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Abstract— Phamacokinetics of DWP401, a recombinant human epidermal growth factor (thEGF), was
studied using radioimmunoassay (RIA) and "I-DWP401 in rats. When DWP401 was administerd i.v. at
doses of 50 and 500 ug/kg, the plasma DWP401 disappeard biexponentially with terminal half life of 4.7
and 92.8 min. The Cumux and Tuax after s.c. administration of it at doses of 50 and 500 ng/kg were det-
ermined to be 23.6 and 17.5 ng/m] at 50 ug/kg, and 261.4 ng/mI and 36.9 min, respectively. Both the to-
tal urinary and biliary recoveries of intact DWP401 were very low ({0.4%), probably due to its extensive
degradation in the body. The concentration ration of DWP401 between the organ and plasma decreased
especially in the liver and kideny as the dose and time after the dose increased. For example. the liver/
plasma and kidney/plasma concentration ratio of DWP401 at 2.5min after i.v. doses of 50 ug/kg were
comparable and much larger than unity. But, the ratio at 25min after iv. dose of 500 ug/kg was
much larger in the kidney that in than in the liver. These results suggest that the systemic ad-
ministration of DWP401 might be subject to rapid and extensive clearance from circulation within ser-
veral hours after main distribution to liver and kideny.
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Fig. 1— Calibration curve of standard DWP401 by ra-
dioimmunoassay. The curve shows the
amount (%) of radioactive bound DWP401 for
various dose of DWP401 (B) expressed as a ra-
tio of that bound with DWP401 alone (Bo).
Each point represents the mean of at least 3
trials.
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Fig. 2— Plasma concentration of DWP401 after i.v. ad-
ministration in rats, determined by RIA. : 0: 50

ng/ke, ®: 500 pg/ke.
Table I— Pharmacokinetic parameters of DWP401 in
rats
iv. s.c.

50 ug/kg 500 pg/kg 50 ng/kg 500 pg/ke
tyla) 0.8+£0.1 57x19 - -
(min)
ti2(B) 47+0.9 92.8+13.931.4+£2.2 28.4+£3.0
(min)

AUC 2.3+0.1 52.8+35 1.4+0.1 23.8+85
(ug min/ml)

Trnax - - 17.5£2.2 36.9+0.8
(min)

Crax - - 23.6+0.8261.41£116.5
(ng/ml)

Cl, 22.1+0.7 9.6+0.6 - -
(mI/min-kg)

Bioavaila- - - 63.1£1.8 45.1+16.1

bility (%)

Each value represents the mean+S E. of 5 determin-
ations.

1ol vehAA} Fig. 1914 B0 AHHAE 20 W
2] 500 pg/tubecl L ATAFE 0.9950] 40| o.n
ABAS] WEL 10 oWt B A 242
A= RIAMHAIA 100.000:12 34 o] Qlu 813
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wor E AgY HArHEFEE 6 pg/tubefitt,

HF YPEE DWP4012| EEH0| - DWP4012
50 ng/kg 7 500 pg/kgel Ho2 gy Ho 2 &
Q3 F A2 835 FEE RIAUE R 53
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Fig. 3— Plasma concentration of DWP401 after s.c. ad-
ministration in rats, determined by RIA. : 0 50

re/ke. ®: 500 pg/ke.
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Table Il — Urinary and biliary recovery of DWP401 for 24
hr after i.v. or s.c. administration in rats

Dose Injection Urinary Biliary
(ng/kg) route Recovey (%) Recovery (%)
50 iv. 0.10+0.02  0.36%0.19
s.C. 0:17+£0.64  0.27+005
500 iv. 0.26+0.10  0.34+0.11
s.c 0.16£0.07 0.28+0.06
Bach value represents the mean+S.E. of 5 deter-

minations.
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Fig. 4 — Tissue distribution of DWP401 after i.v. or s.c.
administration of 50 pg/kg ZF-DWP401 in rats.
(A): fraction of injected radioactivity in the en-
tire organ. (B): Ratio of tissue concentration to
plasma concentration (cpm/mi) of “I-DWP401.
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Fig. 5— Tissue distribution of DWP401 after i.v. or s.c.
injection of 500 pg/kg ZI-DWP401 in rats. (A):
fraction of injected radioactivity in the entire
organ. (B). Ratio of tissue concentration to
plasma concentration (cpm/m1) of “I-DWP401.
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