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#, KE) CHELL.

pH (pH)

wEm (Occult Blood)
ZENVE N (Ketones)

T (Glucose)
=H {Protein)

SR (Bilirubin)
Tavy -5 (Urobilinogen)
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B, /N, BBERED), B, TEME, BRI SRR GETER, STIR),
HURBR, ER/ME, (O, MBR, B GEARERZE, [REXEEL), /&,
Frie, B, i, BE, B, ME O I VERREED), KIE, BE,
R ER, BB, IR, IR, T8, B, BN, RXESE (BB,
Voo (TR Vo580, BRREEY » o358, B8 (KRBEE), KBk, &
BB L URARBETEAIED b N-BEB L UHBIZ TSR ED 10%
PHRE ALY YIRTEELL. BL, BEBIUREEIRRT7 ViR
THIEE L7z, 10%FERE7 2 V<) VIRTEE L.
TRIEBABEREIIEE L2RE -0 b, REHRARTEICHEE L
i REB L UBHERO MR, (OB, R, R, B, BIE, EE,
R EER, 78, %, B8 (KBE) oW TERBLA. MBERDE
SIRRA KB FPIFERT REERFED) IEKEL, BEICiEo T
T74 VA, BE%, AT IETY IV VEREERIL. SBIRIT
BTty —TCEBL, REOBEB L UVEEYSUEFAICOW TR
L7,
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12.6. 7— ¥ Ze8% B X USHERH AT
AREBROETF— 73 a v Ea—% - VAT LARHWTREL, WEHRATL
7z,
LSRBBEOKRE, BilE, FHIR, MRFREME, MEREERERLTE,
MEELFEREE, REEME (REBLIUHLE), BREEEBRIUVREE
2/RE]IZ, TRIRLEEHIFIFARITHEY, &I Bartlett DS
MIREXEM L7, E0BDOBEE L Dunnett DE EHBHRE © Tl
RIS HBOABETBE L. Batlett DESERE CARESE DS
AL Steel DIRTEY THBELAFZSHEBOFEELRE L.
LEREEEOAEZKER S BL P 1%OHEAME CERmL 2.

Bartlett < 3 BURE

BEEZL AEEZDY

Dunnett % E I EHRE Steel DIRTE

T 7o, EFEER X TREFENIRERROMET Fisher DRESRETE B % v
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13. KR

13.1. FBCs
£ FR% Figure 1 12, AFRHSB LU TES Table 1 1T L7z,
REHMZBE LT, BHEThOFIIDICHERRED N o7,
EEAARI I, M D AFEBRES X U 1000 mg/kg B TIHECHIZRED &
Nzmroie.

13.2. —fREDEIE
— R IRREDEREEFT R % Table 2 3B X UF Appendix 1 IZ7R L7z,
HETIE, 1000 mg/kg B THESS 161 (BEFS 1310) 12, BED 100 mg/kg
HCRTIHOREREY 16 (BEF 2103) IZEFRFNERE SN

13.3. A&
fRE % Figure 2, Table 3 3 X U Appendix 2 {Z7R L7z,
Mg E DIREHEB I URENRNEZREL T, HRELERYERSEHLT
FHERBEICEZIIRD DNz o7,

13.4. BHEE
JBfEE % Figure 3, Table 4 3 & U Appendix 3 |12/ L7z,
T, RSEBRI P XTERERICHLER L T 300 mg/kg BECTHIED 5V IZHEE
MER LIS o705, MHEEOLWELTH o7, EEHBIZBNT
12 1000 mg/kg BT 2 BIEMEEZ R L7225, ESEMICBWTCidAhoLi
Mol EALTH o 7.

13.5. FERER
¥ %hE % Table 5 3B & U Appendix 4 |Z7R L7z,
BT, JEREICHEB L C 100 mgkg HE TG 2 BICEE R BMELY R L
5, EEED R WEILTH o7z,

13.6. IMKFIRE
MEFMERER % Table 6 3 & U Appendix 5 1R L7z,
S EARAR T RS T, AEREEICHEL L T 100 myg/kg BF THHELZED
BIEB LN YSEREERDBMEVRD 5 N2 BEICEE LR T
oz,
EIfEEAR AT B © T, B L L T 1000 mg/kg BECHEERILEAS
ErLBEERLA. BT, SRS EL T 1000 mgkg B TAES
DY YEPEPREELZRLL. BHEOWTNLOELL DTSR THROER
WZBWTALNE o ELTH - 72,
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13.7. I AR HEARAT
M e E R tR AL R % Table 7 3 & UF Appendix 6 (Z/R L 72,
5 HARHE T M HE & DX HBEE & LB L TR IR S B TENRD 5
Nzhoi:,
ER AR TS - M & DXFBEEE S 1000 mekg BETEMNAD SNk b o
7z,

13.8. MBLELFERE
MB A LZERAER R % Table 8 B X U Appendix 7 IZ/R L7z,
PG HRREI#E T B L T, MEREICHBL T300mgkg BT L7 F
BIUTRECY VY PEILEMEZRL, 1000 mgkg B TIZ 5 -GTP 75
PIVREZ R L7z, T, TERBFIZHE L T 100 mgkg B CIEZRVED
AREZ R L7 EOWTNOEL S AEICBEE L 2 WELD 5 Wi
Wb TH o7,
EEHIRR TR METIE, XTEREEICLLE L T 1000 mg/kg B COLMEASEE
L7z, METIE, SHBREICHLEL L T 1000 mg/kg BTy -GTP 2ME D 121K
fEZRLT:, BHEOWTNLOERILOFERERTROBERIIBVWTALNLE
Mo 7eBEALTH o 7.

13.9. RIRZE
RIREFER % Table 9 B & U Appendix 8 IR L7z,
WS AR T B | HETIE, ATEBEICHEIL T 1000 mgkg B CTRIEENS
fEx R L7
EIEHARR TS | MM b, TEREEICHELL T 1000 mgkg BT EHER
WoNRhPo7.

13.10. Z3EEER
FFEE=% Table 10 3 X U Appendix 9 IZ/R L7z,
WS HRER TR  MHE D, BB L TEREEOTXTORE
BWTEPRD LN o7z,
ISR TE: M S b, FEREICHE L T 1000 mgkg BEOTTD
BREILBWTENFRDO NP o7z,

13.1. #EEEMFER
BEEE/HEL GEXEE) % Table 11 3 & U Appendix 10 (IR L 72,
G HARH TR DT, RHERER LB L T 1000 mg/kg B OB AN E
BEVBEYR L. BT, sTEECHE L T 300 mgke HOBEMAGE
EVBET R L.
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MR N OZEL S EFEE) (WREBEOFSEL2SD.) OHENDMHE
THol.

I{ERBRIAR T B | M, AFEBFFICELEL L T 1000 mg/kg B BEARX &
EVREZR LAY, BERTEOWMETRRLON 2D 2B L TH o /2.

13.12. R
BIARFT R % Table 12 B X U Appendix 11 42, #MZEBYET R % Table 13~15
B X U Appendix 12, 13 |1T/R L7z,
P EERRAR T RS BIARET R CIXBIROER M O IBEER X U 100 mg/kg
FiloEhegh 14, BIROBEDMD 300 mgkg #1214, BT OEEY
D 100 mg/kg BT 1 BIEBRER S L7z,
B REORKR, (CEOMBBEREIHEOXTIREEIZ 161, FFEORER{LL
HEDOXTEBEEB X UV 1000 mg/kg BEIZFNEN 24, MoxTEEEB X 81000
mg/kg FEIZ 4 B U 3B, V) BRREIME O REEEB X UF 1000 mgkg
Blo2BIU 14, MAFEFHEOSE L MO RES X U8 1000 mg/kg
HIT4BLUSH, BRORMBEFEE/LS O RES X U 1000 mg/kg
BiosBlBL U406, MOMEEEES X UF1000 mgkg I 5 8 X U3 4,
RAE OYLRREA M OX FBEED X U8 1000 megkg HD L 16, WBFEEK
PHEDOXTREEL X U°1000 mgkg BEIZ 4 BIU54), Vo NHKREBS LY
TR OMBEICZENLEN 1 4, HEONEEINEEIC 1
B, F=DOPEILEA 1000 mg/kg 212 1 BIEIER S /-,
15 R R T B ¢ BUARET 2T, MEOD 1000 mg/kg 3 TRJE OEED1 6
B bz,
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14. EEB L URH
REHMB L UREHME BT, BEWT OB ICOETRIZED L
S RSN A

—IRBEDBRETIE, HD 1000 me/kg FED 1 HII2 &4 L7-BERO/ME L
BB THY, D 100 mgkg #H D 1 HIIH LN ZTERDOER b HERYE
WEIERTAE/LEIIED S N od-.

FREB L UEEE BV, ML O RE L B ERS T & IIEDER
oMol

MEFRE S & CMREEE RIRE DR R, M & L RBRYEKRSOZE IR
BoOLhrol.

MEACFREORER, ML SPRYERSOEBIROLNE o7,

REEOIER, HD 1000 mgkg B TRIEEDEMBEH IO L N2, [FE
DREBOBAICERT B LEZ L.

WEEERHEDOHKR, D 1000 mgkg B L UBD 300 mgkg #F TE R
AN EEFBEL R LY, BEEREICBW TR (LPBRESRT, #HER
WERSOFEL IEZ ONL D o7z,

TR R DR, 1000 mgkg FED K| CRELZFRE LT, BTT
BEOPIENEED 1 IR SN TWw 5D, By —0FEMBIIBVTDH
8% (0~20%) DELEFFEOLNTEBY, BARERELEZLNS, #
DOAEFT B I3 A BB A B LT 1000 mg/kg BETEHISL HIIEMLA D DI
A, WINDBEARREFREELEZOLONS.

PAED#ER, M & b 1000 mgkg B ICBW TR ERS WCREES 5%

ADBOONL Dotz fito T, EPEEIZMME b 1000 mgkg/day & ¥
S A
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Figure 1. Survival ratio
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Table 1. Survival and mortality

Exp. No. 4206 (115-124)

Sex Dose levei Weeks of experiment Mortality
(mg/kg 1 2 3 4 {%)
Hale 0 10/10 10/10 10/10 10/10 0.0
100 5/5 5/5 5/5 5/5 0.0
300 5/5 5/5 5/5 5/5 0.0
1000 10/10 10/10 10/10 10/10 6.0
Female 0 10/10 to/10 10/10 10/10 0.0
100 5/5 5/5 5/5 5/5 .0
300 5/5 5/5 5/5 5/5 0.0
1000 10/10 10/t0 10/10 10/10 0.0
Number surviving / Number per group.
Significant difference from control group; ¥: P=0.05
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Table 1. -continued

Survival and mortality

|||||

uuuuu

Exp. No. 4206 (115-124)

Sex Dose level Weeks of experiment Mortality
(mg/kg) 4 5 6 (%)
Male 0 5/5 5/5 5/5 0.0
1000 5/5 5/5 5/5 0.0
Female 0 5/5 5/5 5/5 0.0
1000 5/5 5/5 5/5 0.0

Number surviving / Number per group.
e

Significant dif

rence from control group;

¥:

P=0.05

L2 34

P=0.01
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Table 2. Clinical observation Exp. No. 4206 (115-124)
Sex : Male
Findings of clinical Dose level Days of experiment , Total
observatian (meg/kg) i 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

100 55 5/% 55 55 55 5/5 5/5 5/5 5/% 5/5 5/5 &/5 5/5 5/5 5

300 55 5/% 5% &5/5 5/5 5/% 5/5 5/5 &5/% &/5 5/5 &/5 5/% 5/5 5

1000 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
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Table 2. Clintcal ohservation ' Exp. No. 4206 {115-124)

Sex : Male

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 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10710 t0/10 10/10 10/10 10/10 10/10 10
100 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
300 5/ 5/5 5/ 5/5 5/5 &/5 &/5 5/5 &5/% 5/5 5/5 5/5 5/5 5/5 5
1000 10/10 10/10 10710 10/10 10710 10/10 10/10 10/10 9/10 9/10 9/10 9/10 9/10 9/10 9

trauma 0 0 0 0 0 0 0 0 0 0 0 0 0 )] 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 1 0 0 0 0 0 0 0 1 1 1 1 1 1 i
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Table 2.

Sex : Female

—continued

Clinical observation

Exp. No. 4206 (115-124)

Findings of clinical

observation

Dose level Days of experiment
(mg/ke) i 2 3

Total
13 14 1—=14)

normal/number per group

0 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 10/10 10

100 5/5 5/5 5/5
300 5/5 5/5 5/5

4 5 b 7 8 9 10 3 12
55 5/5 5/5 5/5 5/5 5/5 5/5 5/5 5/5
55 5/5 5/5 5/5 5/5 55 5/5 &/5 5/5

5/5 5/5 5
5/5 5/5 5

1000 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
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Table 2. -continued Clinical observation Exp. No. 4206 {115-124)

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 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
100 55 5/5 55 5/5 &5/5 %5 5/5 5/5 5/5 5/5 5/5 5/5 4/5% 4/5 4
300 55 &4/ 5/5 5/5 5/5 %/5 5/5 5/% 5/5% 5/% 5/5 5/5 &5/5 5/5 5
1000 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10/10 10710 10/10 10/10 10/10 10/10 10/10 10
tissue-mass/subcut. site 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1
300 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2.

Clinical observation

Exp. No. 4206 (115-124)

Sex : Male

Findings of clinical Dose level Days of experiment Total

observation (mg/ke) 29 30 31 32 33 34 35 36 37 38 39 40 41 42 {(29—42)

normal/number per group 0 5/16 5/5 &5/ 5/5 5/5 &5/5 5/ &/ 5/% 5/5 5/5 &/58 5/5% &/5 0
1000 4/10 4/5 4/5 4/5 4/5  4/5  A/5 A/5S 4/5 4/5 0 4/5 4/5 4/5 0 4/ 0

trauma 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1
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Table 2. -continued Clinical ohservation Exp. No. 4206 (115-124)

Sex : Femaie

Findings of clinical Dose level Days of experiment Total

observation (mg/kg) 29 30 K} 3? 33 34 35 36 37 38 39 40 41 42 (29—42)

normal/number per group 0 5/10 5/5 5/% &/5 &5/% &/5 S8/5 5/5 5/5 &/5 5/5 5/% 5/5 5/5 0
1000 5/10 5/5 %/ &5/5 &5 &5/5 %5 §/5 5/5 5/ 5/5 &%/% 5/5 §5/5 D
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Table 3. Body weight Exp. No. 4206 (115-124)

( unit : g )
Sex Dose level Weeks of experiment
(mg/kg) 0 P 1 2 3 4
Male ¢ 137+ 5§ 200+ 1N 259 ¢+ 15 307 £ 18 351 + 19
100 137 ¢+ 3 202+ 6 261 + 8 312+ N 355+ 11
300 137 ¢ 4 204+ 9 265 + 17 323 £+ 20 370 + 25
1000 137+ 5 200 £ 11 257 + 15 309+ 20 349 + 23
Female 0 117+ 5 151+ 6 175 £ 11 196 + 13 212 ¢+ 15
100 M7+ 4 155 5 175 ¢ 7 204 £+ 1 224 + 19
300 117 £ 4 150+ 9 170 £+ 20 195 &+ 21 209+ 22
1000 117+ 4 149+ 8 170 ¢ 11 191 12 205 + 12
Mean + §.D.
Significant difference from control group; ¥: P=0.05 ¥ p<0.01
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Table 3. -continued Body weight Exp. No. 4206 (115-124)
(unit : g)
Sex Dose level Gain

(mg/kg) {0 — 4

Male 0 214 £ 17

100 218 + 1

300 232 £ 23

1000 212 + 20

Female 0 95 + 14

100 107 + 16

300 92 £ 18

1000 87+ 10

g?gﬂﬁigéﬁi difference from control group; ¥: PX0.05 ¥+ p<0.01
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Table 3. -continued Body weight

Exp. No. 4206 (115-124)

(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 4 5 6 (4 —6)
Male 0 351 + 19 391 £ 18 410+ 23 58 ¢ 7
1000 338 + 12 381 £ 13 392 £ 20 54 £+ 10
Female 0 212 + 20 229 + 27 237 + 30 25 £ 11
1000 207 + 10 217 £ 10 230 £ 13 23+ 4
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 (115-124)
(unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 1 2 3 4 (0 — 4)
Mate 0 148 £ 10 168 + 11 177 £ 11N 183 + 13 675 + 39
100 154+ 6 178 ¢+ 7 185+ 4 185 1+ 10 702 £+ 23
300 . 156 + 4 183 + 8% 195 + 14 196 + 14 730 £ 37
1000 151 £+ 8 172 £ 11 180 £ 19 189 + 18 692 + 49
Female 0 Mz 7 109 £ 16 123+ 8 125 + 8 469 + 32
100 116 + 13 126 + 9 128 £ 18 125 + 10 496 + 47
300 113+ 7 113 + 18 127 + N 124 £ 14 476 + 48
1000 112+ 9 109+ 8 122 £ 10 120 £ 15 464 + 25
Wean + S.D.
Significant difference from contro! group; ¥: P=0.05 ¥¥: P=0.01

N: Non parameiric analysis
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Tabie 4. -continued Food consumption

Exp. No. 4206 (115-124)

(unit : g/week )
Sex Dose level Weeks of experiment Total
mg/kg) 4 5 6 (5 — 6)
Male ] 183+ 9 216 &+ 8 176 £ 9 392 + 15
1000 183 + 12 204 + 8% 178 + 11 382 + 18
Female 0 128+ 9 133 + 15N 130 + 18 263 + 33N
1000 122+ 6 124+ 5 123 + 8 247 £+ 10
Mean + S.D.
Significant difference from conirol group; ¥: P<0.05 ¥*: P<0.01

N: Non parametric analysis
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Table 5. Food efficiency Exp. No. 4206 {115-124)
{unit : %)
Sex Dose level Weeks of experiment Mean
(mg/kg) 1 2 3 4 (0 — 4)
Male 0 42.7 + 3.5 34.8+ 2.3N 27.21 2.2 24.1 ¢ 3.3 31.7+ 1.0
100 42.3 + 2.9 32.8+ 1.3 27.9+ 2.0 23.0+ 2.5 31.0¢ 1.1
300 42.5 + 3.3 33.5¢ 3.6 29.8 £ 0.9 23.6+ 2.6 31.8+ 1.9
1000 41.5 + 3.8 33.6+ 1.2 28.5+ 3.1 21.1 ¢ 3.2 30,6 £ 1.2
Female 0 29.6 £ 4.5 22.3+ 5.4N 17.0 £ 5.5 12.7 + 4.2N 201 + 2.3
100 32.6 + 3.8 16.6 + 1.1% 22.3 + 3.1 16,1+ 9.2 2.4+ 1.8
300 28.5+ 4.0 16.8 + 8.2 20,0 2.6 11.5+ 1.8 15.1 £ 2.1
1000 28.6 £ 5.3 19.3 + 6.0 16.7 + 3.2 11,41 2.1 18.8 + 2.1
Mean + S.D. :
Significant difference from control group: ¥ P=0.05 *x; P=0.01

N: Non parametric analysis



Table 5. -continved Food efficiency

Exp. No. 4206 {115-124)

{unit : %)
Sex Dase level Weeks of experiment Mean
{mg/kg) 4 5 6 (5 — 6)
Male o 25.2+ 3.5 18.3 ¢ 3.1 10.5+ 6.3 14.8+ 1.5
1000 21.3+ 2.3 20.6 £ 1.1 6.3+ 4.9 14.0+£ 1.9
Female 0 14.0 £ 3.6 12.1+£ 4.3 6.2 4.0 9.2+ 3.0
1000 9.9+ 1.8 8.7+ 3.8 10.0 £ 5.9 9.4+ 1.5
Mean £ S.D.
Significant difference from control group; *: P<0.05 ¥%. P=<0.01

Sl-1
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Table 6. Hematology Exp. No. 4206 (115-124)
Week: 4
Sex Dose level No. of HCT HGB RBG MGy MCH WCHG
{mg/kg) animals (%) (g/dL) (x10¢/mm?) (um?) {pa) (%)
Male 0 5 45.2 £ 1.4 15.1 £+ 0.5 7.66 £ 0.41 59.1 + 1.6 19.7 £ 0.5 33.4: 0.2
100 5 45.9 + 0.8 15.4 + 0.3 7.66 + 0.26 59.9+ 1.2 20.2 + 0.6 33.7+ 0.6
300 5 5.3+ 1.6 15.1 £ 0.6 7.60 + 0.33 59.7 + 2.1 19.9 + 0.5 33.3+ 0.3
1000 5 45.2 + 0.9 15.1 £ 0.4 7.63 £ 0.35 59.2 + 1.8 19.8+ 0.8 33.4+ 0.7
Female 0 5 4.0+ 1.4 15.1 :+ 0.6 7.56 + 0.35 58.2+ 1.2 20.0 £ 0.5 4.4+ 0.3
100 5 43.5¢ 2.0 15.0 + 0.6 7.57 + 0.31 57.4 + 1.9 19.8 + 0.8 345+ 0.6
300 5 43.7 ¢+ 1.8 15.0+ 0.7 7.52 + 0.37 5.2 + 1.8 20.1¢ 0.8 35+ 0.6
1000 5 43.8 £+ 1.3 15.2 + 0.4 7.65 + 0.42 57.3+ 2.7 19.8+ 0.8 3462+ 0.6
Mean + S5.D.
Significant difference from control group; ¥, P=0.05 H: Pp<(0.01
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Table 6. -continued Hematology Exp. No. 4206 (115-124)
Week: 4

Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
(mg/kg) animals (x10%/me3) (x109/m) NEUT LYMPH MONO EOSN BASO LUG

Maie 0 5 1202 + 69 10.8+ 3.0 1Mt 2 871+ 1 2+ 1 1+ 0 0 0 1+ 1
100 5 1177 + 84 10,5+ 1.7 9¢+ 3 87+ 4 2+ 1 T+ 0 0+ 0O Tt 1
300 5 1144 + 20 12.8+ 1.1 i0x 4 86+ 4 23 1 1+ 0 0+ O i+ 0
1000 5 1181+ 95 9.2+ 2.3 Mz 2 85+ 2 2 1 1T+ 0 0z O 12 0

Female 0 S 1181 £ 101 6.1+ 1.5 10+ 4 86+ 4 2+ 0 2+ 1 0+ 0 1+ 1
100 5 1215+ 79 8.2+ 2.9 23 £ 11% 73 + 10% 2+ 0 1+ 0 0+ 0 1T 1
300 5 1328 + 165 7.0+ 0.6 11+ 3 86 + 2 2+ 1 2+ 1 0x 0 1T+ 1
1000 5 1179 + 66 6.1+ 1.9 12+ 4 851+ &5 12 0 1+ 1 0+ 0 0+ 1

PI}EUT: Ngusrophil LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
ean + S.D.

Significant difference from control group; ¥: P<0.05 ¥ P=0.00
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Table 6. -continued Hematology
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Exp. No. 4206 (115-124)

Week: 6
Sex Dose level No. of HCT HGB RBG uGv HCH MCHG
(mg/kg) animals (%) (g/dL) (x10°/mm?) (um?) {pg) (%)
Male 0 5 45.9 + 2.5 15.4+ 0.8 8.11 1+ 0.35 56.7 + 1.2 19.0¢ 0.4 33.5+ 0.8
1000 5 47.6 + 2.8 15.8+£ 0.8 8.33 £ 0.58 57.2+ 1.4 18.91 0.4 33.1 £ 0.4
Female 0 5 45.2 + 1.1 15.9+ 0.2 8.25 ¢t 0.51 54.9 &+ 2.4N 19.4 + 1.0N 35.3+ 0.6
1000 5 43.7 ¢+ 1.5 15.2 + 0.5%¢ 7.97 + 0.18 5.8+ 0.8 19.0 + 0.3 3.7 £ 0.7
Mean £ §.D.
Significant difference from control group; ¥: P=<0.05 : P=0.01

N: Non parametric analysis



Table 6. -continued Hematology Exp. No. 4206 (115-124)

Week: 6
Sex Dose level No. of PLT WBG Differential leukocyte counts (%)
{mg/kag) animals (x10°/m) (x10%/m3) NEUT LYMPH MOND EOSN BASO LUG
Male 0 5 1057 + 102 7.0+ 2.5 13¢£ 5 841+ 5 1+ 0 1+ 1 0+ O 0+
1000 5 1149 ¢+ 102 10.0+ 3.0 14+ 5 83+ 4 2+ 0¥+ 1% O 0+ 0O 1+ 0O
Female 0 5 1237 ¢+ 73 6.1+ 1.6 12+ 2 84+ 2 2+ 1 1+ 1 0+ O 1T+ 1
1000 5 1227 + 116 56+ 1.3 10+ 2 86+ 3 2+ 1 2+ 1 0+ O 0+ 1

uEUT Ngutroph:t LYMPH: Lymphocyte MONO: Monocyte EOSN: Eosinophil  BASO: Basophil LUG: Large unstained cells
gan %

ngnlfncént difference from control group; ¥: P=0.05 ¥ P=<0.01

6l-1]
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Table 7. Coagulation Exp. No. 4206 (115-124)
Week: 4
Sex Dose level No. of PT APTT Fibrinogen
{mg/kg) animals (sec.) (sec.) (mg/dL?
Male 0 5 14.6 £ 0.8 27.1 £ 1.6N 239+ 16
100 5 14.7 + 0.6 27.0+ 0.6 221+ 14
300 5 14.9 + 0.8 26.5+ 2.3 233+ 8
1000 5 14.4 £ 0.2 28.2+ 0.6 235+ 13
Female 0 5 14.9 + 0.6N 22.02 0.5 190 + 14N
100 5 145+ 1.2 22.4+ 2.1 243 + 76
300 5 14.9 ¢ 0.2 225+ 1.0 197 + 13
1000 5 14.5 ¢+ 0.3 221+ 1.2 175+ 3
Mean + S.D.
Significant difference from control group; ¥: P=0.05 ¥+: P=0.01

N: Non parametric analysis



Table 7. -continued Coagulation Exp. No. 4206 (115-124}

Week: 6
Sex Dose [evel No. of PT APTT Fibrinogen
(mg/kg) animals (sec.) (sec.) (mg/dL?
Maie 0 5 14.7 £ 0.5 26.3+1.9 227 + 18
1000 5 14.9+ 0.7 26.7 £+ 1.4 228 + 11
Female 0 5 14.7 £ 0.7 20.8 + 0.7 184 + 16
1000 5 14.1£ 0.5 20,8+ 1.9 182 + 17
Mean & S.D.
Significant difference from control group; ¥: P=0.05 *¥¥: P<0.01

L2-1
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Table 8. Blood chemistry Exp. No. 4206 (115-124)

Week: 4

Sex bose level No. of Glucose T.cholesterol Triglyceride

{mg/kg) animals {mg/dL) {mg/dL) {mg/dL)

Male 0 5 147 + 22 58 + 21 34.3+ 14.3
100 5 120 £ 10 50+ 10 22.8+ 7.2
300 5 131 £ 12 47 + 14 34.3+ 14,2
1000 5 130 £+ 19 48+ 7 25.9+ 7.8

Female 0 5 122 £ 14 56+ 13 13.3+ 1.1N
100 5 120+ 7 57 + 20 18.0+ 9.6
300 5 119+ 7 60 + 22 9.2+ 2.3
1000 5 124 £ 13 62+ 23 14.7 £ 11.8

g?g:iiigégi difference from control group; ¥ P=0.05 **; P<0.01

N: Non parametric analysis
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Table 8. -gontinued Blood chemistry Exp. No. 4206 (115-124)
Week: 4

Sex Dgse level No. of BUN Creatinjne T.hilirubin T.protein Albumin
{(mg/kg animals (mg/dL) (mg/dL) (mg/dL) (g/dL) {g/dL)
Male 0 5 12.8+ 2.3N 0.23 + 0.03 0.02 £ 0.01 5.48 £+ 0.21 3.32 £ 0.1
100 5 12.5+ 0.4 0.23x 0.01 0.03 £ 0.00 5.37 £ 0.06 3.32x 0.09
300 5 14.2+ 2.3 0.26 + 0.01% 0.03 £ 0.01# 5.29 ¢+ 0.10 3.23 ¢ 0.12
1000 5 12.0+ 1.1 0.21 + 0.01 0.03 £ 0.0t 5.58 + 0.19 3.37 £ 0.13
Female 0 5 5.3+ 1.9 0.27 + 0.02 0.04 + 0.01 5.51 = 0.16 3.48 £+ 0.07
100 5 17.3+ 5.3 0.28 + 0.04 0.03 + 0.02 5.85+ 0.46 3.47 + 0.31
300 5 18.4+ 4.3 0.28 + 0.06 0.03 + 0.0t 5.7V £ 0.29 3.62 £ 0.29
1000 5 18.6 + 3.8 0.27 + 0.03 0.05 + 0.02 5.83 + 0.28 3.69 ¢ 0.21
Mean + S.D.
Significant difference from control group; ¥: P=<0.05 ¥#: P=0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4206 (115-124)
Week: 4
Sex Dgse level No. of A/G
(mg/kg) animals
Male 0 5 .56 £ 0.19
100 5 .62 £ 0.1
300 5 .58 £ 0.08
1000 5 .52 £ 0.06
Female 0 5 .72 £ 0.15
100 5 .50 + 0.32
300 5 .74 £+ 0.20
1000 5 .72+ 0.08

Mean + 8.D.

Significant difference from control group;



Table 8. -continved Blood chemistry Exp. Mo. 4206 (115-124)

9¢-1

Week: 4

Sex Dose level No. of Sodium Potassium Chioride Calgium I.phosphorus
{mg/kag) animals {mmo1/L) {mmo1/L) (mmo3 /L) {mg/dL) {mg/dL)

Male 0 5 143.2 £ 1.0 4.64 + 0.20 107.1£ 1.9 9.71 £ 0.27 8.38+ 0.25
100 5 144.4 £ 0.9 4.55 + 0.26 107.2 £ 1.5 9.61 + 0.29 8.45 £ 0.57
300 5 144.4 £ 1.2 4.41 + 0.17 108.2 £ 0.5 9.69 £ 0.19 8.53 ¢+ 0.48
1000 5 143.6 £ 0.8 4.70 £ 0.31 105.8 £ 0.7 9.93 £ 0.19 8.48 £ 0.26
Female 0 5 143.5+ 0.9 4.66 + 0.26 109.9 £ 0.6 9.74 £ 0.24 6.42 + 0.63
100 5 143.3 £ 0.6 4.66 £+ 0.37 108.4 + 1.1% 9.81 £ 0.28 6.91 + 0.60
300 5 143.4 + 0.8 4.60 + 0.44 109.2 £+ 0.4 9.78 + 0.19 6.47 £ 0.35
1000 5 143.9+¢ 1.0 4.24 + 0,34 109.0 £ 1.2 9.64 + 0.33 6.68 + 0.93

Mean + S.D.

Significant difference from contro! group;

¥: P=0.05

*: P<0.01
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Table 8. -continued Blood chemistry Exp. No. 4206 (115-124)
Week: 4
Sex Dgse level No, of AST ALT ALP Gamma-GTP
ng/kg animals (u/L) {(u/L) (u/L) (u/L)
Male 0 5 78+ 9 28+ 3 765 + 146 0.4:0.2
100 5 78+ 1 29+ 4 753 + 247 0.4+ 0.1
joo 5 72+ 6 27+ 5 787 + 134 0.4+0.2
1000 5 75+ 8 28+ 3 741 + 64 0.2 £ 0.1%
Female 0 5 78+ 9 21+ 3N 449 + 30N 0.6+ 0.3
100 5 91+ 20 37+ 28 477 + 150 0.5+ 0.2
300 5 7%+ 9 22+ 1 497 + 75 0.5+ 0.2
1000 5 83+ 10 26 9 466 + 79 0.5+ 0.1
Mean £ 8.D.
Significant difference from control group; . P=0.05 +%: P=0.01

N: Non parametric analysis
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Tabie 8. -continued Blood chemistry
Week: 6

Exp. No. 4206 (115-124)

Sex Dose level No. of Glucose T.cholesterol Triglyceride
mg/kg) animals (mg/dL) {(mg/dL (mg/dL)
Male 0 5 141 £+ 11 51+ ON 32.1 £ 12.4
1000 5 167 + 23% 42+ 3 27.7+ 8.7
Female 0 5 117 £ 13 64 + 18 15.6 £+ 6.3
1000 5 122 + 16 65+ 6 207+ 7.4
Mean + §.D.
Significant difference from control group; ¥: P<0.05 ¥#: P=<0.01

N: Non parametric analysis
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Table 8. -continued Blood chemistry Exp. No. 4206 (115-124)
Week: 6
Sex Dgse level No. of BUN Creatinine T.hilirubin T.protejn Albumin
{mg/kg) animals {mg/dL) (mg/dL) (mg/dL) {g/dL) {g/dL)
Male 0 5 15.1 ¢ 1.1 0.28+0.04 0.04 + 0.01 5.98+ 0.28 3.49 + 0.06N
1000 5 15.6+ 2.2 0.26 £+ 0.04 0.05 + 0.01 6.09+ 0.29 3.44 + 0.24
Female 0 5 18.3:¢ 1.8 0.33+ 0.03 0.06 + 0.01 6.32+ 0.29 3.78 £ 0.19
1000 5 17.1¢ 1.4 0.33: 0.04 0.06 £+ 0.01 6.34+ 0.31 3.92 1+ 0.24
Mean + §.D.
Significant difference from control group; : P<0.05 ¥¥:

N: Non parametric analysis

rage
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Table 8. ~cantinued Blood chemistry
Week: 6

Sex Dose level No. of A/G
{mg/xg) animals
Male 0 5 1.42 £+ 0.12
1000 5 1.30 + 0.08
Female t] 5 1.50 £ 0.12
1000 5 1.63 £ 0.05
Mean £ S.D.

Significant difference from control group;

¥

: P=0.05

¥

P=0.01

Exp. No. 4206 (115-124)
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Table 8. -continued Blood chemistry Exp. No. 4206 (115-124)
Week: 6
Sex Dose level No. of Sodium Potassium Ghloride Galcium 1. phosphorus
{mg/kg) animals (mmol /L) (mmo1/L) {mmo1/L) (mg/dL) {mg/dL)
Hale 0 5 144.4 £ 1.2 4.68 + 1.05 106.5 £ 1.2 10.31+ 0.36 7.86 £ 1.37
1000 5 1445+ 1.3 4,37 + 0.37 105.9 £ 1.0 10.29 £ 0.44 7.96 + 0.86
Female 0 143.8 £ 0.8 4.38 + 0.38 107.9 £ 1.8 9.84 + 0.31 6.78 + 0.44
1000 143.2 £ 0.7 4.50+ 0.24 108.5 + 1.1 9.93 + 0.30 6.54 + 0.75
Mean £ S.D.
Significant difference from control group; ¥: P<0.05 ¥+ P<0.01



Le-1

Table 8. -continued Biood chemistry
Week: 6

Exp. No. 4206 (115-124)

Sex Dose level No. of AST ALT ALP Gamma-GTP
{mg/kg) animals (u/L) {u/L) {u/L) (u/L)
Male 0 5 64+ 5 22 & 577 + 64 0.2 01
1000 5 67+ 9 24 & 504 + 78 0.2+ 0.1
Female 0 5 9% £ 34 32+ 22 307 + 46 0.6 £ 0.1
1000 5 79+ 13 29+ 18 342 + 54 0.4 £ 0.1%%
Mean + 8.D.
Significant difference from control group; ¥: P=0.05 **: P<0.01]
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Table 9. Urinalysis Exp. No. 4206 (115-124)
Week: 4
Sex Dose level No. of Valume Specific gravity
{(mg/kg) animals (mL)
Male ] 5 25+ 8 1.039 + 0.012
100 5 29+ 13 1.033 £ 0.011
300 5 20 7 1.057 + 0.017
1000 5 16+ 4 1.061 + 0.008%
Female 0 5 20+ 6 1.035 + 0.008N
100 5 15+ 3 1.043 £ 0.005
300 5 20+ 10 1.042 + 0.023
1000 5 16+ 10 1.048 + 0.017
Mean & S.D.
Significant difference from control group; t: P=0.05 ¥¥: P<0.01

N: Non parametric analysis



Table S. -continued Urinalysis

Exp. No. 4206 (115-124)

Week: 4
Sex Dose level No. of Color pH Occult Blood
{mg/kg) animals 123 456 7 8 91011 55566.577.588.5=9 - #- 1 24 3
Mate ] 5 5 1 4 4 1
100 5 5 T 1 3 4 1
300 5 5 113 4 1
1000 5 5 1 31 5
Female 0 5 4 1 1 3 1 3 1 1
100 5 5 2 3 4 1
300 5 5 1 2 2 4 1
1000 5 5 1 3 1 5

I Golor : 1= Golorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red,
w 8= Brown-black 9= Miiky white, 10= Fluorescent green, 1= Blue.

7= Dark brown,
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Table 9. -continued Urinalysis Exp. No. 4206 (115-124)
Week: 4
Sex Dose leve! No. of Ketones Glucose(g/dL) Protein(mg/dL)
(mg/kg) animals - /- 1+ 2+ 3+ 4+ - 0.? 0.25 0.5 =1.0 - +/- gO 100 =300
Male 0 5 2 3 5 2 3
100 5 1T 1 3 5 2 2 1
300 5 3 2 5 1 1 3
1000 5 1 2 2 5 1 4
Female 0 5 2 5 2 1 1 i
100 5 2 3 5 1 4
300 5 4 1 5 2 2 1
1000 5 1 4 5 T 2 1 1




Table 9.
Week: 4

-continued Urinalysis Exp. No. 4206 (115-124)

Sex Dose level No. of Bilirubin i E
{mg/kg) animals - T 2+ 3 0.11.02.0 4.
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Table 9. -continued Urinalysis : Microscopic examination of sediment Exp. No. 4206 (115-124)
Week: 4
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads others
(mg/ka} animals =TT+ 24734 -1+ ¥+ 3+ - 1+ 2+ 3+ - ¢ -+ - + - ¢
Male 0 5 5 5 5 5 5 3 2 5
100 5 5 5 5 5 5 5 2 3
300 5 5 5 5 5 5 4 1 1 4
1000 5 5 5 5 5 5 4 i 1 4
Female 0 5 5 5 5 5 5 4 1 3 2
100 5 5 5 5 5 5 4 1 5
300 5 5 5 5 5 5 5 2 3
1000 5 5 5 5 5 5 5 14

others : Crystals
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Table 9. -continued Urinalysis

Exp. No. 4206 (115-124)

Week: 6
Sex Dose level No. of Volume Specific gravity
(mg/kg) animals {mL)
Male 0 5 17+ 5 1.052 £ 0.014
1000 18 5 1.052 + 0.016
Female 0 5 13 20 1.048 + 0.011
1000 5 18+ 7 1.040 + 0.016
Mean £ S.D.

Stgnificant difference from
N: Non parametric analysis

caontrael group;

*

: P=0.05 ¥ P=0.01
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Table 5. -continued Urinalysis Exp. No. 4206 (115-124)
Week: 6
Sex Dose level No. of Golor pH Occult Blood
{mg/kg animais 1 2 3 45 6 7 8 91011 55566.577.588.5=29 - #/- 1+ 2+ 34

Male 0 5 5 1 4 5

1000 5 5 5 4 1
Female 0 5 5 2 1 2 5

1000 5 5 2 3 3 2

Golor : Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,

oloriess, 2= Sll?ht yellow,

T:C :
8= Brown-black 9= Wilky white, 10= Fluorescent green, 1= Blue.
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Table 9,

-continued Urinalysis

Exp. No. 4206 (115-124)

Week: 6
Sex Dose [evel No. of Ketones Glucose(?/dL) Protain(mg/dL)
{mg/kg) animals - #+/- 1+ 2+ 3+ 4+ - 0.1 0.250.5 =1.0 - +f- 30 100 =300
Male 0 5 1 4 5 3 1 i
1000 5 2 3 5 1 3 1
Female Q 5 1 4 5 2 3
1000 5 2 3 5 5
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Table 9. -continued Urinalysis Exp. No. 4206 (115-124)
Week: 6
Sex Dose level No. of Bilirubin Urobilinogen(E.U./dL)
mg/kg animals - 1+ 2+ 3% 0.11.02.04.08.0 =12

Male 0 5 5 4 1

1000 5 4 1
Female 0 5 4 1

1000 5 5 3 2
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Table 9.

~continued Urinalysis

: Microscopic examination of sediment

Exp. No. 4206 (115-124)

Week: 6
Sex Dose level No. of Erythrocytes Epith. Cells Fat glob. ¥. threads others
(mg/kg) animals 2 2+ 3 -t -+ - 4+
Male 0 5 5 5
1000 5 5
Female ] 5 5 5
1000 5 5 5

others : Crystals



-1

LALLEE RS B A AR A AW it/ VL LRl g A

Table 10. Organ weight Exp. No. 4206 (115-124)
Week: 4 '

Sex Dose level No. of Body weight Braip Liver Kidneys Spleen
(mg/kg) animals (g) (g) (g) (g (g)
Kale 0 5 350 + 20 2,10+ 0.04 10.23 + 1.36 2.61+ 0.30 0.68 £+ 0.11
100 5 356+ 1 2.08+ 0.07 9.74 £+ 0.54 2.74+ 0.24 0.65 + 0.06
300 5 370+ 25 2.13: 0.08 10.46 + 0.87 2.62+ 0.20 0.65 1 0.06
1000 5 360 + 28 2.14+ 0.10 10.68 + 0.79 2.98+ 0.25 0.65+ 0.10
Female 0 5 212+ 9 1.95+ 0.04 6.03 + 0.23 1.63x 0.1 0.47 + 0.07
100 5 224 + 19 1.9+ 0.05 6.37 + 0.63 1.77 £+ 0.10 0.45+ 0.03
300 5 209 + 22 1.90+ 0.07 5.94 + 0.89 1.76 £+ 0.19 0.47 + 0.04
1000 5 203 ¢+ 15 1.92+ 0.09 5.86 £+ 0.44 1.67+ 0.1 0.43 + 0.09
Hean + §.D.
Significant difference from control group; *: P=0.05 % P=0.01



Table 10. -continued Organ weight Exp. No. 4206 (115-124)
Week: 4

Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymjdes
(mg/kg) animals (mg (g) (mg) (mg) (mg)
Hale 0 5 5+ 5 3.00x 0.0 857 £+ 56 663 ¢+ 18
100 5 61+ 8 2.84+ 0,20 690 + 103 666 + 53
300 5 63+ 12 2.87 £+ 0.18 565 + 125 667 + 25
1000 5 56 + 11 3.03 £+ 0.15 555 + 126 695 + 38
Female 0 5 66+ 5 90 9 483+ T
100 5 63+ 6 83+ 14 444 + 54
300 5 65+ 7 80+ 15 473 + 124
1000 5 65+ 7 78+ 10 424 + 95
Mean + §.D.

Significant difference from control group; ¥ P=0.05 ¥+: p<0.01



7%-1

An-Pyo Lenter

{orgn)

10821 Page 1

Table 10. -continued Organ weight Exp. No. 4206 (115-124)
Week: 6
Sex Dose level No. of Body weight Brain Liver KidneYS Spleen
{mg/kg) animals (g) (g) (g) (9 (q)
Male 0 5 410 ¢ 23 2.10+ 0.09 10.95 + 0.52 2.96 + 0.48N 0.75 ¢+ 0.12
1000 5 392 + 20 2.09+ 0.06 10.60 + 0.54 2.84+ 0.15 0.66 £+ 0.12
Female 0 5 237 ¢+ 30 1.95 ¢+ 0.04 6.44 + 1.16 1.75 + 0.28 0.49 + 0.05
1000 5 230+ 13 1.97 ¢+ 0.07 6.33 + 0.43 1.74 + 0.09 0.43 £ 0.03
Mean £ S.D.
Significant difference from contro! group; ¥ P=0.05 ¥x; P<0.01

N: Non parametric analysis
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Tabie 10. ~gontinued Organ weight Exp. No. 4206 {115-124)
Week: 6

Sex Dose level No. of Adrenals Testes Qvaries Thymus Epididymjdes
{ma/kg) animals mg (g) (mg) (mg) {mg)
Male 0 5 66 + 7 3.18 + 0.17 446 + 54 973 ¢ 61
1000 5 65+ 8 3.00+ 0.16 482 + 121 990 + 60
Female 0 5 67+ 11 80+ 17 497 + 70
1000 5 70+ 9 88+ 7 433 £ 143
Mean + $.D.
Significant difference from control group; ¥: P=0.05 ¥*: P<0.01
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Table 11. Organ weight per body weight Exp. No. 4206 (115-124)
Week: 4

Sex Dose level No. of Body weight Brain Liver Kidneys Spleen
(mo/kg).  animals (o) g t) il %)
Male 0 5 350 &+ 20 0.602 + 0.039 2.918 + 0.241 0.744 t 0.052 0.194 + 0.035
100 5 355 ¢ 11 0.587 + 0.024 2.745 £ 0.147 0.772 + 0.055 0.184 + 0.017
300 S 370 £ 25 0.576 + 0.026 2.827 £ 0.127 0.708 + 0.032 0.176 + 0.020
1000 5 360 £ 28 0.598 + 0.035 2.974 £ 0.130 0.828 + 0.031% 0.180 + 0.022
Female 0 5 212+ 8 0.921 + 0.046 2.850 + 0.082 0.770 + 0.041 0.220 + 0.027
100 5 224 + 19 0.856 + 0.069 2.846 £ 0.230 0.793 + 0.060 0.201 £ 0.012
300 5 209 & 22 0.916 + 0.093 2.832 + 0.136 0.845 + 0.047¢% 0.228 + 0.026
1000 5 203 £ 15 0.950 + 0.080 2.899 £ 0.197 0.823 + 0.020 0.209 + 0.034
Mean + S.D.
Significant difference from control group; . P=0.05 ¥¥: p=<0.01
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Table 11. -continued Organ weight per body weight : Exp. No. 4206 (115-124)
Week: 4

Sex Dose levei No. of Adrenals Testes Ovaries Thymus Epididymides
(ng/kg) aninals %) % (%) (%) 44
Hale 0 5 0.016 £+ 0.001 0.862 + 0.098 0.160 £ 0.021 0.190 £ 0.013
100 5 0.017 £ 0.002 0.801 + 0.063 0.195 + 0.030 0.188 £ 0.010
300 5 0.017 £ 0.003 0.781 + 0.089 0.152 + 0.029 0.181 + 0.014
1000 ) 0.016 + 0.002 0.850 + 0.106 0.153 + 0.026 0.195 + 0.024
Female 0 5 0.031 + 0.002 0.043 + 0.006 0.233 + 0.033
100 5 0.028 + 0.003 0,037 + 0.005 0.199 t 0.027
300 5 0.031 + 0.004 0.038 + 0.004 0.225 £ 0.049
1000 5 0.032 + 0.004 0.039 + 0.003 0.209 £ 0.039
Mean £ §$.D.

Significant difference from control group; ¥: P=<0.05 ¥*: P=<0.00
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Table 11. -continued Organ weight per body weight Exp. No. 4206 (115-124)
Week: 6
Sex Dose level No. of Body wejght Brain Liver Kidneys Spleen
(ng/ka)° aninals (o) ) %) 3 (%)

Male 0 5 410 + 23 0.514 + 0.017 2.675 + 0.073 0.721 £ 0.098 0.183 £+ 0.033

1000 5 392 £+ 20 0.533+ 0.023 2.703 + 0.060 0.726 + 0.046 0.169 & 0.036
Female 0 5 237 + 30 0.835+ 0.098 2.706 £ 0.192 0.736 + 0.033 0.208 + 0.018

1000 5 230 + 13 0.858 £ 0.055 2.750 + 0.092 0.759 + 0.053 0.188 + 0.006%

Mean + S.D.

Significant difference from control group;

*;

P=0.05 ¥*+: P=0.01



Table 11, -continued Organ weight per body weight

Exp. No. 4206 (115-124)

Week: 6
Sex Dose level No. of Adrenals Testes Ovaries Thymus Epididymides
(mg/kg) animals (%) (%) (%) (%) (}A()
Male 0 5 0.016 £ 0.001 0.776 + 0.045 0.109 £ 0.016 0.238 £ 0.010
1000 5 0.016 £+ 0.001 0.766 + 0.038 0.123 £ 0.033 0.253 + 0.023
Female 0 5 0.028 + 0.004 0.033 £ 0.004 0.213 + 0.044
1000 5 0.031 £ 0.004 0.038 + 0.003 0.186 + 0.053
Hean + S.D.

Significant difference from control group;

69-1

1 P=0.05 ¥+ P<0.01
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Table 12. Summary of gross findings with statistical analysis ( 4 Weeks experiment ) Exp. No. 4206 {115-124)
Male animals Female animals
Dose level ( mg/kg ) Am Bm Cm Dm Af Ct Df
No. of animals necropsied 5 5 5 5 5 5 5 5
Organ_______  Findings
URINARY SYSTEM
kidney cyst 1 1 0 0 0 0 0 0
scarred 0 0 0 0 0 0 1 0
INTEGUMENTARY SYSTEM
subcutaneous tissue
mass 0 0 0 0 0 1 0 0
Am: O Bm: 100 Cm: 300 Dm: 1000
Af: 0O Bf: 100 Cf: 300 Df: 1000
Significant difference from control group; ¥ 1P = 0.05 . P < 0.01



Lg-1

Table 12.

-continued Summary of gross f

indings with statistical analysis (

6 Weeks experiment )

Exp. No. 4206 (115-124)

Male animals

Female animals

Dose level { mg/kg ) Am Bm Cm Dm Af Bf Cf Df
No. of animals necropsied 5 0 0 5 5 0 0 5
Organ____ Findings

INTEGUMENTARY SYSTEM

skin ulcer 1] - - 1 0 - - 0
Am: O Bm: 100 Cm: 300 Dm: 1000
Af: O Bf: 100 Gf: 300 Df: 1000
Significant difference from control group; ¥ 1P = 0.05 ¥# ;P =< 0.01



ble 13. Summar% of histological findings Witu o
4 Weeks experiment }

Male animals

Female animars

Jose fevel { mgiky ) Am 8m Cm Dan At Bf ¢t u1
Ne. of animals necropsied 5 5 5 5 5 5 5 5
Organ____ Findings
GARDIQVASCULAR SYSTEM
heart
celiuiar infiltration 1 - - ¢ Y - - ¢
DIGESTIVE SYSTEM
I iver
fatty changs 2 - - 2 4 - - 3
cetllfular intiitration, lymphocyte 0 - - 0 2 - - 1
microgranuioma 5 5 4 - - 5
URINARY SYSTEM
kidney
basophilic tubules 5 - - 4 5 - - 3
ditatation, tubules 1 - - 1 1 - - i
hyaline droplet 4 - - 5 0 - - 0
cellutar infiltration, lymphocyte 1 - - ] 0 - - 0
fibrosis, scar 1 - - 0 0 - - 0
REPRODUGTIVE SYSTEM
testis
=hemangioma 1 - - 0 - - - -
uterus
difatation, lumen - - - - 0 - - 1
Am: O Bn: 100 tm: 300 Dm: 1000
Af: O Bf: 100 Gf: 300 bf: 1000

Significant difference from control group; ¥ P 5 0.05 ¥ P50

.01



£6-1

Table 14, Summary of histological findings ( 4 Weeks experiment ) Exp. No. 4206 (115-124)
Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologicaily 5 0 0 5
Organ_____ Findings 1 2 3 12 3 1 2 3 1 2 3
GARDIOVASGULAR SYSTEM
heart (%) (0 (0) (5)
cellutar infiitration 1 00 - - - - - - 0 0 0
DIGESTIVE SYSTEM
liver (5) {0) (0) (5)
fatty change 2 00 - - 2 0 0
microgranuloma 5 0 0 - - - - 5 0 0
URINARY SYSTEM
kidney (5) (0) (0 (5)
basophilic tubules 5 0 0 - - - - - - 4 0 0
dilatation, tubules 100 - - - - - - 1 00
hyaline droplet 4 00 - - - - - - 5 0 0
cellular infiltration, lymphocyte 1 00 - - - - - - 0 0 0
fibrosis, scar 100 - - - - - - 00 O
1: slight 2: moderate 3. marked

(): NoU of animals examined microscopically at this site.

: Not applicable.
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Table 14.

Sex: Female

-continued Summary of histological findings (

4 Weeks experiment )

ﬂll_ryU vouLles

\NOJv; TvouYg

Uy

Exp. No. 4206 (115-124)

Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 5 5 5 5
No. of animals necropsied 5 5 5 5
No. of animals examined histologically 5 0 0 5
Organ_ Findings 1 2 3 1 2 1 2 3 1 2 3
DIGESTIVE SYSTEM '
liver ( 5) (0 (0) { 5)
fatty change 4 0 0 - - - - - 300
cellular infiltration, lymphocyte 2 00 - - - - i 00
microgranuloma 4 0 0 - - - - 5 0 0
URINARY SYSTEM
kidney (5 (0 (0 ( 5)
basophilic tubules 5 00 - - - 3 00
di fatation, tubules 1 00 - - 1 00
REPRODUGTIVE SYSTEM
uterus (5 (0) (0 ( 5}
dilatation, lumen 000 - - - - - 1 00
1: slight 2: moderate 3: marked

): No. of animals examined microscopical ly at this site,

: Not applicable.
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Table 15.

summary of histological findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4206 (115-124)
Sex: Male
Dose level { mg/kg ) 0 100
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 o
No. of animals examined histologically 5 0 0 0
Organ Findings T 1 2 3 T 1 2 3 T 12 3 T 1 2 3
CARDTOVASGULAR SYSTEM
heart (5) (0 (0
cellular infiltration -1 00 - - - - - - - - - - - -
DIGESTIVE SYSTEM
iver (5 (0 (0
fatty change -2 00 - - -
microgranuloma - 500 - - -
URINARY SYSTEM
kidney (5) (0 (0
basophilic tubules - 500 - - - - - - - - - - - -
dilatation, tubules -1 00 - - - - - - - - - - - -
hyaline dropiet -4 00 - - - - - - - - - - - -
cellular infiltration, lymphocyte -1 040 - - - - - - - - - - - -
fibrosis, scar - 1 0 0 - - 4 - - - - - - - - -
REPRODUGTIVE SYSTEM
testis (5) {0 ( 0)
=hemangioma 1 - - - - e e - - - - - - - - -
T: tumor 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 in dosed and recovery experiments { sacrificed ) Exp. No. 4206 (115-124)
Sex: Wale
Dose level ( mg/kg ) 300 1000
Week 4 week 6 week 4 week 6 week
No. of animals initially in study 5 0 ] 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 0 0 5 0
Organ__ __ Findings T 1 2 3 T 1 2 3 T 12 3 T 1 2 3
GARDJQVASCULAR SYSTEM
heart (0 {5) (0
cellular infiltration - - - - - - - - - 00 O - - - -
DIGESTIVE SYSTEM
Piver (0) (5 (0)
fatty change - - - - - - 2 00 -
microgranuloma - - - - - 500 - -
URINARY SYSTEM
kigney {0 (5) {0)
basophilic tubules - - - - - - - - -4 00 - - - -
dilatation, tubules - - - - - - - - - 100 - - - -
hyaline droplet - - - - - - - - - 500 - - - -
cellular infiltration, Ilymphocyte - - - - - - - - - 00 0 - - - -
fibrosis, scar “- - - - - - - - - 000 - - - -
REPRODUGTIVE SYSTEM
testis (0 ( 5) (0
=hemangioma - - - - - - - - o - - - - - - -
T: tumor 1: slight 2: moderate  3: marked

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

: Not applicable.



Table 15. ~continued Summary of histofogical findings in dosed and recovery experiments ( sacrificed ) Exp. No. 4206 (115-124)
Sex: Female
Dose level ( mg/kg ) 0 100
Week 4 week 6 week 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 0 0 0
Organ_____ _ Findings T 1 2 3 T 1 2 T 2 3 T 1 2 3
DIGESTIVE SYSTEM
liver ( 5) (0 (0
fatty change -4 00 - - - - - -
cellular infiltration, {ymphocyte - 2 00 - - - - - - - - - -
microgranuloma - 400 - - - - - - -
URINARY SYSTEM
kidney {5 (0 (0
basephilic tubules - 500 - - - -
dilatation, tubules 1 00 - - -
REPRODUCTIVE SYSTEM
uterus (5) (0) (0)
dilatation, lumen - 0 00 - - - - - - - - - -
T: tumor 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 histofogical findings in dosed and recovery experiments ( sacrificed } Exp. No. 4206 (115-124)
Sex: Female
Dose level { mg/kg ) 300 1000
Yeek 4 week 6 week 4 week week
No. of animals initially in study 5 0 5 5
No. of animals necropsied 5 0 5 5
No. of animals examined histologically 0 0 5 0
Organ_ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 2 3
DIGESTIVE SYSTEM
liver {0 { 5) (0
fatty change - - - 300 - -
celiular infiltration, lymphocyte - - - - - - - - 100 - - -
microgranufoma - - - 5 0 0 - - -
URINARY SYSTEM
kidney {0 {5) (o)
basophilic tubules - - - - - - 0 0 - -
dilatation, tubules - - - - 1.0 0 - -
REPRODUCTIVE SYSTEW
uterus (0 (5) (0
dilatation, lumen - - - - - = - - - 0 0 - - -
T: tumor 1: slight 2: moderate  3: marked

: No. of animals examined microscopically at this site.

-2 Not applicable.
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