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Treatment for Advanced Colorectal Cancer with High-dose Levofolinate
and 5-fluorouracil

Yoshiko MIKAMI, Atsushi URAKAMI, Kazuki YAMASHITA,
Masatoshi KIMOTO, Tsukasa TSUNODA, Sueharu IWAMOTO*

From August 2000 to August 2002, 14 patients with non—curative postoperative or recurrent
colorectal carcinomas were treated with high-dose levofolinate (LV) plus 5-fluorouracil (5-FU).
Treatment consisted of a course of intravenous injection of LV (200-250 mg/m?) for two hours
and rapid intravenous injection of 5-FU (500-600 mg/ m? ). Treatment was given every week for
six weeks (one cycle) followed by a two-week rest period. All patients underwent more than two
courses. We assessed the response by measurement of a tumor marker (carcinoembryonic antigen :
CEA). We also assessed time to progression (TTP). The most frequent adverse events were
nausea/vomiting and diarthea (50%) delayed pigmentation (25%), and neutropenia (19%).
Fourteen patients showed responses (four partial response (PR), six were stable (NC) and four
progressed (PD)). The mean TTP was 6.2 months and the median time was six months. High-

dose LV/5-FU therapy has few adverse events. Therefore, it is considered safe for outpatients.
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Fig. 1. Chemotherapy Administration Schedules



=k AT - RIS 2 HE LV/5-FU §F R EORE

101

Table 1. Patient Characteristics
No. Age Sex Advancedor Site Histological Metastasis Other Out or Dose / body Adverse Response TTP Time Prognosis
Recurrent type treatment Admission (LV/FU mg) event (Mo) (Mo)
1 42 F Recurrent  Sigmoid muc. Bone,P3,Liver RT Out 350/625 pigmentation, mNC 11 20 died
hausea,
diarrhea
2 55 M Recurrent Rectum mod. Local (Inguinal LN)  RT,RF Out 400/750 none mNC 4 15 died
Liver,Lung
3 63 M Recurrent Cecum muc. Liver,P1 Out 250/400 none mPR 5 1" died
4 79 M  Advanced Rectum muc.  Paraaortic LN (N4) Out 400/750 none mPD 1 2 died
1 59 F Recurrent  Sigmoid mod. Lung Out 375/750  pigmentation mNC 8 16 alive
6 72 M Recurrent  Sigmoid mod. Bone,Lung RT Admission  325/750 diarrhea mPD 1 5 died
7 55 F Recurrent Ascending  mod. Douglas (P1) RT Out 350/750 pigmentation, mNC 9 21 alive
nausea
8 52 M Recurrent  Sigmoid mod. Bone,Lung RT Out 350/750 nausea mPR 10 16 alive
Paraaortic LN (N4)
9 67 M Recurrent Rectum mod. Neck LN,Bone RT Out 375/750 none mNC s 11 died
10 59 F Recurrent Rectum mod. Local,Liver RT Admission  350/750 nausea mPD 1 15 died
1 65 M Recurrent Rectum mod. Local,Liver,P1 Admission 350/650 none mPD 2 12 alive
12 74 M Recurrent Rectum mod. Local,Liver,Lung RF Out 350/1000 pigmentation, mPR 8 8 alive
neutropenia
13 45 F Recurrent  Sigmoid mod. Local RT Admission  325/625 neutropenia mPR 6 7 alive
14 50 F Recurrent Rectum mod. Abdominal wall Out 250/500 diarrhea, mNC 14 14 alive
pigmentation
Table 2. Chemotherapy Toxicity
. . = 0,
Toxicity Patients | % grade p =
Nausea/Vomiting 5 31 5 0 0 O
Diarrhea 3 19 3 0 0 O LRk +— ;b (Levofolinate :
Fever 0 c | 0 0 0 O LV) E70F8aY 5 YN (5
Pigmentation 4 25 4 0 0 O - 12 5-FU) & o 6 i
" uorouracil . o— T
Neutropenia 3 19 0 2 1 O
. % 2 25
Thrombocytopenia 0 0 0 0 0 O i, 5-FU O R @EE g &

Table 3. Response rate and Time to progression (TTP)

Response rate TTP (Mo)
mPR 28.5 % (4/14) 7.25
mNC 43 % (6/14) 8.83
mPD 28.5% (4/14) 1.25

Time To Progression average 6.2 months
(TTP) (mean 6 months)

(6/14%1), mPD 28.5% (4 /14%1) TH - 7.
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