8 £+ 1.2 15.0 £ 0.4 7.96 + 0.24 57.5 1.6 18.9 £ 0.5%% 32.8+ 0.6

Female 0 5 47.4 £ 1.3 16.1 ¢ 0.3 8.11 £ 0.33 58.5¢+ 1.1 19.8 + 0.5 33.9+ 0.5
60 5 45,5+ 1.4 15.5+ 0.4 7.89 + 0.19 57.7+ 1.4 19.6 + 0.3 3.0+ 0.3
200 5 45.3 + 1.3% 15.5 ¢ 0.5 7.76 + 0.22 58.4+ 1.9 20.0 + 0.6 3.2+ 0.4
600 5 44,6 £ 1.3%x 14.9 & 0.4%x 7.72 £ 0.28 57.8+ 1.3 13.3+ 0.5 33.5+ 0.5
g?ggiﬁigégi difference from control group; ¥: P=<0.05 *#: P<0.01
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Table 6. ~-continued Hematology Exp. No. 4208 (115-126)
Week: 4

Sex Dase level No. of PLT WBG Differential leukocyte counts (%)
{mg/kg) animals (x10%/mn?) {x10%/m?) NEUT LYMPH MONO EOSN BASO LuG
Male 0 5 1181 + 108 10.6 + 4.9N 8+ 2 89z 2 1+ 1 1+ 0 0 O 1+ 0
60 5 1231 £ 87 1.3+ 3.6 Nt 3 841 3 2 1 1 1 0+ O 1+ 1
200 5 1086 + 90 7.5+ 1.0 13+& 3% 85% 3 1+ 1 1+ 0 0 0 0+ O
600 5 1203 £ 102 10.8¢ 1.7 14 £ 3%+ 83 & 4% 2+ 1 1+ 0 0+ O 1+ 0
Female 0 5 1281 + 119 7.6+ 1.8 7+ 2 Q0+ 2 1+ 0 1+ 0 0 O 0z 1
60 5 1275 + 192 8.0+ 3.5 11+ 3 86+ 3 2+ 1 1+ 0 0 0 1+ 1
200 5 1233 + 129 8.0+ 3.3 9+ 5 88+ 5 T+ 1 1+ 0 0z O 0+ 1
600 5 1342 + 96 9.3+ 2.8 13+ 5 83 + 5% 2+ 1 2+ 1 0+ O 1T+ O
uEUT:tNgusrophil LYMPH: Lymphocyte  MONO: Monocyte  EOSN: Eosinophil BASO: Basophil LUG: Large unstained cells
ean .D.
Significant difference from control group; ¥: P=0.05 *x: P=<0.01

N: Non parametric analysis
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Table 6. -continued Hematology Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of HGT HGB RBG MGV MCH MGHC
(mg/kg) animals (%) (g/dL) (x10°/mn3) (umd) (pg) (%)
Male 0 5 45.5 ¢+ 0.7 15.3 + 0.2 8.15 + 0.32 55.8+ 1.8 18.8 £ 0.6 33.7+ 0.2
600 5 44.6 £ 0.5% 14.91 0.3 8.15+ 0.17 54,81+ 1.3 18.3 £ 0.3 33.5+ 0.7
Female 0 5 43.5 ¢ 1.1 153+ 0.4 7.91 + 0.31 55.0+ 1.5 19.3 ¢ 0.5 35.1+ 0.2
600 5 43.3 ¢+ 1.5 14.8 + 0.4 7.76 + 0.37 55.8+ 1.5 19.2 ¢+ 0.6 34.3 £ 0.4%%
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *¥: P=0.01
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Table 6. -continued Hematology Exp. No. 4208 (115-126)
Week: 6

Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals (x107/un3) (x10%/m3) NEUT LYMPH MONO EOSN BASO Luc
Male 0 5 1050 £+ 83 0.4 1.9 9+ 4 88+ 4 1+ 0 1T+ 1 0+ O 1+ 1
600 5 1119 £ 147 11.0¢ 1.5 1T 3 85+ 3 2+ 1 T 1 0+ 0 1+ O
Female 0 5 1140 + 144 4.6+ 0.9 12+ 2 84+ 2 2+ 0 2+ 1 0+ O 0z 1
600 5 1155 + 88 4.9+ 2.5 13+ 4 83+ 4 2+ 1 2 1 0x O I

uEUT:tNgu'Brophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophi!  BASO: Basophil LUG: Large unstained cells
ean

Significéni difference from control group; ¥: P=0.05 *+: P<0.01
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Table 7. Coagulation Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dL
Male 0 5 14.9 £ 0.9N 27.7 £ 0.7 212+ N
60 5 15.9 ¢ 1.2 28.2 £ 0.7 212+ 7
200 5 16.1 ¢ 1.2 27.2+ 1.9 212+ 18
600 5 17.0 £ 3.6 31.0 £ 2.4% 203 £ 10
Female. 0 ) 14.4 ¢ 0.2 22.8 £ 0.3N 182+ 6
60 5 13.9+ 0.5 23.1 ¢+ 1.8 190 + 13
200 5 14.2 + 0.8 22.9+ 1.3 179 + 11
600 5 13.9 ¢+ 0.7 243+ 1.4 189+ 7
Mean £ S.D.
Significant difference from control group; *: P=0.05 ¥ P<0.01

N: Non parametric analysis
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Table 7. -continued Coagulation

Week: 6

Exp. No. 4208 (115-126)

Sex Dose level No. of PT APTT Fibrinogen
mg/kg) animals (sec.) (sec.) (mg/dL
Male 0 5 14.7 £ 0.7 26.2+ 1.8 197 £+ 14
600 5 145+ 0.4 25.6 £ 1.1 206 + 12
Femaie 0 5 14.7 £ 0.3 22,0+ 2.0 182 + 19
600 5 14.2 + 0.4% 22.0£ 1.7 162+ 7
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 *+: P<0.01
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Table 8. Biood chemistry Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Glucose T.cholesterol Triglyceride
{mg/kq) animals {mg/dL) mg/dL (mg/dL)
Male 0 5 118+ 9 52+ 9 47.7 + 26.4N
- 60 5 129 £ 18 42+ 9 33.4 £ 18.7
200 5 110 £ 12 33 £+ 10¢% 22.6 £ 16.5
600 5 114 £ 15 35 + 10% 1M1.3¢+ 2.7
Female 0 5 105+ 9 50 + 12 9.7+ 2.9M
60 5 118 + 10 57 + 14 13.8 ¢+ 8.0
200 5 110 £ 13 41+ 5 1.1+ 2.5
600 5 117 £ 16 43 + 10 9.1+ 1.6
T’ Mean £ S.D.
N Significant difference from control group; ¥: P<0.05 % P<0.01
N} N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4208
Week: 4
Sex Dose level No. of BUN CGreatinine T.hilirubin T.protein Albuminp
(mg/kg) animals (mg/dL) (mg/d (mg/dL) (g/dL (g/dL)
Male ] 5 1.0+ 1.3 0.19 £ 0.03 0.02 + 0.01 5.51T + 0.15 3.38+ 0.12
60 5 12.8+ 1.8 0.22 + 0.01 0.03 + 0.01 5.37 £ 0.18 3.29+ 0.09
200 5 14.8 + 2.8% 0.22 + 0.02 0.03 £ 0.01 5.47 £ 0.24 3.48 + 0.16
600 5 13.0+ 1.8 0.17 + 0.02 0.02 + 0.00 5.73 + 0.22 3.45+ 0.1
Female 0 5 18.7 £+ 3.5 0.32 + 0.06 0.03 £ 0.01 5.63 + 0.26 3.61 £ 0.13
60 5 20.8+ 4.5 0.36 £ 0.10 0.04 + 0.01 5.99 + 0.33 3.79+ 0.18
200 5 26.5+ 8.1 0.31 + 0.07 0.04 £ 0.01 6.13 + 0.29% 3.82+ 0.19
600 5 19.9+ 5.0 0.27 + 0.06 0.04 + 0.01 6.31 £ 0.22%+ 3.91 ¢+ 0.11%
Mean + S.D.
Significant difference from control group; . P=0.05 . P<0.01
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Table 8. -continued Blood chemistry Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Sodium Potassium Ghloride Galgium | .phosphorus
(mg/kg) animals (mmo1/L) {(mmol/L) {mmo1/L) {mg/dL) (mg/dL)
Male 0 5 143.5¢ 1.0 4,70 + 0.26 106.8 £ 1. 10.16 £ 0.48 8.59 + 0.66
60 5 144.0 £ 1.7 4,53 ¢ 0.40 107.3 £ 0. 10.31 + 0.47 8.54 + 0.74
200 5 145.0 £ 1.7 4.84 £ 0.32 106.9 £ 1. 10.25 £ 0.71 8.99 + 0.59
600 5 143.9+ 1.4 4,73 £ 0.37 105.9 + 1. 10.39 £ 0.55 9.08 + 0.58
Female 0 5 144.9 ¢ 1.2 4,50 £ 0.11 110.5 £ 1. 9.88 + 0.14 7.35 + 0.63
60 5 143.9 £ 0.9 4,70 + 0.31 109.6 ¢+ 1. 10.27 £ 0.20%% 8.08 + 0.42
200 5 1441 £ 1.2 4.79 £ 0.33 109.5 + 1. 10.31 £ 0.10%*# 7.66 + 0.37
600 5 144.7 £ 0.7 4.66 £ 0.44 109.2 + 1. 10.27 £ 0.21%+ 7.81 & 0.49
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 *%:
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Table 8. -continued Blood chemistry Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of AST ALT ALP Gamma-GTP
(mg/kg) animals (u/L) (/L) (u/L) (u/L)
Male 0 5 75+ 4 26+ 3 695 + 136 0.3+ 0.1N
60 5 65 + 5* 23+ 3 774 + 193 0.3+0.0
200 5 68+ 5 23+ 2 827 + 177 0.6+ 0.3
600 5 63 & 4%+ 31+ 5¢ 648 + 120 4.4 + 1.9%
Female 0 5 75+ 6 1T 2 . 494 £ 120 0.6 + 0.2\
60 5 68+ 2 20+ 3 373 + 44 0.6+ 0.3
200 5 7T 4 20 1 432 + 99 0.7 + 0.2
600 5 70+ 9 21+ 3 464 + 97 3.2+ 0.9%
Mean + S.D.
Significant difference from contro! group; P=<0.05 . p<0, 01

N: Non parametric analysis
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Table 8. ~continued Bload chemistry Exp. No. 4208 (115-126)
Week: 6
Sex Dgse level No. of Glucose T.cholesterol Triglyceride
(mg/kg animals (mg/dL) (mg/dL) (mg/dL)
Male 0 5 154 + 20 50 + N 46.4 + 24.4
600 5 130 + 29 52+ 8 35.3 ¢+ 12.0
Female 0 5 116 £ 16 51+ 9 14.0+ 7.3
600 5 104 + 13 72 + 13% 18.2+ 5.3
Mean + S.D.
Significant difference from control! group; ¥: P=0.05 *+: P=<0.01
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Tabie 8. -continued Blood chemistry

Exp. No. 4208 (115-126)

Week: 6
Sex Dose levet No. of BUN Greatinine T.bilirubin T.protein Albumip
(mg/kg) animals (mg/dL) (mg/dL) (mg/dL) (g/dL) (g/dL)
Male 0 5 13.0+ 2.7 0.24 £ 0.04 0.04 £ 0.01 5.91 + 0.23 3.39 0.11
600 5 13.9+ 3.0 0.26 £ 0.02 0.05+ 0.00 5.82 + 0.22 3.37 £ 0.1
Female 0 5 14.2+ 1.5 0.32 £ 0.03 0.06 £ 0.01 6.19 £ 0.18 3.74 + 0.15
600 5 15.9¢+ 1.5 0.29 + 0.03 0.08 + 0.01% 6.37 £ 0.36 3.85+ 0.15
Mean + S.D.
Significant difference from control group; ¥: P=0.05 % P=0.01
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Table 8. -continued Blood chemistry Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Sodium Potassium Ghloride Galcium I.phosphorus
{mg/kg) animals (mmol/L) (mmo /L) {mmol/L) {mg/dL) (mg/dL)
Male 0 5 144.9 ¢+ 1.4 4.47 + 0.17 106.7 £+ 1.9 9.69 + 0.39 7.24 £+ 0.60
600 5 144.9 £ 1.0 4.58 £+ 0.42 107.0+ 1.4 9.74 £ 0.18 7.39 4+ 0.69
Female 0 5 144.1 £ 0.7 4.54 £ 0.20 108.8 + 1.2 9.56 + 0.22 6.18 + 0.33
600 5 144.6 £ 1.0 4.66 + 0.36 108.4 + 2.2 9.95 + 0.22% 6.70 £+ 0.53
Mean + S§.D.
Significant difference from control group; *: P<0.05 ¥*: P<0.07



Table 8. -continued Blood chemistry Exp. No. 4208 (115-126)
Week: 6
Sex Dose level  No. of AST ALT ALP Gamma-GTP
(mg/kg) animals (u/L) (u/L) (u/L) (u/L)
Male 0 5 63+ 10 22+ 3 472 + 43N 0.2+ 0.1N
600 5 72+ 9 26 3% 659 + 142 0.4+0.3
Female 0 5 91+ 20 23+ 6 309+ 75 0.6+ 0.3
600 5 77 + 13 24+ 5 287 + 87 0.5+ 0.2
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *¥; P=<0.01

N: Non parametric analysis
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Table 9. Electrophoresis Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Albumin Alpha-1 Alpha-2 Beta Gamma A/G
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 49.8 + 2.7 2331 2.2 8.7+ 0.5 15.0 £ 0.5 3.2+ 0.4 1.00 + 0.10
60 5 49.9¢+ 1.6 22.1 ¢ 2.2 9.2+ 0.8 15.9 ¢+ 0.7 2.9+ 0.5 1.00 ¢ 0.07
200 5 51.8 + 0.8 20.2 £ 1.3 8.8+ 0.9 15.8 £ 0.2 3.4+ 0.6 1.07 £+ 0.03
600 5 49.9 ¢+ 1.3 19.5 + 2.1% 9.9+ 1.2 17.1 &£ 0.7%% 3.6 0.5 1.00 £ 0.05
Female 0 5 53.7+ 1.3 18.7 £ 1.2 8.6 £ 0.5 15.0 + 0.7 4.0+ 0.4 1.16 + 0.06
60 5 51.9 + 3.8 20,4 + 2.4 8.6+ 1.0 15.3 £ 1.1 3.7+ 0.6 1.09 + 0.15
200 5 52.2 + 3.7 21.1 ¢+ 2.8 8.1+ 0.4 14.2+ 1.4 4.4+ 1.0 1.10 £ 0.17
600 5 52.7 + 1.8 18.9+ 2.9 8.8+ 0.6 16.0 £ 1.2 3.6+ 0.5 1.12 £ 0.08
Mean + S.D.
Significant difference from control group; *: P=0.05 ¥+: P=0.01



le-1

Table 9. -continued Electrophoresis Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Afbumin Alpha-1 Alpha-2 Beta Gamma A/G
mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 46.8 £ 0.9 24,5+ 1.7 8.7+ 0.7 15.4 £ 0.4 4.7+ 1.3 0.88 £ 0.03
600 5 48.2 £ 2.2 245+ 1.6 8.0+ 0.6 14.9 ¢ 0.6 454+ 0.7 0.93 + 0.08
Female ] 5 43.8 + 2.3 21.2 £ 2.8 7.6 £ 0.6 16.7+ 1.6 4.7+ 1.2 1.00 £ 0.09
600 5 50.2 £ 2.5 22.7+ 2.6 6.7+ 0.9 14.7 £ 1.0% 5.6 + 0.6 1.01 £ 0.10
Mean £ S.D.
Significant difference from control group; *: P=0.05 **: P<0.01
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Table 10. Urinalysis Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Volume Specific gravity
mg/kg animals (mL)
Male 0 5 14+ 4N 1.060 £ 0.016
60 5 18+ 6 1.045 + 0.021
200 5 14+ 4 1.057 £ 0.015
600 5 26+ 16 1.039 £ 0.016
Female 0 5 14+ 6 1.048 + 0.023
60 5 13+ 5 1.053 + 0.020
200 5 10+ 5 1.044 + 0.022
600 5 18+ 5 1.034 + 0.007
Mean £ S.D.
Significant difference from control group; ¥: P=0.05 ¥¥: P=0.01

N: Non parametric analysis



Table 10. -continued Urinalysis Exp. No. 4208 (115-128)
Week: 4
Sex Dose level No. of Golor pH Occult Blood
(mg/kg) animals 123 456 7 8 91011 55566.577.588.5=9 - +/- 1+ 2+ 3+
Male 0 5 5 113 4 1
60 5 5 1T 13 4 1
200 5 4 1 1 3 1 5
600 5 2 3 3 2 5
Female 0 5 5 1 2 11 5
60 5 4 1 1T 1 2 1 5
200 5 4 1 31 1 3 2
600 5 5 1 31 4 1

] Color : 1= Goloriess, 2= Slu?ht yel low,
w 8= Brown-black 9= Milky white,
N

Yel low-brown, 4= Red, 5= Red-brown, 6= Dark red,

0 Fluorescent green, 1= Blue.

7= bark brown,
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Table 10. -continued Urinalysis Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Ketones Glucose(?/dL) Protein(mg/dL)
ng/kg) animals - #/- 1 24 3+ 44 - 0.1 0.25 0.5 21.0 - +/- 30 100 =300
Male 0 5 2 3 3 2 3 1 1
7 60 5 2 3 5 2 2 1
200 5 1 4 4 1 4 1
600 5 3 2 5 2 3
Female 0 5 T 1 3 4 1 2 2 1
60 5 1 3 1 5 3 2
200 5 1 3 1 3 1 1 1 2 2
600 5 4 1 4 1 1 3 1

ve-1
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Table 10. -continued Urinalysis Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
(mg/kg) animals - 1+ 2+ 34 1 1.0 8.0 4.0 8.0 =12

Male 0 5 2 3 3 2

60 5 2 3 4 1

200 5 5 1 4

600 5 1 1T 2 1 2 3
Female 0 5 3 2 2 3

60 5 3 2 2 3

200 5 2 1 2 3 2

600 5 1T 3 1 2 3
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Table 10. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Erythrocytes Leukocytes Epith. Gells Casts Fat glob. M. threads others
(mg/kg) animals <1+ 24734 - 14 ¥+ 3+ - T+ 2+ 34 - 4 -4 - + - 4
Male 0 5 5 5 5 5 5 4 1 5
60 5 5 5 5 5 5 3 2 1 4
200 5 5 5 5 5 5 4 1 5
600 5 5 5 5 5 5 5 5
Female 0 5 5 5 5 5 5 5 2 3
60 5 5 5 5 5 5 5 2 3
200 5 5 5 5 5 5 5 1 4
600 5 5 5 5 5 5 5 5

others : Grystals



Table 10

. -continued Urinalysis

Exp. No. 4208 (115-126)

Week: 6
Sex Dose level No. of Valume Specific gravity
{mg/kg) animals (ml.)
Male 0 22 & 1.041 £ 0.013
600 5 18 ¢ 1.050 + 0.014
Female 0 5 14 & 1.049 + 0.013
600 5 12 £ 1.052 + 0.011
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 t¥: P=<0.01

le-1




Be-1

An-Pyo Genter (ctql) 10807 Page 1

Table 10. -continued Urinalysis Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Calor pH Occult Blood
(mg/kg) animals 12 3 456 7 8 9101 55566.577.588.5 =9 - #f- T+ 2+ 34

Male 0 5 5 2 3 5

600 5 5 5 5
Female 0 5 5 2 3 5

600 5 5 1 2 2 4 1

Golor : 1= Colorless, 2= Siight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluorescent green, 11= Blue.
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Table 10. -continued Urinalysis Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Ketones Glucose(?/d Protein(mg/dL)
(mg/kg) animals - /- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =1.0 - 4/~ 30 100 =300

Male 0 5 3 2 1 2 2

600 5 1 1 3 1 4
Female 0 5 5 1 2 2

600 5 1 4 1 3 1
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Table 10. -continued Urinalysis Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL
{mg/kg) animals - 1+ 2+ 34 .11.02.04.08.0 =12

Male 0 5 4 1 3 2

600 5 4 1 4 1
Female 0 5 3 2 1 4

600 5 5 2 3
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"Table 10. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4208 (115-126)
Week: 6

Sex Dose level No. of Erythrocytes Leukoc¥tes Epith. Cells Gasts Fat glob. M. threads others
(mg/kg) animals =1+ 2+ 3+ - 1+ 2+ 3+ - 1+ 2+ 3+ - 4 -4 - 4 - 4

Male 0 5 5 5 5 5 5 5 5
600 5 5 5 5 5 5 5 5

Female 0 5 5 5 5 5 5 5 . 5
600 5 5 5 5 5 5 5 1 4

others : Crystals
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Table 11. Organ weight Exp. No. 4208 (115-126)
Week: 4
Sex Dose level No. of Body wejght Brain Liver Kidneys Spleen
(mg/kg) animals (g) (g) (g) (93/ (g)
Male 0 5 333 16 2.06 + 0.05 9.60 + 0.94 2.64 £ 0.25 0.60 £+ 0.06
60 5 350 + 21 2.07+ 0.09 10.53 + 0.87 2.69+ 0.25 0.56 + 0.09
200 5 330 £ 25 2.05+ 0.08 10.40 £ 0.94 2.82 &+ 0.14 0.59+ 0.1
600 5 289 + 13%# 1.96 + 0.07 11.00 £+ 0.41% 2.72 + 0.28 0.56+ 0.06
Female 0 5 214 + 14 1.93 + 0.07 6.05+ 0.30 1.71 £ 0.06 0.40+ 0.03
60 5 221 + 12 1.99 + 0.09 6.90 £+ 0.94 1.77 + 0.19 0.42 £+ 0.04
200 5 200 + 18 1.93 ¢+ 0.08 6.81 £ 0.62 1.81 + 0.10 0.44 + 0.07
600 5 201 ¢+ 12 1.85 ¢+ 0.03 7.82 £+ 0.39%% 1.66 + 0.21 0.42+ 0.05
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 ¥#: P=0.01
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Table 11. -continued Organ weight Exp. No. 4208 (115-126)
Week: 4

Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymjdes
(mg/kg) animals {mg) (g9) {mg) (mg) (mg)
Male 0 5 58+ 8 3.12+ 0.13 563 + 102 658 + 42
60 5 58+ 5 2.89+ 0.30 557 + 64 624 + 54
200 5 52+ 5 3.04¢ 0.19 479 + 48 646 + 50
600 5 52+ 12 2.97 ¢ 0.26 377 £ B6** 626 £ 4
Female 0 5 67+ 4 78 + 4N 511 9
60 5 71+ 10 89 + 29 452 + 102
200 5 68+ 6 92+ 19 379+ 70
600 5 66+ 5 77+ 8 352 + 72%
Mean £ S.D.
Significant difference from control group; *: P=0.05 *+: p<0.01

N: Non parametric analysis
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Table 11. -continued Organ weight Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Body wejght Braip Liver Kidneys Spleen
(mg/kg) animals (g) (9) (g) (gy (g)
Male 0 5 368 + 38 2.10+ 0.10 10.28 + 1.72 2.66 £+ 0.29 0.66 + 0.08
600 5 354 £ 30 211+ 0,13 9.63 £+ 0.92 2.68+ 0.27 0.64 + 0.09
Female 0 5 233 + 18 1.99 ¢+ 0.07 6.17 + 0.54 1.79 ¢+ 0.23 0.45+ 0.04
600 5 214 £ 12 1.94 + 0.08 6.40 £ 0.54 1.72+ 0.14 0.40 + 0.02%
Mean + S§.D.
Significant difference from control group; ¥, P<0.05 ¥+ P<0.01

r9-1
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Table 11. -continued Organ weight Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymjdes
(mg/kg) animals (mg (g) (mg) (mg) (mg)
Male 0 5 54+ 7 3.07+ 0.20 473 + 171 935 + 29N
600 5 5+ 4 3.03+ 0.18 458 + 72 871 + 145
Female 0 5 77 £+ 1 96 + 12 354 £ 55
600 5 63+ 8 87+ 9 328 + 46
Mean + S.D.
Significant difference from control group; *¥: P<0.05 ¥%: P=<0.01

N: Non parametric analysis
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Table 12. Organ weight per body weight Exp. No. 4208 (115-126)
Week: 4
Sex Dose tevel No. of Body wejght Brain Liver Kidneys Spleen
(mg/kg) animals Y (g) (%) %) (%y (%)
Male 0 5 333+ 16 0.618 + 0.040 2,876 + 0.168 0.790 + 0.052 0.179 £ 0.014
60 5 350 + 21 0.593 £ 0.037 3.005 £ 0.122 0.769 £ 0.049 0.162 ¢+ 0.031
200 5 330+ 25 0.622 + 0.043 3.150 £ 0.132% 0.855 + 0.034 0.178 + 0.030
600 5 289 £ 13%x 0.678 + 0.026 3.818 + 0.217%+ 0.941 + 0.072%% 0.193 £ 0.019
Female 0 5 214 + 14 0.905 + 0.045 2.834 + 0.075 0.800 + 0.030 0.188 + 0.019
60 5 221 + 12 0.900 + 0.025 3.120 £ 0.323 0.802 + 0.070 0.192 + 0.010
200 5 200 + 18 0.971 £ 0.110 3.404 £ 0.177%% 0.905 + 0.056% 0.218 + 0.020%
600 5 201 + 12 0.923 ¢+ 0.055 3.905 £ 0.185%* 0.829 + 0.087 0.209 + 0.021
Mean £ S.D.
Significant difference from control group; ¥: P<0.05 ¥¥: p<0.01
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Table 12. -continued Organ weight per body weight Exp. No. 4208 (115-126)
Week: 4

Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymides
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.017 ¢ 0.002 0.939 £ 0.072 0.170 + 0.033 0.198 + 0.016
60 5 0.017 £ 0.001 0.828 + 0.095 0.159 £ 0.014 0.179 £ 0.022
200 5 0.016 £ 0.001 0.925 £ 0.081 0.146 £ 0.018 0.196 + 0.022
600 5 0.018 £ 0.004 1.030 + 0.068 0.130 + 0.021% 0.217 £ 0.010
Female 0 5 0.032 £ 0.003 0.037 + 0.002N 0.240 + 0.045
60 5 0.032 + 0.005 0.040 + 0.011 0.204 + 0.043
200 5 0.034 £ 0.003 0.046 + 0.008 0.190 £ 0.035
600 5 0.033 + 0.003 0.038 + 0.004 0.175 + 0.032%
Mean £ S.D.
Significant difference from contro! group; ¥: P<0.05 ¥ P<0.01

N: Non parametric analysis
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Table 12. ~continued Organ weight per body weight Exp. No. 4208 (115-126)
Week: 6
Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
(mg/kg) animals y (g)g (%) (%) (%¥ p(%)

Male 0 5 368 ¢+ 38 0.574 + 0.052 2.782 £ 0.187 0.725 + 0.038 0.180 + 0.015

600 5 354 + 30 0.599 + 0.036 2.723 £ 0.145 0.757 + 0.047 0.181 + 0.026
Female 0 233 ¢+ 18 0.859 + 0.068 2.647 £ 0.063N 0.764 £ 0.050 0.194 + 0.017

600 214 + 12 0.909 + 0.038 2.996 & 0.254%+# 0.808 + 0.079 0.186 + 0.012

Mean + S.D.

Significant difference from control group;
N: Non parametric analysis

¥

P=0.05 ¥%: p=<0.01
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Table 12. -continued Organ weight per body weight

Exp. No. 4208 {115-126)

Week: 6
Sex Dose level No. of Adrenals Testes Qvaries Thymus Epididymides
(mg/kg) animals (%) (%) (%) (%) (%)
Male 0 5 0.015 + 0.002 0.839 + 0.060 0.126 + 0.037 0.257 + 0.032
600 5 0.014 + 0.001 0.861 ¢+ 0.083 0.131 £ 0.028 0.246 + 0.037
Female 0 5 0.033 £ 0.004 0.041 £ 0.005 0.152 + 0.019
600 5 0.030 + 0.004 0.041 £ 0.004 0.153 £ 0.016
Mean + S.D.
Significant difference from control group; ¥: P=0.05 *+: P<0.07
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Table 13, Summary of gross findings with statistical analysis ( 4 Weeks experiment ) Exp. No. 4208 (115-126)
Male animals Female animals
Dose level { mg/kg ) Am Bm G Dm AT Bf Cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
tiver enlarged 0 0 0 0 0 0 0 2
white patch/zone 1 0 0 0 0 0 0 0
URINARY SYSTEM
kidney cyst 2 0 1 0 0 0 2 0
REPRODUGTIVE SYSTEM
uterus dilated fumen - - - - 1 1 0 1
ENDOGRINE SYSTEM
pituitary gland
cyst 0 0 0 0 0 1 0 0
Am: 0 Bm: 60 Cm: 200 Dm: 600
Af: O Bf: 60 Gf: 200 Df: 600
Significant difference from control group; * : P = 0.05 ¥ . P =< 0.01
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Table 13. -continued Summary of gross findings with statistical analysis { 6 Weeks experiment ) Exp. No. 4208 (115-126)

Male animals Female animals
Dose level ( mg/kg ) Am Br Cm D Af Bf Cf Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Organ Findings
URINARY SYSTEM
kidney scarred 0 - - 1 0 - - 0
REPRODUGTIVE SYSTEM
uterus dilated lumen - - - - 1 - - 0
Am: O Bm: 60 Cm: 200 Dm: 600
Af: O Bf: 60 Gf: 200 Df: 600

Significant difference from control group; * : P = 0.05 ‘¥t . P < 0.01
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Tabie 14, Summzr% of histological findings with statistical analysis
e

eks experiment
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Exp. No.

4208 (115-126)

1

Male animals

Female animals
Af Bf

Dose level ( mg/kg ) Am Bm G Dm Cf Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ _ Findings
HEMATOPOIETIG SYSTEM
thymus ,
Kuersteiner’s duct/cyst 0 - - 0 i - - 2
DIGESTIVE SYSTEM
stomach
degeneration 0 ] 0 1 0 0 0 0
diTated gland 1 ] -0 i 1 0 0 0
small intestine
mineralization 0 1 0 1 0 1 i 0
hyperplasia, lymphoid tissue 3 4 4 3 3 3 2 2
large intestine
hyperplasia, lymphoid tissue 1 - - 2 0 - - 0
liver
degeneration 0 0 0 3 0 0 0 1
fatty change 3 3 4 3 5 5 5 5
hypertrophy, hepatocyte 0 0 1 5% 0 0 2 5¥*
necrosis 0 0 0 1 0 0 0 0
cellular infiltration, lymphocyte 0 0 1 0 0 0 0 0
microgranuioma 5 5 4 4 5 5 5 4
mobilization, Kupffer cell 0 0 0 1 0 0 0 0
URINARY SYSTEM
kidney
basophilic tubules 4 - - 4 2 - - 4
cyst 2 - - 0 0 - - 0
hyaline droplet 4 - - 3 0 - - 0
cellular infiltration, Iymphocyte 1 - - 0 0 - - 0
REPRODUGTIVE SYSTEM
epididymis
) cellular infiltration, lymphocyte 1 - - 1 - - - -
uterus
dilatation, lumen - - - - 1 - - 1
Am: O Bm: 60 Gm: 200 Dm: 600
Af: 0 Bf: 60 Ccf: 200 Df: 600
Significant difference from control group; * : P = 0.05 ** P = 0.0



Table 14. -continued Summary of histological findings with statistical analysis Exp. No. 4208 (115-126)
(6 Weeks experiment )

Hale animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Bf c Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Grgan Findings
DIGESTIVE SYSTEM
stomach
dilated gland 0 - - 0 1 - - 1
small intestine
¥ hyperplasia, lymphoid tissue 3 - - 3 3 - - 4
iver
fatty change 3 - - 2 3 - - 3
necrosis 0 - - 1 0 - - 0
cellular infiltration, [ymphocyte 2 - - 0 0 - - 0
microgranuloma 5 - - 5 5 - - 5
Am: O Bm: 60 Gm: 200 Dm: 600
Af: 0 Gf: 200 Df: 600

Bf: 60
Significant difference from control group; * : P = 0.05 ¥ . p < 0.01

U

o
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Table 15. Summary of histological findings { 4 Weeks experiment ) : Exp. No. 4208 (115-126)
Sex: Male
Dose level ( mg/kg ) 0 60 200 600
No. of animals initiaily in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ Findings 12 3 12 3 1 2 3 1 2 3
DIGESTIVE SYSTEM
stomach { 5) (5) (5) ( 5)
degeneration 0 00 0 0O 0 0 O 1 0 0
dilated gland 100 0 00 0 0 O 1 0 0
small intestine (5) ( 5) (5) (5)
Lt TEHL . 38 9 P38 88 38
' yperplasia, iymphoid tissue
targe intestine (5) (0) {0 ( 5)
hyperplasia, lymphoid tissue 100 - - - - - - 2 00
liver (5) ) (5) ( 5)
degeneration 00O 00O 0 0O 3 00
fatty change 3 00 300 4 0 O 3 00
hypertrophy, hepatocyte 00O 0 0 0 1 0 0 5 0 0
necrosis 0 0 0 0 00 0 0O 1 00
cellular infiltration, iymphocyte 0 00 0 00O 1 00 0 0 0
microgranuloma 50 0 5 00 4 0 0 4 0 0
mobilization, Kupffer cell 0 0 O 0 0 O 0 00 1 00
URINARY SYSTEM
kidney ( 5) (0) (0) (5)
basophilic tubules 4 0 0 - - - - - - 4 0 0
cyst 2 0 0 - - - - - - 0 0 0
hyaline droplet 4 00 - - - - - - 3 00
cellular infiltration, lymphocyte 100 - - - - - - 0 00O
REPRODUGTIVE SYSTEM
epididymis (5 (0) (0) ( 5)
cellular infiltration, lymphocyte 100 - - - - - - 100

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 15.

Sex: Female

-continued Summary of histological findings (

4 Weeks experiment )

Exp. No. 4208 (115-126)

Dose level ( mg/kg ) 0 60 200 600
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 5 5 5
Organ _ Findings 1 2 3 1 2 3 1 2 3 1 2 3
HEMATOPOIETIGC SYSTEM
thymus (%) (0) (0) (5)
Kuersteiner's duct/cyst 100 - - - - - - 2 00
DIGESTIVE SYSTEM ,
stomach (8 (5) { 5) (5)
dilated gland 100 0 00 0 0 0 0 00
small intestine (s) (5) ( 5) (5)
Ayporpiacia, lynphoid 30 0 300 2 0 6 R
yperplasia, lymphoid tissue
liver : (5) (5) (5) (5)
degeneration 0 00 0 0 0 0 0O 1 0 0
fatty change 500 5 0 0 50 0 5 00
hypertrophy, hepatocyte 0 0O 0 00 2 00 5 00
microgranuloma 500 5 00 5 0 0 4 0 O
URINARY SYSTEM
kidney ( 5) (0) (0) (5
basophilic tubules 2 00 - - - - - - 4 0 0
REPRODUGTIVE SYSTEM
uterus (5) (0) ( 0) (5)
dilatation, lumen 1 00 - - - - - - 1 0 0
1: slight 2: moderate 3: marked

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

: Not applicable.
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Table 15. -continued Summary of histological findings ( 6 Weeks experiment ) Exp. No. 4208 (115-126)
Sex: Male
Dose level (. mg/kg ) 0 60 200 600
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ_ _ Findings 1 2 3 1 2 3 1 2 3 1 2 3
DIGESTIVE SYSTEM
small intestine (5) (5)
hyperpiasia, lymphoid tissue 3 00 - - - - - - 3 00
liver (s) (5)
fatty change 3 00 - - - - - - 2 00
necrosis 0 0 0 - - - - - - 1 0 0
cellular infiltration,{ymphocyte 2 00 - - - - - - 0 0 0
microgranuloma 5 00 - - - - - - 5 0 0

1: slight 2: moderate 3: marked
(): No. of animals examined microscopically at this site.

9¢-1

: Not applicable.
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Table 15. -continued Summary of histological findings ( 6 Weeks experiment ) Exp. No. 4208 (115-126)

Sex: Female

Dose level ( mg/kg ) 0 60 200 600
No. of animals initially in study 5 0 0 5
No. of animals necropsied 5 0 0 5
No. of animals examined histologically 5 0 0 5
Organ Findings 1 2 3 1.2 3 1 2 3 1 23
DIGESTIVE SYSTEM
stomach ( 5) (5)
dilated gland 100 - - - - - - 1 00
smali intestine (5) (5)
o hyperplasia, lymphoid tissue 300 - - - - - - 4 0O
liver (5) (5)
fatty chan?e 300 - 3 00
microgranuloma 5 00 - 5 0 0
1: slight 2: moderate 3: marked
(): No_ of animals examined microscopically at this site. -: Not applicable.




8G-1

An-Pyo Center (p84a) 11173 Page

Table 186. Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4208 (115-126)
Sex: Male
Dose level ( mg/kg ) 0 60
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 5 5 0
No. of animals necropsied 5 5 5 0
No. of animals examined histologically 5 5 5 0
Organ_ Findings T 1 23 T 1 2 3 T 1 2 3 T 1 2 3
DIGESTIVE SYSTEM
stomach (5) (5) (5)
degeneration -0 00 - 000 - 000 - - - -
dilated gland - 100 - - 0 0 O -0 00 - - -
small intestine (5 (5) ( 5)
hyporplacia. lynphoid 2309 280839 400 .
yperplasia, lymphoid tissue - - -
large intestineh P | | ph d (5) 10 o (0) { 0)
yperplasia, lymphoid tissue - - - - - - - - - -
liver P (5 (5 ( 5
degeneration - 0 00 - 000 - 000 - - - -
fatty change -3 00 - 3 00 -3 00 - - - -
hypertrophy, hepatocyte - 000 -0 00 -0 00 - - - -
necrosis -0 00 - 000 - 0 00 - - - -
cellular infiltration, lymphocyte - 000 - 200 -0 00 - - - -
microgranuloma - 500 - 500 - 500 - - - -
mobilization, Kupffer cell - 000 - 000 - 000 - - - -
URINARY SYSTEM
kidney (5) (0) (0
basophilic tubules - 4 00 R - - - - - - - -
cys - 200 - - - - - - - - - - - -
hyaline droplet - 400 - - - - - - - - - - - -
cellular infiltration, lymphocyte - 100 - - - - - - - - - - - -
REPRODUGTIVE SYSTEM
epididymis (5) )] ( 0)
cellular infiltration, lymphocyte -1 00 - - - - - - - - - - - -

T; tumor  1: slight  2: moderate 3: marked
(): No. of animals examined microscopicaiiy at this site. -: Not appiicabie.
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Table 16. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4208 (115-126)

Sex: Male
Dose level ( mg/kg ) 200 600
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ _  Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
DIGESTIVE SYSTEM
stomach (5) (5) ( 5)
degeneration - 000 - - - - 100 - 0 0 0
dilated gland - 000 - - - - , =1 00 - 0 0 0
smal!l intestine ‘ ( 5) { 5) ( 5)
Pyperpiata, Tymphoid 100 2300 23388
yperplasia, lymphoid tissue - - -
large intestineh lasia. lvmohoid ti (0 ( 5) 2 0 0 (0)
yperplasia, lympho issue - - - - - - - - - - - - -
liver pere ) (s) (5
degeneration - 000 - - - - - 3 00 - 0 0 0
fatty change -4 00 - - - - -3 00 - 2 00
hypertrophy, hepatocyte - 100 - - - - - 500 -0 00
necrosis -0 00 - - - - - 100 -1 0 0
cellular infiltration, lymphocyte -1 00 - - - - - 0 00 - 00 0
microgranuloma - 400 - - - - - 400 - 500
mobilization, Kupffer cell - 0 00 - - - - - 1.0 0 - 0 0 0
URINARY SYSTEM
kidney {0 { 5) (0)
basophilic tubules - - - - - - - - - 4 0 0 - - - -
cyst - - - - - - - - - 000 - - - -
hyaline droplet - - - - - - - - - 3 00 - - - -
cellular infiltration, lymphocyte - - - - - - - - - 000 - - - -
REPRODUGTIVE SYSTEM
epididymis (0) (5) (0)
cellular infittration, lymphocyte - - - - - - - - - 100 - - - -

T: tumor 1: slight 2: moderate 3. marked
{): No. of animals examined microscopically at this site. -: Not applicable.
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Table 16. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4208 (115-126)
Sex: Female
Dose level ( mg/kg ) 0 60
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 5 5 0
No. of animals necropsied 5 5 5 0
No. of animals examined histologically 5 5 5 0
Organ . Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIG SYSTEM
thymus , ( 5) ( 0) (0)
Kuersteiner’s duct/cyst - 100 - - - - - - - - - - - -
DIGESTIVE SYSTEM
stomach ( 5) ( 5) ( 5)
dilated gland - 100 - 100 - 000 - - - -
small intestine (5) (5 (5)
mineralization - 00 0 - 0 00 - 100 - - -
hyperplasia, lymphoid tissue -3 00 -3 00 -3 0 0 - - - -
liver ( 5) (5) (5)
degeneration -0 00 - 0 00 - 000 - - - =
fatty change - 500 -3 00 - 500 - - - -
hypertrophy, hepatocyte - 000 - 0 00 - 000 - - - -
microgranuloma - 500 - 500 -5 00 - - - -
URINARY SYSTEM
kidney ( 5) {0 { 0)
basophilic tubules -2 00 - - - - - - - - - - - -
REPRODUGTIVE SYSTEM
uterus (5) (0) (0)
dilatation, lumen - 100 - - - - - - - - - - - -

T: tumor 1: slight 2: moderate 3: marked
): No. of animals examined microscopically at this site. -: Not applicable.
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Table 16. -continued Summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4208 (115-126)

Sex: Female

Dose level ( mg/kg ) 200 600
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 5 0 5 5
Organ_ Findings T1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
thymus , (0 { 5) (0)
Kuersteiner's duct/cyst - - - - - - - - - 200 - - - -
DIGESTIVE SYSTEM
stomach { 5) {5) ( 5)
ditated gland - 0 0O - - - - - 000 -1 00
small intestine (5) 5) (5)
mineralization - 100 - - - - - 0 00 - 0 00
. hyperplasia, lymphoid tissue -2 00 - - - - - 200 - 4 00
liver {5) (5 { 5)
degeneration - 0 00 - - - - - 100 - 0 0 O
fatty change - 500 - - - - - 500 -3 00
hypertrophy, hepatocyte -2 00 - - - - - 500 - 0 0 O
microgranuloma - 500 - - - - - 4 00 -5 00
URINARY SYSTEM A P
kidney (0) { 5) (0)
basophilic tubules - - - - - - - - - 4 00 - - - =
REPRODUGTIVE SYSTEM
uterus (0 ( 5) (0)
“dilatation, lumen - - - - - - - - - 1 00 - - - -

T: tumor 1: slight 2: moderate 3: marked
): No. of animals examined microscopically at this site. -: Not applicable.
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