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Phase II study of short-course capecitabine plus oxaliplatin (XELOX) followed by maintenance capecitabine in advanced colorectal cancer: XelQuali study

METHODS

Patients received intravenous oxaliplatin 130 mg/m 2 on d1 plus oral capecitabine 1000 mg/m 2 twice daily (bid) on d1-14 every 21 days for 4 cycles. Patients achieving stable disease (SD) or better then received capecitabine 1250 mg/m 2 bid on d1-14 every 21 days until disease progression. The primary endpoint was progression-free survival (PFS).

RESULTS

Overall 21/45 (47%) of patients responded to the initial XELOX chemotherapy whilst SD or better was documented in 76%. Median PFS was 6.7 (95% CI 5.7-9.6) months, and median overall survival (OS) was 20.5 (95% CI 13.1-28.1) months. In the 34 patients who then received capecitabine maintenance therapy, the median PFS was 8.1 (95% CI 6.2-11.8) months and median OS was 23.1 (95% CI 17.8-28.5) months. A marked reduction in the vast majority of all grades of adverse event occurred on switching from initial XELOX to maintenance capecitabine chemotherapy including grade 1-2 (77% vs. 47%) and grade 3 (7% vs. 3%) neuropathy, diarrhoea and lethargy.

INTRODUCTION

Over the past decade, several new cytotoxic and targeted agents have become available for the treatment of patients with colorectal cancer. However, the optimal duration and sequence of therapy remains to be determined. Previously, the UK Medical Research Council Colorectal Cancer Group compared an intermittent regimen of 5fluorouracil/leucovorin (5-FU/LV) (i.e. 12 weeks of therapy with retreatment on disease progression) with conventional continuous 5-FU/LV in patients with metastatic colorectal cancer [START_REF] Maughan | Comparison of intermittent and continuous palliative chemotherapy for advanced colorectal cancer: a multicentre randomised trial[END_REF]. This study showed conclusively that intermittent treatment was as effective as continuous treatment, but that patients receiving the intermittent regimen had a better quality of life (QoL).

Oxaliplatin can be combined with either 5-FU/LV [START_REF] Goldberg | A randomized controlled trial of fluorouracil plus leucovorin, irinotecan, and oxaliplatin combinations in patients with previously untreated metastatic colorectal cancer[END_REF][START_REF] Goldberg | Randomized controlled trial of reduced-dose bolus fluorouracil plus leucovorin and irinotecan or infused fluorouracil plus leucovorin and oxaliplatin in patients with previously untreated metastatic colorectal cancer: a North American Intergroup Trial[END_REF][START_REF] De Gramont | Leucovorin and fluorouracil with or without oxaliplatin as first-line treatment in advanced colorectal cancer[END_REF] or the oral fluoropyrimidine, capecitabine (Xeloda ® ) [START_REF] Cassidy | Randomized phase III study of capecitabine plus oxaliplatin compared with fluorouracil/folinic acid plus oxaliplatin as first-line therapy for metastatic colorectal cancer[END_REF][START_REF] Díaz-Rubio | Spanish Cooperative Group for the Treatment of Digestive Tumors Trial (2007) Phase III trial of capecitabine and oxaliplatin (XELOX) vs continuous infusion 5-fluorouracil plus oxaliplatin (FUOX) as first-line therapy in metastatic colorectal cancer: final report of the Spanish TTD group trial[END_REF][START_REF] Ducreux | Efficacy and safety findings from a randomized phase III study of capecitabine (X) + oxaliplatin (O) (XELOX) vs. infusional 5-FU/LV + O (FOLFOX-6) for metastatic colorectal cancer (MCRC)[END_REF], to give an effective first-line regimen for patients with metastatic colorectal cancer. However, oxaliplatin can cause sensory neuropathy, a cumulative, dose-related toxicity, which is generally observed after 4 to 6 months of therapy [START_REF] Goldberg | A randomized controlled trial of fluorouracil plus leucovorin, irinotecan, and oxaliplatin combinations in patients with previously untreated metastatic colorectal cancer[END_REF][START_REF] Goldberg | Randomized controlled trial of reduced-dose bolus fluorouracil plus leucovorin and irinotecan or infused fluorouracil plus leucovorin and oxaliplatin in patients with previously untreated metastatic colorectal cancer: a North American Intergroup Trial[END_REF][START_REF] Giacchetti | Phase III multicenter randomized trial of oxaliplatin added to chronomodulated fluorouracil-leucovorin as first-line treatment of metastatic colorectal cancer[END_REF]. The median time to response with oxaliplatin-based regimens, however, generally occurs earlier (2 to 5 months) [START_REF] De Gramont | Leucovorin and fluorouracil with or without oxaliplatin as first-line treatment in advanced colorectal cancer[END_REF][START_REF] Giacchetti | Phase III multicenter randomized trial of oxaliplatin added to chronomodulated fluorouracil-leucovorin as first-line treatment of metastatic colorectal cancer[END_REF]. It may therefore be possible to devise a regimen which achieves maximum treatment effect before cumulative neurotoxicity appears. Support for this concept has recently come from the OPTIMOX-1 and OPTIMOX-2 studies, which documented the efficacy of a "stop-and-go" strategy consisting of FOLFOX-7 for 12 weeks, followed by 5-FU/LV maintenance therapy for 24 weeks, and reintroduction of FOLFOX-7 thereafter, [START_REF] Tournigand | OPTIMOX1: a randomized study of FOLFOX4 or FOLFOX7 with oxaliplatin in a stop-and-Go fashion in advanced colorectal cancer: a GERCOR study[END_REF][START_REF] Maindrault-Goebel | OPTIMOX2, a large randomized phase II study of maintenance therapy or chemotherapy-free intervals (CFI) after FOLFOX in patients with metastatic colorectal cancer (MRC): a GERCOR study[END_REF]. The GISCAD study further demonstrated the feasibility and efficacy of an intermittent irinotecan-based regimen (i.e. FOLFIRI for 8 weeks alternating with an 8-week chemotherapy-free interval) [START_REF] Labianca | Italian Group for the Study of Digestive Tract Cancers (2006) Alternating versus continuous "FOLFIRI" in advanced colorectal cancer (ACC): A randomized "GISCAD[END_REF].

The XELoda QUALIty-of-life study was conducted to evaluate the efficacy, safety and QoL of a short course of oxaliplatin in combination with capecitabine (XELOX) followed by maintenance treatment with single-agent capecitabine in patients with previously untreated, inoperable metastatic colorectal cancer. The aim of this treatment strategy was to elicit an initial response with the XELOX regimen, and then maintain this response with a simpler, better-tolerated single-agent regimen which might also improve patient QoL. Both XELOX [START_REF] Cassidy | Randomized phase III study of capecitabine plus oxaliplatin compared with fluorouracil/folinic acid plus oxaliplatin as first-line therapy for metastatic colorectal cancer[END_REF][START_REF] Díaz-Rubio | Spanish Cooperative Group for the Treatment of Digestive Tumors Trial (2007) Phase III trial of capecitabine and oxaliplatin (XELOX) vs continuous infusion 5-fluorouracil plus oxaliplatin (FUOX) as first-line therapy in metastatic colorectal cancer: final report of the Spanish TTD group trial[END_REF][START_REF] Ducreux | Efficacy and safety findings from a randomized phase III study of capecitabine (X) + oxaliplatin (O) (XELOX) vs. infusional 5-FU/LV + O (FOLFOX-6) for metastatic colorectal cancer (MCRC)[END_REF] and capecitabine monotherapy [START_REF] Hoff | Comparison of oral capecitabine versus intravenous fluorouracil plus leucovorin as first-line treatment in 605 patients with metastatic colorectal cancer: results of a randomized phase III study[END_REF][START_REF] Van Cutsem | Xeloda Colorectal Cancer Study Group (2001) Oral capecitabine compared with intravenous fluorouracil plus leucovorin in patients with metastatic colorectal cancer: results of a large phase III study[END_REF] have established efficacy in the firstline treatment of metastatic colorectal cancer, but have not been investigated in this manner previously.

PATIENTS AND METHODS

Study design

This single-arm, open-label, phase II study was conducted at 2 centres in the United Kingdom. It was performed in accordance with the Declaration of Helsinki and Good Clinical Practice Guidelines. The protocol was reviewed and approved by the ethics committee at each participating site. Written informed consent was obtained from all patients prior to study participation.

Patient population

Ambulatory patients aged ≥18 years with non-resectable locally advanced or metastatic colorectal cancer were enrolled. Patients were required to have tumours which were measurable or evaluable according to Response Evaluation Criteria in Solid Tumors (RECIST) criteria [START_REF] Therasse | New guidelines to evaluate the response to treatment in solid tumors. European Organization for Research and Treatment of Cancer, National Cancer Institute of the United States, National Cancer Institute of Canada[END_REF]. No previous chemotherapy for metastatic disease was permitted.

Adjuvant chemotherapy, if administered, must have been completed >4 months prior to trial entry and could include bolus 5-FU but not infusional 5-FU, oxaliplatin or irinotecan.

Patients were required to have a WHO performance status of 0-2, a life expectancy of >3 months and normal renal, hepatic, and haematological function.

Exclusion criteria included: concurrent uncontrolled medical illness; other previous or current malignant disease likely to interfere with study treatment; partial or complete bowel obstruction; chronic diarrhoea or inflammatory bowel disease; inability to comply with QoL assessments; regular/uncontrolled angina or cardiac arrhythmias; brain metastases; pregnant or lactating women; and peripheral neuropathy.

Treatment plan and salvage therapy

All patients received intravenous oxaliplatin 130 mg/m 2 as a 120-minute infusion on day 1 plus oral capecitabine 1000 mg/m 2 twice daily on days 1-14 every 21 days (XELOX) for 4 cycles (i.e. 12 weeks). Patients achieving at least stable disease in response to XELOX then received oral capecitabine 1250 mg/m 2 twice daily on days 1-14 every 21 days until disease progression at the discretion of the investigator.

If, in the opinion of the treating consultant, an alternative treatment modality was indicated at any stage, it could be offered to patients (e.g. hepatic resection, palliative radiotherapy, bypass surgery). It was anticipated that this would involve stopping trial treatment in most cases, but trial treatment could be continued after the other treatment if appropriate.

If the patient responded to trial treatment but stopped for reasons other than disease progression, they could be re-challenged with XELOX upon disease progression at the discretion of the investigator. When disease progression occurred on or after trial treatment, options for further chemotherapy or symptomatic treatment were considered according to local policy.

Assessments

Medical history; physical examination; WHO performance status; full blood count; and blood biochemistry were assessed within 4 weeks of the start and every 3 weeks of study treatment: Tumour assessments, using CT or MRI scans, were performed within 4 weeks prior to starting study treatment. They were repeated every 12 weeks thereafter until disease progression was documented. RECIST guidelines [START_REF] Therasse | New guidelines to evaluate the response to treatment in solid tumors. European Organization for Research and Treatment of Cancer, National Cancer Institute of the United States, National Cancer Institute of Canada[END_REF] were used to define all responses.

Adverse events were evaluated using the National Cancer Institute Common Terminology Criteria for Adverse Events (version 3) every 3 weeks during treatment.

Quality of life

QoL was assessed using the European Organization for Research and Treatment of Cancer (EORTC) questionnaire QLQ-C30 [START_REF] Aaronson | The European Organization for Research and Treatment of Cancer QLQ-C30: a quality-of-life instrument for use in international clinical trials in oncology[END_REF] together with the colorectal cancer-specific module QLQ-CR38 [START_REF] Sprangers | The construction and testing of the EORTC colorectal cancer-specific quality of life questionnaire module (QLQ-CR38). European Organization for Research and Treatment of Cancer Study Group on Quality of Life[END_REF]. QoL questionnaires were completed in the clinic at baseline (prior to study registration), 6 weeks, 12 weeks, 18 weeks, 24 weeks and then 12-weekly thereafter.

When the QoL assessment coincided with a treatment cycle, the questionnaire was to be completed before treatment was given. Patients were asked to complete all questionnaires (i.e. even if they refused on a previous occasion or did not complete study treatment) and without conferring with friends or relatives. A patient diary was also provided to record details of medication taken and any adverse events/comments.

Statistical analysis

Combination chemotherapy with oxaliplatin and either 5-FU or capecitabine would be expected to achieve a progression-free survival (PFS) of 7 to 9 months [START_REF] De Gramont | Leucovorin and fluorouracil with or without oxaliplatin as first-line treatment in advanced colorectal cancer[END_REF][START_REF] Giacchetti | Phase III multicenter randomized trial of oxaliplatin added to chronomodulated fluorouracil-leucovorin as first-line treatment of metastatic colorectal cancer[END_REF]. In the present study, the aim was to achieve a similar PFS even though oxaliplatin was stopped after 12 weeks of treatment. This statistical analysis was based on an extrapolation of Gehan's 2step model and was formulated after discussion with Dr R. Swindell (Head of Statistics, Christie Hospital). The primary efficacy endpoint was PFS, which was defined as the interval from the first day of treatment to first evidence of clinical / radiological progression or death. Secondary objectives were comparative assessments of toxicity and QoL between XELOX and singleagent capecitabine. Secondary endpoints were objective response rate, compliance, and overall survival, which was defined as the time from registration to death from any cause. Time to event data were analysed using the Kaplan-Meier method. Median values with 95% confidence intervals (CI) were presented.
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RESULTS

Between 14 February 2005 and 20 February 2006, a total of 45 patients were enrolled in the study. Patients' baseline characteristics are shown in Table 1.

Treatment exposure

A study flow chart for all 45 patients is presented in Figure 1 

Efficacy

Efficacy data were available for all 45 patients. Three patients received only 1 cycle of chemotherapy followed by clinical deterioration; one patient's disease was not measurable, whilst a further patient did not receive chemotherapy since their liver function deteriorated after screening. Since it was our intention to treat all patients that were entered into the study, all 45 patients were included in the analysis. A complete response was documented in 1 (2%) patient and partial responses in 20 (44%) patients, giving an overall response rate of 47%. A further 13 (29%) patients had stable disease giving a clinical benefit (i.e. stable disease or better) of 76%. Median PFS in the total evaluable patient population was 6.7 (95% CI 5.7-9.6) months, and overall survival was 20.5 (95% CI 13.1-28.1) months.

Kaplan-Meier curves for PFS and OS are shown in Figures 2 and3, respectively. In the 34 patients who received XELOX followed by capecitabine maintenance therapy, the median PFS was 8.1 (95% CI 6.2-11.8) months and median overall survival was 23.1 (95% CI 17.8-28.5) months. In the 14 patients in whom XELOX was reintroduced at disease progression, median PFS was 8.1 (95% CI 5.8-11.0) months and median overall survival was 23.1 (95% CI 17.8-28.5) months from the start of the trial; median overall survival was 11.6 (95% CI 8.7-16.3) months from restarting XELOX. Four (9%) of the 45 patients enrolled had tumour downsizing and were able to undergo liver resection; all of these patients were alive at last follow-up and 3 had no signs of disease recurrence or progression.

Quality of life

The following number of patients completed QoL forms at each study time-point: baseline (n=41); 6 weeks (n=27); 12 weeks (n=23); 18 weeks (n=12); 24 weeks (n=18); 36 weeks (n=11); and 48 weeks (n=10).

No differences in QoL were observed during treatment with XELOX (up to week 12) and single-agent capecitabine (after week 12). To illustrate this, scores for the overall health domain of the EORTC QLQ-C30 during the course of the study are shown in Figure 4.

Safety

Safety data were available for 44 patients who received initial therapy with XELOX, and for 34 patients who received follow-on capecitabine maintenance therapy. The most frequent adverse events reported in these patient cohorts are presented in Table 2. No grade 4 adverse events were documented during the trial.

During initial XELOX therapy, most adverse events were grade 1 or 2 in severity. The most frequent grade 3 clinical adverse events were: diarrhoea (16%); lethargy (12%); neuropathy (7%); anorexia (5%); nausea (2%); vomiting (2%); and hand-foot syndrome (2%). No grade 3 or 4 haematological adverse events were documented.

There was a marked reduction in the frequency of most grade 1-2 and grade 3 adverse events after switching to capecitabine maintenance therapy (Table 2). The only exceptions were abnormal liver function tests and hand-foot syndrome, which increased in frequency because of the higher capecitabine dose used during maintenance therapy. The only grade 3 adverse events which occurred during capecitabine maintenance therapy were hand-foot syndrome (9%) and neuropathy (3%). Neuropathy documented during capecitabine maintenance therapy is likely to have been residual toxicity after the use of oxaliplatin.

Treatment was discontinued because of adverse events during initial XELOX therapy in 4 patients (allergic-type reactions to oxaliplatin, n=3; grade 3 anorexia/lethargy, n=1); none of the patients who experienced an allergic-type reaction to oxaliplatin had pain on infusion. During capecitabine maintenance therapy, 2 patients discontinued treatment because of adverse events (hand-foot syndrome, n=1; renal impairment, n=1). No treatment-related deaths occurred.

DISCUSSION

Despite the recent introduction of several new cytotoxic and targeted agents with proven efficacy in the treatment of patients with metastatic colorectal cancer, many questions remain regarding their use. These include the optimal duration of first-line therapy and the management of treatment-related toxicity. The present study shows that a short course of XELOX followed by maintenance therapy with single-agent capecitabine produces a favourable rate of disease control and duration of survival in patients with metastatic colorectal cancer. These findings suggest that a short course of oxaliplatin-based chemotherapy elicits a tumour response, which can then be maintained by a simpler maintenance regimen. The validity of this "stop-and-go" strategy has also recently been demonstrated in the OPTIMOX-1 study which showed that FOLFOX-7 for 6 cycles followed by 5-FU/LV for 12 cycles followed by reintroduction of FOLFOX-7 had similar efficacy to continuous FOLFOX-4, but with a greatly reduced risk of grade 3/4 toxicity [START_REF] Tournigand | OPTIMOX1: a randomized study of FOLFOX4 or FOLFOX7 with oxaliplatin in a stop-and-Go fashion in advanced colorectal cancer: a GERCOR study[END_REF].

The good tolerability profile of the present treatment strategy was notable. Limiting the exposure to XELOX appeared to reduce the risk of severe adverse events; no grade 4 clinical adverse events or grade 3 or 4 haematological adverse events were documented in the present study. Grade 3 neuropathy also occurred infrequently (7% of patients), a rate that compares favourably with rates reported in previous large phase III studies of continuous XELOX (4%, 18%, 8%) [START_REF] Cassidy | Randomized phase III study of capecitabine plus oxaliplatin compared with fluorouracil/folinic acid plus oxaliplatin as first-line therapy for metastatic colorectal cancer[END_REF][START_REF] Díaz-Rubio | Spanish Cooperative Group for the Treatment of Digestive Tumors Trial (2007) Phase III trial of capecitabine and oxaliplatin (XELOX) vs continuous infusion 5-fluorouracil plus oxaliplatin (FUOX) as first-line therapy in metastatic colorectal cancer: final report of the Spanish TTD group trial[END_REF][START_REF] Ducreux | Efficacy and safety findings from a randomized phase III study of capecitabine (X) + oxaliplatin (O) (XELOX) vs. infusional 5-FU/LV + O (FOLFOX-6) for metastatic colorectal cancer (MCRC)[END_REF]. Switching to single-agent capecitabine was also accompanied by a marked reduction in the frequency of most adverse events (e.g. grade 3 lethargy 12% vs. 0%) and grade 3 diarrhoea 16% vs. 0%), confirming once again the tolerability benefits of this approach to therapy. Despite the improvement in tolerability evident after switching to single-agent capecitabine, no clinically meaningful QoL differences were detected between the XELOX and maintenance phases of therapy. This may have been because of residual toxicity (e.g. parasthesia, lethargy, diarrhoea) from initial XELOX therapy manifesting during the maintenance phase. Alternatively, a steady decline in the number of patients completing the QoL questionnaires may have influenced the outcome. This pattern of attrition, however, is common in the palliative setting and is similar to that reported in other studies of patients with metastatic colorectal cancer [START_REF] Cunningham | Randomised trial of irinotecan plus supportive care versus supportive care alone after fluorouracil failure for patients with metastatic colorectal cancer[END_REF][START_REF] Hobday | Efficacy and quality-oflife data are related in a phase II trial of oral chemotherapy in previously untreated patients with metastatic colorectal carcinoma[END_REF]. Although not captured by the EORTC questionnaires, several other relevant QoL and pharmacoeconomic benefits were evident with the regimen tested. These included the improved convenience of only 4 initial infusions of oxaliplatin to patients, medical staff and pharmacy personnel, and the reduced direct medical costs of this regimen (i.e. fewer oxaliplatin infusions, less pharmacy and chemotherapy suite time).

Perhaps not surprisingly, the degree of benefit experienced by patients from our treatment strategy increased with number of cycles completed. Obviously this could also reflect the biology of the disease in that those patients with a less aggressive cancer did better. Median PFS was 6.7 months in the total evaluable patient population, which increased to 8.1 months in patients who completed or partially completed both XELOX and capecitabine treatment phases. In the absence of a control group, it is of interest that these data, particularly those from the last patient cohort, compare favourably with recent phase III studies of continuous first-line XELOX in patients with metastatic colorectal cancer [START_REF] Cassidy | Randomized phase III study of capecitabine plus oxaliplatin compared with fluorouracil/folinic acid plus oxaliplatin as first-line therapy for metastatic colorectal cancer[END_REF][START_REF] Díaz-Rubio | Spanish Cooperative Group for the Treatment of Digestive Tumors Trial (2007) Phase III trial of capecitabine and oxaliplatin (XELOX) vs continuous infusion 5-fluorouracil plus oxaliplatin (FUOX) as first-line therapy in metastatic colorectal cancer: final report of the Spanish TTD group trial[END_REF][START_REF] Ducreux | Efficacy and safety findings from a randomized phase III study of capecitabine (X) + oxaliplatin (O) (XELOX) vs. infusional 5-FU/LV + O (FOLFOX-6) for metastatic colorectal cancer (MCRC)[END_REF].

In these studies, median PFS ranged from 7.3 to 8.9 months and median overall survival ranged from 18.1 to 19.9 months.

Although not a formal part of the study treatment plan, some of our patients (31%) went on to receive further XELOX on disease progression. The median PFS in this patient cohort was 8.1 months and median overall survival was 23.1 months, which is similar to the findings of the OPTIMOX-1 study which tested a similar 5-FU-based regimen (8.7 and 21.2 months, respectively) [START_REF] Tournigand | OPTIMOX1: a randomized study of FOLFOX4 or FOLFOX7 with oxaliplatin in a stop-and-Go fashion in advanced colorectal cancer: a GERCOR study[END_REF]. The feasibility of reintroducing oxaliplatin was questioned by the OPTIMOX-1 investigators as only 40% of patients completed this stage of study treatment. It is interesting to note, however, that a separate post hoc analysis of the OPTIMOX-1 data revealed that oxaliplatin reintroduction was a significant and independent predictor of improved overall survival [START_REF] De Gramont | Reintroduction of oxaliplatin is associated with improved survival in advanced colorectal cancer[END_REF]. The results of other ongoing studies (i.e. DREAM, CONCEPT, OASIS), which are investigating various stop-and-go treatment strategies with oxaliplatin-based regimens and targeted agents, will help to confirm the validity of this approach.

In conclusion, short-course XELOX followed by capecitabine maintenance therapy provides an effective treatment option for patients with previously untreated metastatic colorectal cancer. By limiting the number of oxaliplatin infusions, this approach minimises the risk of unwanted cumulative neurotoxicity, lethargy and diarrhoea plus is convenient to both patients and healthcare providers. It is also cheaper in terms of drug costs and administration, which is becoming even more of a pressing issue in all health economies. 

  . Thirty-five patients received 4 cycles of XELOX, of whom 31 received capecitabine maintenance therapy. The remaining 10 patients received less than 4 cycles of XELOX, for the following reasons: disease-related death/deterioration during treatment (n=4); allergic-type reaction to oxaliplatin (n=3); grade 3 toxicity (n=1); did not meet inclusion criteria (n=1); or patient withdrawal after 1 cycle of chemotherapy (n=1). Three of these 10 patients went on to receive capecitabine maintenance therapy. XELOX was reintroduced at disease progression in 14 patients. Enrolled patients (n=45) received a median of 4 (range 0 to 4) cycles of XELOX and a median of 3 (range 0 to 16) cycles of capecitabine maintenance therapy. Patients who received any capecitabine maintenance therapy (n=34) received a median of 4 (range 1 to 16) cycles. Patients who had XELOX (n=14) reintroduced received a median of 4 (range 2 to 8) cycles of XELOX.
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Table 1 .

 1 Baseline patient characteristics (n=45)

	Characteristic	No.	%
	Gender		
	Male	28	62
	Female	17	38
	Age, years		
	Median (range)	58 (38-79)	
	WHO performance status		
	0	20	44
	1-2	25	56
	Metastatic sites(s)		
	Liver	35	78
	Lymph nodes	17	38
	Lung	16	36
	Adrenal	2	4
	Ovary	2	4
	Omentum	2	4
	Other	3	7

Table 2 .

 2 Most frequent adverse events (>20% of patients)

	Adverse event		Initial XELOX		Capecitabine maintenance
				(n=43)				(n=34)	
		Grade 1-2	Grade 3	Grade 1-2	Grade 3	
		No.	%	No.	%	No.	%	No.	%
	Clinical/laboratory events								
	Neuropathy	33	77	3	7	16	47	1	3
	Lethargy	33	77	5	12	27	79	0	0
	Diarrhoea	21	49	7	16	13	38	0	0
	Nausea	27	63	1	2	11	32	0	0
	Hand-foot syndrome	15	35	1	2	17	50	3	9
	Vomiting	13	30	1	2	4	12	0	0
	Mucositis	12	28	0	0	3	9	0	0
	Infection	11	26	1	2	9	26	0	0
	Constipation	10	23	1	2	3	9	0	0
	Abnormal liver function tests	13	30	0	0	19	56	0	0
	Haematological events								
	Anaemia	19	44	0	0	14	41	0	0
	Thrombocytopenia	14	33	0	0	9	26	0	0
	Neutropenia	12	28	0	0	5	15	0	0
	Leukopenia	10	23	0	0	6	18	0	0

Abbreviations: XELOX, capecitabine and oxaliplatin.
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