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ABSTRACT : This study was conducted to investigate the subacute intravenous toxicity of rHu-EPO in
Sprague-Dawley rats. rHu-EPO was daily administered to male and female rats for 30 days with dif-
ferent dose levels(100. 500, 2.500 unit/ kg). After the administration period of 30 days, 5 males and 5 fe-
males rats per each dose group were assigned for recovery period of additional 30 days. There were no
clinical signs compared with control group but slight decrease in spontaneous motor activities and
locomnotions were observed at high dose groups of males and females. In males, feed consumption was
reduced at 500 unit/kg and body weight gain was retarded. In the administration sites of tail, focal
congestion was observed in a few animals treated with rHu-EPO. No deaths were occurred during the
course of study. In hematological examination, a significant increase of hemoglobin and hematocrit was
observed in the males and females rats receiving high dose of rHu-EPO. rHu-EPO administration for 30
days showed a marked decrease in glucose concentration. At the highest dose groups, there was a sig-
nificant incerase in the weights of spleens in both sexes, but this was considered to be related to its
pharmacological activity. These results indicate that rHu-EPO does not induce any significant toxic effect
on Sprague-Dawley rats for 30 days.
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Fig. 1. Body weight changes in Sprague-Dawley rats intravenously
treated with rHu-EPO for 30 days and after 30 days of recovery
period.

Table 1. Mortality of Sprague-Dawley rats daily treated with rHu-EPO for 30 days and after 30 days of recovery period.

Days

Sex Dosage Treatment period Recovery period Flnal'

(Ukg) Mortality
Start 7 14 21 30 37 44 51 60

Male 2.500 0/15 /15 /15 0/15 0/15 0/5 0/5 0/5 0/5 0/15

500 0/15 /15 0/15 0/15 0/15 0/5 /5 0/5 0/5 0/15

100 0/15 0/15 0/15 0/15 0/15 0/5 0/5 0/5 0/5 0/15

CON" 0/15 0/15 0/15 0/15 0/15 0/5 /5 0/5 0/5 0/15

2,500 0/15 0/15 0/15 0/15 0/15 0/5 0/5 0/5 0/5 0/15

Female 500 0/15 0/15 0/15 0/15 0/15 0/5 0/5 0/5 0/5 0/15

100 015 015 /15 0/15 0/15 /5 0/5 0/5 0/5 0/15

CON" 0/15 /15 /15 0/15 0/15 0/5 0/5 0/5 0/5 0/15
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Table 2. Hematological findings of male rats daily treated with tHu-EPO for 30 days and after 30 days of recovery period.

Sex Male
Item  Dosage After treatment After recovery

(Urkg) CON" 2,500 500 100 CON" 2500 500 100
WBC  (10°/mm’)  15.84142.86 23.52*16.05 14.93+352 17.94+493 10.08+2.28 1496228 1240277 13.16+2.19
RBC (10%mm’ 7404035  10.46*+0.95 11.86%3.99 741172 7.38+0.17 7.38+0.17 7.10x0.45 7.20+0.37
HGB  (g/dl) 14.92+0.50 18.07*+1.79 18.16+1.33 1574+ 1.54 14.60+0.42 14.60+042 13961695 13.58+0.67
HCT (%) 41.86+1.35 5798*+589 54934539 42824100 4198+1.33 41.98+1.33 4334+3.88 40.96+1.83
MCV  (fl) 56.65+1.25 5536+1.47 55.63+2.06 52724077 56.86+1.68 56.86+1.68 5354+150 5556+2.07
MCH (pg) 20.2+0.58  18.24+0.57  18.43+8.61 22.9749.02 19.78+0.68 19.78+0.68 1838+1.42 19.14+0.74
MCHC (g/dl) 35.67+0.66 3298+1.30 33.19%1.10 39.77£15.6 34781051 34781051 33.40+2.06 34461032
PLT  (10°mm%) 996249222 1340.7£214.5 1152.0+236.7 779.9+352.0 9128+ 1062 912.8+ 1062 1072+ 1269 1048+199.9
Lymphocyte%(%)  82.20+2.61 83.28%6.61 71.70+175 72.79+732 83.72+2.44 8372+244 83.88+1.80 85.78+1.89
PT (Sec.) 19.09£1.00 15.10*£0.83 17.00+0.73 16.01+1.01 14.66+0.38 14.66+0.38 1992+1.00 15.00+0.90
PTT  (Sec) 2479+1.06 2477£1.06 23.61+0.81 23.41+0.81 24.25+0.58 24.45+0.58 23.86+0.89 23.78+0.67
Statistically significant from control (*P<0.05)
Each values represent mean + S.D.
YCON: Treated with rHu-EPO dilution buffer.
Table 3. Hematological findings of female rats daily trcated with tHu-EPO for 30 days and after 30 days of recovery period.

Sex Female
Item Dosage After trcatment After recovery

(Ukg) CON" 2,500 500 100 CON" 2,500 500 100
WBC (10%/mm"  15.95+0.05 15.54+0.40 15.69+0.07 15.7440.10 12924221 13.68+£2.20 12.22+143 11.36+3.14
RBC (10°mm% 6714025 10.69*+143 9.12+2.48 813+0.77  7.18+038 7.60+052 7.25+057 7214144
HGB  (g/dl) 18.64+1.10 26.40**+1.57 23.61*+3.58 21.75+236 14.52+0.43 15124073 14.04+0.57 1496+2.36
HCT (%) 39.37+1.23  603.5**+9.84 51.79+14.9 51.38*+4.67 41.80+1.80 36.80+3.12 38.16+0.89 43.28+8.66
MCV  (fl) 58.66+1.85 5623+2.78  56.66+3.01 62.84+1.29 5694174 5232+123 52.61+1.30 58.06+1.70
MCH (pg) 27.59+£1.76 22.55+4.46  27.21+£3.04 25.99+1.40 20384079 22.20+1.87 19.88+2.22 19.70+0.79
MCHC (g/dl) 38.13+1.49 34224484 3251+6.73 38.84+1.13 34.66+0.72 3264+1.18 35281039 34.32+1.38
PLT  (10/mm") 8043+119.4 1247.9+243.1 612943222 730.6+98.56 896.6+113.7 8202+ 130.2 952.4+111.7 769.8+101.5
Lymphocyte%(%)  92.08+£2.30 90.53+0.70  90.51+1.30 90.1310.69 88.06+2.54 86.1242.88 86.38+3.29 85.42+3.75
PT (Sec.) 19.63+0.69 14.77*+038 16.324+0.89 15.14+0.56 15.76+0.52 17.14+£1.36 17.14+1.36 17.16%+0.58
PTT  (Sec) 24.45+0.79 24.42+1.02  23.89+0.83 24.13+0.79  23.744+0.75 25.02+1.25 2502+1.25 24.34+0.77

Statistically significant from control (*P<0.05, **P<0.01)
Each values represent mean + S.D.
""CON: Treated with tHu-EPO dilution buffer.
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Table 4. Biochemical serum values of male daily treated with rHu-EPO for 30 days and after 30 days of recovery period.

Sex Male
Item  Dosage After treatment After recovery

(Ukg) CON" 2,500 500 100 CON" 2,500 500 100
TP (g/dD 6.59+0.37 6.57%+0.32 6.62+0.29 691+£036 6.62+022 6.70+0.20 738+0.19 6.841+0.33
ALB  (g/d) 3534005 3.53+0.10 3.20+0.36 343+020 3.48%£0.08 346+0.08 340+0.15 3.52+0.11
AST (v 92.7+15.8  1289*+384 1264+289 106.1+-12.3 7584438  79.60+£391 84.0+374 93.60+12.1
ALT  (u/) 42.2+172 40.5+10.2 31.9+129 404+378 344%50 39.8+10.1 388+2.28 482+5.54
LDH (/) 176.7+37.05 184.7+2252 1959+26.32 183.2+20.37 1554+65.68 177.61+5438 131.2+56.41 195.4+99.24
ALP  (u/]) 247.5+772 2851+71.8  320.9+86.6 253.6+853 166.04£20.15 256.6+363 21744532 184.0+63.8
GLU  (me/dl) 187.2+17.1 156.3*+30.9 151.1*+245 168.6+£11.9 184.4+9.99 190.2+17.8 197.0+12.9 195.6+8.44
CHOL (me/dl) 447593  43.0%+5.14 47.30+14.7 497+6.11  46.2+9.23  47.0+6.55 4501418 46.0+4.30
TBIL  (me/d/) 0.44+0.08 0.59%+0.06 0.52+0.13 0.50+0.08 048+0.11 0491008 042+0.16 0.42+0.11
BUN  (me/d)) 169123 17.5+23 16.5+3.6 146+18 16.4+29 164122 17.2+19 158+ 1.6
CREAT (me/dl) 0.294+0.03  0.38+0.10 0.38+0.04 0.37+£0.05  032+0.04 036+0.05 036+0.05 040+0.07
TG (me/d/) 452+184 63.6*+19.2 56.2+23.7 350+£159 846569 56.4+207 402+342 86.4+66.3
Ca (mmol/l) 10.76+0.27 11.0+03 10.81+0.75 10.99+043 10.36+0.23 10.64+0.2 10.56+0.05 10.30+0.41
Na (mmol/l) 141.9+1.63 1433+13 143.61+2.2 140.4+1.1 141314104 141.4+17 1408+09 142.0+14
K (mmolly 4.53+0.46  5.17+056 5.52+0.45 490+051 415+£020 4211030 4.07+029 430+0.84
Statistically significant from control (*P<0.05)
Each values represent mean + S.D.
"CON: Treated with rHu-EPOQ dilution buffer.
Table 5. Biochemical serum values of female daily treated with rHu-EPO for 30 days and after 30 days of recovery period.

Sex Female
Item Dosage After treatment After recovery

(Ukg) CON" 2,500 500 100 CON" 2,500 500 100
TP (g/d) 7.04+032 6.75+0.39 6.99+0.35 6.97+036  7.58+030 7561034 7.44+035 7.5630.24
ALB  (g/d]) 378+0.11  3.57%+0.25 3.67+0.18 3.68+0.06 3.90+0.16 338+0.17 384+023 3.724+0.33
AST (/) 945+11.7 163.0¥+394 109.9+21.3 1054+21.0 7631486 7640+6.69 81.20+840 85.80+23.0
ALT (v 41.9+79 47.1+8.0 36.2+9.95 414363 363+2.1 34.60+194 478+732 41.6+104
LDH (uw/)) 184.2+34.41 201343276 197.6+27.10 219.5+2934 100.2+199 120.21+21.6 103.4+252 97.75+38.7
ALP  (uw/)) 171.0+£73.9 247.4+59.6  238.61+76.8 1945+62.7 153.0+81.8 162.0+11.3 105.0+133 137.6%52.6
GLU  (me/d]) 171.4+142 141.3*+10.6 14424140 154.9+821 181.8+10.1 169.8+11.4 172.2+825 177.0+14.1
CHOL (me/dl) 459+4.82 51.1+953 50.5+9.20 505+751  545+9.18  50.80+5.89 46.60+427 45.8+7.08
TBIL  (me/dl) 0.50£0.09 0.63+0.11 0.54+0.10 0.56+£0.14 0.4340.05 0.46+0.05 042+0.08 0.38+0.08
BUN  (me/d)) 20.2+1.9 215427 21.1+3.2 21.3+21 17.8+22 19.4+2.07 198+3.56 18.4+2.07
CREAT (me/dl) 037+£0.05 0.4430.05 0.41+0.03 0.40+0.00 0401000 041+000 042+0.08 0.42+0.04
TG (me/d/) 75.7+382  78.2+27.7 81.0+54.6 51.1+146 6254400 6040+7.12 352+156 73.5+24.8
Ca (mmol/l) 11.40+0.25 10.9%+042 11.17+0.33 11.44+0.26 10.98+0.34 11.30+£044 10.96+0.16 10.88+0.28
Na (mmol/l) 141.8+0.4 141.7+18 1414+14 14254096 140.9+0.85 140.7+0.80 141.8+1.51 141.640.7
K (mmol/l) 4.46+045 523+0.66 5.02+£0.58 477035 4063026 4211016 373+0.19 4.06+0.34

Statistically significant from control (*P<0.05)

Each values represent mean + S.D.

YCON: Treated with rHu-EPO dilution buffer.
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Table 6. Urinalysis of male rats daily treated with tHu-EPO for 30 days and after 30 days of recovery period.

Male
Sex Dosage(U/kg) Before After treatment After recovery
CON" 100 500 2,500 CON"” 100 500 2,500 CON" 100 500 2,500
No. of animals 5 5 5 5 5 5 5 5 5 5 5 5
Specific gravity  1.010 0 0 0 0 0 0 1 1 0 0 1 1
1.015 0 0 0 1 0 0 1 1 1 1 0 0
1.020 1 0 1 0 0 1 0 0 0 0 0 0
1.025 0 1 0 0 0 0 0 0 0 0 0 0
1.030 0 0 0 0 1 0 0 0 0 0 0 0
pH 6.0 0 2 1 1 0 0 0 0 0 0 0 0
6.5 4 3 4 4 4 3 4 4 4 4
7.0 1 0 0 0 1 2 1 1 1 0 0 0
7.5 0 0 0 0 0 0 1 0 0 1 1 0
8.0 0 0 0 0 0 0 0 0 1 0 0 1
Protein - 5 4 5 4 3 3 2 4 4 3
25 mg/d! 0 1 1 0 1 1 1 2 1 1 2 1
50 mg/d! 0 0 0 0 0 0 1 0 0 0 0 0
75 mg/d! 0 0 0 0 0 1 0 1 0 0 0 0
Glucose normal 4 4 5 5 4 5 5 5 4 3 4 4
50 mg/d! 1 1 0 0 1 0 0 0 1 2 1 1
100 mg/d/ 0 0 0 0 0 0 0 0 0 0 0 0
Ketone normal 4 4 5 4 4 4 5 4 4 4 4
5 mg/d/ 1 1 0 1 1 0 0 1 1 0 0 1
15 mg/d/ 0 0 0 0 0 0 0 0 1 i 0
Urobilinogen normat 5 5 5 5 5 5 5 5 4 4 5 4
1 mg/di 0 0 0 0 0 0 0 0 1 1 0 1
4 mg/d! 0 0 0 0 0 0 0 0 0 0 0 0
Nitrite - 5 4 5 5 5 5 5 5 4 5 5 5
+ 0 1 0 0 0 0 0 0 1 0 0 0
ERY - 0 0 0 0 0 0 0 0 0 0 0 0
50 u!/ 0 0 0 0 0 0 5 0 5 0 0 5
100 w! 0 0 0 0 0 0 0 0 0 0 0 0

"CON; Treated with rHu-EPO dilution buffer.



Table 7. Urinalysis of female rats daily treated with rHu-EPO for 30 days and after 30 days of recovery period.

Female
Sex
Treatment Period Before After trcatment After recovery
Dosage(Urke) CON" 2500 500 100 CON" 2500 500 100 CON" 2500 500 100
No. of animals 5 5 5 5 5 5 5 5 5 5 5 5
Specific gravity 1.010 1 1 0 4 1 1 1 0 2 0 1 2
1.015 2 3 3 1 4 3 4 0 2 4 2 3
1.020 2 1 2 0 0 1 0 0 1 1 2 0
1.025 0 0 0 0 0 0 0 0 0 0 0 0
1.030 0 0 0 0 0 0 0 0 0 0 0 0
pH 6.0 1 2 2 3 0 1 1 1 0 0 0 0
6.5 4 3 2 2 4 1 3 4 3 4 2 3
7.0 0 0 1 0 0 2 1 0 1 1 2 2
7.5 0 0 0 0 0 0 0 0 0 0 0 0
8.0 0 0 0 0 1 0 0 0 1 0 1 0
Protein - 4 5 4 5 4 2 3 4 4 4 4 4
25 mg/dl 0 1 0 1 2 1 1 1 1 1 1
50 mg/d/ 0 0 0 0 0 1 1 0 0 0 0 0
75 mg/di 0 0 0 0 0 0 0 0 0 0 0 0
Glucose normal 5 5 4 5 5 4 5 5 5 5 S 5
50 mg/d/ 0 0 1 0 0 1 0 0 0 0 0 0
100 mg/d/ 0 0 0 0 0 0 0 0 0 0 0 0
Ketone normal 5 5 5 5 4 5 5 5 4 5 4 5
5 mg/dl 0 0 0 0 1 0 0 0 0 1 1 0
15 mg/d! 0 0 0 0 0 0 0 0 1 0 0 0
Urobilinogen normal 5 4 5 5 5 5 5 5 4 4 5 5
1 mg/dl 0 1 0 0 0 0 0 0 1 1 0 0
4 mg/d! 0 0 0 0 0 0 0 0 0 0 0 0
Nitrite - 5 5 5 5 5 S 5 5 5 5 5 5
+ 0 0 0 0 0 0 0 0 0 0 0 0
ERY - 0 0 0] 4] 0 0 0 0 0 0 0 0
50 ul 0 0 0 5 0 0 0 0 g 0 0 0
100 w/ 0 0 0 0 0 0 0 0 0 0 0 0
YCON; Treated with rHu-EPQ dilution buffer.
Table 8. Microscopic findings of male rats daily treated with rHu- Table 9. Microscopic findings of female rats daily treated with
EPO for 30 days and after 30 days of recovery period. rHu-EPO for 30 days and after 30 days of recovery period.
Sex Male Sex Male
Dosage After treatment After recovery Dosage After treatment After recovery
(U/kg) CON" 2,500 500 100 CON" 2,500 500 100 (Ukg) CON" 2,500 500 100 CON" 2,500 500 100
No. of rats 10 10 10 10 5 5 5 5 No. of rats 10 10 10 10 5 5 S 5
Adrenal Adrenal
Gland L. 0 0 0 0 0 0 0 0 Gland L. 0 0 0 0 0 0 0 0
R. 0 0 0 0 0 0 0 0 R. 0 0 0 0 0 0 0 0
Brain 0 0 0 0 0 0 0 0 Brain 0 0 0 0 0 0 0 0
Heart 0 0 0 0 0 0 0 0 Heart 0 0 0 0 0 0 0 0
Liver 0 0 0 0 0 0 0 0 Liver 0 0 0 0 0 0 0 0
Kidney L. 0 0 0 0 0 0 0 0 Kidney L. 0 0 0 0 0 0 0 0
R. 0 0 0 0 0 0 0 0 R. 0 0 0 0 0 0 0 0
Lung 1 1 0 0 0 0 0 0 Lung 0 0 0 0 0 0 0 0
Hemorrhage Hemorrhage
Spleen 0 0 0 0 0 0 0 0 Spleen 0 0 0 0 0 0 0 0
Testis L. 0 0 0 0 0 0 0 0 Testis L. 0 0 0 0 0 0 0 0
R. 0 0 0 0 0 0 0 0 R. 0 0 0 0 0 0 0 0
Ovary 0 0 0 0 0 0 0 0 Ovary 0 0 0 0 0 0 0 0
Thymus 0 0 0 0 0 0 0 0 Thymus 0 0 0 0 0 0 0 0
Stomach 0 0 0 0 0 0 0 0 Stomach 0 0 0 0 0 0 0 0
CON; Treated with tHu-EPO dilution buffer. "CON; Treated with tHu-EPO dilution buffer.
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5. R0 4AH U AHI|EE A Fofo]| gt 7] 0 2= 1A EA] eEgkth(Table 8, 9).
A7) ggke] wslo = AlFPEA FofTollA vAE
AlYEAE 30d7F FoiF A Sk s o] vz} el o g Frlslddctk 53], 7
of A= gk A3 EA FofTollA AR 2 v|A el 2 o}l o] ;gEktoll A= 3uljolAke] FrHE vieh Sl
o] F¥o] ¥ FEANM FAHA o] AL hx o} o] 5 A 307ke] 3| E el A AHE
o A HE Holx] b AR AIFEA Folo 2 ol o) wgekTro e o3| viAe] u|trt
& vlgde] vzl Axfel] 23t oz Ale¥icl = kst 71el oS Aol = tEaat ok7ke]
gk de] s adelMs R 2T U agE Aol dslovt w5 AAbRl Wl Sahedvt
19f|ef| 4] pneumoniasZde] =g} o7l A|FE (Table 10, 11).

Table 10. Organ weights of male rats daily treated wirh rHu-EPO for 30 days and after 30 days of recovery period.

Sex Male

Dosage(U/kg) After trcatment After recovery
Organ CON" 2,500 500 100 CON" 2,500 500 100
No. of rats 10 10 10 10 5 5 5 5

Adrenal Gland R. 0.03+0.006 0.04£0.007 0.04£0.005 0.03+0.005 0.03£0.005 0.0330.005 0.04+0.005 0.03+0.006

Gland L. 0.03+0.007 0.03£0.005 0.03£0.005 0.03+0.000 0.03+0.000 0.03+0.006 0.03+0.005 0.03+0.006
Kidney R. 1.30+0.07 1.29+0.11 1.20£0.14 1.47+0.20 1.47+0.20 1.524+0.12 1.54+0.13 1.38+0.09
L. 1.30+0.11 1.28+0.12 1.20£0.15 1.47+0.16 1.47+0.16 1.53+0.13 1.60+0.11 1.44+0.06
Brain 1.86+0.32 1.92+0.44 1.78£0.21  2.05%0.11 2.05+0.11 1.98+0.24 2591044  2.03+0.09
Heart 1.05+0.13 1.10£0.15 1.17+£0.28 1.37+0.17 1.37+0.17 1.324+0.07 1.334+0.13 1.30+0.12
Liver 12.52+1.53 12.82+227 11.02+£216 14.67+131 14.67+131 1577+£1.69 1628+1.18 13.74+0.71
Lung 1.55+0.23 1544010 4.75+3.86 1.91+0.17 191+0.17 2241030 2184047 1.83+0.14
Spleen 0.76:£0.09  2.50%*+095 1.63**+0.55 0.72+0.09  0.72+0.09 1.47*+0.54 1.32*+0.19  124*+0.36
Testis R.  158%0.15 1.68+0.12 1.47+0.25 1.58+0.04 1.58+0.04 1.714+0.09 1.68+0.21 1.66+0.08
L. 1.654£023 1.63+0.13 1.45+0.24 1.62+0.080 1.62£0.080 1.65+0.08 1.68+0.21 1.61+0.11
Stomach 1.54+0.14 1.51+0.18 1.45+0.18 1.70+0.04 1.70£0.04 1.74+0.23 1.79+0.19 1.63+0.10
Pancreas 0.81+0.22 099+048 0904041 0.63+0.09 063009 070+011 096+0.23 0.55+0.10

Statistically significant from control (*P<0.05, **P<0.01)
Each values represent mean & S.D.
"CON: Treated with rHu-EPO dilution buffer.

Table 11. Organ weights of female rats daily treated wirh rHu-EPO for 30 days and after 30 days of recovery period.

Female
Sex
Dosage(U/kg) After treatment After recovery
Organ CON" 2,500 500 100 CON" 2,500 500 100
No. of rats 10 10 10 10 5 5 S 5

Adrenal Gland R.  0.03+0.007 0.03£0.01 0.03+0.008 0.03£0.007 0.04+0.006 0.02+0.015 0.03+0.006 0.04+0.00

Gland L. 0.03+0.006 0.04+0.01 0.03+0.007 0.03+0.007 0.04+0.016 0.03-+0.016 0.04+-0.008 0.03+0.006
Kidney R. 090+0.08 088+0.06 088+0.17 094+0.06 0.95+0.07 0.95+0.07 1.05+034 097+0.09
L. 090+0.08 090+0.07 088+0.17 0974008 094+0.09 094+0.09 1.03+0.17 094%0.12
Brain 0.93+0.06 1.56+0.18 1.59+0.18 1.69+0.14 1.97+0.12 1.97+0.12  2.02+0.11 1.8940.06
Heart 1.79+006  0.75+0.06 0.76%£0.14 080+0.13 093+£0.10 093+0.10 0.97+0.11 0.88+0.10
Liver 9.16+0.74 942+1.16 855+126 8.62+£0.88 9.04+154 9.04+1.54 10.35+1.02 895+0.26
Lung 1.23+0.15 1.40+040 2.19+1.86 1.41+0.24 1.32+0.13 1.3240.13 1.56+0.26 2.33+0.70
Spleen 0.59+0.08 1.80**4+0.27 0.97*+0.46 086*+0.14 0.95*+0.06 095*+0.06 0.78+0.06 0.74+0.13
Testis R.  0.05+0.005 0.06+0.01 0.05+0.008 0.05+0.01 0.06+0.01 0.06+0.01 0.06+0.11 0.06+0.006
L. 0.05+0.007 0.05+£0.008 0.05+0.009 0.05+0.01 0.06+:0.02 0.06+0.02 0.06+0.02 0.05+0.007
Stomach 1.32+0.13 1.29+0.12 1.174+0.13  0.96+0.40 1.32+0.07 1.324+0.07 1.48+0.10 1.294+0.16
Pancreas 0.59+0.11 046+0.08 051+023 0.62+0.13 0841015 084+0.15 0.64+0.15 056+0.18

Statistically significant from control (*P<0.05, **P<0.01)
Each values represent mean + S.D.
"CON: Treated with rHu-EPO dilution buffer.
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Table 12. Histopathological findings in male rats daily treated
with rtHu-EPO for 30 days and after 30 days of recovery period.
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- Ridell wizbe) widel] w2 Ao} gdatA A
2]

oo 3¢ 19
g L o

Sex Male +2lo] g8akto]tol 4] erythroblast®] &#3F =
Dosage After treatment After recovery -
V7 #ats Table 12, 13).
Organ  (Ukg) CON" 500 2,500 CON" 3500 2,500 Pt TR )
No. of rats 10 10 10 5 5 5 IV. 7 §_
id —I—
Adrenal
Gland L. 0 0 0 0 0 0
R. 0 0 0 0 0 0 A& EAel  rHu-EPO(DA3285)%  Sprague-Dawley
Brain v o 0 0 0 0 af ol 2,500 [U/kg, 500 IU/Kkg 2 100 IU/kgo & 14
Heart 0 0 0 0 0 0

Liver 0 A 0 0 18] 3047 AW Fodst A5 s, JdutsA3a,

Kidney L. 0 0 0 0 0 0 S 7AAE, HAeb AL, A EY AR 2 W] xR
R. 0 0 0 0 0 0 = 21 =
644/\3 317—]0zo LA zl 3
Interstitial Pneumonia 1 0 1 0 0 0 AR SR dT fofl whet 23st
Calcification 93 th(National Institute of Safety Research, 1994).
Spleen 0 0 0 0 0 0 Al EA Fodo] w2 9,]7;]/4_,] A 4o kA E
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Inflamimation & o} aelu} 2R ErEEEATA A el v
ibrosis i . -
Stomach 0 0 0 0 0 0 A sk A%E "} Hsich. o] A w83k
YCON; Treated with rHu-EPO dilution buffer, FATANM e dR2TH fARE A Yepllong
AgEA Felolold odgoleblncke 98 ¥
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