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ABSTRACT : Acute toxicity of EPO(Erythropoietin) was investigated using rats and beagle dogs ac-
cording to Established Regulation of Korean National Institute of Safety Research (1994. 4. 14). Rats
and beagle dogs were injected intravenously with dosages of 20000 IU/kg, 2000 IU/kg, 200 IU/kg, 20
IU/kg and 2 IU/kg. In animals injected with EPO, there were neither dead animals nor significant
changes of body weights. In addition, no differences were found between control and treated groups in
clinical signs and autopsy findings. Therefore LD;, of EPO was considered to be higher than 20000 IU/

kg B. W. in rats and beagle dogs.
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Table 1. Mortality of male and female Sprague Dawley rats intravenously injected with EPO (Erythropoietin)

Hours after treatment

Dose Days after treatment ) )
Sex Final mortality
(IU/kg B.W.) 1 2 3 4 S 6 1 2 3 4 5 6 7
Male 20000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
2000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
20 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
2 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
20000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
2000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
Female 200 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
20 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
2 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/5(0%)
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Table 2. Mortality of male and female Beagle dogs intravenously injected with EPO (Erythropoietin)

Dose Hours after treatment Days after treatment ) .
Sex : Final mortality
(IUkg B.W)) 1 2 3 4 5 6 1 2 4 5 6 7
Male 20000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
2000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
200 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
20 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
2 0 0 0] 0 0 0 0 0 0 0 0 0 0 0/2(0%)
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
20000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
2000 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
F 200 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
emale
20 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
2 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
0 0 0 0 0 0 0 0 0 0 0 0 0 0 0/2(0%)
Table 3. Body weight change of male and female Sprague Dawley rats intravenously injected with EPO (Erythropoietin) (unit : g)
ex Days after Dose (IUkg B.W.)
treatment 0 2 20 200 2000 20000
0 168.40°£19.28(5)" 173.84+ 9.53(5) 169.14+£12.15(5) 178.46+18.70(5) 163.24+12.53(5) 167.42+10.03(5)
Male 4 183.58+17.00(5) 189.30+10.82(5) 180.06% 6.34(5) 187.44+12.24(5) 177.18+12.91(5) 184.92+ 6.42(5)
7 200.261+-19.64(5) 205.82+ 7.42(5) 195.82+10.11(5) 202.98+ 9.22(5) 190.24+10.51(5) 202.84+10.92(5)
0 141.544+18.79(5) 14618+ 9.73(5) 146.42+1527(5) 139.78+29.62(5) 142.94+11.54(5) 135.32+ 6.23(5)
Female 4 159.90+21.59(5) 172.80% 9.08(5) 170.441+16.25(5) 169.94+1280(5) 164.621+16.32(5) 171.32+ 6.12(5)
7 188.16+ 8.04(5) 184.16%+ 6.45(5) 180.90+11.57(5) 182.46+11.67(5) 18330+ 7.96(5) 181.36+ 4.59(5)

b . -
* Data were presented as mean+S.D.; ° Number of animals examined.

Table 4. Body weight change of male and female Beagle dogs intravenously injected with EPO (Erythropoietin) (unit : kg)
Sex Days after Dose (IUkg B.W.)
treatment 0 2 20 200 2000 20000

0 9.60°+0.57(2)° 9.55+0.49(2) 9.45+035(2) 9.75+£035(Q2) 9.35+021(2) 9.50+0.71(2)

Male 4 9.75+0.64(2) 9.60+042(2) 9.70+0.28(2) 9.85+0.49(2) 9.40+0.28(2) 9.65+0.64(2)

7 9.95+0.78(2) 9.85+0.49(2) 9.85+0.21(2) 10.10+0.42(2) 9.60+0.28(2) 9.90+0.71(2)

0 835+0.21(2) 8.60+0.142) 850+0.002) 8.501+0.14(2) 835+0.07(2) 8.55+0.07(2)

Female 4 8.501+0.00(2) 8.65+£0.21(2) 8.60+0.002) 8.70+0.00(2) 850+0.002) 8.65+0.07(2)

7 8.65+0.07(2) 8.80+0.142) 875+0.07(2) 8.80+0.0012) 8.70+0.142) 8.85+0.07(2)

a b . .
“ Data were presented as mean+S.D.; * Number of animals examined.

Table 5. Autopsy findings of male and female Sprague Dawley rats intravenously injected with EPO (Erythropoietin).
Dose (IU/kg B.W.)

0 2 20 200 2000 20000
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 5 5 5 5 5 5
Female NAD 5 5 5 5 5

tk : Terminal kill, fd : Found dead, NAD : No abnormality detected
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Table 6. Autopsy findings of male and female Beagle dogs intravenously injected with EPO (Erythropoietin)

Dose (IU/kg B.W.)

0 2 20 200 2000 20000
Fate tk fd tk fd tk fd tk fd tk fd tk fd
No. of animals Male 2 0 2 0 2 0 2 0 2 0 2 0
Female 2 0 2 0 2 0 2 0 2 0 2 0
Male NAD 2 2 2
Female NAD 2 2 2

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