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Study on Tissue Distribution of Recombinant Human
Alpha-Interferon

Je Hak Kim, Hye Sun Lee, Dal Hyun Kim, Nam Jin Cho and Kyu Bum Kwack
R & D Center, Cheil Sugar & Co.
(Received November 25, 1987)

The distribution features of recombinant human alpha-interferon ({HuIFN- ¢ A) and 4C-radiolabeled
rHulFN- oA (MGrHulFN- ¢A) were investigated in ICR mice after i.v. injection. The level of
rHulFN- @A in the kidney was significantly higher than those in lung and liver at 10min after the in-
jection. But the level was reduced significantly at 60min. The level of radioactivity in the kidney was
also significantly higher than those in other organs after i.v. injection of 4C-rHulFN- cA, but it was
reduced at much slower speed than was rHulFN- a A. These results show that interferon is distribut-
ed repidly and the kidney is the main site of distribution and metabolism of rHulFM- ¢ A.
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Table 1- Distribution of Interferon in Body Tissues of Mice after . V. Injection of rHulFN-aA {1x 1PIU / mouse).

Time after Mouse IFN titer of organ extract (IU/g)*
1.v. injection number Lung Liver Kidney Serum
10 min A 40185 10952 504045 197605
B 37035 10080 620055 136562
C 40860 11600 572625 106691
D 43325 8064 48415 133039
40351 10174 545535 143474
Mean + S.D.
+2590 +1538 +62244 +38470
60 min A 8325 968 63945 13939
B 11520 1260 34785 18046
S 680 U2 3380 _ ____ 8257
8715 869 44040 13414
Mean + S.D.
+2632 +297 +17252 +4916

“Extracts were made by homogenizing the tissue in 0.1M phosphate buffer (pH 7.2) at 200 mg tissue/m! for lung and

kindney and 500 mg tissue/m/ for liver.
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Figure 1—Tissue distribution of rHulFN-eA (Left A) and 4C-rHulFN-¢A in mice (expressed as mean of 3-4 experi-
ments). A: 1x106IU of rHulFN-aA was i.v. injected per mouse (20-23g). B: 8750cpm of 14C-rHulFN-¢A was i.v. in-
jected per mouse (20-23g). Cpm was converted to corresponding titer.
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Table 11 - Distribution of Interferon Radioactivity in Body Tissues of Mice after Intravenous Injection of C-rtHulFN-aA

(8750cpm / mouse).
Time after Mouse IFN radioactivity of organ extract (cpm/g)*
i.v. injection number Lung Liver Kidney Serum
10 min A 66.0 21.0 92.3 223.9
B 118.3 13.0 211.3 210.7
C 83.3 29.0 258.0 346.5
D 123.3 22.8 1613 2933
Mean+SD. ¢ 97.7+27.6  215+66  180.7+710  268.6+63.3
60 min A 55.0 15.0 58.7 32.5
B 72.7 16.0 66.0 32.0
C 73.3 17.6 62.0 26.4
D 86.7 16.8 126.0 40.2
Mean=SD. 71.9+130 16411 7824320 328457

“Extracts were made by homogenizing the tissue in 0.1M phosphate buffer (pH 7.2) at 300 mg tissue/m/ for lung and
kidney and 500 mg tissue/m/ for liver.
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Molecular Concepts in Pharmacokinetics

Manabu Hanano
Faculty of Pharmaceutical Sciences, The University of Tokyo
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Figure 2—(a) Simulated curves and observed plasma EB concentrations after bolus i.v. administration of 20 mg/kg (0),
50 mg/kg (W), and 100 mg/kg (®) of EB in rats.

(b) Simulated and observed plasma EB concentrations after i.v. administration of 10 mg/kg (O), 20 mg/kg (M), and 80
mg/kg (@) of EB in rabbits. Each point represents the mean + SD from 4-6 experiments.
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