Schedule Dependence in Tumor Response for
5-Fluorouracil in Colorectal Cancer
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Table 1. 5-FU schedules in 39 study arms and their response rates in colorectal cancer taken from Sobrero et al. [1]. Figure 3. Predicted RR for the E,,,-model following different infusion
Type of schedule Number of Total dose/4 Patients/ RR (%) Ieng'Fhs in relation to cycle length f_or differ_ent tptal AUC values. A
study weeks study arm  (range) fraction of 1 corresponds to a continuous infusion.
Lena.Friberg@farmbio.uu.se - arms (mg/m2) (range)
Bolus daily for 5 days every 3"-5" week 13 1850-2500 36-110 1-29 References:
Bolus daily for 3-5 days then once every week 5 1800-3700 19-154 0-33 [1] Sobrero AF, Aschele C, Bertino JR. Fluorouracil in colorectal cancer — a tale of two drugs. J Clin Oncol, 15: 368-
Bolus once weekly 4 2400-2740 27-72 4-16 ?21]'5199(;‘ M BN T g S T I
andstrom M, Freijs A, Larsson R, Nygren P, Fjallskog ML, Bergh J, Karlsson . Lack of relationship between
BOIU? once ?Very other week d 3 2400 34-91 12-17 systemic exposure for the component drugs of the fluorouracil, epirubicin, and 4-hydroxycyclophosphamide regimen
Continuous inf over 1-3 days every to every 3™ week 5 5200-12000 39-85 0-30 in breast cancer patients. J Clin Oncol, 14:1581-88, 1996.
Continuous inf over 5-7 days every 34" week 3 5000-6500 73-88 8-12 [3] Karlsson MO, Molnar V, Bergh J, Freijs A, Larsson R. A general model for time-dissociated pharmacokinetic-
Protracted infusion 6 8400 39-87 12-35 pharmacodynamic relationship exemplified by paclitaxel myelosuppression. Clin Pharmacol Ther, 63:11-25, 1998.
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