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ABSTRACT : The acute toxicity of rHu-EPO, newly developed recombinant erythropoietin, was tested in
beagle dogs. rHu-EPO, when administered intravenously at 25,000 1U/kg, did not cause any death.
Also, rHu-EPO did not induce any change of body weight, food intake and clinical signs compared to
controls. There were no significant changes in hematological, urine analysis and pathological ex-
amination. These results showed that rHu-EPO did not induce any remarkable toxic response and the
LD, was greater than 25,000 IU/ kg in beagle dogs.

Key Words : Recombinant human erythropoietin, Beagle dog, Acute toxicity

L M

3]
glycoprotein & 2 ®l& 2| g, x}7}pd
REERLEREE
ol @& =58 by gl o} (Fisher, 1993).

Al ¥ 9} azidothymidinee ]+t HIVS}L Fhede Wiy %
2] 9JA}A x]E.¢ll recombinant human erythropoietin®]
A 9% 7 ) om(Terumasa 5, 1990), thefgl H-x=}
W23 7)Ee o]83te] A4 erythropoieting
of digle] AAIg qHHAAYHE ¥ x5y rh(Kim
5., 1994; Lim 5., 1994).

upepd] 2 Aol A FobAekell A 7]Ee] Ak
= ohE ulbol] ofsl cfsFAAbel Ad-¥gH recombinant
human erythropoietin(tHu-EPO)el} thale] nvlE7)ol|4] <

5] olol 2l%F FAFAAGL LA

IL 2 3

305

L AlEEd

B Agel ARg-3F A3 54 rHu-EPO(DA3285) = &
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Fig. 1. Body weights change in male and female beagle dogs treat-

ed intravenously with rHu-EPO.
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Table 1. Hematological values of beagle dogs intravenously treated with rHu-EPP

Male Female
Control 25,000 TU/kg Control 25,000 TU/kg
Parameters\Group (n=2) (n=2) (n=2)

Before After Before After Before After Before After
WBC(lO3 mm’) 15.5 17.7 14.6 13.1 14.4 8.3 19.6 11.8
RBC(10"/mm") 6.4 6.4 6.4 75 5.2 5.8 55 6.6
Hb(g/dL) 138 9.3 12.9 154 11.0 12.6 11.6 14.6
Ht(%) 43.5 41.7 43.8 494 339 37.0 394 48.1
MCV(p3) 68.1 64.4 69.5 66.9 65.8 63.9 72.1 729
MCH(pg) 21.5 21.9 203 206 21.4 21.7 21.3 223
MCHC(g/dL) 31.6 34.1 29.5 309 326 34.0 30.0 30.5
PLT(103/mm3) 211.0 361.5 138.5 260.0 136.0 258.0 228.0 225.0

Each value represents mean of 2 dogs.
Table 2. Biochemical serum values of beagle dogs intravenously treated with rHu-EPO
Male Female
N Control 25,000 1U/kg Control 25,000 TU/kg

Parameters . Group (n=2) (n=2) (n=2)

Before After Before After Before After Before After
Total Protein(g/d/) 6.2 6.0 54 6.2 5.6 5.4 6.6 54
Albumin(g/dl) 35 3.6 3.4 4.8 3.2 32 34 3.4
Globulin(g/d/) 2.7 2.4 2.0 32 2.3 2.1 21 2.0
Glucose(mg/d/) 425 105.5 585 48.8 54.5 97.5 55.5 40.5
Chol.(mg/dl) 120.0 124.0 139.5 185.0 220.5 203.5 169.5 190.0
ASTIU/D) 50.0 335 46.0 63.0 320 25.0 550 40.5
AITQU/ 23.0 34.5 250 21.0 24.5 30.0 31.0 22.5
GGTAU/) 35 3.0 5.0 3.0 25 3.0 1.0 4.0
ALP(IU/N) 310.0 314.5 261.5 262.0 187.0 221.5 2535 249.5
LDH(IU/I) 541.0 169.0 711.5 1000.5 422.5 152.0 962.5 523.5
BUN(mg/dl) 17.7 10.3 14.8 14.6 40.3 60.5 12.8 8.2
Creatinine(mg/dl) 0.9 0.8 0.7 0.8 2.3 2.7 0.7 0.7
CPK(1U/) 317.0 361.0 437.0 607.5 262.0 161.0 386.5 345.5
Na(mEq/l) 147.5 146.0 134.0 134.5 136.5 1445 127.0 126.0
K(mEq/)) 5.9 5.6 16.7 19.2 16.4 11.7 28.2 26.1
Ca(mg/d/) 8.8 9.9 6.4 14.4 9.8 10.0 104 10.3

Each value represents mean of 2 dogs.

Chol., Total cholesterol; AST, Aspertate transaminase, ALT, Alanine transaminase; GGT, Gamma glutamyl tranferase; ALP, Alkaline pho-

phatase; LDH, Lactic dehydrogenase



Table 3. Relative organ weights of beale dogs intravenously treated with rHu-EPO (Unit : g%)
Male Female
Parameter . Group Control Treatment Control Treatment
(n=2) (n=2) (n=2) (n=2)
Weight(kg) 11.20 11.80 11.35 12.22
Liver 2.96 2.96 321 3.01
Spleen 0.23 0.25 0.25 0.25
Pancreas 0.33 0.36 0.35 0.37
Kidney 0.45 0.45 0.49 0.44
Adrenal gland(mg%) 9.53 8.23
Testis 0.12 19.91 16.17
Ovary 0.15
Prostate gland 0.09 0.10 0.10
Uterus 0.10 0.19 0.18
Lung 0.57 0.60 0.65 0.68
Heart 0.84 0.82 0.94 0.77
Thymus 0.11 0.14 0.22 0.11
Thyroid gland(mg%) 9.45 8.45 7.23 10.19
Submandibular 0.16 0.12 0.17 0.10
Pituitory gland(mg%) 0.34 0.47 0.48 0.45

Each value represents mean-+S.D.
21524 74 7}(Spicer and Wisler, 1990)2} s =9} 71E
7} 12 2 A| ¢} human recombinant erythropoietin(tHu-
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