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Toxicity Test of Sho-saiko-to in F344 Rats by Dietary Administration for 13 Weeks
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Groups of F344 rats, each consisting of 10 male and 10 female rats, were fed a pelleted diet containing Sho-

saiko-to (SST), a Chinese medicine, at concentrations of 0 (control), 0.2, 0.8 and 3.2% for 13 weeks. The dose of

0.2% Sho-saiko-to corresponds to the therapeutic dose for humans.

period in any groups of either sex.

consumption in the male or female rats.

weights or in hematological and serum biochemical examinations.

changes in any treated groups.

Sho-saiko-to on the male and female rats.

No animals died during the experimental

There were no dose-related changes in body weight, food intake or water

Changes indicating obvious toxicity of SST were not observed in organ

Histologically, there were no dose-related

Under the experimental conditions of this study, there were no adverse effects of
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Table 1. Survival, Body Weight, Intake of Diet and Sho-saiko-to (SST) in Rats Fed Sho-saiko-to in Diet for 13 Weeks

Dose level Body weight(g) Mean food intake SST intake
(%) Survival Initial final (g/rat/day) (mg/kgBW/day)
Male
0 (control) 10/10” 115¢ 59 286+ 13 12.0£ 0.9 0
0.2 10/10 115t 6 290+ 19 12.1+ 0.6 116.3
0.8 10/10 115+ 5 280+ 14 12.2+ 1.0 4777
3.2 10/10 115+ 5 286+ 19 12.7+ 0.5 2019.4
Female
0 (control) 10/10 96+ 4 163+ 11 8.1+ 0.5 0
0.2 10/10 9%+ 3 165+ 7 84+ 0.5 121.2
0.8 10/10 9%+ 3 159+ 12 8.3+ 0.7 472.0
3.2 10/10 9%+ 3 158+ 15 8.7+ 0.6 2104.1
a) % of Sho-saiko-to in the diet. b)initial number/number at autopsy. ¢)mean* SD
Table 2. Hematological Examination in Rats Fed Sho-saiko-to in Diet for 13 weeks
Dose level(%)”
Parameters 0 (Control) 0.2 0.8 3.2
Male 10°" 10 10 10
WBC  x 10° 6.9+ 0.7 6.8+ 0.8 6.8+ 0.8 6.7+ 1.3
RBC x 10° 9.96+ 0.15 9.87+ 0.34 9.97+ 0.20 9.91+ 0.23
Hgb gm 16.8+ 0.3 16.6+ 0.5 16.7+ 0.3 16.7+ 0.3
Hct % 49.6x 0.7 49.2+ 1.5 49.7+ 0.8 49.3+ 0.9
MCV 3 49.8+ 04 49.9+ 0.6 49.8+ 0.6 49.7+ 0.4
MCH pupg 16.9+ 0.3 16.8+ 0.4 16.8+ 0.3 16.8+ 0.4
MCHC % 33.9+ 0.5 33.7+ 0.4 33.7+ 04 33.8+ 0.7
PLT x 10° 669+ 46 654+ 22 688+ 51 637+ 81
Female 10 10 10 10
WBC  x 10° 5.8+ 1.1 59+ 0.9 5.6+ 0.6 5.8+ 1.0
RBC x 10° 9.23+ 0.27 9.13+ 0.22 9.07+ 0.18 9.16+ 0.17
Hgb gm 16.5+ 04 16.4+ 0.3 16.2+ 0.3 16.3+ 0.3
Hct % 484+ 1.2 48.0+ 1.2 47.6x 1.0 48.1+ 0.9
MCV 3 52.5% 0.3 52.5% 0.2 52.5%+ 0.4 52.5+ 0.2
MCH pupg 17.9¢ 04 18.0+ 0.3 17.9+ 0.3 17.8+ 0.3
MCHC % 34.1+ 0.5 34.2+ 0.6 34.1+ 04 33.8+ 0.4
PLT x 10° 602+ 83 647+ 23 600+ 53 624+ 64

Abbreviation : WBC ; white blood cells, RBC ; red blood cells, Hgb ; hemoglobin Hct ; hematoclit, MCV ; mean corpuscular volume,

MCH ; mean corpuscular hemoglobin, MCHC ; mean corpuscular hemoglobin concenyration, PLT ; platelets

a) % of Sho-saiko-to in diet. b) Number of rats examined. c¢) Mean+ SD
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Table 3. Blood Biochemical Examination in Rats fed Sho-saiko-to in Deit for 13 weeks

Dose level (%)

Parameter 0 (Control) 0.2 0.8 3.2

Male 107 10 10 10
ALP IU/L 536+ 499 494+ 64 521+ 38 516+ 38
AMY IU/L 1656+ 211 1624+ 122 1676+ 207 1585+ 79
AST U/L 89+ 22 85+ 13 91+ 24 82+ 15
ALT  U/L 50+ 10 48+ 9 48+ 8 46+ 8
ALB  g/dL 2.6+ 0.1 2.6+ 0.1 2.6 0.1 2.6+ 0.1
CHO  mg/dL 62+ 4 61+ 4 60+ 4 60+ 3
CRE  mg/dL 0.50+ 0.04 0.48 + 0.05 0.49+ 0.04 0.46+ 0.04
TP g/dL 6.0+ 0.1 6.0+ 0.3 6.1+ 0.2 5.9+ 0.2
UN mg/dL 233+ 0.9 22.2+ 2.1 22.7+ 1.1 21.5+ 15
Na mEq/dL 139.0+ 14 139.6+ 1.1 139.5+ 0.9 138.8+ 0.9
K mEq/L 4.98+ 0.22 5.08 +0.14 5.39 0.277 5.25¢ 0.34
Cl mEq/L 99.0+ 1.1 99.5+ 1.5 99.7+ 1.1 99.6+ 0.6

Female 10 10 10 10
ALP IU/L 4556+ 37 448+ 48 438+ 35 442+ 34
AMY IU/L 1098+ 89 1102+ 204 1039+ 69 1051+ 44
AST U/L 94+ 16 94+ 22 92+ 19 91+ 21
ALT U/L 46+ 6 46+ 7 49+ 19 45+ 7
ALB  g/dL 2.5+ 0.1 2.6+ 0.1 2.5+ 0.1 2.5+ 0.1
CHO  mg/dL 71+ 2 70+ 3 72+ 2 68+ 5
CRE  mg/dL 0.49+ 0.04 0.49+ 0.04 0.48+ 0.04 047+ 0.02
TP g/dL 5.6+ 0.2 5.7+ 0.2 5.6+ 0.2 5.6+ 0.1
UN mg/dL 20.1+ 1.1 20.9+ 14 19.5¢ 1.0 19.6+ 1.6
Na mEq/dL 139.2+ 1.1 139.4+ 2.0 1394+ 1.5 140.0+ 1.3
K mEq/L 471+ 0.46 451+ 0.25 5.00+ 1.17 4,61+ 0.24
Cl mEq/L 101.6+ 14 102.0+ 1.5 102.1+ 1.7 102.7+ 14

Abbreviation : ALP ; alkaline phosphatase, AMY ; amylase, AST ; aspartate aminotransferase, ALT ; alanine aminotransferase, ALB ; albumin,
CHO; total cholesterol, CRE ; creatine, TP ; total protein, UN ; urea nitrogen, Na ; sodium, K ; potassium, Cl ; chloride

a) % of Sho-saiko-to in the diet. b) Number of rats examined. ¢) Mean+ SD
O : Significantly diffrent from control (p<0.05).
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Table 4. Organ Weights of Rats Fed Sho-saiko-to in Diets for 13 Weeks

Dose level(%)”

Organ 0 (Control) 0.2 0.8 3.2
Male 10Y 10 10 10
Brain(mg) 1945+ 58 1972+ 51 1954+ 25 1967+ 50
681+ 31)% (681+ 36) (699+ 33) 690+ 41)
Liver(g) 9.30+ 0.53 9.30+ 0.85 9.26+ 0.73 9.06+ 0.61
(3.25+ 0.19) (3.20% 0.22) (3.30£ 0.17) (3.17% 0.08)
Heart(mg) 796+ 46 796+ 59 798+ 52 799+ 60
278+ 9) 274+ 14) (285+ 17) (280+ 11)
R-Kidney(mg) 874+ 35 890+ 50 886+ 45 870+ 53
(306+ 11) 307+ 10) (316+ 11) 304+ 6)
Spleen(mg) 554+ 34 598+ 98 547+ 23 556+ 36
(194+ 6) (206+ 33) (195 3) (195+ 9)
R-Testis(mg) 1516+ 68 1494+ 78 1493+ 40 1507+ 63
(531% 19) (516+ 16) (533+ 18) (528+ 28)
Prostate(mg) 252+ 50 245+ 73 229+ 42 238+ 37
(88+ 15) 84+ 22) (82+ 14) (84+ 13)
R-Adrenal(mg) 17.0+ 1.5 17.3+ 1.2 176+ 14 17.3+ 2.2
6.0+ 0.5) 6.0+ 0.6) (6.3 0.4) 6.0+ 0.7)
Thymus(mg) 153+ 15 158+ 52 173+ 51 151+ 17
(54% 5) (55+ 19) 62+ 16) (53% 4)
Female 10 10 10 10
Brain(mg) 1828+ 40 1853+ 28 1827+ 27 1815+ 36
(1124+ 69) (1128+ 51) (1156% 85) (1156+ 105)
Liver(g) 4.89+ 047 4.87+ 0.35 4.73+ 0.49 4.78+ 0.50
(2.99+ 0.13) (2.96% 0.15) (2.98+ 0.14) (3.02+ 0.13)
Heart(mg) 523+ 36 532+ 30 513+ 33 521+ 59
(320£ 15) (324 13) (324 16) (329« 13)
R-Kidney(mg) 568+ 35 562+ 18 553+ 31 559+ 26
(349+ 20) (342+ 16) (349+ 25) (356 25)
Spleen(mg) 368+ 25 358+ 14 356+ 22 361+ 38
(226% 6) (218% 10) (224% 9) (228+ 14)
R-Ovary(mg) 284+ 4.1 26.1+ 4.6 275+ 2.6 24.2+ 35
174+ 2.2) (15.8+ 2.6) (17.3+ 0.9) (15.3+ 1.8)
Uterus(mg) 428+ 53 442+ 68 438+ 69 422+ 74
(263 35) (268+ 38) 276+ 45) 267+ 44)
R-Adrenal(mg) 20.8+ 1.5 18.8+ 4.5 20.1+ 2.2 20.1% 2.3
(12.8+ 0.8) (11.4+ 2.6) (12.7+ 0.8) (12.7 0.7)
Thymus(mg) 132+ 14 136+ 13 129+ 11 128+ 19
(80.7+ 6.0) (83.1% 8.6) 81.1* 6.3) (80.6+ 7.1)

a) % of Sho-saiko-to in the diet. b) Number of rats examined. c¢) Absolute weight(mean* SD).

d) Relative weight(mg or g/100g body weight, mean+ SD).
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