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Acute Toxicity of Bovine Somatotrophine-Sustained
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ABSTRACT —This study was carried out to investigate whether acute toxicity of BST-SR is
or not. Single dose of BST-SR was given to both sexes of Sprage-Dawley rats and ICR mice,
subcutaneously. No significant toxic symptom was observed in single treated rats and mice
during the experimental period. In gross and microscopic observation, no significantly different
abnormality observed between the several organs of tested animals and control animals. There-
fore, it was concluded that BST-SR was nontoxic when BST-SR was subcutaneously administe-
red to rats and mice up to 1000 times of clinical dose.
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H454-& Organization for Economic Cooperation
and Development(OECD) o4& “24X]7F o]ulg]
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ztg-(adverse effect)”ol2tz Aoslgcl (OECD,
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Table 1. Dosage and composition of groups in SD
rats and ICR mice

Groups Sex No. of animals

Clinical dose Male 5 M1-M5
(T1) Female 5 F1-F5

10 times dose Male 5 Mé6-M10
(T2) Female 5 F6—F10

100 times dose Male 5 Mi11-M15
(T3) Female 5 F11—F15

500 times dose Male 5 M16—M20
(T4) Female 5 F16—F20

1,000 times dose Male 5 M21-M25
(T5) Female 5 F21-F25

Control Male 5 M26—M30
€ Female 5 F26—F30

7 2 A 7)17t Fell =+ polycarbonate AFS-AFA}
(26X24X18 cm, FA7)AA =)o 5a}al/A8-AFA}
2 Absslgd i, uR$AE polycarbonate AMS-AA}
(26X24X 18 cm, A7 A A 2D o] 10u}e]/AFS-AF2}
2 ARFEGIE AR A ARl AR, FEHE W
T U tagE Bk AERe AYFES
ZYPAtr(AAAE FADE A AR,
=T TEES A AT
AMYBA - (F) 76X FFe 243} 528
(Bovine Somatotrophine-sustained release, BST-
SR)E ol&3lge).
R U AT TY-E AEEEL 500 mg/
600 kge] el A8 HAYY SFo2 FHHD 9
288 vhyX PE R o] £2 10, 100, 500,
1000w} o] g2Fg Folshes T& AL, T 9
Hz23EE Tt

AT 744 2 FH 3 Table 14 o}
om, AlgEe] FAL R, vhe-2o ] FAdsich

g=, vpg2 B F37)7} Fo Al @
48 FES AFZAL st FFAFel e
MAEe] FRF o7l A9 &
gt FEAAAEE A=A vpyia} Tag B
Aoz sigdch
Al Al ¥oj - Fodqo g fyAfo]>] wf
Foll 2417} e gleoni, vehicled 2 Ar} A
A AHEsgl AlYEAS ASEEHE Auy

of 12 Fostgich
8 N HAGR-D g R Hae B3
¥ FYL ¥ ¥ 647 7XE v} AJZduic)
Qe E BANH I, $o cHdRE 7Y AHAE
i 184 el He, 3% 24 W A
T F5% B

DA 3Hs BE Fiol et FoiNAA F
o ¥ 3744 744 M3k Y5t

DEA BT 8 ¥ JdHEZ ulE sz
WA AL A|AM Rl &4H o) T8
A% Fassic
BANY - AF Y K44 HAHe=z
one-way ANOVAo A $2)2}7} Q1A =)= Fglo) 3
29 of HzF) 7 L7 vl wsr] 8t Du-
nnett’s t-test® 3dldow, WA vk ¥
(chi-square) A& stk

4 =

HIAHE —A1¥ A7|17HE §35ted e vigag] 9f
T BFA siAbsEE #as]x] wsich(Table 2,
3).
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Table 2. Mortality of male and female ICR mice

Hours after treatment Days after treatment
Sex Dose(x0.0125 mg/15 g) Final mortality
1 2 3 4 5 6 1 2 3 4 5 6 7
Male 0 06 0 0 0 0 0 0 0 0 0 0 O 0/5
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
10 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 0/5
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
500 0 0 6 0 0 0 0 0 0 0 0 0 O 0/5
1000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
Female 0 0 0 0 0 0 0 0 0 0 6 0 0 O 0/5
1 0 0 0 0 0 0 0 0 0 0 0 0 O 0/5
10 06 0 0 0 0 0 0 0 0 ¢ 0 0 0 0/5
100 0 0 6 0 0 0 0 0 0 0 0 0 O 0/5
500 0 0 0 0 0 0 0 0 0 0 0 0 O 0/5
1000 0O 0 0 0 0 0 0 0 0 0 0 0 O 0/5
Table 3. Mortality of male and female SD rats
Hours after treatment Days after treatment
Sex Dose(X0.0125 mg/150 g) Final mortality
1 2 3 4 5 6 1 2 3 4 5 6 7
Male 0 0O 0 0 0 0 0 0 0 0 0 0 0 0 0/5
1 0 0 0 0000 0 0 0 0 0 0 0/5
10 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
500 0O 0 0 00 00 0 0 0 0 0 0 0/5
1000 0 0 0 0 0 0 0 0 0 0 0 o0 0 0/5
Female 0 O 0 0 0 0 0 0 0 0 0 0 0 0 0/5
1 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
10 0O 0 0 0000 0 0 0 0 0 0 0/5
100 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
500 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
1000 0 0 6 0 6 0 0 0 0 0 0 0 O 0/5
Table 4. Body weights of male and female ICR mice (Mean+ SD: Q)
Se Days after Dose (X0.0125 mg/15 g)
treatment 0 1 10 100 500 1000
Male 0 22.80% 3.31(5) 22.90% 3.28(5) 22.90+ 2.92(5) 23.10+ 3.28(5) 23.10+ 3.43(5) 23.60+ 3.20(5)
7 27.00+ 4.48(5) 25.10+ 4.24(5) 23.50+ 3.36(5) 26.00+ 3.65(5) 25.20+ 4.78(5) 26.50+ 3.54(5)
Female 0 19.60% 2.75(5) 20.00% 2.02(5) 20.20% 2.01(5) 20.60+ 1.93(5) 20.70+ 1.18(5) 20.70+ 2.06(5)
7 20.70+ 2.93(5) 22.20% 1.44(5) 22.10+ 1.88(5) 22.20+ 1.63(5) 23.60+ 1.28(5) 24.70+ 3.33(5)

(5): No. of animals
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Table §. Body weights of male and female SD rats (Meant SD: g)

S Days after Dose (X0.125 mg/150 g)
ex
treatment 0 10 100 500 1000
Male 0 160.30+ 15.60(5) 160.30+ 12.85(5) 161.30+ 12.83(5) 161.80+ 12.83(5) 161.80% 12.23(5) 161.90% 16.63(5)
202.62+ 10.21(5) 194.70% 6.35(5) 201.02% 16.52(5) 195.80+ 16.22(5) 195.70+ 13.57(5) 212.90+ 17.42(5)
Female 138.40+ 14.18(5) 139.80+ 13.29(5) 140.30% 14.69(5) 140.80+ 15.36(5) 140.60+ 8.91(5) 141.05+ 8.73(5)

-~ o

181.68+ 43.97(5) 159.90+ 12.37(5) 161.70+ 18.29(5) 158.50+ 13.15(5) 159.20+ 16.58(5) 180.10+ 11.17(5)

(5): No. of animals

Table 6. Gross findings of Male and Female ICR mice

Dose (X0.0125 mg/15 g)

0 1 10 100 500 1000
Fate tk fd tk fd tk fd tk fd tk fd tk fd
No. of Animals Male 5 0 5 0 5 0 5 0 5 0 5 0
Female 5 0 5 0 5 0 5 0 5 0 5 0

Male

NAD 4 4 4 5 4 5

Lung: dark red spot 1 1 1 0 1 0
Female

NAD 4 4 5 4 3 4

Lung: dark red spot 1 1 0 1 2

tk: Terminal kill, fd: Found dead, NAD: No abnormality detected

Table 7. Gross findings of Male and Female SD rats

Dose (X0.125 mg/150 g)

0 1 10 100 500 1000
Fate tk fd tk fd tk fd tk fd tk fd tk fd
No. of Animals Male 5 0 5 0 5 0 5 0 5 0 5 0
Female 5 0 5 0 5 0 5 0 5 0 5 0

Male

NAD 4 5 4 5 5 4

Lung: dark red spot 1 0 1 0 0 1
Female

NAD 4 5 5 4 4 5

Lung: dark red spot 1 0 0 1 1 0

tk: Terminal kill, fd: Found dead, NAD: No abnormality detected

SAT(X10000) S MG 4f Folgapzald  HEel Aol & SHolekr] Mrke oFF Foio
AFo] Zrashe A%e Bdod, #2042l @ Y stresso] 7)aAFE Ao AlRHc)
S ohT ofwdt §9 ABAE ekl 2] £ AZEE U gels ey a7dde
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B 419 Aynis 275 2e WaEel B
gdou, AYER HEF ZFeld BRHEUH
U3t §% VAU MolX Yskeme, AYEUS
Folo] g Wk ¥ 4 ok

ozt #L AFE s B o AYEA
BST-SRe °HFd 44 5 42 Jehin
9or, LDuogte 4 94 832 1,00080 o144
Aoz wdio

ZeR

BST-SR9} =h$-2(ICR) st A=(SD)NMS) F4 3t S4& 24kl Hsted, & Ay BAE 35 77 2ol o
A8l 500 mg/600kge) AR FHIZ A 100000 7]e] So ARz 18 st 13Uz Bas}
Ao, ARA dAFAAA] o Pd o4 HAY £ Ugon, AFHh) H YREE BT o}Rd oA
RY = gldeh

BST-SRe| A|9234& 2ol J4AE 43 10000 78] FHARE o} E4o] FAHR Y& HOZ n]So]
Hol dael Y4HE fabe 48] LAY Ao xagch

A2 on the reliability of an “approximate LDs," deter-
(L
mined with a small number of animals. Arch. To-
xicology., 51, 189-196 (1982).

1. Bass, R, Gunzel, P, Henschler, D. et al :LDs, 6. OECD : OECD guidelines for testing of chemicals.

versus acute toxicity. Arch. Toxicology., 51, 183-186
(1982).

. FDA : Final report on acute studies workshop
(1983).

. Kennedy, G. L. Jr., Ferenz, R. and Burgess, B.
A. : Estimation of acute oral toxicity in rats by
determination of the approximate lethal dose ra-
ther than the LDs. /. Appl. Toxicology., 6, 145-148
(1986).

. Lorke, D.: A new approach to practical toxicity
testing. Arch. Toxicol, 54, 275-287 (1983).

. Muller, H. and Kley, H. P.: Retrospective study

10.

OECD. Paris (1981).

. Schutz, E. and Fuchs, H. : A new approach to mi-

nimizing the number of animals used in acute
toxicity testing and optimizing the information of
test results. Arch. Toxicology., 51, 197-220 (1982).

. Trevan, J. W.: The error of determination of to-

xicity. Proc. R. Soc. Lond., 101B, 483-514 (1927).

. Zbinden, G. and Flury-Roversi, M. : Significance

of the LDs-Test for toxicology evaluation of che-
mical substances. Arch. Toxicol, 47, 77-99 (1981).
SYRAMHA P el A 10%, oJopE Feo
=448 71F (1988).

The Korean Journal of Food Hygiene, Vol 6 No. 3, 4



