S&ek=28a(X|, The Journal of Applied Pharmacology, 10, 7-11(2002)

SDEHEOM (R)-JG-3812] S| ATEAMAIE

OIS - Q28 - UBE! - FANM? - BET - HE4 - ZEM3 - ojMO|*
RERSE odele, DFEATR AL,
2 e oEle e, SEEE Ao FAT

Single Oral Toxicity of (R)-J(G-381 in Sprague-Dawley Rats

Sang-Ho LEE, Woo-Young Ox, Jong-Chun Kmv!, Sang-sup JEw?, Hyeung-geun PARK?,
Kwang-Su Ham?, Jang-Sup Cuo® and Sun-Mee LEE*
College of Pharmacy, Sungkyunkwan University, Suwon 440-746, Korea
'Korea Research institute of Chemical technology, Taejon 305-600, Korea
2College of Pharmacy, Seoul National University, Seoul 151-742, Korea
3Central Research Institute, Pacific Pharm. Co., Lid., Anseong 456-370, Korea

(Recetved December 4, 2001 ; accepted February 20, 2002)

ABSTRACT — A single administration toxicity of (R)-JG-381 was studied in Sprague-Dawley rats of both
sexes. In this study, rats were administered orally with dose of 50, 100, 200, 400 and 800 mg/kg of (R)-JG-381.
We daily examined number of deaths, clinical signs, body weights and gross findings for 14 days after (R)-JG-
38] administration. When we administered different doses of 100, 200, 400 and 800 mg/kg, we found 5, 3, 5
and 5 male rats and 1, 4, 4 and 5 female rats dead within 1 day after administration, respectively. Some clinical
signs(decrease of locomotor activity, decreased respiration rate, lacrimation, prone position) were observed
during the experimental period. Our findings suggest that oral LD;,s(95% confidence limit) for male and
female rats are 93.8 mg/ke (28.8~161.6 mg/kg) and 166.3 mg/ke (89.1~284.8 mg/kg), respectively.
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(Martin -, 1991). el2igt 7]He] A& Fg7siAZ L
o] AlEH ¢ FH EFEE etomoxir(ethyl 2-(6-(4-chloro-
phenoxy) hexyl) oxirane-2-carboxylate, Byk Gulden, Cons-
tance, Germany; Fig. 1)7} $1.2™(Ratheiser 5, 1991;
Wolf, 1992) ©]¢] iH|e]AA% & R forme] FF7etE)
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Fig. 1. Chemical structure of etomoxir(Byk Gulden, Cons
tance, Germany), *Chiral center.
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Fig. 2. Chemical structure of JG-381(C¢H,,0,8, M.W. 312).
*Chiral center.
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A 7 Ao}l 47 19, 200 mg/kg SelA] =71 388}
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el Abtalsiek(Table 1). A7) B3E Probit$ |45}
of LDs@s 78 A3 5712 93.8(95% AE8HA): 28.8~
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a7 FAHA dskeH(Table 1V).
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oH(Table II). (R)-JG-3812] 3] AFFodol o8t 545 #Es}l7]
Table 1. Mortality of rats orally treated with (R)-JG-381
S Dose Days afier treatment Final
X .
° mgkg) o 1 2 3 4 5 6 8 9 10 11 12 13 14  mortality?
Male 50 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
100 2 3 0 0 0 0 0 0 0 0 0 0 0 0 0 5/5
200 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 3/5
400 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5/5
800 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 5/5
Female 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5
100 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 1/5
200 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 4/5
400 4 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 4/5
800 4 1 0 0 0 0 0 0 0 0 0 0 0 0 0 5/5
9 Values are expressed as dead number/total number of animals.
Table II. Clinical signs in rats orally treated with (R)-JG-381
) ) Dose (mg/kg)
Sex Signs obscrvation
50 100 200 400 800
Male Appears normal 5/5% 5/5 5/5 5/5 5/5
Prone position 0/5 5/5 0/5 1/5 4/5
Decrease of locom. activity 0/3 5/5 4/5 4/5 1/5
Decreased respiration rate 0/5 4/5 0/5 3/5 4/5
Lacrimation 0/5 3/5 2/5 3/5 5/5
Death 0/5 5/5 3/5 5/5 5/5
Female Appears normal 5/5 5/5 5/5 5/5 5/5
Prone pogition 0/5 0/5 2/5 4/5 4/5
Decrease of locom. activity 0/5 1/5 3/5 1/5 /5
Decreased respiration rate 0/5 0/5 2/5 3/5 4/5
Lacrimation 0/5 1/5 5/5 4/5 4/5
Death 0/3 1/5 4/5 4/5 5/5

3 No. of animals with the sign/No. of animals examined
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Table ITI. Body weight of rats orally treated with (R)-JG-381

Dose Days after treatment
Sex
(mg/kg) 0 1 3 7 14
Male 50 92.6 £ 4.0(5 106+ 2.7(5) 123.7 + 4.2(5) 164.4 + 6.0(5) 224.0+7.5(5)
100 92.5 +3.2(5) - - - -
200 93.4 = 5.2(5) 100.7+ 8.9(2) 125.3 £ 11.5(2) 161.71 +5.1(2)  227.5%17.5Q2)
400 92.1£3.5(5) - - - -
800 91.6 £ 3.3(5) - - - -
Female 50 91.0 £2.8(5) 108.5 + 2.6(5) 1244+ 2.3(5) 145.1 + 3.8(5) 172.4 + 5.0(5)
100 90.2 + 3.5(5) 103.9 +2.6(4) 1243+2.1(4) 1453+ 3.0(4) 174.8 £ 5.3(4)
200 92.6 + 5.8(5) 98.5(1) 118.0(1) 139.8(1) 164.7(1)
400 92.7+3.1(5) 104.4(1) 125.1(1) 143.1(1) 163.4(1)
800 92.4 +2.9(5) - - - -

9 (n)=number of animals, » - Data unavailable

Table TV. Gross observation of necropsy in rats orally treated
with (R)-JG-381

Dose . Frequency
Sex Observation
(mg/kg) Decedents Survivors
Male 50 N.G.FY 0/0 5/5%

100 N.G.F. 5/5 0/0
200 N.G.F. 3/3 2/2
400 N.G.F 5/5 0/0
800 N.GF. 5/5 0/0
Female 50 N.G.F. 0/0 5/5
100 N.GF 1/1 4/4
200 N.GF. 4/4 1/1
400 N.GF. 4/4 1/1
800 N.G.F. 5/5 0/0

“No pross Findings. ®No. of animals with the sign/No. of animals
examined
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