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4.2
Posology and method of administration
Monotherapy
Colon,colorectal and breast cancer

Given as a single agent, the recommended starting dose for Xeloda in the adjuvant treatment of colon cancer, in the treatment of metastatic colorectal cancer or of locally advanced or metastatic breast cancer is 1250 mg/m2 administered twice daily (morning and evening; equivalent to 2500 mg/m2 total daily dose) for 14 days followed by a 7-day rest period. 
Adjuvant treatment in patients with stage III colon cancer is recommended for a total of 6 months. 
Combination therapy

Colorectal and gastric cancer
In combination treatment, the starting dose of Xeloda should be reduced to 800 – 1000 mg/m2 when administered twice daily for 14 days followed by a 7-day rest period, or to 625 mg/m2 twice daily when administered continuously (see section 5.1). The inclusion of biological agents in a combination regimen has no effect on the starting dose of Xeloda.
Posology adjustments during treatment:
General
Toxicity due to Xeloda administration may be managed by symptomatic treatment and/or modification of the dose (treatment interruption or dose reduction). Once the dose has been reduced, it should not be increased at a later time. For those toxicities considered by the treating physician to be unlikely to  become serious or life-threatening, e.g. alopecia, altered taste, nail changes, treatment can be continued at the same dose without reduction or interruption. Patients taking Xeloda should be informed of the need to interrupt treatment immediately if moderate or severe toxicity occurs. Doses of Xeloda omitted for toxicity are not replaced or restored. The following are the recommended dose modifications for toxicity: 

Haematology: Patients with baseline neutrophil counts of <1.5 x 109/L and/or thrombocyte counts of <100 x 109/L should not be treated with the Xeloda. If unscheduled laboratory assessments during a treatment cycle show that the neutrophil count drops below 1.0 x 109/L or that the platelet count drops below 75 x 109/L, treatment with Xeloda should be interrupted. 
Elderly: 
During Xeloda monotherapy, no adjustment of the starting dose is needed. However, grade 3 or 4 treatment-related adverse reactions were more frequent in patients ( 60 years of age compared to younger patients. 
When Xeloda was used in combination with other agents, elderly patients (≥65 years) experienced more grade 3 and grade 4 adverse drug reactions, including those leading to discontinuation, compared to younger patients. Careful monitoring of patients ( 60 years of age is advisable. 
-
In combination with irinotecan: for patients 65 years of age or more treated with the combination of Xeloda with irinotecan, a starting dose reduction of Xeloda to 800 mg/m2 twice daily is recommended.

4.4
Special warnings and precautions for use
Dehydration. Dehydration should be prevented or corrected at the onset. Patients with anorexia, asthenia, nausea, vomiting or diarrhoea may rapidly become dehydrated. If Grade 2 (or higher) dehydration occurs, Xeloda treatment should be immediately interrupted and the dehydration corrected. Treatment should not be restarted until the patient is rehydrated and any precipitating causes have been corrected or controlled. Dose modifications applied should be applied for the precipitating adverse event as necessary (see section 4.2).

4.5
Interaction with other medicinal products and other forms of interaction

Oxaliplatin: no clinically significant differences in exposure to capecitabine or its metabolites, free platinum or total platinum occurred when capecitabine was administered in combination with oxaliplatin or in combination with oxaliplatin and bevacizumab.
Bevacizumab: there was no clinically significant effect of bevacizumab on the pharmacokinetic parameters of capecitabine or its metabolites in the presence of oxaliplatin.
4.8
Undesirable effects

Xeloda in combination therapy: 

Tables 6, 7, and 8 list those adverse drug reactions reported in patients treated with Xeloda in combination with another agent that were seen in addition to those seen with Xeloda monotherapy (see Table 4) or seen at a higher frequency grouping compared to Xeloda monotherapy (see Table 4). Table 9 lists those adverse drug reactions reported in patients treated with Xeloda in combination with two agents (oxaliplatin and bevacizumab) that were seen in addition to those seen with Xeloda monotherapy and those seen with Xeloda in combination with oxaliplatin (see Table 8) or seen at a higher frequency grouping compared to Xeloda monotherapy and Xeloda in combination with oxaliplatin (see Table 8). 

Each adverse drug reaction has been added to the appropriate frequency grouping according to the incidence seen in the major clinical trial (for combination with cisplatin, with docetaxel, and with oxaliplatin and bevacizumab) or in the pooled safety analysis (for combination with oxaliplatin). 
Uncommon adverse drug reactions reported for the combination therapy of Xeloda with the combination agent are consistent with the adverse drug reactions reported for Xeloda monotherapy or reported for monotherapy with the combination agent (in literature and/or respective summary of product characteristics).
Xeloda in combination with oxaliplatin:

Safety data for Xeloda in combination with oxaliplatin has been obtained from >900 patients. Table 8 lists adverse drug reactions associated with the use of Xeloda in combination with oxaliplatin from a pooled analysis of the safety data from two major clinical trials in first- and second-line treatment of metastatic colorectal cancer. 
Table 8
Summary of related adverse drug reactions reported in patients treated with Xeloda in combination with oxaliplatin for the first-line and second-line treatmtent of metastatic colorectal cancer. The adverse drug reactions shown are those that were seen in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy
	Body System


	Very common

(≥ 1/10)

ALL GRADES
	Common

(≥ 1/100 - < 1/10)

ALL GRADES

	Infections and infestations
	-
	Urinary tract infection, Upper respiratory tract infection

	Blood and lymphatic system disorders
	Neutropenia, Thrombocytopenia, Anemia
	Leukopenia

	Immune system disorders
	-
	Hypersensitivity

	Metabolism and nutrition disorders
	-
	Hypokalemia, Hypomagnesaemia

Hypocalcaemia

	Psychiatric disorders
	-
	Anxiety

	Nervous system disorders
	Paraesthesia, Neuropathy peripheral, Peripheral sensory neuropathy, Dysgeusia, Neuropathy, Dysaesthesia
	Hypoaesthesia, Neurotoxicity, Tremor, Polyneuropathy, Neuralgia

	Eye disorders
	-
	Vision blurred, Dry eye, Visual disturbance

	Vascular disorders
	-
	Flushing, Hypertension, Hypotension

	Respiratory, thoracic and mediastinal system disorders
	Dysaesthesia pharynx
	Hiccups, Pharyngolaryngeal pain

Dysphonia

	Gastrointestinal disorders
	Constipation
	Oral dysaesthesia, Abdominal distension, Gastrooesophageal reflux disease, Oral pain, Dysphagia, Paraesthesia oral, Rectal haemorrhage, Abdominal pain lower

	Skin and Subcutaneous Disorders
	-
	Hyperhydrosis, Urticaria

	Musculoskeletal and connective tissue disorders
	-
	Pain in jaw, Muscle spasms, Myalgia, Trismus, Muscular weakness

	Renal and urinary disorder
	-
	Haematuria

	General disorders and administration site
	Pyrexia
	Temperature intolerance, Chills, Chest pain


Xeloda in combination with oxaliplatin and bevacizumab:
Safety data for Xeloda in combination with oxaliplatin and bevacizumab has been obtained from >350 patients. Table 9 lists adverse drug reactions associated with the use of Xeloda in combination with oxaliplatin and bevacizumab in a clinical trial in the first-line treatment of metastatic colorectal cancer. 

Table 9
Summary of related adverse drug reactions reported in patients who received Xeloda in combination with oxaliplatin and bevacizumab for the first-line treatmtent of metastatic colorectal cancer.  The adverse drug reactions shown are those that were seen in addition to those seen with Xeloda monotherapy and Xeloda in combination with oxaliplatin or seen at a higher frequency grouping compared to Xeloda monotherapy and Xeloda in combination with oxaliplatin
	Body System


	Very common

(≥ 1/10)

ALL GRADES
	Common

(≥ 1/100 - < 1/10)

ALL GRADES

	Infections and infestations
	-
	Rhinitis, Influenza

	Blood and lymphatic system disorders
	-
	Febrile neutropenia

	Metabolism and nutrition disorders
	-
	Hyperglycaemia


	Nervous system disorders
	Headache
	-

	Cardiac disorders
	-
	Atrial fibrillation, Myocardial ischemia

	Vascular disorders
	Hypertension
	Deep vein thrombosis, Hypertensive crisis

	Respiratory, thoracic and mediastinal system disorders
	-
	Pulmonary embolism



	Gastrointestinal disorders
	-
	Gastritis



	Skin and Subcutaneous Disorders
	-
	Night sweats

	Musculoskeletal and connective tissue disorders
	Pain in extremity
	-

	Renal and urinary disorder
	-
	Proteinuria

	General disorders and administration site
	-
	Pain, Influenza-like illness



	Investigations
	-
	Blood pressure increased

	Injury, poisoning and procedural complications
	-
	Contusion




Xeloda in combination with irinotecan:

Adverse drug reactions reported in patients treated with Xeloda in combination with irinotecan in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy include: Very common,  all grade adverse drug reactions: thrombosis/embolism; Common, all grade adverse drug reactions: hypersensitivity reaction, cardiac ischemia/infarction; Common, grade 3 and grade 4 adverse drug reactions: febrile neutropenia. 
Xeloda in combination with irinotecan and bevacizumab: 

Grade 3 and Grade 4 adverse drug reactions reported in patients treated with Xeloda in combination with irinotecan and bevacizumab in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy include: Common, grade 3 and grade 4 adverse drug reactions: neutropenia, thrombosis/embolism, hypertension, and cardiac ischemia/infarction.
5.1 
Pharmacodynamic properties
Combination therapy  in  first-line treatment of metastatic colorectal cancer

Data from a multicentre, randomised, controlled phase III clinical study (NO16966) support the use of Xeloda in combination with oxaliplatin or in combination with oxaliplatin and bevacizumab for the first-line treatment of metastatic colorectal cancer. The study contained two parts: an initial 2-arm part in which 634 patients were randomised to two different treatment groups, including XELOX or FOLFOX-4, and a subsequent 2x2 factorial part in which 1401 patients were randomised to four different treatment groups, including XELOX plus placebo, FOLFOX-4 plus placebo, XELOX plus bevacizumab, and FOLFOX-4 plus bevacizumab. See Table 10 for treatment regimens.
	
	Treatment
	Starting Dose
	Schedule

	FOLFOX-4 

or 

FOLFOX-4 + Bevacizumab
	Oxaliplatin
	85 mg/m2 IV 2 hr
	Oxaliplatin on Day 1, every 2 weeks
Leucovorin on Days 1 and 2, every 2 weeks
5-fluorouracil IV bolus/infusion, each on Days 1 and 2, every 2 weeks

	
	Leucovorin
	200 mg/m2 IV 2 hr
	

	
	5-Fluorouracil
	400 mg/m2 IV bolus, followed by  600 mg/ m2 IV 22 hr
	

	
	Placebo or Bevacizumab
	5 mg/kg IV 30-90 mins
	Day 1, prior to FOLFOX-4, every 2 weeks

	XELOX 

or

XELOX+ Bevacizumab
	Oxaliplatin
	130 mg/m2 IV 2 hr
	Oxaliplatin on Day 1, every 3 weeks
Capecitabine oral twice daily for 2 weeks (followed by 1 week off- treatment)

	
	Capecitabine
	1000 mg/m2 oral twice daily
	

	
	Placebo or Bevacizumab
	7.5 mg/kg IV 30-90 mins
	Day 1, prior to XELOX, every 3 weeks

	5-Fluorouracil: 
IV bolus injection immediately after leucovorin


Non-inferiority of the XELOX-containing arms compared with the FOLFOX-4-containing arms in the overall comparison was demonstrated in terms of progression-free survival in the eligible patient population and the intent-to-treat population (see Table 11). The results indicate that XELOX is equivalent to FOLFOX-4 in terms of overall survival (see Table 11). A comparison of XELOX plus bevacizumab versus FOLFOX-4 plus bevacizumab was a pre-specified exploratory analysis. In this treatment subgroup comparison, XELOX plus bevacizumab was similar compared to FOLFOX-4 plus bevacizumab in terms of progression-free survival (hazard ratio 1.01 [97.5% CI 0.84, 1.22]). The median follow up at the time of the primary analyses in the intent-to-treat population was 1.5 years; data from analyses following an additional 1 year of follow up are also included in Table 11. However, the on-treatment PFS analysis did not confirm the results of the general PFS and OS analysis:  the HR of XELOX versus FOLFOX-4 was 1.24 with 97.5% CI: 1.07 to 1.44. Although sensitivity analyses show that differences in regimen schedules and timing of  tumor assessments impact the on-treatment PFS analysis, a full explanation for this result has not been found.
	PRIMARY ANALYSIS

	
	XELOX/XELOX+P/
XELOX+BV

(EPP*: N=967; ITT**: N=1017)
	FOLFOX-4/FOLFOX-4+P/
FOLFOX-4+BV

(EPP*: N = 937; ITT**: N= 1017)
	

	Population
	Median Time to Event (Days) 
	HR

(97.5% CI)

	Parameter: Progression-free Survival

	EPP

ITT
	241

244
	259 

259
	1.05 (0.94; 1.18)

1.04 (0.93; 1.16)

	Parameter: Overall Survival

	EPP

ITT
	577

581
	549

553
	0.97 (0.84; 1.14)

0.96 (0.83; 1.12)

	ADDITIONAL 1 YEAR OF FOLLOW UP

	Population
	Median Time to Event (Days) 
	HR

(97.5% CI)

	Parameter: Progression-free Survival

	EPP

ITT
	242 

244
	259

259
	1.02 (0.92; 1.14)

1.01 (0.91; 1.12)

	Parameter: Overall Survival

	EPP

ITT
	600

602
	594

596
	1.00 (0.88; 1.13)

0.99 (0.88; 1.12)


*EPP=eligible patient population; **ITT=intent-to-treat population

Data from a randomised, controlled phase III study (CAIRO) support the use of Xeloda at a starting dose of 1000 mg/m2 for 2 weeks every 3 weeks in combination with irinotecan for the first-line treatment of patients with metastatic colorectal cancer.  820 Patients were randomized to receive either sequential treatment (n=410) or combination treatment (n=410). Sequential treatment consisted of first-line treatment with Xeloda (1250 mg/m2 twice daily for 14 days), second-line irinotecan (350 mg/m2 on day 1), and third-line combination of capecitabine (1000 mg/m2 twice daily for 14 days) with oxaliplatin (130 mg/m2 on day 1). Combination treatment consisted of first-line treatment of Xeloda (1000 mg/m2 twice daily for 14 days) combined with irinotecan (250 mg /m2 on day 1) (XELIRI) and second-line capecitabine (1000 mg/m2 twice daily for 14 days) plus oxaliplatin (130 mg/m2 on day 1). All treatment cycles were administered at intervals of 3 weeks. In first-line treatment the median progression-free survival in the intent-to-treat population was 5.8 months (95%CI, 5.1 -6.2 months) for Xeloda monotherapy and 7.8 months (95%CI, 7.0-8.3 months; p=0.0002) for XELIRI. 

Data from an interim analysis of a multicentre, randomised, controlled phase II study (AIO KRK 0604) support the use of Xeloda at a starting dose of 800 mg/m2 for 2 weeks every 3 weeks in combination with irinotecan and bevacizumab for the first-line treatment of patients with metastatic colorectal cancer.  115 Patients were randomised to treatment with Xeloda combined with irinotecan (XELIRI) and bevacizumab:  Xeloda (800 mg/m2 twice daily for two weeks followed by a 7-day rest period), irinotecan (200 mg/m2 as a 30 minute infusion on day 1 every 3 weeks), and bevacizumab (7.5 mg/kg as a 30 to 90 minute infusion on day 1 every 3 weeks);  a total of 118 patients were randomised to treatment with Xeloda combined with oxaliplatin plus bevacizumab: Xeloda (1000 mg/m2 twice daily for two weeks followed by a 7-day rest period), oxaliplatin (130 mg/m2 as a 2 hour infusion on day 1 every 3 weeks), and bevacizumab (7.5 mg/kg as a 30 to 90 minute infusion on day 1 every 3 weeks).  Progression-free survival at 6 months in the intent-to-treat population was 80% (XELIRI plus bevacizumab) versus 74% (XELOX plus bevacizumab).  Overall response rate (complete response plus partial response) was 45% (XELOX plus bevacizumab) versus 47% (XELIRI plus bevacizumab).  

Combination therapy in second-line treatment of metastatic colorectal cancer

Data from a multicentre, randomised, controlled phase III clinical study (NO16967) support the use of Xeloda in combination with oxaliplatin for the second-line treatment of metastastic colorectal cancer. In this trial, 627 patients with metastatic colorectal carcinoma who have received prior treatment with irinotecan in combination with a fluoropyrimidine regimen as first line therapy were randomised to treatment with XELOX or FOLFOX-4. For the dosing schedule of XELOX and FOLFOX-4 (without addition of placebo or bevacizumab), refer to Table 10. XELOX was demonstrated to be non-inferior to FOLFOX-4 in terms of progression-free survival in the per-protocol population and intent-to-treat population (see Table 12). The results indicate that XELOX is equivalent to FOLFOX-4 in terms of overall survival (see Table 12). The median follow up at the time of the primary analyses in the intent-to-treat population was 2.1 years; data from analyses following an additional 6 months of follow up are also included in Table 12. 

	PRIMARY ANALYSIS

	
	XELOX

(PPP*: N=251; ITT**: N=313)
	FOLFOX-4

(PPP*: N = 252; ITT**: N= 314)
	

	Population
	Median Time to Event (Days) 
	HR

(95% CI)

	Parameter: Progression-free Survival

	PPP

ITT
	154

144
	168

146
	1.03 (0.87; 1.24)

0.97 (0.83; 1.14)

	Parameter: Overall Survival

	PPP

ITT
	388

363
	401

382
	1.07 (0.88; 1.31)

1.03 (0.87; 1.23)

	ADDITIONAL 6 MONTHS OF FOLLOW UP

	Population
	Median Time to Event (Days) 
	HR

(95% CI)

	Parameter: Progression-free Survival

	PPP

ITT
	154

143
	166

146
	1.04 (0.87; 1.24)

0.97 (0.83; 1.14)

	Parameter: Overall Survival

	PPP

ITT
	393

363
	402

382
	1.05 (0.88; 1.27)

1.02 (0.86; 1.21)


*PPP=per-protocol population; **ITT=intent-to-treat population

Colon, colorectal and advanced gastric cancer: meta-analysis 

A meta-analysis of six clinical trials (studies SO14695, SO14796, M66001, NO16966, NO16967, M17032) supports Xeloda replacing 5-FU in mono- and combination treatment in gastrointestinal cancer. The pooled analysis includes 3097 patients treated with Xeloda-containing regimens and 3074 patients treated with 5-FU-containing regimens. Median overall survival time was 703 days (95% CI: 671; 743) in patients treated with Xeloda-containing regimens and 683 days (95% CI: 648; 715) in patients treated with 5-FU-containing regimens. The hazard ratio for overall survival was 0.96 (95% CI: 0.90; 1.02) indicating that Xeloda-containing regimens are equivalent to 5-FU-containing regimens.
