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B3z, RCADEDONL 0> T,
FELLICANRNECR., BEL IEBHMERSCIIEZENBDOoNLE I - 1,

MAEFERE, NEEERE, SIEFERBELSIVCRREERCI. BEL IEBYERSC
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1D MOFWEDOEE BF RE <X7, FREORBAZEAT 3,

B ERILUERIT TReference data 1] ITRL 72,



10.

1)

2

3)

ABRME LU HE

g k)

#HALKLSy b (D)) RREEXF»— LR« N AL2H (BRNEREATTFTHFR
95 ) OERIE1I0R 1484 BBTHBAL 2

BMERINE, RREECOSMIMEL. FR3IF10A23 B 6ERTHRERREL
tTeo YR BOOUHEBICK > TEIMEL, BEAMHBECLVIEBRBELEER TS &
SILERIF LI
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1 HMERSIC, BEIERE (K0 1,000 ng/keBfic MERES 5 T,
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MOUSBANLEFIAFILENT =R« F )T LKER) OHERGTTIHRBRECRT



5)

§)

D

8)

9)

100

1)

®E5HE
HRYMEOREERIEOE L, HBYER I ANVKF Y AFVEITO—-X « F b
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EHEL oo

£ ¥

BB EREREA) o/ VBEBTEKRASE (ARBPRXBAB/NM=BHE
10-11 ) BMBOHMMNBBREXBENI HABS v b« =7 2k (Modified NIH Open
Formula Rat and Mouse Ration) Z{AL 7z,

EREPORBEERYEICET 520ERE TReference data 2] TR L 72,

BRERPOBBYBEOE—  BESK
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HEERIT Figure | I8, £ERBLTRTEIE Table LITFR L 7o

REPRG, BEE INBREIT SO ITRTORBRBE TRTHRED NI o1z, T 1.
BIEHMP, BEEOIHBEBSLC L0100 ag/iiBTREHRIED SHhEH - 1,

BRER
BREERRIZ Teble 2BKY Appendiz 1 IRL 7,
BREPMBIVCHENMEZEL THBEVThORICLERHURIBERINITDI - 1,

k =

EEIE Figure 2, Table 3B & T Appendix 2 R L 720

M ESIBEHEMBLIUCEEREEMEELTVWTMOELHEMTE AL ST, H5HH
d (0~4:8) BXUEHEHED (4~68) OEEEMBICHERTH - 12,

SR A

IR EIE Figure 3, Table 4B XN Appendix 3 IR L 7o,
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BT 300BK L0000 ng/kgB T, B 1 HICHBEBICEBE L TERNENED L 7225,
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BV THMNBERICEBEL TR LY., BFEHBEEORTVWEILTS - 72,

M FERE
MEEREIT Table 5B KT Appendiz 4 2R L 720

BRERTROER
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=7,

BT 100 ng/Re B CTIFRRERFBD L. UV U/ REBRIEML 20, BEEAMEEDOR
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BEHERTROER

HETEIABEL LI g/ B TZ0RB o NEERE - 15,

T L 000 ng/keBET MCHC 2RO L. MHENFRENEDONLS, AT PI Uy
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MAERELERIE Table 6B KT Appendix § IR L 7o
BREPERTHBIVEEZBRRTROREZRICBVT, L o bo v EVERE,
S bo v RS 2AF UBMCBEZERRBD oL -7,

ELERE
EALEBREIE Tedble TB XU Appendix § IR L 2%

BERTHOKSR
BTRIRTOKBRYERSHT AWML, BREGBIVO T T VieBHER
By ohd., BEMC A/CCHBEEERZEYONYT, HBRMERSCERL 2EER
EZZOoNTED otz Ty L 000 ng/kg BTHBBEICERLT (PTHELTr -(TPOEMA
BHohtfcd, BH TERLTE(AT, SHEENABREITVEZZI SN, oM. 100 og
/kg BTHEIRD LA, HESREOTVWEILTH - 2,

TR INTOEBRNERSH Ty (MPORLPBD oY, SENEHORWEARNOME
THoteo TDH. 300 ng/kyg BTHY TLNED L, BREMEOEVELTS -
7o

EEARKTROER
HD 1,000 ng/kgBTHEENHEML, D 1,000 ng/kgBETHN Y TLRED L, B

MEREZEXBD ony EBNEBHOBENDOHETS - 7,

R & &
PREBEEFEEIT Table 8B KU Appendix 7 IR L 720

BRERTROKER
MEEDTXTOREFEECLSVTEMERBD ONT ., HRYERSOHEF U1,

EEHMRTROER
HE#EEDL LI /B LMBREOMTEOH ZREFHRIBD SN L fe,

BEER
BBRERIE Tible 9B XU Appendix § TR L 720
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HHEEHERLERAELAVWTHOBB VW TOLRUETELNED ORI h - 2,
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EEFEETROER

HD 1000 ng/Mg B THRERIEML, HHENCEREDPBED SN LY., BHTEHK T,
BERTRICIBDONULI>AELTHD., BUFNCERBOH L LRIEIONE
- f:o

BBEEER - KER
BBREE - KEHL EXNER) 12 Teble 10 LU Appendiz § ISR L 720

BERTROER
HEEOIRBREZOHIBBRIAD O 12,

EEPERTROER

#D 1,000 ng/kg B TRIFHENERN. /MO 1 000 ng/MeBHTRENEENIEML.
MAFHEBREPBDONLD, VTFhLEBDTERT, RERTRICRBDONLH -
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WERARIE Table 11 HXY Appendix 104z, MEHREIE Table 12 IBXU Appendix 11
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RBERTROHEERIYICB VT, BELIBEINET I -/,

ZOMORBHFRI. WIThLEHCHREORE L -7,
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BHLbDETET 3.

(1) 4L RFR BTEVRETH -1,
(2) BF feffft : WFh /N EREFABFICRTLOT, FORIKHREINLE

EOBEOLDTH-1t, ML DITEVWRERERL 7

HEE : BRANIKAIONIBEDOLDONAEN TH -1, BAEECEBT
BHEPMDIZSICPPHEIU-T2, BTREHIC, BETRFEEOFICEHE
TN,
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WRERBERL
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An-ryo Center (mort) 3014 Page 1

Table 1. Survival and mortality Exp. No. 1839 (115-010)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 1 2 3 4 (%)
Male 0 - 10710 10/10 10/10 10/10 0.0
100 55 5/5 5/5 5/5 0.0
300 55 5/5 5/5 5/5 0.0
1,000 10710 10/10 10/10 10/10 0.0
Female 0 10710 10/10 10/10 10/10 0.0
100 55 5/5 5/5 5/5 0.0
300 55 5/5 5/ 5/5 0.0
1,000 10/10 10/10 10/10 10/10 0.0

Number surviving / Number per group.



An-Pyo Center {mort) o&Ul4 Page 1

Table 1. —continued Survival and mortality Exp. No. 1839 (115-010)
Sex Dose level Weeks of experiment Mortality
(mg/kg) 5 6 (%)
Male 0 5/5 5/5 0.0
1,000 5/5 5/5 0.0
Female 0 5/5 5/5 0.0
1, 000 5/5 5/5 0.0

Number surviving / Number per group.



An-Pyo Center (clob) 8043 bage 1

Table 2. Clinical observation Exp. No. 1839 (115-010)
Sex: Male _
Signs Dose level Weeks of experiment Total
(ne/kg) T Ot TRPergient (1 2 4)
normal /Number per group 0 10/10 10/10 10/10 10/10 10
100 55 5/5 5/5 5/5 5
300 55 5/5 b/5 5/5 5
1,000 10/10 10/10 10/10 10/10 10
sacrificed 0 0 0 0 5 5
100 0 0 0 5 5
300 0 0 0 5 5
1,000 0 0 0 5 5




An-Pyo Center

{clob)

8043 Page 1

Table 2. -continued Clinical observation Exp. No. 1839 (115-010)
Sex: Male
Signs Dose level Weeks of experiment Total
(mg/kg) 5 6 (5 — 6)
normal/Number per group 0 5/5 5/5 5
per & 1,000 5/5 b5/5 5
sacrificed 0 0 5 5
1,000 0 5 5




An-Pyo Center (clob)  3U43 vage Y

Table 2. —continued Clinical observation Exp. No. 1839 (115-010)
Sex: Female
Signs Dose level Weeks of experiment Total
(ng/ke) T Otppergient (1 54)
normal/Number per grou 0 10/10 10/10 10/10 10/10 10
pe P 100 55 5/5 5/5 5/5 5
300 5/5 5/5 5/5 5/5 5
1,000 10/10 10/10 10/10 10/10 10
sacrificed 0 0 0 0 5 5
100 0 0 0 5 5
300 0 0 0 5 5
1,000 0 0 0 5 5
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An-Pyo Center (bodw) 8014 Page 1

Table 3. Body weight Exp. No. 1839 (115-010)
(unit : g )
Sex Dose level  Weeks of experiment
(mg/kg) 0 1 2 3 4

Male 0 138 + 4 198 + 9 255 + 12 299 + 13 347 £ 23

100 138 + 4 198 + 10 249 t 11 29 + 9 337 + 16

300 138 + 6 204 + 8 24 + 8 35+ 9 350 + 14

1,000 138 + 5 202 £ 10 256 + 14 295 ¢ 11 344 + 28

Female 0 119+ 6 161 + 7 18 + 8 : 209 + 15 228 + 15

100 119+ 6 153 + 7 175 + 8 196 + S 221 £ 11

300 119+ 5 156 + 10 175 + 18 192 + 17 211 +24

1,000 119+ 5 158 + 7 182 + 10 202 + 13 225 + 16

Mean + S.D.
Significant difference from control group; *: P<0.05 x: P<(0.01
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Table 3. -continued Body weight Exp. No. 1839 (115-010)
{(unit : g)
Sex Dose level Gain

(ng/kg) 00— 4)

Male 0 209 + 21

100 199 + 14

300 213 + 12

1,000 206 + 29

Female 0 109 + 14

100 103 + 13

300 92 + 21

1,000 106 + 17

Mean +S.D

Significant difference from control group; *: P<0.05 **x: P<0.01
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Table 3. -continued Body weight Exp. No. 1839 (115-010)
(unit : g )
Sex Dose level Weeks of experiment Gain
(mg/kg) 5 6 (4 — 6)
Male 0 394 + 30 420 + 32 65 + 11
1,000 386 + 34 411 + 37 60 + 18
Female 0 240 + 21 246 + 25 22+ 9
1,000 239 + 21 246 + 22 18+ 3

Mean + S.D.
Significant difference from control group; *: P<0.05 = P<0.01
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Figure 3. Food consumption
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Table 4. Food consumption Exp. No. 1839 (115-010)
, ( unit : g/week )
Sex Dose level Weeks of experiment Total
{ng/kg) 1 2 3 4 0 — 4)
Male 0 151 + 6 169 £+ 9 181 + 9 181 + 17 681 + 36
100 157 + 13 166 + 17 178 + 10 168 + 16 669 + 52
300 157+ 9 177 + 6 183 + 6 1713+ 7 690 + 21
1,000 156 + 15 172 + 16 178 + 12 188 + 20 694 + 50
Female 0 124 + 6 128 + 8 136 + 10 130 + 9 518 + 26
100 115+ 9 122 + 11 127 + 4 123 + 8 487 + 20
300 112 &+ 9#x 117 £ 12 123 + 10 116 + 13 468 + 40*=
1,000 116 + 6% 123+ 9 134 + 10 128 + 12 501 + 31
Mean + S.D.

Significant difference from control group; x: P<0.05 *x: P<0.01
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Table 4.  -continued Food consumption Exp. No. 1839 (115-010)
(unit : g/week )
Sex Dose level Weeks of experiment Total
(mg/kg) 5 6 (5 — 6)
Male 0 200 + 8 184 + 12 384 + 16
1,000 195 + 21 182 + 21 378 + 37
Female 0 142 + 13 121 + 17 23 + 28
1,000 141 £ 10 123 + 14 264 + 23
Mean + S.D.
Significant difference from control group; *: P<0.05 «x: P<0.01
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Table 5. Hematology Exp. No. 1839 (115-010)
Week: 4
Sex Dose level  No. of HCT HGB RBC My MCH MCHC
(mg/kg) animals (%) (g/d1) (%10%/mx”) (i) (pR) (%)
Male 0 5 47.2 + 1.8 14.1 £ 0.5 7.47 + 0.46 63.3 + 2.2 18.9 £ 0.7 29.8 + 0.6
100 5 47.2 £+ 1.3 13.9 £ 0.3 7.40 +0.29 63.9 + 2.2 18.8 + 0.7 295+ 0.3
300 5 47.1 £ 0.7 13.9 £ 0.4 7.42 £0.20 63.5 + 1.2 18.7 £ 0.5 29.5 + 0.5
1,000 5 47.9 £ 1.0 14.3 £ 0.4 7.63 £ 0.25 62.9 + 1.7 18.7 £ 0.4 29.8 + 0.4
Female 0 5 47.4 + 1.2 14.0 £ 0.2 7.68 +0.18 61.8 + 0.5 18.2 + 0.3 29.5 + 0.6
100 5 47.7 + 2.3 14.1 £ 0.7 7.63 +£0.35 62.5 + 1.6 18.4 £ 0.5 29.5 + 0.6
300 5 47.4 + 2.0 13.9 £+ 0.6 " T7.72 £0.27 61.5 £ 1.6 18.0 £ 0.5 29.3+ 0.3
1,000 5 47.4 £ 1.4 13.6 + 0.5 7.54 £ 0.40 62.9 + 1.9 18.1 + 0.7 28.8+ 0.4

Mean +8.D.
Significant difference from control group; *: P<0.05 *=x: P<0.01
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Table 5. -continued Hematology : Exp. No. 1839 (115-010)
Week: 4
Sex Dose level  No. of PLT WBC Differential leukocyte counts (%)
(mg/kg) animals (x10°/un’) (x10°/pn’) NEUT LYMPH MONO BASO LuC
Male 0 5 117 + 72 101 £ 2.2 12+ 3 8+ 3 120 1+ 0 0+ 0 1+ 0
100 5 1074 + 8 7.1 £+ 1.3% 13+ 4 84+ 5 1+ 0 2+ 1 0+ 0 0+ 0
300 5 1175 + 64 10.8 + 2.4 14+ 5 81+ 4 1+1 1+ 0 0+ 0 1+ 1
1,000 5 1192 + 66 9.1+ 0.9 13+ 3 84 t+ 3 1+ 0 1+ 0 0+ 0 0+ 0
Female 0 5 1191 + 69 51+ 1.1 16 + 5 82+ 5 1+ 0 1+ 1 0+ 0 0+ 0
100 5 1098 + 82 6.2 + 1.5 8+ 3#x 90 + 4%+ 1+ 1 1+ 1 0+ 0 0+ 0
300 5 1189 + 63 49 + 1.4 16 + 2 82+ 2 1+ 0 2+ 1 0+ 0 0+ 0
1,000 5 1125 + 91 4.0+ 0.4 17+ 3 80 t+ 3 1+ 0 2+ 1 0+ 0 0+ 0

LUC: Large unstained cells
Mean +S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Exp. No. 1839 (115-010)

Table b. -continued Hematology
Week: 6
Sex Dose level  No. of HCT HGB RBC MCV MCH MCHC
(mg/kg) animals (&) (g/d1) (x10°/un’) (4a’) (pg) (%)
Male 0 5 4.7 +1.9 14.3 £ 0.5 7.65 +0.12 58.4 + 2.1 18.7 £ 0.5 32.1 £+ 0.5
1,000 5 45.8 +1.3 14.4 £ 0.3 7.82 +0.26 58.7+ 3.0 18.4 £ 0.8 31.4 £ 0.4
Female 0 5 45.7+1.0 14.5 £+ 0.3 7.71 +0.10 5.3+ 0.8 18.7 £ 0.3 31.6 £+ 0.2
1,000 5 44.9 £+ 1.5 14.0 £ 0.4 7.57T £+ 0.24 59.3 + 1.2 18.5 £ 0.3 31.2 + 0.3%
Mean + S.D.
Significant difference from control group; *: P<0.05 *+: P<0.01
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Table 5. —continued Hematology Exp. No. 1839 (115-010)
Week: 6 | ‘
Sex Dose level  No. of PLT WBC Differential leukocyte counts (¥)
(mg/kg) animals (310°/mr’) (x10°/wn’) NEUT LYMPH MONO EOSN BASO LUC
Male 0 5 1157 + 53 11.8 + 1.6 13+5 8315 21+ 1 1+ 0 0+ 0 1+ 0
1,000 5 1087 + 107 1221 £ 3.0 12+ 3 8+ 4 2+ 1 1+ 1 0+ 0 1+ 0
Female 0 5 1095 £ 105 6.2+ 1.9 15+ 6 82+ 17 1+ 1 1+ 1 0+ 0 0+ 1
1,000 5 1203 + 63 6.8+ 0.7 67 80 7 1+ 0 2+ 1 0+ 0 0+ 0

%gr:l Ifggg unstained cells
Significant difference from control group; *: P<0.05  *«: P<0.01
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Table 6. Coagulation Exp. No. 1839 (115-010)
Week: 4

Sex Dose level  No. of PT
(mg/kg) animals (sec.) (sec.)
Male 0 5 15.5 £ 0.7 24.4 +1.3
100 5 15.0 £ 0.3 24.4 £+ 1.8
300 5 14.8 £ 0.2 24.4 + 1.7
1,000 5 15.4 £0.7 23.4 £ 1.7
Female 0 5 15.5 + 0.4 21.5+1.8
100 5 15.7 £0.2 21.8 + 1.4
300 5 15.3 £ 0.2 21.1 £ 1.7
1,000 5 15.9 £ 0.5 19.9 £+ 1.2

Mean + S.D.
Significant difference from control group: *: P<0.05 **x; P<0.01
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Table 6. -continued Coagulation Exp. No. 1839 (115-010)
Week: 6
Sex Dose level No. of
(mg/kg) animals (sec.) (sec.)

Male 0 5 15.5 £ 0.6 23.7 £ 2.1

1,000 5 15.4 £ 0.7 25.5 + 1.7
Female 0 5 16.0 £ 0.8 21.6 £ 0.7

1,000 5 16.9 + 0.6 22.6 +1.9

Mean + S.D.
Significant difference from control group; *; P<0.05 **x: P<0.01
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Table 7. Blood chemistry Exp. No. 1839 (115-010)
Week: 4
Sex Dose level No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/d1) (mg/dl) (mg/d1) (g/dl) (g/dl)
Male 0 5 12.5 ¢+ 3.0 0.68 + 0.05N 47 + 12 5.22 +0.20 2.7 +£0.11 1.15 + 0.06
100 5 1.1+ 1.4 0.68 £+ 0.01 45 + 14 5.32 +0.21 2.96 £ 0.14 1.26 £ 0.05%=
300 5 1.4 + 2.4 0.68 + 0.05 43 + 8 5.19 £+ 0.16 2.92 £0.10 1.29 + 0.05#=
1,000 5 11.9 ¢+ 3.6 0.70 +0.07 47 + 16 5.19 £+ 0.13 2.89 + 0.08 1.26 + 0.04#=
Female 0 5 13.4 ¢+ 1.4 0.67 £ 0.04 53 +12 5.88 +0.19 3.4510.14 1.42 £ 0.07
100 5 13.9 ¢+ 3.2 0.60 + 0.04 51 + 12 5.81 +0.28 3.40 £ 0.14 1.41 £ 0.08
300 5 14.3 ¢+ 5.1 0.61 £ 0.02 59+ 17 5.88 1+ 0.16 3.45 £0.15 1.43 £ 0.06
1,000 5 12.4 + 2.9 0.60 + 0.08 66 + 13 5.64 £ 0.12 3.26 + 0.06 1.38 £ 0.06

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 Blood chemistry . Exp. No. 1839 (115-010)
Week: 4

Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Ganwa-GTP
(mg/kg) animals (mg/dl) (mg/dl1) (/1) U/ u/n Uus/1)
Male 0 5 134 + 6 37.6 + 5.2 57+ 5 13+ 2 138 + 45 0.1 £0.1
100 5 120 + 9+ 4.1 + 8.8 51+ 6 12 160 + 68 0.4 £0.3
300 5 120 + 8 42.2 ¢+ 5.0 54t 6 11+ 3 140 + 26 0.2 0.3
1,000 5 138+ 9 41.4 £ 12.9 91+ 8 17 + 2« 154 + 56 0.9 % 0.3
Female 0 5 131 £ 13 30.2 + 6.9 52+ 8 14+ 1 103 + 12 1.0 £0.3
100 5 120 £ 17 28.7 + 4.1 9+ 7 13+ 4 118 + 40 0.3 £ 0.4%=
300 5 141 + 12 29.6 + 4.3 45+ 4 12+ 4 125 + 22 0.3 £ 0.4+«
1,000 5 134 + 10 28.9+ 2.9 49+ 6 17+ 5 9% + 25 0.3 £ 0.2#x

Mean + S.D.
Significant difference from control group; *: P=0.05 **: P<0, 01
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Table 7. -continued Blood chemistry Exp. No. 1839 (115-010)

Week: 4
Sex Dose level No. of Sodium Potassium Chloride Calcium I. phosphate
(mg/kg animals {(m mol/1) (m mol/1) (m mol/1) (mg/d1) (mg/dl)
Male 0 5 141.7 £+ 1.3 4.84 +0.18 106.1 £ 1.1 9.30 +0.12 7.41 £0.70
100 5 143.1 £+ 0.5 4.74 +£0.32 107.6 £ 0.9 9.32 £0.14 7.27 £ 0.37
300 5 142.6 + 1.2 4.57 £0.10 108.5 £+ 1.4 9.4 +0.14 7.24 £ 0.45
1,000 5 141.9 + 1.1 4.91 +0.30 108.2 + 2.3 9.30 £ 0.25 7.23 £ 0.55
Female 0 5 141.9 + 1.0 4.49 +0.18 107.7 £ 2.3 9.68 +0.16 6.60 + 0.62
100 5 142.0 £ 0.9 4.56 +0.17 108.9 + 0.9 9.62 +0.15 7.00 £ 0.31
300 5 142.3 £ 0.8 4.05 1 0.15#« 109.0 £+ 1.9 9.67 +0.20 6.32 + 0.59
1,000 5 141.5 £ 0.8 4.46 £ 0.18 109.9 + 0.6 9.51 +0.27 6.44 £ 0.25
Mean # S.D.
Significant difference from control group; *: P<0.05 *x: P<0.01
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Table 7. -continued Blood chemistry Exp. No. 1839 (115-010)
Week: 6
Sex Dose level  No. of BUN Creatinine T. cholesterol T. protein Albumin A/G
(mg/kg) animals (mg/d1) (mg/dl) (mg/d1) (g/dl) (g/dl)
Male 0 5 12.1 + 0.6N 0.63  0.06 51+ 9 5.41 £ 0.15 2.93 +0.06 1.18 £ 0.03
1,000 5 13.6 + 2.7 0.67 £ 0.06 45 + 12 5.36 £ 0.10 2.94 £ 0.09 1.21 £ 0.06
Female 0 18.3 £ 5.5 0.70 t 0.06 49+ 9 5.88 +0.26 3.47 £ 0.24 1.44 £ 0.10
1,000 5 15.8 + 2.3 0.64 + 0.05 44 +13 5.69 £ 0.19 3.19 £+0.15 1.28 +0.11
Mean 1 S.D.
Significant difference from control group;  *: P<0.05  *+: P<0.01

N: Non parametric analysis
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Exp. No. 1839 (115-010)

Week: 6
Sex Dose level  No. of Glucose Triglyceride GOT GPT ALP Gamma-GTP
(mg/kg) animals (mg/dl) (mg/d1) (/1) (U/1) (U/1) (U/1)

Male 0 5 155 + 12 51.8 £ 17.9N 2+ 4 10+ 1 121 + 23 0.1 £0.2
1,000 5 143 + 8 49.9 + 5.1 37+ 8 10+ 2 123 + 28 0.1 0.1

Female 0 5 119+ 9 33.6 + 5.8 57 + 23N 29 + 26N 81.+ 20 0.4 £0.2
1,000 5 121 £17 34.2 £+ 5.7 3+ 6 10 2 81+ 21 0.6 £ 0.5

Mean 1 S.D

Significant difference from control group;

N: Non parametric analysis

*: P<0.05  =x: P<0.01
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Table 7. -continued Blood chemistry
Week: 6
Sex Dose level  No. of Sodium Potassium Chloride Calcium I. phosphate
{mg/kg animals (m mol/1) (m mol/1) (m mol/1) (mg/dl) (mg/d1)
Male 0 5 142.1 £+ 1.7 4.62 +£0.20 106.4 + 1.5 9.23 +0.18 6.91 + 0.23
1,000 5 143.1 £+ 1.5 4.54 £ 0.36 108.7 +1.2¢ 9.27 £ 0.16 6.64 +0.29
Female 0 5 142.0 + 0.7 4.40 £ 0.16 108.6 + 1.0 9.37 £+ 0.16 5.33 £ 0.54
1,000 5 141.6 £ 0.5 4.27 +0.12 109.3 + 0.9 9.14 + 0.13% 5.14 £ 0.49
Mean + S.D.
Significant difference from control group; *: P<0.05 =: P<0,01

rdage
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Table 8. Urinalysis Exp. No. 1839 (115-010)
Week: 4
Sex Dose level No. of Volume Specific Gravity
(mg/kg) animals (ml)
Male 0 5 8+ 2 1.052 + 0.008
100 5 8+ 2 1.053 £ 0.010
300 5 8+ 2 1.053 + 0.004
1,000 5 8+ 2 1.052 + 0.009
Female 0 5 6+ 2 1.061 + 0.009
100 5 5+ 1 1.075 £ 0.012
300 5 4+ 1 1.085 + 0.024
1,000 5 41+ 1 1.082 £ 0.027
Mean + S.D

Significant difference from control group; *: P<0.05  #=x: P<0.01
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Table 8. -continued Urinalysis Exp. No. 1839 (115-010)
Week: 4l
Sex Dose level  No. of Color Turbidity pH
(mg/kg) animals 1234561738 91011 Clear Muddy 55566.57175885 =9
Male 0 5 5 4 1 1 2 2
100 5 4 1 5 12 2
300 5 5 5 5
1,000 5 5 5 3 2
Female 0 5 5 5 1 4
100 5 5 5 3 2
300 5 3 2 5 2 3
1,000 5 4 5 2 3

Color : 1= Colorless, 2= Slifht yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue.



An-Pyo Center (ctql) 8043 vage ¢

Table 8. -continued Urinalysis Exp. No. 1839 (115-010)
Week: 4
Sex myel ggimgfs Ooguli:/}élti)gd 2+ 3+ Ket_:ong.;_ 1+ 2+ 3+ 4+ Gh_]oosg (f/d(I))ZS 0.5 =21.0
Male 0 5 5 4 1 5
100 5 5 2 3 5
300 5 5 4 1 5
1,000 5 4 1 1 4 5
Female 0 5 5 3 2 5
100 5 5 2 3 5
300 5 5 2 3 5
1,000 5 5 2 3 5
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Table 8. —-continued Urinalysis Exp. No. 1839 (115-010)
Week: 4
Sex Dcﬁg/ll‘gyel No. of Protein (ag/dl) Bilirubin Urobilinogen (E.U. 7dl)
animals +/- 30 100 2300 1+ 2+ 3+ 0.11.02.04.080 =12
Male 0 5 4 1 2 3 5
100 5 3 2 2 3 5
300 5 3 2 3 2 5
1,000 5 2 3 1 4 5
Female 0 5 4 1 1 4 5
100 5 2 3 5 5
300 5 1 2 2 1 4 5
1, 000 5 2 2 1 1 4 5
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Table 8. —continued Urinalysis : Microscopic examination of sediment Exp. No. 1839 (115-010)
Week: 4
Sex Dose level No. of Erythroc Leukocytes ith. Cells Casts Fat glob. M. threads
(mg/kg) animals Ew1:+ 2+y§$s - 1+ 2+ 3+ EE 1+ 2+ 3+ - 1+ 2+ 3+ i + - +
Male 0 5 5 2 3 5 5 5 5
100 5 5 5 5 5 5 5
300 5 5 5 5 5 5 5
1,000 5 4 1 2 3 5 5 5 5
Female 0 5 5 3 2 5 5 5 5
100 5 5 4 1 5 5 5 5
300 5 5 2 21 5 5 5 5
1,000 5 5 2 3 5 5 5 5
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Table 8. -continued Urinalysis : Microscopic examination of sediment Exp. No. 1839 (115-010)
Week: 4

Sex Dose level  No. of others
(mg/kg) animals -+
Male 0 5 5
100 5 5
300 5 5
1,000 5 5
Female 0 5 5
100 5 5
300 5 5
1,000 5 5
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Table 8. -continued Urinalysis Exp. No. 1839 (115-010)
Week: 6
Sex Dose level No. of Volume Specitic Gravity
(mg/kg) animals (ml)
Male 0 5 8+ 2 1.071 + 0.016
1,000 5 7T+ 2 1.076 + 0.018
Female 0 5 4+ 2 1.104 £ 0.035
1,000 5 5+ 3 1.084 + 0.021
Mean + S.D. .
Significant difference from control group; *: P<0.05 *: P<0.01
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Exp. No. 1839 (115-010)

Table 8. -continued Urinalysis
Week: 6
Sex Dose level No. of Color Turbidity pH
(mg/kg) animals 123 456178 91011 Clear Muddy 555665775885 =9

Male 0 5 5 5 1 4

1,000 5 5 5 4 1
Female 0 5 5 5 11

1,000 5

Color : 1= Colorless, 2= Slight yellow, 3= Yellow-brown, 4= Red, 5= Red-brown, 6= Dark red, 7= Dark brown,
8= Brown-black 9= Milky white, 10= Fluoresent green, 11= Blue. ‘
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Exp. No. 1839 (115-010)

Table 8. —-continued Urinalysis
Week: 6
Sex Dose level No. of Protein (mg/dl) Bilirubin Urobilinogen (E. U. /dl)
(mg/kg) animals 0 100 =300 - 1+ 2+ 0.11.02.04.08.0 212
Male 0 5 1 3 1 1 4
1,000 5 1 3 1
Female 0 5 2 3
1,000 5 3 1
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Table 8. —continued Urinalysis : Microscopic examination of sediment Exp. No. 1839 (115-010)
Week: 6
Sex Dose level No. of Erythrocytes Leukocytes Epith. Cells Casts Fat glob. M. threads
(mg/kg) animals - 1+ 2+ 3+ ~ 1+ 2+ 3+ - 1+ Zf 3+ - 1+ 2+ 3+ ~ o+ - +
Male 0 5 5 5 5 5 5
1,000 5 5 5 5 5 5 5
Female 0 5 5 5 5 5 5 5

1,000 5 5 2 3 5 5 5 5
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Table 9. Organ weight - Exp. No. 1839 (115-010)
Week: 4
Sex Dose level No. of Body Weight Brain Liver » Kidneys Spleen
(ng/kg) animals (®) (®) (g) (g (g)
Male 0 5 338 +21 2.02 + 0.05 10.03 + 1.18 2.86 + 0.37 0.64 + 0.07
100 5 337 £ 16 2.00 + 0.08 9.63 + 1.13 2.7 + 0.31 0.57 + 0.08
300 5 350 + 14 2.00 £ 0.06 9.80 + 0.66 2.72 + 0.26 0.63 + 0.07
1,000 5 337 £33 1.99 + 0.13 9.65 + 1.37 2.69 + 0.49 0.56 + 0.05
Female 0 5 233 + 14 1.91 £ 0.09 6.71 + 0.64 1.81 + 0.21 0.44 + 0.09
100 5 221 ¢ 11 1.85 ¢+ 0.08 6.26 + 0.37 1.81 + 0.05 0.46 + 0.10
300 5 211 + 24 1.91 + 0.10 6.28 + 0.80 1.82 + 0.13 0.33 + 0.03
5 221 £ 12 1.91 + 0.08 6.42 + 0.36 1.75 £ 0.20 0.41 + 0.06

1,000

Mean + S.D.
Significant difference from control group; . P<0.05 =x: P<0.01



Table 9. -continued Organ weight
Week: 4
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Exp. No. 1833 (115-010)

Sex Dose level  No. of Adrenals Testes Qvaries
(mg/kg) animals (mg) (® (mg)
Male 0 5 54+ 3N 2.88 + 0.20
100 5 54 + 4 2.93 + 0.07
300 5 55+ 10 2.80 + 0.21
1,000 5 54 + 11 2.98 + 0.15
Female 0 5 64 + 4 84 + 10
100 5 66 + 10 81t 15
- 300 5 65+ 6 80 + 13
1,000 5 66 + 7 92+ 11

Mean * S.D.
Significant difference from control group;
: Non parametric analysis

*: P<0.05 *x; P<0.01
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Exp. No. 1839 (115-010)

Table 9. -continued Organ weight
Week: 6
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
(mg/kg) animals (8) (8) (8) (g (8)
Male 0 5 420 + 32 2.07 + 0.07 12.34 + 1.68 3.23 ¢+ 0.28 0.69 + 0.13
1,000 5 411 + 37 2.17 + 0.07« 12.02 + 1.66 3.05 + 0.51 0.68 + 0.12
Female 0 5 246 + 25 1.99 + 0.01N 6.45 + 0.49 1.87 £+ 0.17 0.45 + 0.05
1,000 5 246 + 22 1.98 + 0.06 - 6.59 &+ 0.59 1.83 + 0.14 0.49 + 0.04
Mean + S.D.
Significant difference from control group; *: P<0.05 =*; P<0.01

N: Non parametric analysis
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Table 9. -continued Organ weight Exp. No. 1839 (115-010)

Week : 6
Sex Dose level  No. of Adrenals Testes Ovaries
(mg/kg) animals (mg) ® (mg)
Male 0 5 55+ T 3.19 + 0.27
1, 000 5 61+ 3 3.19 + 0.51
Female 0 5 72 + 4 92 + 13N
1,000 5 st 7 90 + 4

Mean + S.D.
Significant difference from control group; *: P<0.05 **x: P=50.01
N: Non parametric analysis ,
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Table 10. Organ weight per body weight Exp. No. 1839 (115-010)
Week: 4
Sex Dose level  No. of Body Weight Brain Liver Kidneys Spleen
(ng/kg) animals (g) (%) (%) (%y (%)
Male 0 5 338 + 21 0.600 + 0.044 2.957 + 0.177 0.842 + 0.059 0.188 + 0.016
100 5 337 + 16 0.595 + 0.040 2.853 + 0.227 0.817 + 0.063 0.170 + 0.028
300 5 350 + 14 0.572 + 0.038 2.794 +0.103 0.774 + 0.056 0.180 + 0.017
1,000 5 337 £ 33 0.593 + 0.051 2.855 + 0.193 0.793 + 0.082 0.168 + 0.013
Female 0 5 233 + 14 0.821 + 0.019N 2.881 +0.190 0.777 + 0.058 0.187 + 0.031
100 5 221 + 11 0.837 + 0.063 2.829 £ 0.105 0.818 + 0.028 0.209 £ 0.038
300 5 211 + 24 0.914 + 0.094 2.970 + 0.104 0.865 + 0.074 0.180 + 0.011
1,000 5 221 + 12 0.864 + 0.027 2.909 + 0.183 0.790 + 0.054 0.185 + 0.016

Mean + S.D.
Significant difference from control group; x: P<0.05 »*: P<0.01

N: Non parametric analysis
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Exp. No. 1839 (115-010)

Week: 4
Sex Dose level  No. of Adrenals Testes Qvaries
(mg/kg) animals (%) (%) (%)
Male 0 5 0.016 + 0.001 0.851 + 0.058
100 5 0.016 + 0.001 0.871 +0.024
300 5 0.016 + 0.003 0.803 + 0.090
1,000 5 0.016 + 0.003 0.889 + 0.072
Female 0 5 0.028 + 0.002 0.036 + 0.003
100 5 0.030 + 0.006 0.037 + 0.008
300 5 0.031 £ 0.005 0.038 + 0.006
1,000 5 0.030 + 0.004 0.042 + 0.005

Mean t S.D.
Significant difference from control group;

*: P<0.05  ==: P<0.01
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Table 10. -continued Organ weight per body weight Exp. No. 1839 (115-010)
Week: 6
Sex Dose level No. of Body Weight Brain Liver Kidne¥5 Spleen
(mg/kg) animals (8) (%) (% (%)
Male 0 5 420 32 0.494 £ 0.030 2.933 +0.189 0.771 £ 0.049 0.163 + 0.021
1,000 5 411 + 37 0.531 £ 0.042 2.917 + 0.211 0.738 + 0.067 0.165 + 0.021
Female 0 5 246 + 25 0.818 + 0.081 2.633 + 0.090 0.762 + 0.049 0.185 + 0. 009
1,000 5 246 + 22 0.808 + 0.052 2.678 £ 0.168 0.744 t 0.055 0.197 + 0.005%
Mean + S.D.
Significant difference from control group; x; P<0.05 **: P<0.01
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Table 10. -continued Organ weight per body weight
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Exp. No. 1839 (115-010)

Week: 6
Sex Dose level  No. of Adrenals Testes Ovaries
(ng/kg) animals (%) (%) (%)

Male 0 5 0.013 £ 0.001 0.762 + 0.072
1,000 5 0.015 + 0.001= 0.774 £ 0.080

Female 0 5 0.030 + 0.005 0.037 + 0.003
1,000 5 0.031 + 0.004 0.037 + 0.003

Mean + S.D

Significant difference from control group;  =:

P<0.05 =*+: P<0.01
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Table 11. Summary of gross findings ( sacrificed at 4 Week ) Exp. No. 1839 (115-010)
Sex: Male
Dose level { mg/ke ) 0 100 300 1, 000
No. of animals necropsied 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
small intestine '
deformed 0 0 0 1
URINARY SYSTEM
kidney dilated pelvis 0 0 1 0
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Exp. No. 1839 (115-010)

Sex: Female
Dose level ( mg/kg ) 0 100 300 1,000
No. of animals necropsied 5 5 5 5
Organ Findings
DIGESTIVE SYSTEM
stomach thick 0 0 0 1
liver malformative nodule 0 0 0 1
white patch/zone 0 i 0 0
REPRODUCTIVE SYSTEM
uterus dilated lumen 0 0 1 0
ENDOCRINE SYSTEM
pituitary gland
cyst 0 0 0 1
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Exp. No. 1839 (115-010)

Dose level ( mg/ke ) 0 100 300 1,000
No. of animals necropsied 5 0 0 5
Organ Findings

DIGESTIVE SYSTEM

liver white patch/zone 0 - - 1
URINARY SYSTEM

kidney scarred 0 - - 1
ENDOCRINE SYSTEM

pituitary gland 0

cyst 1
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Table 12. Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 1839 (115-010)
Sex: Male
Dose level ( mg/kg ) 0 100 300 1,000
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 3 1 2 3 1 2 3
CARDIOVASCULAR SYSTEM
heart { b) {0 ( 0) {5)
granulation 2 00 - - - - - - 0 0O
DIGESTIVE SYSTEM
liver { 5 (0 (0) (5
fatty change 4 0 0 - - - - - - 4 00
granulation 500 - - - - - 4 00
URINARY SYSTEM
kidney . ( 5) (0 (0 (5)
basophilic change 500 - - - - - - 4 00
deposit of calcium 4 00 - - - - - - 3 00
eosinophilic_body 584 0 - - - - - - 500
hyahne droplet 0 00 - - - - - - 100
anulation 1 00 - - - - - - 1 00
etal glomerulus 2 00 - - - - - - 2 00
ENDOCRINE SYSTEM
adrenal gland . ( 5) (0 (0 (5)
vacuolic change 30090 - - - - - - 3 00

1: slight  '2: moderate 3: marked
(): No. of animals examined microscopically at this site.
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Table 12. -continued Summary of histological findings ( sacrificed at 4 Week ) Exp. No. 1839 (115-010)
Sex: Female
Dose level (mg/kg ) . 0 100 300 1,000
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 3 1 2 3 1 2 3
DIGESTIVE SYSTEM
liver ( 5) { 0) (0) (5)
fatty change 4 0 0 - - - - - - 300
ﬁranulat:lon . 500 - - - - - - 500
epatodiaphragmatic nodule 0 00 - - - - - - 1 00
URINARY SYSTEM
kidney basophilic chang ( 5) 30 0 {0) ( 0) (5 10 0
. ilic ¢ e - - - - - -
deposit of calcium 300 - - - - - - 2 00
granulatlon 1 0 0 - - - - - - 0 0 0
etal glomerulus 0 00 - - - - - - 1 00

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