Text highlighted in yellow has been added, text highlighted in blue deleted:

4.1
Therapeutic indications
Xeloda is indicated for first-line treatment of advanced gastric cancer in combination with a platinum-based regimen (see section 5.1).
4.2
Posology and method of administration
Xeloda should only be prescribed by a qualified physician experienced in the utilisation of anti-neoplastic agents. Xeloda tablets should be swallowed with water within 30 minutes after a meal. Treatment should be discontinued if progressive disease or intolerable toxicity is observed. Standard and reduced dose calculations according to body surface area for starting doses of Xeloda of 1250 mg/m2 and 1000 mg/m2 are provided in tables 1 and 2, respectively.
Recommended posology (see section 5.1):
Colon and colorectal cancer
The recommended dose for Xeloda in the adjuvant treatment of colon cancer or in the treatment of metastatic colorectal 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, i.e. Xeloda 1250 mg/m2 administered twice daily for 14 days followed by a 7-day rest period, given as 3-week cycles for a total of 8 cycles (24 weeks). 
Advanced gastric cancer
In combination with a platinum-based compound the recommended dose of Xeloda for the treatment of advanced gastric cancer is 1000 mg/m2 administered twic daily for 14 days followed by a 7-day rest period. The first dose of Xeloda should be given on the evening of day 1 and the last dose should be given on the morning of day 15. If epirubicin is added to this regimen, the recommended dose of Xeloda is 625 mg/m2 twice daily continuously. Epirubicin at a dose of 50 mg/m2 should be given as a bolus on day 1 every 3 weeks. The platinum-based compound (cisplatin at a dose of 60 mg/m2 (triple regimen) – 80 mg/m2 (double regimen) or oxaliplatin at a dose of 130 mg/m2) should be given on day 1 as a 2-hour intravenous infusion every 3 weeks.
Premedication to maintain adequate hydration and anti-emesis according to the cisplatin summary of product characteristics should be started prior to cisplatin administration for patients receiving the Xeloda plus cisplatin combination.

Breast cancer
Given as a single agent, the recommended dose of Xeloda in the treatment of locally advanced or metastatic breast cancer is 1250 mg/m2 twice daily for 14 days followed by a 7-day rest period.
In combination with docetaxel, the recommended dose of Xeloda in the treatment of metastatic breast cancer is 1250 mg/m2 twice daily for 14 days followed by a 7-day rest period, combined with docetaxel at 75 mg/m2 as a 1 hour intravenous infusion every 3 weeks. Pre-medication with an oral corticosteroid such as dexamethasone according to the docetaxel summary of product characteristics should be started prior to docetaxel administration for patients receiving the Xeloda plus docetaxel combination.
Xeloda Dose Calculations

	

	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	



	

	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	



	

	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


Table 1
Standard and reduced dose calculations according to body surface area for a starting dose of Xeloda of 1250 mg/m2 

	
	Dose level 1250 mg/m2 (twice daily)



	
	Full dose

1250 mg/m2
	Number of 150 mg tablets and/or 500 mg tablets per administration (each administration to be given morning and evening)
	Reduced dose (75%)

950 mg/m2
	Reduced dose 

(50%)

625 mg/m2

	Body Surface Area (m2)
	Dose per administration (mg)
	150 mg
	500 mg
	Dose per administration (mg)
	Dose per administration (mg)

	1.26
	1500
	-
	3
	1150
	800

	1.27 - 1.38
	1650
	1
	3
	1300
	800

	1.39 - 1.52
	1800
	2
	3
	1450
	950

	1.53 - 1.66
	2000
	-
	4
	1500
	1000

	1.67 - 1.78
	2150
	1
	4
	1650
	1000

	1.79 - 1.92
	2300
	2
	4
	1800
	1150

	1.93 - 2.06
	2500
	-
	5
	1950
	1300

	2.07 - 2.18
	2650
	1
	5
	2000
	1300

	2.19
	2800
	2
	5
	2150
	1450


Table 2
Standard and reduced dose calculations according to body surface area for a starting dose of Xeloda of 1000 mg/m2 

	
	Dose level 1000 mg/m2 (twice daily)



	
	Full dose 

1000 mg/m2
	Number of 150 mg tablets and/or 500 mg tablets per administration (each administration to be given morning and evening)
	Reduced dose (75%)

750 mg/m2
	Reduced dose 

(50%)

500 mg/m2

	Body Surface Area (m2)
	Dose per administration (mg)
	150 mg
	500 mg
	Dose per administration (mg)
	Dose per administration (mg)

	1.26
	1150
	1
	2
	800
	600

	1.27 - 1.38
	1300
	2
	2
	1000
	600

	1.39 - 1.52
	1450
	3
	2
	1100
	750

	1.53 - 1.66
	1600
	4
	2
	1200
	800

	1.67 - 1.78
	1750
	5
	2
	1300
	800

	1.79 - 1.92
	1800
	2
	3
	1400
	900

	1.93 - 2.06
	2000
	-
	4
	1500
	1000

	2.07 - 2.18
	2150
	1
	4
	1600
	1050

	2.19
	2300
	2
	4
	1750
	1100


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. Patients taking Xeloda should be informed of the need to interrupt treatment immediately if moderate or worse toxicity occurs. Doses of Xeloda omitted for toxicity are not replaced or restored, instead the patient should resume the planned treatment cycle. The following are the recommended dose modifications for toxicity: 

Table 3
Xeloda Monotherapy Dose Reduction Schedule (3-weekly Cycle or Continuous Treatment)
	Toxicity

NCIC grades*
	Dose changes within a treatment cycle
	Dose adjustment for next cycle/dose
(% of starting dose)

	· Grade 1
	Maintain dose level
	Maintain dose level

	· Grade 2

	-1st appearance
	Interrupt until resolved to grade 0-1
	100%

	-2nd appearance
	
	75%

	-3rd appearance
	
	50%

	-4th appearance
	Discontinue treatment permanently
	Not applicable

	· Grade 3

	-1st appearance
	Interrupt until resolved to grade 0-1
	75%

	-2nd appearance
	
	50%

	-3rd appearance
	Discontinue treatment permanently
	Not applicable

	· Grade 4

	-1st appearance
	Discontinue permanently 

or 

If physician deems it to be in the patient’s best interest to continue, interrupt until resolved to grade 0-1
	50%

	-2nd appearance
	Discontinue permanently
	Not applicable


*National Cancer Institute of Canada (NCIC) Common Toxicity Criteria (version 1) were used except for hand-foot syndrome

Dose modifications for toxicity when Xeloda is used as a 3 weekly cycle in combination with other agents: 

Dose modifications for toxicity when Xeloda is used as a 3 weekly cycle in combination with other agents should be made according to Table 3 above for Xeloda and according to the appropriate summary of product characteristics for the other agent.
At the beginning of a treatment cycle, if a treatment delay is indicated for either Xeloda or the other agent, then administration of both agents should be delayed until the requirements for restarting both drugs are met.

During a treatment cycle for those toxicities considered by the treating physician not to be related to Xeloda (for example, neurotoxicity or ototoxicity), then Xeloda should be continued and the other agent should be discontinued according to the appropriate Prescribing Information.

If the other agent(s) have to be discontinued permanently, Xeloda treatment can be resumed when the requirements for restarting Xeloda are met.

This advice is applicable to all indications and to all special populations.
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.

Dose modifications for toxicity when Xeloda is used continuously in combination with other agents: 

Dose modifications for toxicity when Xeloda is used continuously in combination with other agents should be made according to Table 3 above for Xeloda and according to the appropriate summary of product characteristics for the other agent(s).

Haematology: Xeloda treatment may continue throughout a grade 3 neutropenic episode. However, the patient should be closely monitored and administration of Xeloda should be interrupted if any grade 2 clinical event (e.g. diarrhoea, stomatitis, fever) coincides with the grade 3 neutropenic episode. If grade 4 neutropenia occurs treatment with Xeloda should be interrupted until recovery to grade 0 - 1. Treatment should only be re-administered when the neutrophil count is ≥1.5 x 109/L (grade 0 - 1).
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 the neutrophil count drops below 1.0 x 109/L or if the platelet count drops below 75 x 109/L, stop capecitabine. At recovery, restart capecitabine at full dose.  

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 those for the precipitating adverse event in accordance with the above guidelines.


	
	

	
	
	

	
	

	
	

	


	
	

	
	

	


	
	

	


	

	

	


	


	
	

	
	

	
	

	
	

	



	
	

	


	
	

	

	
	

	
	

	
	

	


	
	

	











	
	
	

	
	
	

	
	
	

	
	
	


	
	
	


	
	

	





Posology adjustments for special populations:

Hepatic impairment: insufficient safety and efficacy data are available in patients with hepatic impairment to provide a dose adjustment recommendation. No information is available on hepatic impairment due to cirrhosis or hepatitis. 

Renal impairment: Xeloda is contraindicated in patients with severe renal impairment (creatinine clearance below 30 ml/min [Cockroft and Gault] at baseline). The incidence of grade 3 or 4 adverse reactions in patients with moderate renal impairment (creatinine clearance 30-50 ml/min at baseline) is increased compared to the overall population. In patients with moderate renal impairment at baseline, a dose reduction to 75% for a starting dose of 1250 mg/m2 is recommended. In patients with moderate renal impairment at baseline, no dose reduction is required for a starting dose of 1000mg/m2. In patients with mild renal impairment (creatinine clearance 51-80 ml/min at baseline) no adjustment of the starting dose is recommended. Careful monitoring and prompt treatment interruption is recommended if the patient develops a grade 2, 3 or 4 adverse event during treatment and subsequent dose adjustment as outlined in the table above. These dose adjustment recommendations for renal impairment apply both to monotherapy and combination use (see also section “Elderly” below).

4.3
Contraindications
If contraindications exist to any of the other agents in the combination regimen, that agent should not be used.
4.4
Special warnings and precautions for use
When Xeloda and cisplatin are used in combination, the use of vitamin B6 (pyridoxine) is not advised for symptomatic or secondary prophylactic treatment of hand-foot syndrome, because of published reports that it may decrease the efficacy of cisplatin. 

4.8
Undesirable effects

The adverse drug reactions considered to be possibly, probably, or remotely related to the administration of Xeloda have been obtained from clinical studies in >2000 patients conducted with Xeloda monotherapy (in adjuvant therapy of colon cancer, in metastatic colorectal cancer and metastatic breast cancer), Xeloda in combination with docetaxel in metastatic breast cancer after failure of cytotoxic chemotherapy and Xeloda in combination with various agents in advanced gastric cancer. The safety data from the clinical trial population for monotherapy and combination therapy are presented in this section. For post marketing experience see below. See 5.1 Pharmacodynamic properties for details of major studies, including study designs and major efficacy results. 
The most commonly reported treatment-related adverse reactions were gastrointestinal disorders (especially diarrhoea, nausea, vomiting, abdominal pain, stomatitis), fatigue and hand-foot syndrome (palmar-plantar erythrodysaesthesia).
The following headings are used to rank the undesirable effectsadverse drug reactions by frequency: Very common (( 1/10), common (( 1/100, < 1/10) and uncommon (( 1/1,000, < 1/100). Within each frequency grouping, undesirable effectsadverse drug reactions are presented in order of decreasing seriousness.

Xeloda Monotherapy: 

Safety data for Xeloda monotherapy has been obtained from >1900 patients. Table 4 lists adverse drug reactions associated with the use of Xeloda monotherapy in three major clinical trials in adjuvant treatment for colon cancer and for metastatic colorectal cancer. Each adverse drug reaction has been added to the appropriate frequency grouping according to the overall incidence from a pooled analysis of the safety data from these three major clinical studies in colorectal cancer.  


The most frequently reported treatment-related adverse drug reactions were gastrointestinal disorders, especially diarrhoea, nausea, vomiting, stomatitis, and hand-foot syndrome (palmar-plantar erythrodysaesthesia). The safety profiles of Xeloda monotherapy for the metastatic breast cancer, metastatic colorectal cancer and adjuvant colon cancer populations are comparable.


Table 4
Summary of adverse drug reactions reported in patients treated with Xeloda monotherapy in adjuvant treatment for colon cancer and metastatic colorectal cancer 
	Body System 


	Very Common

(≥ 1/10)

ALL GRADES
	Common

(≥ 1/100 - < 1/10)

ALL GRADES
	Uncommon

(≥1/1,000 - < 1/100)

SEVERE AND/OR LIFE-THREATENING (GRADE 3-4) OR CONSIDERED MEDICALLY RELEVANT

	Infections and infestations
	-
	Herpes simplex

Nasopharyngitis

Lower respiratory tract infection 
	Sepsis

Urinary tract infection

Cellulitis

Tonsillitis

Pharyngitis

Oral candidiasis

Influenza

Gastroenteritis

Fungal infection

Herpes infection

Infection

Tooth abscess

	Neoplasm benign, malignant and unspecified
	-
	-
	Lipoma

	Blood and lymphatic system disorders
	-
	Neutropenia

Anaemia
	Febrile neutropenia

Pancytopenia

Granulocytopenia

Thrombocytopenia

Leucopenia

Haemolytic anaemia

	Immune system disorders
	-
	-
	Hypersensitivity

	Metabolism and nutrition disorders
	Anorexia
	Dehydration

Decreased appetite
	Diabetes

Hypokalaemia 

Appetite disorder

Malnutrition

Hypertriglyceridaemia

	Psychiatric disorders
	-
	Insomnia

Depression
	Confusional state

Panic attack

Depressed mood

Libido decreased

	Nervous system disorders
	-
	Headache

Lethargy

Dizziness

Parasthesia

Dysgeusia
	Aphasia

Memory impairment

Ataxia

Syncope

Balance disorder

Sensory disorder

Neuropathy peripheral

	Eye disorders
	-
	Lacrimation increased

Conjunctivitis

Eye irritation
	Visual acuity reduced

Diplopia

	Ear and labyrinth disorders
	-
	-
	Vertigo

Ear pain

	Cardiac disorders
	-
	-
	Angina unstable

Angina pectoris

Myocardial ischaemia

Atrial fibrillation

Arrhythmia

Tachycardia

Sinus tachycardia

Palpitations

	Vascular disorders 
	-
	Thrombophlebitis
	Deep vein thrombosis

Hypertension

Petechiae

Hypotension

Hot flush

Peripheral coldness

	Respiratory, thoracic and mediastinal disorders
	-
	Dyspnoea

Epistaxis

Cough

Rhinorrhea
	Pulmonary embolism

Pneumothorax

Haemoptysis

Asthma

Dyspnoea exertional

	Gastrointestinal disorders
	Diarrhoea

Vomiting

Nausea

Stomatitis

Abdominal pain
	Gastrointestinal haemorrhage Constipation

Upper abdominal pain

Dyspepsia

Flatulence

Dry mouth

Loose stools


	Intestinal obstruction

Ascites

Enteritis

Gastritis

Dysphagia

Abdominal pain lower

Oesophagitis

Abdominal discomfort

Gastrooesophageal reflux disease

Colitis 

	Hepatobiliary Disorders
	-
	Hyperbilirubinemia /blood bilirubin/ blood bilirubin increased 
	Jaundice

	Skin and subcutaneous tissue disorders
	Palmar-plantar erythrodysaesthesia syndrome 
	Rash 

Alopecia

Erythema

Dry skin

Pruritus

Skin hyper-pigmentation

Rash macular

Skin desquamation

Dermatitis

Pigmentation disorder

Nail disorder
	Skin ulcer

Rash

Urticaria

Photosensitivity reaction

Palmar erythema

Swelling face

Purpura

	Muskuloskeletal and connective tissue disorders
	-
	Pain in extremity

Back pain

Arthralgia
	Joint swelling

Bone pain

Facial pain

Musculoskeletal stiffness

Muscular weakness

	Renal and urinary disorders
	-
	-
	Hydronephrosis

Urinary incontinence

Haematuria

Nocturia

	Reproductive system and breast disorders
	-
	-
	Vaginal haemorrhage

	General disorders and administration site conditions
	Fatigue

Asthenia
	Pyrexia

Lethargy

Oedema peripheral

Malaise

Non-cardiac chest pain
	Oedema

Chills

Influenza like illness

Rigors

	Investigations
	-
	Weight decreased

Liver function test abnormalities
	Blood in stool

International normalised ratio increased

Blood creatinine increased

Body temperature increased

	Injury, poisoning and procedural complications
	-
	-
	Blister

Overdose


	

	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

























Laboratory Abnormalities observed with Xeloda Monotherapy: 

Table 5 lists laboratory abnormalities of all grades observed with Xeloda monotherapy in three major trials in adjuvant treatment for colon cancer and for metastatic colorectal cancer. Each laboratory abnormality has been added to the appropriate frequency grouping according to the overall incidence from a pooled analysis of the safety data from these three major clinical studies in colorectal cancer.  

Table 5
Laboratory abnormalities observed in patients treated with Xeloda monotherapy 
	Grade of Abnormality
	Very Common

(≥ 1/10)
	Common

(≥ 1/100 - < 1/10)
	Uncommon

(≥1/1,000 - < 1/100)

	Patients with grade 1 to 4 abnormality
	Decreased haemoglobin Decreased neutrophils/granulocytes Decreased platelets Decreased lymphocytes Decreased sodium Decreased potassium Decreased calcium Increased bilirubin Increased alkaline phosphatase 

Increased ALAT (SGPT) 

Increased ASAT (SGOT)
	Increased calcium
	-

	Patients with grade 3/4
	Decreased lymphocytes

Increased bilirubin
	Decreased haemoglobin Decreased neutrophils/granulocytes Decreased platelets Decreased calcium Increased alkaline phosphatase 

Increased ALAT (SGPT) 
	Decreased sodium Decreased potassium

Increased calcium Increased ASAT (SGOT)

	Patients with grade 4
	-
	Decreased neutrophils/granulocytes Decreased lymphocytes Decreased calcium Increased bilirubin
	Decreased haemoglobin Decreased platelets Decreased sodium Decreased potassium

Increased calcium Increased alkaline phosphatase 

Increased ALAT (SGPT) 

Increased ASAT (SGOT)


	
	
	
	


	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	

	
	
	
	


Xeloda in combination with cisplatin:

Safety data for Xeloda in combination with cisplatin has been obtained from >150 patients. Table 6 lists adverse drug reactions associated with the use of Xeloda in combination with cisplatin in the major clinical trial in gastric 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. Each adverse drug reaction has been added to the appropriate frequency grouping according to the incidence seen in the major clinical trial.

The incidence of Hand Foot Syndrome for Xeloda plus cisplatin was 22% (all grades) and 4% (grade 3) in study ML17032 (see section 5.1).
Table 6
Summary of related adverse drug reactions reported in patients treated with Xeloda in combination with cisplatin in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy
	1. Body System

2. 
	1. Very common

2. (≥ 1/10)

3. ALL GRADES
	1. Common

2. (≥ 1/100 - < 1/10)

3. ALL GRADES 
	1. Uncommon

2. (≥1/1,000 - < 1/100)

3. SEVERE AND/OR LIFE-THREATENING (GRADE 3-4) OR CONSIDERED MEDICALLY RELEVANT

	3. Infections and infestations
	4. -
	4. Herpes zoster

5. Urinary tract infection
	4. -

	4. Neoplasm benign, malignant and unspecified
	5. -
	6. -
	5. Aleukaemic leukaemia

	5. Blood and lymphatic system disorders
	6. Neutropenia

7. Leucopenia

8. Anaemia
	7. Thrombocytopenia

8. Bone marrow depression
	6. -

	6. Metabolism and nutrition disorders
	9. -
	9. Hypokalaemia

10. Hyponatremia
	7. Hyponatremia

8. Dehydration 

9. Hyperglycaemia

10. Decreased appetite

	7. Psychiatric disorders
	10. - 
	11. Sleep disorder
	11. -

	8. Nervous system disorders
	11. -
	12. Neuropathy 

13. Peripheral sensory neuropathy 

14. Hypoaesthesia
	12. Dizziness

	9. Ear and labyrinth disorders
	12. -
	15. Tinnitus

16. Hypoacusis
	13. -

	10. Gastrointestinal disorders
	13. -
	17. Upper gastrointestinal haemorrhage

18. Mouth ulceration

19. Gastritis
	14. Upper gastrointestinal haemorrhage

15. Constipation

16. Mouth ulceration

17. Abdominal pain

	11. Hepatobiliary disorders
	14. -
	20. Hepatic function abnormal
	18. -

	12. Skin and subcutaneous tissue disorders
	15. -
	21. Hyperhidrosis
	19. -

	13. Musculoskeletal and connective tissue disorders
	16. -
	22. Myalgia
	20. -

	14. Renal and urinary disorders
	17. -
	23. -
	21. Renal failure

22. Renal failure acute

	15. General disorders and administration site conditions
	18. -
	24. Mucosal inflammation

25. 
	23. Fatigue

24. Malaise

	16. Investigations
	19. -

20. 
	26. Creatinine renal clearance decreased
	25. -


Xeloda in combination with docetaxel:

Safety data for Xeloda in combination with docetaxel has been obtained from >250 patients. Table 7 lists adverse drug reactions associated with the use of Xeloda in combination with docetaxel in the major clinical trial in metastatic breast 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. Each adverse drug reaction has been added to the appropriate frequency grouping according to the incidence seen in the major clinical trial.

Table 7
Summary of related adverse drug reactions reported in patients treated with Xeloda in combination with docetaxel in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy

	1. Body System

2. 
	1. Very common

2. (≥ 1/10)

3. ALL GRADES
	1. Common

2. (≥ 1/100 - < 1/10)

3. ALL GRADES
	1. Uncommon

2. (≥1/1,000 - < 1/100)

3. SEVERE AND/OR LIFE-THREATENING (GRADE 3-4) OR CONSIDERED MEDICALLY RELEVANT

	3. Infections and infestations
	4. -
	4. Oral candidiasis
	4. -

	4. Blood and lymphatic system disorders
	5. Neutropenic fever (Grade 3-4)
	5. -
	5. -

	5. Metabolism and nutrition disorders
	6. Appetite decreased
	6. -
	6. -

	6. Nervous system disorders
	7. Taste disturbance

8. Paraesthesia
	7. Peripheral neuropathy 
	7. Taste disturbance

8. Paraesthesia

9. Headache

	7. Eye disorders
	9. Lacrimation increased
	8. -
	10. -

	8. Vascular disorders
	10. Lower limb oedema
	9. 
	11. 

	9. Respiratory, thoracic and mediastinal system disorders
	11. Sore throat
	10. -
	12. Epistaxis

13. Cough

	10. Gastrointestinal disorders
	12. Constipation

13. Dyspepsia
	11. -
	14. -

	11. Skin and Subcutaneous Disorders
	14. Alopecia

15. Nail disorder

16. 
	12. Rash erythematous

13. Nail discolouration

14. Onycholysis
	15. Rash erythematous

16. 

	12. Musculoskeletal and connective tissue disorders
	17. Myalgia

18. Arthralgia
	15. -
	17. -

18. 

	13. General disorders and administration site
	19. Pyrexia

20. Weakness
	16. Pain in limb

17. Pain
	19. Pain in limb

20. 


Xeloda in combination with oxaliplatin:

Adverse drug reactions reported in patients treated with Xeloda in combination with oxaliplatin in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy include: Very common adverse drug reactions: anaemia, leucopenia, neutropenia, thrombocytopenia, neuropathy; Common adverse drug reactions: bleeding. 

Xeloda in combination with epirubicin and oxaliplatin:

Grade 3 and Grade 4 adverse drug reactions reported in patients treated with Xeloda in combination with epirubicin and oxaliplatin in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy include: Very common, grade 3 and grade 4 adverse drug reactions: leucopenia, neutropenia, lethargy; Common, grade 3 and grade 4 adverse drug reactions: anaemia, thrombocytopenia, febrile neutropenia, peripheral neuropathy, infection, fever, thromboembolism. 

Xeloda in combination with epirubicin and cisplatin:

Grade 3 and Grade 4 adverse drug reactions reported in patients treated with Xeloda in combination with epirubicin and cisplatin in addition to those seen with Xeloda monotherapy or seen at a higher frequency grouping compared to Xeloda monotherapy include: Very common, grade 3 and grade 4 adverse drug reactions: leucopenia, neutropenia, anaemia, lethargy, thromboembolism; Common, grade 3 and grade 4 adverse drug reactions: thrombocytopenia, febrile neutropenia, peripheral neuropathy, infection, fever.


	
	


	


	
	

	

	

	


	










	









	









	









	










	








	







	







	







	








	








	







	







	







	








	


	
	
	
	

	






	





	





	





	






	





	




	



	



	




	


	

	

	

	


	




	



	



	



	




	


	

	

	

	


	





	




	




	




	





	


	

	

	

	




	
	


	


	

	

	


	





	





	







Post-Marketing Experience

The following additional serious adverse reactions have been identified during post-marketing exposure:

- Very rare: lacrimal duct stenosis

- Very rare: hepatic failure and cholestatic hepatitis have been reported during clinical trials and post-marketing exposure
5.1 
Pharmacodynamic properties
Advanced gastric cancer:

Data from a multicentre, randomised, controlled phase III clinical trial in patients with advanced gastric cancer supports the use of Xeloda for the first-line treatment of advanced gastric cancer (ML17032). In this trial, 160 patients were randomised to treatment with Xeloda (1000 mg/m2 twice daily for 2 weeks followed by a 7-day rest period) and cisplatin (80 mg/m2 as a 2-hour infusion every 3 weeks). A total of 156 patients were randomised to treatment with 5-FU (800 mg/m2 per day, continuous infusion on days 1 to 5 every 3 weeks) and cisplatin (80 mg/m2 as a 2-hour infusion on day 1, every 3 weeks). Xeloda in combination with cisplatin was non-inferior to 5-FU in combination with cisplatin in terms of progression-free survival in the per protocol analysis (hazard ratio 0.81; 95% CI 0.63 - 1.04). The median progression-free survival was 5.6 months (Xeloda + cisplatin) versus 5.0 months (5-FU + cisplatin). The hazard ratio for duration of survival (overall survival) was similar to the hazard ratio for progression-free survival (hazard ratio 0.85; 95% CI 0.64 - 1.13). The median duration of survival was 10.5 months (Xeloda + cisplatin) versus 9.3 months (5-FU + cisplatin).

Data from a randomised multicentre, phase III study comparing capecitabine to 5-FU and oxaliplatin to cisplatin in patients with advanced gastric cancer supports the use of Xeloda for the first-line treatment of advanced gastric cancer (REAL-2). In this trial, 1002 patients were randomised in a 2x2 factorial design to one of the following 4 arms:
· ECF: epirubicin (50 mg/ m2 as a bolus on day 1 every 3 weeks), cisplatin (60 mg/m2 as a two hour infusion on day 1 every 3 weeks) and 5-FU (200 mg/m2 daily given by continuous infusion via a central line).

· ECX: epirubicin (50 mg/m2 as a bolus on day 1 every 3 weeks), cisplatin (60 mg/m2 as a two hour infusion on day 1 every 3 weeks), and Xeloda (625 mg/m2 twice daily continuously).

· EOF: epirubicin (50 mg/m2 as a bolus on day 1 every 3 weeks), oxaliplatin (130 mg/m2 given as a 2 hour infusion on day 1 every three weeks), and 5-FU (200 mg/m2 daily given by continuous infusion via a central line).

· EOX: epirubicin (50 mg/m2 as a bolus on day 1 every 3 weeks), oxaliplatin (130 mg/m2 given as a 2 hour infusion on day 1 every three weeks), and Xeloda (625 mg/m2 twice daily continuously).  

The primary efficacy analyses in the per protocol population demonstrated non-inferiority in overall survival for capecitabine- vs 5‑FU-based regimens (hazard ratio 0.86, 95% CI: 075 to 0.99) and for oxaliplatin- vs cisplatin-based regimens (hazard ratio 0.92, 95% CI: 0.80 to 1.05). The median overall survival was 10.9 months in capecitabine-based regimens and 9.6 months in 5-FU based regimens.  The median overall survival was 10.1 months in cisplatin-based regimens and 10.4 months in oxaliplatin-based regimens.  

Xeloda has also been used in combination with oxaliplatin for the treatment of advanced gastric cancer. Studies with Xeloda monotherapy indicate that Xeloda has activity in advanced gastric cancer.
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