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ABSTRACT. This study was performed to evaluate repeated-dose toxicities of STB-HO-BM in Spra-
gue-Dawley rats. STB-HO-BM was administered orally to rats at dose levels of 0, 100, 300 and 1,000
mg/kg/day for 13 weeks. In recent study, there were no dose related changes in mortality, clinical
signs, body weight changes, food and water consumption, opthalmoscopy, organ weights, urine analy-
sis, hematological findings, and biochemical examination of all animals treated with STB-HO-BM.
Gross and histopathological findings revealed no evidence of specific toxicity related to STB-HO-BM.
These results suggest that the oral no observed adverse effect level (NOAEL) of STB-HO-BM may be

over 1,000 mg/kg in rats.
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ocrit. MCV, mean corpuscular volume; MCH, mean corpuscu-
lar hemoglobin; MCHC, mean corpuscular hemoglobin con-
centration; PLT, platelet; PT, prothrombin time; APTT, acti-
vated partial thromboplastin time; ALT, alanine transaminase;
AST, aspartate transaminase; ALP, alkaline phosphatase; TG,
triglyceride; T-protein, total protein; BUN, blood urea nitro-
gen; CK, creatinine kinase; T-bilirubin, total bilirubin; GGT, v-
glutamy! transpeptidase; LDH, lactate dehydrogenase.
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Table 1. Mortality and clinical signs in rats treated orally
with STB-HO-BM for 13 weeks

Dose Final mortality Clinical signs
(mg/kg B.W) Male  Female Male  Female
0 010 0/10 - 1109
100 0/10 0/10 1110? -
300 0/10 0/10 17107 -
1000 0/10 0/10 - 1710

Values are expressed as number of dead animals/total num-
ber of animals.

a). reddish tear, b): nasal noise, c). nasal hemorrhage, d):
loss of fur.

-: no clinical signs.
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Fig. 1. Body weight changes in rats treated orally with STB-
HO-BM for 13 weeks. Data are mean = S.D. (n = 10).
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Fig. 2. Feed consumption changes in rats treated orally with
STB-HO-BM for 13 weeks. Data are mean + S.D. (n=10) .
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Table 2. Urinalysis of male and female rats treated orally with STB-HO-BM for 13 weeks

Female

Male

Sex
Parameter mg/kg

300 1000

100

300 1000

100

<1.005

1.010

1.015
1.020
1.025
>1.030

Specific Gravity

6.0
6.5

7.0
7.5
8.0
85
9.0

pH

-+

Glucose

-+

Bilirubun

-+

Ketone

-+

Protein

++

+++

0.1
1.0

Urobilinogen

Nitrite

[+

Occult blood

-+

WBC

++

+++

+-

RBC,

+/-

WBC*®

+/-

Epithelial cell®

Casta

Urine sediment parameters.
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Table 6. Plasma coagluation values of rats treated orally
with STB-HO-BM for 13 weeks

Dose PT APTT
(mghkgBW)  Male Female Male

0 9.00+140 790+020 16.10+£1.80 14.80+1.40
100 910+040 800+0.30 16.60+1.30 14.70+1.50
300 8.80+0.50 810+040 1570+1.30 14.80+1.00

1000 9.00+£0.30 800+£020 16.00+1.20 1550+ 1.10

Each value represents the mean + SD of ten animals.
PT: prothrombin time; APTT. Activated partial thromboplastin
time.
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Table 7. Histopathological changes in male and female rats
treated orally with STB-HO-BM for 13 weeks

male female
Organs :ryarggmm 0 1000mgkg O 1000 mgkg
Skin 0 0
Pituitary gland 0 0
Adrenal gland ggg 2 3 (1) 0
Testis 0
Epididymis
D(+1) 2 1
Prostate gland D(+2) 1
D(+3) 1
Seminal vesicle 0
Ovary G(+3) 0 1
Uterus 0
Vagina 0
Urinary bladder 0
Kidney EE:B 0 1 1
Aorta 0
Tongue 0
Eye 0
Harderian gland :E:;; 4 ? 3
B(+1) 2 3 3 1
Liver B(+2) 2
C(+1) 1
Mesenteric lymph node 0
" Spleen 0
H(+1) 1 1 2
Thyroid gland H(+2) 3
H(+#3) 1
Trachea 0
Esophagus 0
Salivary gland 0
Maxillary lymph node  L{(+1) 1
Heart K(+1) 2 1
Thymus 0
Lung M 1
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Table 7. Continued

male female

Symptom

Organs grade

0 1000mgkg O 1000 mgkg

Femoral muscle

Sciatic nerve
Stomach F(+3)

Duodenum

Pancreas

Jejunum

lleum

Caecum

Colon
Rectum

Brain

Thoracic spinal cord

olo|o|lo|o|0|Oo|lO| OO | O] O

Sternum

Femur 0

A: Perivescular inflammatorycell infiltration, B: Microgranu-
loma, C: Vacuolation, D: Prostatitis, E: Mineralization, F: Cyst
formation, G: Luteal cyst, H: Ultimobranchial cyst, 1: Yellow-
brow laminated concretion, J: Angioectasis, K: Cardiomyopa-
thy, L: Congestion, M: Foreign body, N: Accessory cortical tis-
sue.

(+1): minimal, (+2): mild, (+3): moderate, (+4): marked.

Each values are numbers of animals which represent symp-
toms per 10 examnined animals.
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