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Subacute Dermal Toxicity Study of Sangmosu in Rats
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Abstract — Subacute toxicity study was performed in Sprague-Dawley rats after daily dermal admin-
istration of Sangmosu (0.2, 1.0 and 5.0 g/kg) for one month. There were no clinical signs and pathological
changes compared with control group. Body weights were not significantly changed between control and
Sangmosu treatment groups. In histopathological examinations, there were some pneumonia in lung tis-
sues at all groups of Sangmosu treatment including control, but it was not considered to be caused by Sang-
mosu. These results suggest that Sangmosu does not induce any significant subacute dermal toxicities in
Sprague-Dawley rats.

Keywords [ ] Sangmosu, subacute toxicity.
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Table II - Mortality of Sprague-Dawley rats dermally treated with Sangmosu for 30 days

S Dosage Weeks Final
- ke 0 1 2 3 1 Mortality
IControl 0/10 0/10 110 0/9 0/9 /10

0.2 0/10 0/10 0/10 0/10 0/10 0/10

Male 1.0 0/10 0/10 010 0/10 0/10 0/10
5.0 0/10 0/10 0/10 0/10 0/10 0/10

Contro 10/10 0/10 0/10 /10 /10 0/10

Pl 0.2 0/10 0/10 0/10 0/10 0/10 0/10
emale 1.0 0/10 0/10 0/10 0/10 010 - 0/10
5.0 0/10 0/10 0/10 110 0/9 V10

'Control : treated with distilled water.
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Table IIT - Clinical signs of Sprague-Dawley rats dermally treated with Sangmosu for 30 days
Animal numbers with clinical signs
Dosage
hr weeks
Sex (kg (hr) ( )
12 24 48 1 2 3 4
!Control /10 0/10 0/10 0/10 **1/10 09 0/9 0/9
0.2 *O/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Male 1.0 0/10 0/10 /10 0/10 0/10 0/10 0/10 0/10
5.0 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
Control /10 /10 0/10 0/10 /10 /10 0/10 0/10
Fernal 0.2 0/10 0/10 /10 0/10 0/10 0/10 0/10 0/10
emaie 1.0 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10
5.0 0/10 0/10 0/10 0/10 1/10 0/9 09 09
'Control : treated with distilled water.
* /10 means no clinical signs were observed in 10 animals treated with Sangmosu.
** 1/10 means body weight loss was observed in 1animal of 10 animals treated with Sangmosu.
Table IV — Body weight changes of Sprague-Dawley rats dermally treated with Sangmosu for 30 days
Sex Dosage Days
(g/ke) 0 3 6 9 13 16 20 23 27 30
IControl Mean 2020 2252 2244 2298 2549 2623 2656 2756 280.3 282.9
on D 6.75 10.25 18.30  29.84  14.67 1743 1440 1768 17.39 18.97
0.2 Mean 2165 2540 2582 2656 2859 2825 2972 3083 313.6 325.4
; SD 4.74 8.27 935 1210 1315 1531 1558 16.09 17.95 19.48
Male Lo Men 2205 2672 2742 2822 2994 3093 3173 3252 3338 3429
: SD 5.50 11.67 1556 1994 2098 2147 2538 2837 29.25 30.14
Mean 2435 2770 2842 2984 3194 3284 3342 3411 339.5 350.7
5.0 SD 6.69 14.18 1513 1761 2020 2315 2638  28.53 30.89 29.99
Control Mean 153.2 168.4 169.6  173.0 1824 1843 1859 192.7 193.1 201.3
1SD 4.10 7.99 7.11 901 1184 1396 1291 1139 11.61 12.73
02 Mean 164.5 176.8 1758 180.0 1938 1965 1989  203.7 203.9 211.0
Femal - SD 2.84 8.34 6.76 833 11.05 1110 1014 1227 13.21 13.52
emale 10 Mean 170.0 175.2 178.0 1822 1932 1955 199.0 2036 204.6 212.2
: SD 0.00 8.95 8.64 9.82 9.72 8.00 11.27 1091 11.94 12.71
Mean 1785 182.6 183.0 1886 1958 1968 1973  208.2 2114 221.1
5.0 SD 5.80 5.66 694 1024 1727 1967 2264 8.09 8.65 8.34
! Control : treated with distilled water
28D : standard deviation.
Table V — Average food consumption of Sprague-Dawly rats dermally treated with Sangmosu for 30 days
Dosage (days) (g/cage)
Sex
(gke) 3 6 9 12 15 18 21 24 27 30
"Control Mean 108.0  110.8 97.6 1004 1090 99.0 104.2 99.2 103.6 107.0
SD 1556  24.47 2837 31.06 3153 2898 3414 2754 28.38 31.06
02 Mean 136.0* 1256 1224 129.2 1268  127.2 1218 125.0 123.2 124.8
Mal . SD 7.48 817 932 8.56 8.29 9.63 7.66 10.32 4.92 11.03
ae Lo Mean 1284 1320 1194  1324* 1288 1290* 1224 1240 1268 1276
. SD 14.59 11.60 9.48 6.54 5.26 8.15 10.50 10.86 12.91 8.08
Mean 142.2*  142.8* 1352* 1438  1466* 1366* 1260 1258 126.6 129.6
50 sp 449 896 1770 1258 1396 1250 992 2181 1006  14.22
Controt Mean 78.0 78.4 74.4 79.2 81.4 79.0 81.8 79.2 774 81.2
SD 8.37 921 7.80 17.12 7.80 9.03 8.35 5.26 6.58 7.01
0.2 Mean 79.2 776  76.8 84.4 88.2 87.2 88.0 86.4* 88.8* 87.2
- SD 7.01 873 934 15.65 6.18 3.42 4.90 321 8.76 7.56
Female Lo Men 756 856 764 764 864 872 888 852 86.8*  87.6
’ SD 4.34 7.77 13.30 8.53 8.11 7.36 6.98 6.80 522 9.99
Mean 84.0 84.0 78.4 70.4 85.0 776 75.6 726 784 81.2
50 gp 584 806 699 1081 863 1352 1729 2050 2158  19.06

! Sangmosu : treated with distilled water.

% SD: standard deviation. Statistically different from control (*P<0.05)
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Table VI — Average water consumption of Sprague-Dawley rats dermally treated with Sangmosu for 30 days

s Dosage (days) (ml/cage)
X (gkg 3 6 9 12 15 18 2 2 27 30
Contro] Mean 1830 1620 1570 1720 1980 1890 1640  166. 166.0 205.0
8D 4410 4645 4604 6506 5729 6712 29.03 4840 42.19 4835
02 Mean 2050 1850 1870 1980 2250 209.0 207.0* 200.0 181.0 219.0
Male ) SD 2151 707 1151 1643 1369 1517 1204 2062 14.75 20.12
1o  Mean 2080 2010 2210 2240 2370 2390 2400* 2250  209.0 245.0
) SD 16.81 3324 3150 39.12 2080 3267 4730 3824  44.64 37.91
Mean 2240 2190 2260* 2350 2670 2410 236.0* 237.0 223.0 236.0
20 gp 1710 2191 2382 3221 4945 4547 3959 4237 3546  40.53
Contro] Mean 1410 1200 1330 1390 1540 1470 1510 1290 124.0 156.0
SD 2162 1768 1351 1475 3209 280 3698 2460 2043 31.10
02 Mean 1400 121.0 1220 1360 1640 1410 1310 137.0 121.0 146.0
Female ) SD 2318 2191 1891 652 2702 962 1517  12.55 15.57 13.42
1o Mean 1320 1260 1250 1440 1600 1620 1600 1520 146.0 163.0
’ SD 2139 548 500 1194 1458 1823 3857 17.54 15.97 34.39
Mean 1390 1360 1410 1300 1450 1370 1300 128.0 126.0 145.0
50  gp 23.82 4478 2460 1734 1414 1956 2092  32.33 12.45 2345
! Control : treated with distilled water.
?SD: standard deviation, Statistically different from control (*P<0.05)
Table VII — Hematological findings in Sprague-Dawley rats dermally treated with Sangmosu for 30 days
Dosage (g/kg) Control 0.2 1.0 5.0
Item (Unit) 9 10 10 10
Male
WBC (10%mm®) 7.91 £ 223 8.69 * 3.34 9.77 = 415 10.06 = 2.57
RBC (10%mm®) 7.24 £ 025 7.25 £ 0.29 732 £ 0.35 741 £ 031
HGB (g/dh 13.66 £ 0.66 13.97 + 0.37 14.44 £ 0.55% 14.56 = 0.58*
HCT (%) 37.68 £ 1.79 37.62 £ 091 38.96 * 1.61 39.75 + 1.64
MCV (n 52.08 = 1.61 52.11 + 1.83 5325 * 1.15 53.67 * 1.72
MCH (pg) 17.98 £ 3.04 19.50 £ 0.96 19.76 £ 0.52 19.66 = 0.79
MCHC (g/dl) 36.24 + 1.09 37.05 £ 0.45 37.10 * 0.44* 36.65 £ 0.80
PLT (10¥%mm®) 971.0 + 153.30 892.4 * 75.85 9255 £ 126.79 921.7 + 163.11
Lymph (%) 79.89 £ 5.75 75.07 & 7.46 74.89 £ 7.05 70.77 £ 12.43
Lymph(#) (10%mm?) 6.39 * 2.05 6.46 = 1.58 6.37 = 1.48 6.88 * 1.86
Dosage (g/kg) Control 0.2 1.0 5.0
Item (Unit) 10 10 10 9
Female
WBC (10%mm?) 9.09 * 2.45 9.20 = 2.71 10.39 * 2.12 961 = 1.26
RBC (10%mm®) 596 + 1.21 6.45 = 1.12 6.01 = 0.66 6.51  0.64
HGB (g/dh 12.62 + 1.84 12.86 £ 2.14 13.22 + 0.54 13.32 = 0.85
HCT (%) 36.27 £ 2.73 35.99 + 3.79 36.77 £ 1.97 36.83 £ 1.70
MCV i) 59.74 * 16.75 56.92 + 7.38 61.95 * 8.03 56.98 * 5.56
MCH (pg) 21.57 + 2,55 20.05 £ 2.06 2222 + 2.28 2064 * 2.16
MCHC (g/d) 34.73 £ 3.20 35.48 + 3.30 36.00 £ 1.15 36.19 + 0.99
PLT (10%mm®) 7504 * 158.2 860.9 * 131.4 804.0 = 157.7 781.9 * 1534
Lymphocyte (%) 80.45 = 7.90 83.24 * 4.46 84.78 + 4.55 79.91 £ 2.12
Lymph(#) (10%mm®) 7.38 £ 243 7.67 £2.33 8.83 + 1.97 7.68 £ 1.08

" Control : treated with distilled water.
Each value represents mean + S.D.

Statistically different from control (*P<0.05)
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Table VIII — Biochemical serum values of Sprague-Dawley rats dermally treated with Sangmosu for 30 days

Dosage (g/kg) Contro 02 1.0 5.0

Item (Unit) 9 10 10 10
Male

TP (g/dL) 6.90 T 0.35 6.87 £ 0.34 6.86  0.18 6.94 + 0.35
ALB (g/dL) 251 £ 0.1 2.52 £ 0.12 2.63 * 0.15 2.54 £ 0.16
TBIL (mg/dL) 034 0.1 0.28 £ 0.05 031 * 0.14 0.27 £ 0.05
AST eny) 105.1 = 12.45 105.7 = 8.53 104.6 = 8.75 107.5 = 19.74
ALT AU/L) 56.3 = 11.49 61.5 + 10.33 54.2 £ 9.13 53.7 = 8.08
ALP au/L) 374.8 £ 69.65 394.7 + 106.36 259.3 £ 74.30* 220.0 = 52.86*
CHOL (mg/dL) 36.8 = 4.83 34.2 + 717 414 +9.74 39.6 = 8.78
GGT (/L) 3.88 *+ 146 3.17 £ 097 3.11 = 1.05 5.10 £ 3.21
BUN (mg/dL) 185 * 251 16.3 £ 142 15.1 = 1.52* 14.7 £ 1.82*
CREAT (mg/dL) 0.41 £ 0.04 0.47 T 0.04* 0.50 * 0.08* 0.43 £ 0.05
URIC (mg/dL) 0.98 + 049 1.23 £ 0.65 1.37 £ 0.51 0.83 + 0.21
Na (nmoV/L) 143.9 *+ 231 146.5 + 2.45 146.7 = 1.28* 145.0 + 2.34
K (nmol/L) 396 031 3.97 £ 0.29 3.82 £ 029 3.75 + 039
Cl (nmol/L) 1052 £ 2.63 106.1 * 2.82* 104.8 = 2.08 103.2 £ 1.39*
GLU (mg/dL) 148.5 + 38.38 166.7 + 35.4 154.6 + 18.55 141.2 £ 16.37
TG (mg/dL) 68.4 + 22.59 65.8 = 18.10 69.5 £ 21.27 59.4 & 13.59
AMYL au/wy 370.3 = 53.94 387.2 = 51.46 3879 * 62.64 368.2 + 75.88
Ca (nmol/L) 11.0 £ 03 11.0 £ 0.56 11.3 £ 0.36* 10.8 * 0.30
Phos (mg/L) 571 £1.35 5.85 + 1.38 7.02 * 0.95* 6.63 + 1.25
LDH dUu/L) 235.9 = 85.58 172.0 + 35.81 380.5 + 98.14* 333.8 = 85.42*
CPKM /L 209.9 * 52.18 167.6 + 24.59 311.3 *+ 65.09* 330.5 = 98.14*

Dosage (g/kg) Control 02 1.0 5.0
Jtem (Unit) 10 10 10 9

Female

TP (g/dL) 7.29 T 044 7.16 £ 0.32 7.45 £ 0.50 7.28 = 0.36
ALB (g/dL) 2.86 £ 0.13 2.78 £ 0.10 2.85 * 0.08 2.89 = 0.09
TBIL (mg/dL) 0.44 + 0.07 042 * 0.15 0.44 + 0.14 0.46 + 0.07
AST Tun 114.8 = 16.69 102.4 * 15.81 93.5 = 11.09* 88.78 * 9.86*
ALT (IU/L) 51.3 * 8.22 49.51 £ 10.53 44.4 + 556* 4556 £ 11.80
ALP (/L) 146.3 = 30.49 146.1 + 71.75 140.3 + 68.29 141.67 *+ 57.07
CHOL (mg/dL) 33.6 = 6.48 37.7 £ 7.75 353 £ 6.99 39.78 = 9.85
GGT IU/L) 25 * 1.78 3.0 £ 094 26 £1.17 3.0+ 10
BUN (mg/dL) 16.3 + 2.26 17.5 + 299 16.6 T 1.90 16.89 * 2.32
CREAT (mg/dL) 0.51 * 0.06 0.44 = 0.07* 0.43 = 0.08* 0.40 £ 0.07*
URIC (mg/dL) 1.65 = 0.54 1.04 + 0.41* 1.11 * 0.27* 1.12 = 0.41*
Na (nmol/L) 144.66 = 2.31 142.59 + 1.47* 142,52 *+ 2.78* 14091 * 2.01*
K (nmol/L) 2.90 = 1.00 3.37 £ 0.28 331 £ 041 3.96 £ 0.37*
Cl (nmol/L) 102.33 £ 0.79 102.16 = 5.12 103.43 = 2.17 103.52 + 1.58
GLU (mg/dL) 115.1 * 30.63 114.0 * 158 128.9 + 24.08 145.44 £ 21.81*
TG (mg/dL) 60.9 * 13.72 78.0 + 16.43* 64.2 = 13.67 70.11 = 2051
AMYL (IU/L) 295.2 * 4843 327.3 £ 68.78 329.6 = 74.12 295.89 £ 63.90
Ca (nmol/L) 11.50 + 0.36 11.22 + 0.40 1137 £ 0.34 1143 £ 0.29
Phos (mg/L) 6.18 T 1.36 6.01 = 1.01 6.59 * 0.81 6.42 = 1.01
LDH /L) 371.1 = 70.97 396.2 T 164.8 332.4 = 88.44 411.2 £ 100.07
CPKM (IU/L) 311.3 £ 162.76 275.6 = 83.95 2247 = 33.14 228.0 = 63.52

! Control : treated with distilled water.
Each value represents mean = S.D.
Statistically different from control (*P<0.05)
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Table X — Microscopic findings of Sprague-Dawley rats der-
mally treated with Sangmosu for 30 days

Dose (g/kg) Control 0.2 1.0 5.0
Organs 9 10 10 10
Male

VRIS okt ASTRES 93] wgabrs) 570 Adrenal Gland R. 0 0 0 0
$FFAA 2T vla) fe YA AasA, Lo 0o 0 0
~ Kidney R. 0 0 0 0
ALT#EES 438 FhgrolM f2ldiAl asis L 0 0 0 0
oh. ALPRLS 0] TnERTE SedToN e Hea o 0 0 0
Zoll vl HeIEA TASIR 2, FelcegE o o o %
I GGTa#E 7517 19 B8 $8ioA dzr Spleen 0 0 0 0
o Aoh wASA ggith. BUNGKS: #79 ngr TR 0 0 00
T FRERTN Al A RARE 45 Stomach 0 0 0 0
HE YT RYIUE Aot uaEA ok Pancress 0 0 0 0
. Thymus 0 0 0 0
. Creatininegt& 729 S04%¢2 A8FZAN
o e = = Dose (g/kg) Control 0.2 1.0 5.0
T SlE S B, Y] BE ekl Organs 10 10 10 9
SFEH 0T FHUE FAE BT URICERS Female
Y BE ST Aok wAsA ggromy  Ademl Gmd R0 880
AR BE g E FoAE AAE Bk Kidney R. 0 0 0 0
YA 29 BE ST foslE Aol Lo 0o 0o 0
Heart 0 0 0 0
AN AR nEFTE FePdE TPt R Liver 0 0 0 0
Sl LDHS} CPKMALS +R9 18879 FHE Lung 0 0 0 0
- - Spleen 0 0 0 0
FEolN RO KR HYo, e e I S S
a7k B2 ik L 0o 0 0 0
71ek Na, K, Ca 52 Dlzgs APEd Fofpzt  Somah O S G
e - = Pancreas 0 0 0 0
of ezt AolE B oL, BT AR Tl Thymus 0 0 0 0
Falglon ek o] TR GUOERZ o]2fsk  Control : treated with distilled water.
Table IX - Urinalysis of Sprague-Dawley rats dermally treated with Sangmosu for 30 days
Control (n=1) 0.2 g/kg (n=1) 1.0 gkg (n=1) 5.0g/kg (n=1)
Parameter\Group
male female male female male female male female
Blood - - - - - - - -
Bilirubin - - - - - - - -
Urobilinogen norm norm norm norm norm norm norm norm
Ketone (mg/d) 5 - 10 - 10 - 5 -
Protein (mg/d)) 10 - 100 - 100 - 30 30
Nitrite + + - - + + + +
Glucose - - - - - - - -
pH 8.0 8.5 6.5 7.5 85 85 85 85
Sediment Gravity 1.010 2<=1.005 1.025 <=1.005 1.010 <=1.005 <=1.005 <=1.005
Leukocyte - - 10 - 10 - 10 -

' Control : treated with distilled water.
?<=1.005 means sediment gravity was below 1.005.
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Table XI — Organ weights of Sprague-Dawley rats dermally treated with Sangmosu for 30 days

Y FZEolA e
sofo] o3 RORE

Dose (g/kg) 'Control 0.2 1.0 5.0
Organs [unit : g] 9 10 10 10
Male
Adrenal Gland R 0.02 * 0.01 0.02 + 0.01 0.02 = 0.01 0.02 = 0.01
L. 0.02 * 0.01 0.02 * 0.01 0.02 £ 0.00 0.02 * 0.01
Kidney R. 102 £ 011 1.06 = 0.10 1.04 £ 0.11 111 = 0.14
L 1.03 = 0.09 1.07 = 0.11 1.04 £ 0.12 1.14 = 0.15
Heart 091 + 0.11 0.93 + 0.10 1.02 £ 0.10* 1.06 £ 0.15*
Liver 9.78 = 143 10.65 * 1.59 10.81 + 1.53 10.40 = 0.39
Lung 1.74 = 0.28 1.63 £ 0.19 1.81 £ 037 2.73 £ 1.82
Spleen 0.58 = 0.09 0.65 £ 0.16 0.63 * 0.12 0.75 = 0.20
Testis R. 147 £ 0.14 1.58 = 0.15 1.57 £ 0.11 1.59 * 0.08*
L .45 * 0.15 1.57 £ 0.14** 1.59 + 0.08* 1.59 £ 0.07*
Stomach 1.14 £ 0.13 121 £ 0.17 1.28 * 0.16* 1.45 £ 0.19*
Thymus 0.43 + 013 0.48 = 0.10 0.47 = 0.08 0.55 * 0.19
Brain 1.86 £ 0.22 1.95 £ 0.12 1.87 £ 0.18 2.00 £ 0.14*
Pancreas 0.95 = 0.20 1.10 £ 0.21 1.16 £ 0.29 1.18 £ 0.22*
Dose (g/kg) Control 0.2 1.0 5.0
Organs [unit : g] 10 10 10 9
Female
Adrenal Gland R. 0.03 = 0.01 0.02 = 0.01 0.03 = 0.01 0.03 = 0.01
L. 0.02 + 0.01 0.03 = 0.01 0.03 * 0.01 0.03 £ 0.01
Kidney R 0.67 = 0.07 0.75 £ 0.11 0.73 * 0.12 0.70 * 0.06
L. 0.65 = 0.06 0.74 * 0.09 0.75 = 0.10 0.71 = 0.07
Heart 0.63 * 0.08 0.71 £ 0.09 0.71 £ 0.11 0.72 + 0.06*
Liver 6.60 = 0.72 7.09 * 1.13 7.00 = 0.80 7.03 * 0.85
Lung 141 + 0.26 132 * 0.16 191 £134 1.35 £ 0.21
Spleen 0.99 = 0.65 0.76 £ 0.42 1.05 = 038 0.73 £ 0.32
Ovary R. 0.05 * 0.01 0.06 £ 0.01** 0.06 = 0.01* 0.06 = 0.01*
L. 0.05 £ 0.01 0.06 = 0.01 0.06 = 0.02 0.06 = 0.01
Stomach 0.97 = 0.13 1.03 £0.12 1.11 + 0.11* 1.13 + 0.13*
Thymus 0.38 £ 0.11 0.39 = 0.09 0.42 £ 0.15 0.34 = 0.06
Brain 1.58 + 0.23 1.68 = 0.29 1.65 £ 031 0.64 = 0.26
Pancreas 0.73 £ 0.19 0.84 £ 0.19 0.95 * 0.24* 1.02 + 0.10*

' Control : treated with distilled water.
Each value represents mean = S.D.
Statistically different from control (*P<0.05)
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Table XII — Histopathological findings in male rats dermally treated with Sangmosu for 30 days

sex Male

Dose (Unit/kg) IControl 0.2 1.0 5.0

Organs [Unit : g] 9 10 10 10

B T o o S = T = = A

Kidney

Chronic nephritis 10 0 0 0 10 0 0 O 0 0 0 0 10 0 0 0

Pyelonephritis 10 0 0 © 00 0 0 0 10 0 0 0 10 0 0 0

Calcification in renal tubuli 10 0 0 0 10 0 0 0 10 0 0 0 100 0 0 0

Pyelitis 100 0 0 0O 0 0 0 0 16 0 0 4] 10 0 O 0
Liver

Vasculitis 10 0 0 0 00 0 0 0 100 0 0 0 10 0 0 0

Necrosis 10 0 0 O 10 0 0 O 10 0 O 0 10 0 0 0
Lung

Pneumonia 8 0 1 0 9 1 0 0 9 0 1 0 9 0 1 0

Foamy cells 10 0 0 0 10 0 0 0 10 0 0 0 10 0 0 0
Spleen

Hemosiderosis 10 0 0 0 10 0 0 0 10 0 O 0 10 0 0 0

Extramedullary hematopoiesis 10 0 0 0 0 0 0 0 10 0 0 0 10 0 0 0

Testis 10 0 0 O 10 0 0 O 10 0 0 0 10 0 0 0
Stomach 10 0 0 O 10 0 0 0 0 10 0 0 10 10 0 0
Pancreas 100 0 0 0 10 0 0 O 10 0 0 0 10 0 0 0
Thymus
Agonal hemorrhage 10 0 O 0 10 0 0 0 10 0 0 10 10 0 0
Lymphocytic necrosis 10 0 O 0 10 0 0 0 10 0 0 0 10 0 0 0

—:normal, +:slight, ++ : moderate, +++: severe
! Control : treated with distilled water.

Table XIII — Histopathological findings in female rats dermally treated with Sangmosu for 30 days

Sex Female
Dose (Unitkg) Control 0.2 1.0 5.0
Organs [Unit : g] 10 10 10 9

B o S T = S b S S R S e

Kidney
Chronic nephritis 100 0 O 10 0 0 0O 10 0 0O 0 10 0 0 0
Pyelonephritis 10 0 0 0 10 0 0 O 10 0 O 0 10 0 O 0
Calcification in renal tubult 10 0 0 0 0 0 0 0 10 0 0 0 100 0 0 0
Pyelitis 100 0 0 100 0 0 O 100 0 0 0 10 0 0 0
Tumor (Wilms") 10 0 0 O 10 0 0 0 0 0 0 0 10 0 0 0

Liver
Vasculitis 10 0 0 O 10 0 0 0 10 0 0 0 0 0 0 0
Necrosis 100 0 0 10 0 0 0 10 0 0 0 10 0 0 0
Lung
Pneumonia 9 0 1 0 8§ 0 2 O 8 0 2 0 7 0 2 0
Foamy cells 10 0 0 0 10 0 O 0 10 0 0 0 10 0 O 0

Spleen
Hemosiderosis 10 0 0 Q 0 0 0 Q 10 0 Q \] 10 0 0 0
Extramedullary hematopoiesis 10 0 0o O 10 0 0 0 10 0 0 0 10 0 0 0

Ovary 0 0 0 10 0 0 O 10 0 0 0 10 0 0 0

Stomach 10 0 0 O 10 0 0 0 10 0 O 0 10 0 O 0

Pancreas 10 0 O 0 10 0 0 0 10 0 O 0 0 0 0O 0

Thymus
Agonal hemorrhage 10 0 0 O 10 0 0 0 10 0 0 0 10 0 0 0
Lymphocytic necrosis 10 0 0 0 10 0 0 0 10 0 0 0 10 0 O ]

—:normal, +:slight, ++: moderate, +++ : severe
' Control : treated with distilled water.
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