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Abstract— Metabolism of DWP401, recombinant human epidermal growth factor. was examined in vivo
and in vitro in rats. When “labeled DWP401 was adminstered at a dose of 50 pg/kg by i.v. injection,
‘*1-DWP401 was rapidly degraded within 30 minutes above 93%. Thin layer chromatography analysis of
urine collected for 24 hr after iv, administration of “I-DWP401 showed only one spot on a X-ray film
which was considered as diiodo-tyrosine. This result suggests that “F-DWP401 was completely dig-
ested into free amino acids without any specific intermediate polypeptides. About 42.1% of the ad-
ministered iodine was recovered in 24 hr. For in vitro degradation study. -DWP401 was added to plas-
ma and tissue hormogenates of rats and incubated at 37°C. Almost 98% of the added radioactivity was
recovered from the protein fraction(TCA precipitates) in plasma. However, radioactivity recovered from
the protein fraction of the liver, kidney, small intestine, stomach and spleen decreased rapidly. For ex-
ample, the recovery rates of "*I-DWP401 were 58.6, 63.2, 39.9, 52.9 and 66.8% after 4hrs of incubation in
respective organ homogenates.
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Fig. 1— Elution profiles of mI-“DWP401 in plasma on a Sephadex G-25 column (1.6X40 cm) at various sampling times
after £.v. administration of *I-DWP401 in rats. In each case the first peak, near the fraction 30. represents in-
tact “I-DWP401 and second peak. near the fraction 68, metabolites of '“I-DWP401.
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“I-DWP401 (4.55 Ci) in rats (n=3). Each bar
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Fig. 3 — Elution profiles of “I-DWP401 in urine on a Sephadex G-25 column (1.6%40 cm). Each urine samples were
collected during 0-8 hr and 8-24 hr after i.v. administration of "“I-DWP401 in rats.
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Fig. 4— Elution profiles of "I-DWP401 in liver homogenates on a Sephadex G-25 column (1.6X40 ¢cm) after iv. in-
jection of *I'DWP401 in rats. In each case the first peak represents intact “-DWP401 and second peak

metabolites of PIF-DWP401.
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Fig. 5— Elution profiles of *I-DWP401 in kidney homogenates on a Sephadex G-25 column (1.6X40 cm) after in-
travenous injection of I-DWP401 in rats. The first peak represents intact *IFDWP401 and second peak

metabolites of “I-DWP401.
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Fig. 6 — Degradation profile of ZI-DWP401 on in wvitro
metabolic reactions with tissue homogenates
at 37°C. Each point is mean of duplicate reac-
tions.
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Fig. 7—Thin layer chromatography of *F-DWP401
metabolites in urine after i.v. administration at
50 ug/kg dose in rats. The TLC plate was au-
toradiographed for 4 days. Lane 1. "*I-DWP401;
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Fig. 8— Thin layer chromatography of I-DWP401
metabolites in urine after i/v. administration
in rats. The TLC plate. lane 5 to 8, was au-
toradiographed on a X-ray film and lane 1 to
4 was stained with ninhydrin solution. Lane 1
“leucine: lane 2 : tyrosine: lane 3 : monoiodo-
tyrosine: lane 4 : diiodo-tyrosine: lane 5 : ¥I-
DWP401: lane 6 : urine collected during 8 hr
after i.v. injection: lane 7:urine collected
during 8-24 hr after i.v. injection: lane 8 : ¥[-
Na.
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