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In vivo distribution of a novel proliposomal preparation of
tegafur following intragastric gavage to rats
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Abstract: Aim To evaluate in vito distribution characteristics of a novel proliposomal preparation of
tegafur in rats. Methods Concentrations of tegafur in tissues and plasma were measured by HPLC
follow ing intragastric gavage of the proliposomal preparation of tegafur ( PL-FT207) or aqueous suspension
of tegafur tablet ( T-FT207) to rats. And the phamacokinetic parameters including the area under the
concentration-time curve ( AUC), relative tissue efficiency and the maximum dmug concentration were
calculated. Results Following intragastric gavage of PL-FT207 or T-FT207 to rats, AUC was significantly
increased in plasma, liver, kidney, colon and lung ( P <0.01) of PL-FT207 group in contrast to that of
T-FT207 group, the rlative tissue efficiencies of these tissues were 1.36 - 1.57, the maximum dmug
concentrations of brain and lung of PL-FT207 group were significantly declined ( P <0.005) . Conclusion
The novel proliposomal preparation of tegafur is able to promote drug absormption in gastro-intestine,
increase drug distribution in kidney, liver, colon and lung, and decrease the maximum dmug concentration
in brain and heart, thus providing scientific basis for further studies on this preparation.
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3P87 Table 1 Calibration equations of tegafur in plasma
, and tissues
AUG o MRT, Tissue A B A Lh]queir mI;gE/ -1
° m or *
PEMS t ( g g g
, Plasma 0.0385 0.0251  0.999 8 0.12- 62
> f ) Bmin 0.0439  0.1002  0.9952 0.5 - 80
Heart 0.0721  0.0987  0.9979 0.5 - 80
, - Lung 0.1657  0.0949  0.991 9 0.5-80
AUC [ Liver 0.1265  0.0967  0.9989 0.5 - 80
0-o00 2
Kidney 0.3810 0.1077  0.9991 0.5 - 80
Colon 0.098 4 0.1075  0.998 1 0.5 - 80
) > PEMS 1.3 NN
b ; 2 .3
) (%) 105.22, 100.25, 97.26, 115.57,
102.10,104.80 104.13, (%)
1 4.23,9.62,6.22,5.68,5.66,5.13 8.96.
11 RSD: 0.21% ~5.00% (n=5),
’ ’ RSD: 0.66% ~12.29% (n=5).
, . =7.4~7.6 min,
1
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Figure 1 HPLC chromatograms of blank plasma or tissues spiked with 20 Hg* g ' tegafur. The retention time was
7.4-7.6 min ( peak 1: tegafur)
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.3 (%) 3.2
72.00, 70.72, 69.30,83.09,76.99, 71. 64 70. 35, 3.
(%) 6.60,8.45,5.52,8.54,
4.60,9.86 8.06. Table 3 Relative targeting efficiency ( 7z ) between
15 40  d30 ¢t PL-FT207 and T-FT207
AUC, _, /Hg* he mL™' orlge he g°!
’ ’ Tissue 1
i PL-FT207 T-FT207
‘ Plasma 618 423 .46
2 Brin 253 247 .02
PL-FT207 T-FT207 0.02 Heart 322 297 - 08
mLe -1 Wistar 24 h Lung 278 204 .36
g ’ T Liver 399 273 .46
Yoo ) ) Kidney 462 295 .57
HPLC Colon 256 188 .36
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Figure2 Tissue ( or plasma) -concentration vs time curves after ig adm inistration of PL-FT207 or T-FT207 to rats
(n=5). A: Plasma; B: Bmin; C: Heart; D: Lung; E: Liver; F: Kidney, G: Colon

Table2 Comparison of AUC and MRT between PL-FT207 and T-FT207 (n =5, x £s)
AUC, _, /Mg h* mL™' orWge he g°! MRT/h
Tissue P P
PL-FT207 T-FT207 PL-FT207 T-FT207

Plasma 618 68 423 *59 <0.002 8.6 1.1 5.4%1.2 <0.002
Brain 253 £37 247 %19 >0.5 10.5%1.6 5.6 %0.4 <0.001
Heart 322 £35 297 *38 >0.2 9.8 %0.8 5.3%0.7 <0.001
Lung 278 £34 204 £15 <0.005 10.1 *1.5 5.2 %0.4 <0.001
Liver 399 £58 273 %28 <0.005 9.3%1.2  6.5%0.5 <0.002
Kidney 462 1100 295 £29 <0.01 10.3%1.6  5.7%0.4 <0.001
Colon 256 £19 188 £30 <0.002 6.7 0.7 6.9 +0.4 >0.5
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Table4 Comparison of maximum dmg concentration
between PL-FT207 and T-FT207 (n =5, x *s)

Chax /Hg® g ! orkge mL"'

Tissue P
PL-FT207 T-FT207
Plasma 73 £14 77 £12 >0.5
Brain 22 %5 47 £12 <0.005
Heart 29 +7 54 6 <0.001
Lung 32 %9 44 £9 >0.05
Liver 42 *12 44 4 >0.5
Kidney 47 £10 47 18 >0.5
Colon 37 14 32 =3 >0.05
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