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cycles of CT-2103. 28% received 3 or more cycles and 15% of the patients 
received 4 or more cycles. Sixteen patients (27%) had stable disease, 4 
of these lasted 6 cycles and 1 lasted 8 cycles. Median time to progression 
was 40 days. The Kaplan-Meier estimate of survival at 1 year is 23% 
with a median overall survival estimate of 5.4 months. Clinically significant 
grade 3/4 drug-related adverse events were limited to febrile neutropenia 
(4 patients) , stomatitis (4), peripheral neuropathy (2), drug hypersensitivity 
(I), and sepsis (3). These data suggest that CT-2103 has activity in heavily 
pretreated patients with 5-FU-resistant advanced colorectal cancer, a tumor 
not responsive to paclitaxel treatment. Based on these encouraging results, 
enrollment in this study continues at a higher dose of 235 mg/m* in patients 
with less than 3 prior regimens. 
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Background: Protracted venous infusion 5-FU with MMC has demonstrated 
significant activity for treatment of MCRC. Due to potential synergy based 
upon up-regulation of thymidine phosphorylase by MMC and different 
toxicity profiles, the combination of capecitabine and MMC may improve 
results in MCRC. 

Purpose: To evaluate the safety and efficacy of capecitabine in com- 
bination with MMC as third line therapy in MCRC resistant to 5-FU and 
irinotecan. 

Patients and Methods: An optimal Z-stage phase II study design was 
utilised. Eligibility criteria included WHO performance status (PS) O-2, the 
ability to take oral medications and adequate haematological, renal and 
hepatic function. All patients (pts) demonstrated progressive disease (PD) 
whilst receiving chemotherapy or within 6 months of cessation of treatment. 
Capecitabine (1250 mg/m2 PO BD) for 14 days followed by 7 days break, 
every 3 weeks and MMC (7 mgIm2 IV bolus) once every 6 weeks was 
given. CT response assessment was performed at 12 and 24 weeks. 

Results: Between 7/01 and 12/02, 31 pts were recruited, with 17 (55%) 
males, median age of 64 years (range 40-77) and 23 (74%) were PS 
O-1. Sites of metastatic disease were liver (74%), lung (35%), peritoneum 
(16%), lymph nodes (13%) and omentum (6%). 15 pts (48%) had 2 2 
sites of metastatic disease. The overall response rate for the 23 evaluable 
pts was 22% (95% Cl: 6.8-40.7%). In addition, 13 pts (57%) had stable 
disease. Grade 3/4 toxicities were hand foot syndrome 23%, vomiting 
11.5%, diarrhoea 3.9%, anaemia 7.4%, and neutropenia 3.7%. No pts 
developed haemolytic uraemic syndrome. Symptomatic improvement was 
noted for pain (85%), bowel symptoms (88%) and dyspnoea (100%). 

Conclusion: Capecitabine in combination with MMC shows promise for 
MCRC resistant to 5-FU and irinotecan in terms of efficacy, acceptable 
toxicity profile, symptom control and ease of administration. Stage II 
recruitment is ongoing in accordance with the study design. 
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Background: irinotecan (iri) in combination with intravenous (iv) 5- 
Fluorouracil (5-FU) and folinic acid (FA) either weekly bolus or biweekly 
infusional is an effective first-line treatment in patients (pts) with ACC. 

Capecitabine (cap) is an oral fluoropyrimidine with comparable efficacy to 
SFU/FA in this setting. In a previous phase I study the recommended dose 
of the combination was cap 1000 mg/m2 twice daily, day 1 14, and iri 250 
mg/m2, starting 2 hours after cap, day 1 i.v. 30 minutes, q 3 weeks (Kerr 
et a/. Proc. ASCO 2002 abstr. 643). Tumour response rate was promising. 
The reverse sequence (iri followed 2 hours later by cap) was assessed in 
phase II study at the recommended dose. These results (Falcone et al. J 
C/in Oncol2001) suggest an improved safety profile for this sequence. After 
evaluation of the safety of the first 3 cycles of the first 15 pts, 42 additional 
pts were included. 

Material and methods: Treatment plan: iri 250 mg/m2 mg i.v. over 30 
minutes, day 1, q 3 wks and cap, 1000 mg/m2 orally twice daily 12 hours 
apart from dl to d14, q 3 wks, with the first dose of cap being given 2 hours 
after iri. Efficacy and safety were evaluated. 

Main eligibility criteria: no prior systemic treatment for advanced disease, 
measurable disease, WHO performance status 5 2, adequate haematolog- 
ical, hepatic and renal function. Prior adjuvant chemotherapy was allowed 
if completed more than 6 months ago. 

Results: Patients characteristics: 34 male and 23 female, median age 
60 years, 41 pts PS 0, 16 pts PS 1. Primary tumour: colon 33 rectum 15 
and rectosigmoid 9. Median number of metastatic sites 2. Prior adjuvant 
chemotherapy 16. Safety analysis in the 1” cohort of 15 pts revealed grade 
3-4: diarrhea 3 pts, nausea 1 pt, vomiting 1 pt, hand-foot syndrome 1 pt, 
neutropenia 3 pts, infection with neutropenia 1 pt, pain 2 pts, fatigue 1 pt, 
and 1 patient experienced coronary vein spasm grade 2 in first cycle. 

Conclusion: The preliminary response assessment after 12 weeks 
therapy show a corrective response. Results on efficacy and safety for the 
total population as well as pharmacokinetic analysis will be presented at 
the meeting. Currently this schedule of iri/cap is being tested in randomized 
trials in ACC. 
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Our objective was to evaluate the impact of adjuvant therapy for colorectal 
cancer on physical function and other functional domains of health-related 
quality of life. 

Methods. Patients completed the EORTC QLQ-C30 core questionnaire 
and CR38 colorectal module, maximal handgrip strength (HG), and other 
measures prior to, during, and at the completion of therapy, and 6 months 
later (follow-up). 

Results. One hundred and fifty patients have been enrolled to date, 
age range 35-79 years, mean 62 years. Physical function (PF) improved 
minimally during therapy (PcO.05) and was similar to baseline at follow- 
up. Role function (RF) improved moderately during therapy and follow-up 
(P<O.OOi). Cognitive function (CF) declined to a minor extent during therapy 
(P<O.O5), but was similar to baseline at follow-up. Emotional function (EF) 
improved to a minor extent (PcO.05) and social function (SF) to a moderate 
extent (P<O.OOl) during therapy and follow-up. Global health status did 
not change during treatment, but was greater at follow-up than baseline 
(PcO.05). Future perspective increased moderately with commencement of 
therapy and remained higher at followup (PiO.001). Fatigue did not change 
from baseline during therapy but was lower at follow-up than baseline 
(p<O.OOl). Baseline HG was inversely related to age and was lower in 
women (&0.57, all P<O.OOl). HG increased from baseline to follow-up 
(P~0.05). Age-related differences in function were modest: RF decreased 
moderately during therapy in patients aged 65 or older (PcO.01, n=65), 
but recovered subsequently, whereas RF improved throughout in younger 
patients (P<O.Ol, n=85). Differences between patients with colon and rectal 
cancer and between men and women were minor. 

Conclusions. The functional impact of adjuvant therapy for colorectal 
cancer is limited. Global health status and self-reported function in all 
domains were maintained or improved during adjuvant therapy, with the 
exception of transient, minor impairment in cognitive function. Moreover, at 
six months following adjuvant therapy, function in all domains was similar to 
or better than baseline. The limited impact of adjuvant therapy may reflect 
recovery from baseline impairments in some domains related to recent 
major colorectal resection. This information is of value for clinical decision- 
making and defining social support needs, and may identify predictors of 
individuals sustaining significant impairments. 


