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Abstract — The pharmacokinetics of CJ-50001 (recombinant human granulocyte-colony stimulating factor,
developed by R&D center of Cheil Jedang Corp.) were investigated in rats and dogs. The serum
concentrations of CJ-50001 were measured by a sandwich enzyme immunoassay. After single intravenous (iv)
administration of CJ-50001 to rats at a dose of 5 ug/ke, the mean terminal balf-life and area under the
concentration-time curve (AUC) were 0.96 h and 124.49 ug - h/ml, respectively. After single subcutaneous
(sc) administration at the same dose, maximum serum concentration was observed at about 2 hours after
administration, and the mean terminal half-life, AUC and the bioavailability were 1.11 h, 63.58 ug - h/ml and
51.07%, respectively. In repeated dosing studies, CJ-50001 was administered iv and sc to rafs at a daily dose
of 5 ug/kg for 7 days. The pharmacokinetic parameters, such as mean AUC and terminal half-life, were not
significantly different from those of single administration. Following single iv and sc administration of CJ-
50001 to dogs at a dose of 5 ug/kg, mean AUCs werc much higher than those of rats, due to the decreased
clearence (CL). After sc administration to dogs, maximum serum concentration was observed at 2-~4 hours
after administration and the bioavailability was 54.60%.

Keywords[] CI-50001, recombinant human granulocyte colony-stimulating factor (rhG-CSF), pharmaco-
kinetics, bioavailability (BA)
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Fig. 1. Serum concentration-time profiles of CJ-50001 after

single intravenous or subcutaneous administration to rats. Each
point is the mean of five rats with S.D. indicated by bars.
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Fig. 2. Serum concentration-time profiles of CJ-50001 after
single or 7-consecutive day intravenous administrations at a
daily dose of 5 pg/kg to rats. Each point is the mean of five
rats with S.D. indicated by bars. *p<0.05.
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Table I. Mean (*standard deviation) pharmacokinetic parameters of CJ-50001 after intravenous and subcutaneous administration at

a 5 ug/ke dose to rats (n=5)

Route AUC (ng - h/ml) MRT (h) Terminal 1,, (h) CL (ml/h/kg) F (%)
iv 124.49+15.49 1.26+0.14 0.97+0.11 40.16£5.06 -
sC 63.581+9.60 3.11+0.11 1.11+0.19 40.16£6.31 51.07
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Fig. 3. Serum concentration-time profile of CJ-50001 after
single or 7-consecutive day subcutaneous administrations at a

daily dose of 5 ug/kg to rats. Each point is the mean of five
rats with 5.D. indicated by bars. *p<0.05, **p<0.01.
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Table II. Mean (+standard deviation) pharmacokinetic parameters of CJ-50001 after 7-consecutive day intravenous and sub-

cutaneous administrations at a daily dose 5 pg/kg to rats (n=5)

Route AUC (ng - h/ml) MRT (h) Terminal t, (h) CL (mli/h/kg) F (%)
iv 109.52+10.26 0.91+0.18 0.91+£0.09 45.654.3.95 -
sC 58.17+5.70 2.46+0.11** 0.88+£0.26 45,651+ 4.45 53.11

**The mean MRT of 7-consecutive day subcutaneous administrations was significantly different (p<0.01), compared with that of sin-

gle subcutaneous administration.

Table III. Mean (+standard deviation) pharmacokinetic parameters of CJ-50001 after intravenous and subcutaneous administration

al a 5 ng/kg dose to dogs (n=4)

Route AUC (ng - b/ml) MRT (h) Terminal t,, (h) CL (ml/h/kg) F (%)
iv 235.704£16.34 1.48+0.20 1.31+0.33 21.21+1.55 -
SC 132.931+9.75 5.324-0.11 2.53+0.40%* 21.21+7.05 51.07

** The mean terminal half-life of subcutaneous administration were significantly different (p<0.01), compared with that of intravenous

administration.
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Table IV. Mean (+standard deviation) pharmacokinetic parameters of CJ-30001 after intravenous administration at a 5 ug/kg dose

to rat (n=5) and dogs (n=4)

Species AUC (ng - h/ml) MRT (h) Terminal t,, () CL (ml/h/kg)
Rat 124.49+15.49 1.26-+£0.14 0.97+£0.11 40.161+5.06
Dog 235.70116.34%* 1.48+0.20 1.31£0.33 21.21+1.55**

** The mean AUC and CL in dogs were significantly different (p<0.01), compared with those in rats.

Table V. Mean (+standard deviation) phammacokinetic parameters, according to the model, of CJ-50001 after single intravenous ad-

ministration at a dose 5 ug/kg to rats (n=5)

Model AUC (ng - h/ml) CL (mg/h/ke) tia(0) (h) ti=(B) (h)
Two compartment 146.76£22.31 34.07+5.60 0.32+0.07 0.96x0.13
Model independent 124.49+15.49 40.16+5.06 - 0.97+£0.11

They were not significantly different (p<0.05).
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