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Prospective Randomized Trials Comparing In-
travenous 5-Fluorouracil and Oral Doxifluridine
as a Postoperative Adjuvant Treatment for Ad-
vanced Rectal Cancer

Nam Kyu Kim, M.D., Kang Young Lee, M.D., Jea Kun
Park, M.D., Seong Hyeun Yun, M.D., Jae Kyung Roh,
M.D.! and Jin Sik Min, M.D.

Purpose: Intravenous 5-Fluorouracil (5-FU) and oral doxi-
fluridine were compared with respect to therapeutic efficacy,
drug toxicity, and quality of life to clarify the efficiency of
oral doxifluridine.

Methods: One hundred sixty-six (166) patients who under-
went a curative resection for TNM stage Il and IIl rectal
cancer between Oct. 1997 and Feb. 1999 were randomized
to receive intravenous 5-FU (450 mg/m®/day) or oral doxiflu-
ridine (700 mg/m%/day) in combination with leucovorin (20
mg/m’/day). 5-FU was infused intravenously 5 consecutive
days per month for a total of 12 cycles (IV arm, N=74) in
one group, and doxifluridine was given orally daily for 3
weeks with a rest of 1 week for a total of 12 cycles (Oral
arm, N=92). Drug toxicity and quality of life were observed.
Quality of life was scored according to twenty-two daily
activity items (good, >71, fair,63<and <70, poor,<52).
Results: There was no significant difference in the mean
age, sex, TNM stage distribution, or type of operation bet-
ween the two groups (>0.05). Mean number of chemo-
therapy cycles was 6.53.7 (IV arm) vs 7.2£4.3 (Oral arm).
The recurrence rate was 9/74 (12.1%) in IV arm and 6/92
(6.5%) in oral arm (P=0.937). Local recurrence was 2/74
(stage lll; 2.7%) in IV arm and 1/92 (stage II; 1.1%) in oral
arm. Systemic recurrence was 7/74 (Stage lll; 9.4%) in IV
arm and 5/92 (Stage Ill; 5.4%) in oral arm. Toxicity pro-
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files are as follows: Leukopenia (30/74, 17/92) and alopecia
(21/74, 13/92) were more common in [V arm than in oral
arm, and the difference was statistically significant. Diarrhea
was more common in oral arm. The quality of life score was
better at 1 month (19.5%, 49%) and at 2 months (47%, 72%)
in the oral arm group (<0.05).

Conclusion: Oral Doxifluridine with leucovorin as a post-
operative adjuvant therapy shows a therapeutic efficacy com-
parable to the intravenous 5-FU regimen and has a high
quality of life. The oral regimen also can be safely given
with an appropriate toxicity and tolerability. (J Korean Surg
Soc 2001;60:195-199)
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midine nucleoside phosphorylasedl] 2]&}o] ¢tzZF ol 4] A€
Ao 5-FUE A== 4729 5-FU AFAZ A4,
Ak W FHe SollA FEe] AEA ] dSEHAG A
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220 leucovoring 20 mg/m’/daye] Lo T 7AW
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fluridine 7 75-0] 72 700 mg/m’/daye] £ 2 20 mg/
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okz} WA S o] 8819 o three field plan (posteroante-
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ofl A i 72577} ABE Ackp=0.07). T WHS 7
A Fo] oA 53]5 AAlEol 16¢l], AAS AA|
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o], ZFuk WA AlAEo] 1IR3 HFFo] FollAe &5
35 AAEo] 23o], A9 A AAEo| 63|, Hartmann
A o] 4q|, AT TEe] lolo]a A =uk HAA
Aol 19t F oA AlEdE FE WRe FEE
Zpol7F Aieh. W B AR Fof FollA] I7]7}
25¢]|, 7] 49oflo] 3L 750 ollA] 117] 41e], II7] 51
A& F Tl WrH BEEE XolE HolA &%
(p=0.454)(Table 1).
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Table 1. Patients characteristics

IV arm Oral arm
(n=74) (n=92)
Sex
Male 45 59
Female 29 33
Mean age 523 59.5
Type of operation
APR 16 23
LAR 54 63
Hartmann 1 4
CAA 2 1
PE 1 0
TPE 0 1
TNM stage
I 25 41
I 49 51
Chemotherapy cycles 6.5+3.7 72+43

APR = abdominoperineal resection; LAR = low anterior resec-
tion; CAA = coloanal anastomosis; PE = posterior exenteration;
TPE = total pelvic exenteration.
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o] Hazlict 53 ASEAL: AW Fo oA
74z 7d1(9%), 13(18%)A 3L 73 F-F-of oA & 2+t 169
(17%), 18¢1(19.6%)Fc}t. W AAAZL 1 A EE grade
I (3,000 ~4,500), grade II (2,000~2,900), grade III (1,000~
1,900), grade IV (<1,000)2 H-Fotgle wl AR Fof
T-ollA] grade 17} I3 254], grade NIz} IVE 5ot 7
T Fol oA+ grade MIT} Ve 93 grade 17} I+
17419 eh(p <0.05). ©RF2 A Fo] FollA grade 1
o] 184]l, grade 117} 3od] 3L ZFFo] ol A= grade 1
o] 13of] UArHp<0.05). AW Fof 73 HFFo] ¥
Aololl FUde HIEE 99ds AolE HolA g3ty
grade 11 A2 ©bA] A Fof Fof|Ant 3w 9)ct.
A7 ZAL kA 27 ol de 43k A5t
AR ol SfollA] 26|, T FollA] 5ol st

Table 2. Toxicity according to treatment

Toxicity IV arm Oral arm
Gastrointestinal
Nausea and vomiting
Grade I and 1T 39 32
Diarrhea*
Grade I and 1T 15 20
Grade III and IV 0 16"
Abdominal pain 7 16
Anorexia 13 18
Leukopenia*
Grade I and II 25 17
Grade III and IV 5 0
Stomititis
Grade T and 1T 11 5
Grade IIT 5 0
Alopecia*
Grade 1 18 13
Grade 1T 3
Neurologic 2
Skin pigmentation 9

*P<0.05, '3 cases require hospitalization

st AR Fol oA 4o Ho] BFOE
73F7H<52) Sk 313 ajo] & F AF 157 ¥
ol & 116](23.9%), 257] Foll= 64(15.8%), 35+7] Zoll&=
3d1(10%), 657] ol 209(10.5%)%A k. 4ke] Ho| B
o7 FREE A vl e 3ot 34 oW 2diA| 7
of|A] Zhazsly] Al &bslo] o] o= & widbglo] vl &
A& Bk &rol o] v BEFH AeE 3¢k 93t
A8 157] Foll= 990(19.5%), 237] Fol|l= 1840|(47%), 3
F7] Foll= 146(47%), 657] Foll= 10d](52%)Z 4k
Ao| ¢FE TiE« AT I 3 2 2370 F
7HchrL o] % F W3bE Ho|A] ¢kgkrt. o]dl nkl 73
Fol TollA 4k Ho| BFow FiH 57 157
Zof 84(13%), 237] ol 241(3.7%), 3F7] o 14
(24%), 657] Foll= & o= Ak 48] Aol o E
BT 157 Foll 3100|(49%), 257] F-oll 39¢]]
(72%), 357] Foll= 334(719%), 65F7] Zolli= 371 Z(88%)
PEE Ak FE N 57F AY=HA F T e A9
A H3bE v e B9A 7 7k 4] A
< 247e] £ A7|vbet SAIGH o2 o9 E Aol &
B9 h(p=0.007, p=0.038, p=0.025, p=0.002)(Fig. 1).
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Fig. 1. Quality of life score after chemotherapy.
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Table 3. The rate of recurrence

IV arm Oral arm
(n=74) (n=92)
Local recurrence
Stage 11 0 1 (1.1%)
Stage III 2 2.7%) 0
Systemic recurrence
Stage II 0 0
Stage 111 7 (9.4%) 5 (5.4%)
Total 9 (12.1%) 6 (6.5%)*
P=0.937
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