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The antitumor activity of doxifluridine injection
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ABSTRACT :OBJECTIVE = To evaluate the antitumor activity of doxifluridine( DFUR) injection. METHOD Observation the anti-

tumor effects of doxifluridine by ip, iv or po administration on murine sarcoma S180, ip DFUR on hepatoma HepS, leukemia L615

and Ehrlich Cancer ECA, and comparing the activity of ip DFUR with FU, FT207 and 2’- FUdR on S180 in vivo . RESULTS The
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growth inhibitory rates of ip, ivand po DFUR to S180 were over 80 % , the activity of iv FU to S180 was 45 % .

The growth inhibi-

tion of ip DFUR and FU were 78 .5 % and 67 .1 % to HepS; the percent increase in lifespan of ip DFUR and FU were 515 .9 % and
230.2 % to L615;202.0 % and 143 .7 % to ECA. The therapeutic index to S180 were DFUR2 .8, FU1 .3, FT207 1 .4 and FUDR

1.5, respectively . CONCLUSION Doxifluridine administered by ip, iv or po shows the growth inhibitory activity to murine tumor

models in vivo with much higher therapeutic index than that of FU, FT207 and FUDR.
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Tab 1
S180(m=10,x s)

EDsy ( DAS,
DFUR
9d,DFUR S180
S180 70 % ;
20 % ,FU
S180 80 % ,
DFUR S180

The activity of ip, iv or po DFUR on

mice sarcoma

(mg-kg™ ") ( %) (g) ( %)
FU 50 - 0.4 1.7£0.3 45 .2
(q4dx 3 ,iv) 25 3/ 2.7%0.3 12.9
DFUR 500 -5.7 0.5%t0.3 83.9%
(q4dx 3 ,iv) 250 3.9 1.7%0.7 45 .6
6.5 31105
(q4dx 3 ,iv)
FU 25 5.6 0.6x0.2 75.9%
(qdx 9.ip)
DFUR 300 22.6 0.4%t0.2 84.2?
(qdx 9 ,ip) 150 27.7 0903 63.1%
75 28 .1 1.6%0.4 32.1
28 .6 2.4%0.2
(qdx 9 ,ip)
FU 25 10.5 0.7%0.1 72.0%
(qdx 9, po)
DFUR 300 20 .1 0.4%x0.2 82.7Y
(qdx 9, po) 150 33.3 1.4%0.1 42 .6"
75 34.5 2.1%0.2 15.1
32.8 25%0.5
(gqdx9, po)
D P<0.01;? P<0.001
Note : Compared with control group, "’ P<0.01 ;> P<0.001
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ECA

FUI43.7 %. 140 % FU2.6 %,
DFURI2.9 %. 4.
2 DFUR HepS

(n=10,x *5s)

DFUR202.0 %,

Tab2 The activity of ip DFUR on mice hepatoma HepS( n =
10,x s)
(mg'kg']) ( %) (g) ( %)
FU 25 10.3 0.8%0.2 67.1%
(qu() :iP)
DFUR 300 27 .3 0.5%0.1 78 .57
(qdx 9 ,ip) 150 32.3 1.1%0.2 56.1"
75 34.9 1.6%0.4 33.7
36 .1 2.5%0.3
(qu9 ,ip)
D P<0.01;" P<0.001
Note : Compared with control group,' P<0.01 ;" P<0.001
3 DFUR L615
(n=6,x s)
Tab3 The activity of ip DFUR on mice leuke mia L615( n =
6,x Ls)
(mgrkg™ ") (%) (d ( %)
FU 30 -13 .4 38.8F15.5 515.92
(qdx 6 ,ip) 22.5 - 6.1 38.8£15.5  515.92
16.9 45 20.8 £15.1 © 230.2"
DFUR 360 8.2 38.8X15.5 515.9?
(qdx 6 ,ip) 270 105 20.2£19.3  220.6"
180 14.9 13.3%15.1 111 .1
17.1 6.3%0.5
(qdx 6 ,ip)
) P<0.01;" P<0.001
Note : Compared with control group,' P<0.01 ;') P<0.001
4 DFUR ECA

(n=10,x xs)
Tab 4
(n=10,x x5s)

s 4d
,DFUR,FU, FT207 FUDR S180
62.0 % ,40 .8 % ,36 .6 % 38 .7 % ,DFUR
60 % ~70% ,FU.FT207 FUDR
100%,8.7% 7.4%, DFUR 7.4%.
5.
DFUR  S180 2.8,
. FU 1.3,FT207 1.4,FU-
DR 1.5. DFUR 6.
5 DFUR,FU,FT207 FUDR
S180 (n=10,x s)
Tab5 The activity of ip DFUR, FU,FT207 and FUDR on
mice sarcoma SI80( n=10,x *s)
(mgr kg™ ) ( %) (g) (%)
FU 100 -10.1 1.5%0.3 68 .3%
(q4dx 3 ,ip) 50 13.9 2.8%0.4 40 .8
25 18.7 3.2%£1.0 32.4
DFUR 1000 -13.5 0.2%0.3 95.8%
(q4dx 3 ,ip) 500 7.4 1.8%0.5 62.0"
250 13.0 2.8%0.2 40 .8
FT207 420 -14.8 0.7%0.3 85.2%
(q4dx 3 ,ip) 294 -8.7 1.6%0.4 66 .2
206 - 0.4 3.0%0.3 36 .6
FUDR 315 - 11.7 0.2%0.2 95 .87
(q4dx 3 ,ip) 236 - 7.4 1.2%0.3 74 .6")
177 552 2.9%0.4 38.7
22.6 4.7%0.5
(q4dx 3 ,ip)
( n=140) D P<0.01;"” P<0.001
Note : Compared with control group ( 7 =40) ,”’ P<0.01 ;" P<0.001

6 DFUR,FU,FT207
S180
Tab 6
FUDR on mice sarcoma S180( n=10,x L)

FUDR
(n=10,x xs)

The therapeutic index of ip DFUR, FU, FT207 and

The activity of ip/ DFUR on mice Ehrlich cancer ECA

(mg kg™ ") (%) (d) (%)

FU 84 -29.7 35.1 £36 .8 78 .2
(q4dx 2 ,ip) 59 2.6 48 .0%26.3  143.7Y

41 15.3 36.1 £26 .7 83 .2
DFUR 972 -14.4 47.9%33.6  143.1
(q4dx 2 ,ip) 699 .2 1.0 59.5%21.3  202.0?

504 12.9 48.5%13.9  146.2"

54 .4 19.7 %1 .4
(q4dx 2 ,ip)
( n=20) D P<0.01;" P<0.001

Note : Compared with control group,” P<0.01 ;" P<0.001

2.3 DFUR FU.
FT207 2’- FUDR
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LDs, EDs,
(mgekg™ ") (mg-kg™") TI
FU 74 .4%7 2 55.8+3.9 1.3
DFUR 929.3 £102 .8 327.8£14 8 2.8
FT207 351 .4 %43 5 242 .7%6 8 1.4
FUDR 285.3 £27.7 193.6£3.5 1.5
3
DFUR FT207 FUDR FU
i [2~4]
s ,DFUR
FU,FT207 FUDR
,DFUR
FU ,DFUR
P Y NPase FU
P Y NPase s
DFUR 5
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