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Abstract — Acute intravenous toxicities of rHu-EPO (recombinant human erythropoietin) were investigated in
Sprague-Dawley rats. Seven days after administration of rHu-EPO, we examined the clinical signs, mortalities,
body weight and etc. No clinical signs and mortalities of toxicity were observed in animals. Also, a
significant change of body weights was not observed. These results suggest that LD, value was »25,000 unit/
kg in Sprague-Dawley rats and the acute intravenous toxicities of rHu-EPO were not significant.
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Table 1. Mortality of Sprague-Dawley rats intravenously treated with rHu-EPO for a week

Sex Dosage Days after treatment Final
(U/kg) 0 1 2 3 4 5 6 mortality
Male 0 5/5 5/5 5/5 5/5 5/5 5/5 5/5 0/5
25,000 5/5 5/5 5/5 5/5 5/5 5/5 5/5 0/5
Female 0 5/5 5/5 5/5 5/5 3/5 5/5 5/5 0/5
25,000 5/5 5/5 5/5 5/5 5/5 5/5 5/5 0/5

Table II. Clinical signs of Sprague-Dawley rats infravenously treated with rHu-EPO for a week

Days after treatment

Dosage Clincal Hours after treatment
Sex .
(IU/kg) signs 1 2 3 4
Male 0 N D* - - - -
25,000 N D - - - -
Female 0 ND - - - -
25,000 ND - - - -

N D: Not detected.
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Table III. Change of Body weights in Sprague-Dawley rats in-

travenously treated with tHu-EPO for a week
Dosage Days after treatment
Sex
(IU/kg) 0 1 3 6
Male 0 Mean 230 236 241 258
SD* 4.8 53 5.1 3.6
()’ 5 5 5 5
25,000 Mean 228 234 241 257
SD 7.1 6.7 6.5 4.6
(n) 5 5 5 5
Female 0 Mean 207 211 219 232
SD 10.1 89 54 4.6
(n) 5 5 5 5
25,000 Mean 209 213 218 231.1
SD 54 4.4 2.1 2.7
(n) 5 5 5 5

“SD=Standard Deviation. "(n)=number of animals.
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Table IV. Hematological findings of rats intravenously treated with rHu-EPO for a week

Sex Male Female
Item  Dosage (IUkg) CON' 25,000 CON 25,000
WBC  (10°/mm®) 20.081+10.47 1358+ 281 827+ 237 11.60% 2.53
RBC  (10%mm?) 11.58+ 5.92 1142+ 35.01 9.61+ 4.30 10.61% 548
HGB (g/dl) 15.26+ 1.76 15.02+ 217 13.14% 0.92 1346 1.29
HCT (%) 44.024+ 4.93 4292+ 6.66 38.88+ 2.05 38.06% 3.78
MCV () 58.04+ 1.42 5798+ 1.18 57.02+ 1.15 57.54% 1.09
MCH (pg) 20.1 = 0.53 203 = 051 19.28+ 1.22 20.28+ 6.30
MCHC (g/dl) 34,644 0.32 3504+ 042 338 + 1.98 35304 0.17
PLT (10°mm®) 1242.24-91.85 1165.2+213.5 995.090.80 1050.31124.2
Lymphocyte % (%) 67.041-23.02 86.36+ 7.15 85.8 £ 3.32 8554+ 422
PT (Sec) 16.624 1.32 16.56+ 0.58 16.74L 0.65 16.64x% 093
PTT (Sec) 24.51% 1.08 23.72+  0.64 24.62+ 0.85 2434+ 0.73
*CON; Treated with tHu-EPO dilution buffer. Data are the mean+S.D. (n=5).
Table V. Biochemical serum values of rats intravenously treated with rHu-EPO for a week
Sex Male Female

Tlem Dosage (IU/kg) CON* 2,500 CON 2,500

T. P (g/dl) 6.9 = 0.69 7.0 £ 0.26 7.421% 013 7.02-+ 0.30
ALB (g/dl) 138+ 041 152+ 0.19 186+ 0.22 1.80x 0.10
GOT (UM 108.6+25.21 90.2+15.96 81.6% 7.44 78.00+ 2.71
GPT (UN) 346 £15.22 352+ 497 46.0x+ 7.55 41.6x 7.09
LDH (UA) 191.8+42.38 198.6+68.5 219.44+69.3 198.668.5
ALP (U 284.0+89.11 214.4+71.18 252.8+64.04 272.6195.4
GLU  (mg/dl) 177.4+£35.68 184.2+14.74 188.0+15.03 186.8+14.17
CHOL (mg/dl) 48.6 £14.71 53.8+ 8.84 50.0+ 9.0 492+ 9.63
Ca (mmol/1) 10.3 = 035 105 £ 042 113+ 0.19 11.02x 0.25
Na (mmol/) 1450+ 3.90 144.1+2.82 139.7+ 832 1419+ 1.34
K (mmoll) 431+ 047 456+ 0.32 3.56+ 047 412+ 0.35
TG (mg/dl) 48.41£28.45 4575+17.33 89.8+32.06 128.4+49.46
BUN  (mg/dl) 16.8+ 1.64 18.0+ 3.24 19.0+ 1.00 194 + 2.70
CREAT (mg/dl) 0.36+ 0.05 032+ 0.11 0.4% 0.0 0.48+ 0.15
T. BIL (mg/dl) 0.42+0.15 052+ 0.11 0.34+ 0.11 0.48+ 0.11

“CON; Treated with rHu-EPO dilution buffer. Data are the mean+S8.D. (n=5).
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Table VI. Incidence of necropsy findings in Spradue-Dawley
rats intravenously treated with tHu-EPO for a week

Sex Male Female
Dosage CON® 25,000 CON 25,000

Organ (IU/kg)
No. of rats 5 5 5 5
Adrenal Gland L. 0 0 0 0
R. 0 0 0 0
Brain 0 0 0 0
Heart 0 0 0 0
Liver 0 0 0 0
Kidney 0 0 0 0
Interstitial Pneumonia 1 0 0 0

Calcification

Spleen 0 0 0 0
Testis L. 0 0 0 0
R. 0 0 0 0
Stomach 0 0 0 0

“CON; Treated with rHu-EPO dilution buffer.
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