Section 4.1:

The following text has been deleted: 

Herceptin should only be used in patients whose tumours have either HER2 overexpression or HER2 gene amplification as determined by an accurate and validated assay (see 4.4 and 5.1).

The following text has been inserted: 
Metastatic Breast Cancer (MBC) has been added as a heading under ‘Therapeutic Indications’

Early Breast Cancer (EBC)

Herceptin is indicated for the treatment of patients with HER2 positive early breast cancer following surgery, chemotherapy (neoadjuvant or adjuvant) and radiotherapy (if applicable) (see 5.1).

Herceptin should only be used in patients whose tumours have either HER2 overexpression or HER2 gene amplification as determined by an accurate and validated assay (see 4.4 and 5.1).

Section 4.2:

The following text has been deleted:
Do not administer as an intravenous push or bolus.

For instructions for use and handling refer to 6.6.

The following text has been inserted:
EBC 3-weekly schedule:

In the HERA trial, Herceptin was initiated after completions of standard chemotherapy (most commonly, anthracycline-containing regimens or anthracyclines plus a taxane).

Initial loading dose of 8 mg/kg body weight, followed by 6 mg/kg body weight 3 weeks later and then 6 mg/kg repeated at 3-weekly intervals administered as infusions over approximately 90 minutes.

Patients with early breast cancer should be treated for 1 year or until disease recurrence.

If the patient misses a dose of Herceptin by one week or less, then the usual dose of Herceptin (6 mg/kg) should be given as soon as possible (do not wait until the next planned cycle). Subsequent maintenance Herceptin doses of 6 mg/kg should then be given every 3 weeks, according to the previous schedule.

If the patient misses a dose of Herceptin by more than one week, a re-loading dose of Herceptin should be given (8 mg/kg over approximately 90 minutes). Subsequent maintenance Herceptin doses of 6mg/kg should then be given 3 weeks from that point.

EBC weekly schedule:
In the adjuvant setting, Herceptin has also been investigated as a weekly regimen (an initial loading dose of 4 mg/kg followed by 2 mg/kg every week for one year) concomitantly with paclitaxel (administered weekly (80 mg/m2) or every 3 weeks (175 mg/ m2) for a total of 12 weeks) following 4 cycles of AC (doxorubicin 60 mg/m2) IV push concurrently with cyclophosphamide 600 mg/ m2 over 20-30 minutes).

MBC and EBC:   
Do not administer as an intravenous push or bolus.

For instructions for use and handling refer to 6.6.

The last paragraph has been amended:

Previous text: 
Paediatric use

The safety and efficacy of Herceptin in patients under the age of 18 years have not been established.

Amended text:
Paediatric use
Herceptin is not recommended for use in children below 18 due to insufficient data on safety and efficacy.

Section 4.4:

The following text has been inserted:

Paragraph ‘Pulmonary events’

Caution should be exercised for pneumonitis, especially in patients being treated concomitantly with taxanes.

Paragraph ‘Cardiotoxicity’
In EBC, the following patients were excluded from the HERA trial, there are no data about the benefit:risk balance, and therefore treatment can not be recommended in such patients:

· History of documented CHF

· High-risk uncontrolled arrhythmias

· Angina pectoris requiring medication

· Clinically significant valvular disease

· Evidence of transmural infarction on ECG

· Poorly controlled hypertension

Formal cardiological assessment should be considered in patients in whom there are cardiovascular concerns following baseline screening.

For early breast cancer patients, cardiac assessment, as performed at baseline, should be repeated every 3 months during treatment and at 6, 12 and 24 months following cessation of treatment.

Caution should be exercised in treating patients with symptomatic heart failure, a history of hypertension or documented coronary artery disease, and in early breast cancer, in those patients with an LVEF of 55 % or less.

If LVEF drops 10 ejection points from baseline AND to below 50 %, Herceptin should be suspended and a repeat LVEF assessment performed within approximately 3 weeks. If LVEF has not improved, or declined further, discontinuation of Herceptin should be strongly considered, unless the benefits for the individual patient are deemed to outweigh the risks. All such patients should be referred for assessment by a cardiologist and followed up.

Section 4.5:
Previous text:
Drug interaction studies have not been performed with Herceptin in humans. A risk for interactions with concomitant medication cannot be excluded.

Amended text:

No interaction studies have been performed. A risk for interactions with concomitant medication cannot be excluded.

Section 4.8:
The following heading has been added to Table 1:

Common Non-haematological Adverse Events Reported in ≥ 10 % of Patients, by Study Treatment

The following text has been inserted:

EBC

The HERA trial is a randomised, open label study in patients with HER2-positive early breast cancer (see section 5.1 Pharmacodynamic properties). Table 2 displays adverse events which were reported at 1 year in ≥ 1% of patients, by study treatment.

Table 2
Adverse Events Reported at 1 year in ≥ 1% of Patients, by Study Treatment

	Body System 
	Adverse Event
	Observation Only

N = 1708

No. (%)
	Herceptin 1 year

N = 1678

No. (%)

	
	Total Pts with at least one AE 

Total number of AEs
	792 (46)

2251
	1179 (70)

5248

	Musculoskeletal and 

connective tissue disorders
	arthralgia*
	98 (6)
	137 (8)

	
	back pain*
	59 (3)
	91 (5)

	
	pain in extremity
	45 (3)
	60 (4)

	
	myalgia*
	17 (<1)
	63 (4)

	
	bone pain
	26 (2)
	49 (3)

	
	shoulder pain
	29 (2)
	30 (2)

	
	chest wall pain
	24 (1)
	26 (2)

	
	muscle spasms*
	3 (<1)
	45 (3)

	
	musculoskeletal pain
	11 (<1)
	17 (1)

	Infections and infestations
	nasopharyngitis*
	43 (3)
	135 (8)

	
	influenza*
	9 (<1)
	69 (4)

	
	upper respiratory tract infection*
	20 (1)
	46 (3)

	
	urinary tract infection
	13 (<1)
	39 (2)

	
	rhinitis
	6 (<1)
	36 (2)

	
	sinusitis
	5 (<1)
	26 (2)

	
	cystitis
	11 (<1)
	19 (1)

	
	pharyngitis
	9 (<1)
	20 (1)

	
	bronchitis
	9 (<1)
	18 (1)

	
	herpes zoster
	9 (<1)
	17 (1)

	General disorders and 

administration site

conditions
	fatigue*
	44 (3)
	128 (8)

	
	oedema peripheral
	38 (2)
	79 (5)

	
	pyrexia*
	6 (<1)
	100 (6)

	
	asthenia*
	30 (2)
	75 (4)

	
	chills*
	-
	85 (5)

	
	chest pain*
	22 (1)
	45 (3)

	
	influenza illness
	3 (<1)
	40 (2)

	
	oedema
	7 (<1)
	18 (1)

	
	chest discomfort
	2 (<1)
	20 (1)

	Gastrointestinal disorders
	diarrhoea*
	16 (<1)
	123 (7)

	
	nausea*
	19 (1)
	108 (6)

	
	vomiting*
	10 (<1)
	58 (3)

	
	abdominal pain
	16 (<1)
	40 (2)

	
	constipation
	17 (<1)
	33 (2)

	
	abdominal pain upper
	15 (<1)
	29 (2)

	
	dyspepsia
	9 (<1)
	30 (2)

	
	gastritis
	11 (<1)
	20 (1)

	
	stomatitis
	1 (<1)
	26 (2)

	Nervous system disorders
	headache*
	49 (3)
	161 (10)

	
	dizziness*
	29 (2)
	60 (4)

	
	paraesthesia
	11 (<1)
	29 (2)

	
	vertigo
	7 (<1)
	25 (1)

	Vascular disorders
	hot flush
	84 (5)
	98 (6)

	
	hypertension*
	35 (2)
	64 (4)

	
	lymphoedema
	40 (2)
	42 (3)

	Skin and subcutaneous 

tissue
	rash*
	10 (<1)
	70 (4)

	
	pruritus
	10 (<1)
	40 (2)

	
	nail disorder*
	-
	43 (3)

	
	onychorrhexis
	1 (<1)
	36 (2)

	
	erythema
	7 (<1)
	24 (1)

	Respiratory, thoracic and 

mediastinal disorders
	cough*
	34 (2)
	81 (5)

	
	dyspnoea
	26 (2)
	56 (3)

	
	pharyngolaryngeal pain
	8 (<1)
	32 (2)

	
	dyspnoea exertional
	15 (<1)
	21 (1)

	
	rhinorrhoea
	5 (<1)
	24 (1)

	
	epistaxis
	1 (<1)
	24 (1)

	Reproductive system and breast disorders
	breast pain
	19 (1)
	24 (1)

	Psychiatric
	insomnia
	31 (2)
	58 (3)

	
	depression
	34 (2)
	51 (3)

	
	anxiety
	19 (1)
	39 (2)

	Cardiac disorders
	palpitations*
	12 (<1)
	48 (3)

	
	cardiac failure congestive
	5 (<1)
	30 (2)

	
	tachycardia
	5 (<1)
	20 (1)

	Investigations
	ejection fraction decreased*
	11 (<1)
	58 (3)

	
	weight increased
	17 (<1)
	29 (2)

	Renal and urinary disorders
	dysuria
	2 (<1)
	17 (1)


* Adverse Events that were reported at higher incidence (>_2 % difference) in the Herceptin group compared with the observation group and therefore may be attributable to Herceptin.

Paragraph ‘Cardiac toxicity’
In the HERA trial, NYHA class III-IV heart failure was observed in 0.6 % of patients in the one-year arm. Asymptomatic or mildly symptomatic NYHA class I-II events were observed in 3.0 % of patients in the Herceptin arm compared to 0.5 % of patients in the observation arm. The percentage of patients with at least one significant LVEF drop (decrease of ≥ 10 EF points and to < 50 %) during the study was 7.4 % in the 1 year Herceptin arm versus 2.3 % in the observation arm.

Paragraph ‘Haematological toxicity’
Using NCI-CTC criteria, in the HERA trial, 0.4 % of Herceptin-treated patients experienced a shift of 3 or 4 grades from baseline, compared with 0.6 % in the observation arm.

Paragraph ‘Diarrhoea’
In the HERA trial, 7 % of Herceptin-treated patients had diarrhoea.

Section 5.1:

Paragraph ‘Detection of HER2 overexpression or HER2 gene amplification’

Text amended: (additions in red) Herceptin should only be used in patients whose tumours have HER2 overexpression or HER2 gene amplification as determined by an accurate and validated assay.
For full instructions on assay performance and interpretation please refer to the package inserts of validated FISH and CISH assays. Official recommendations on HER2 testing may also apply.

The following text has been inserted:

Paragraph ‘Efficacy’

EBC

Early breast cancer is defined as non-metastatic primary invasive carcinoma of the breast. Early breast cancer in the HERA trial was limited to operable, primary, invasive adenocarcinoma of the breast, with axillary nodes positive or axillary nodes negative if tumours at least 1 cm in diameter.

In the adjuvant setting, Herceptin was investigated in a multicentre, randomised, trial (HERA) designed to compare one year of three-weekly Herceptin treatment versus observation in patients with HER2 positive early breast cancer following surgery, established chemotherapy and radiotherapy (if applicable). Patients assigned to receive Herceptin were given an initial loading dose of 8 mg/kg, followed by 6 mg/kg every three weeks for one year.

The efficacy results from the HERA trial are summarised in the following table:

	Parameter
	Observation

N=1693
	Herceptin 1 Year

N = 1693
	P-value vs

Observation
	Hazard Ratio vs

Observation

	Disease-free survival
	
	
	
	

	- No. patients with event
	219 (12.9 %)
	127 (7.5 %)
	< 0.0001
	0.54

	- No. patients without event
	1474 (87.1 %)
	1566 (92.5 %)
	
	

	Recurrence-free survival
	
	
	
	

	- No. patients with event
	208 (12.3 %)
	113 (6.7 %)
	< 0.0001
	0.51

	- No. patients without event
	1485 (87.7 %)
	1580 (93.3 %)
	
	

	Distant disease-free survival
	
	
	
	

	- No. patients with event
	184 (10.9 %)
	99 (5.8 %)
	< 0.0001
	0.50

	- No. patients without event
	1508 (89.1 %)
	1594 (94.6 %)
	
	


For the primary endpoint, DFS, the hazard ratio translates into an absolute benefit, in terms of a 2-year disease-free survival rate, of 7.6 percentage points (85.8 % vs 78.2 %) in favour of the Herceptin arm.

Section 5.2:

The following text has been amended: (new text in red)

Paragraph ‘Steady State Concentration’

Steady state pharmacokinetics should be reached by approximately 20 weeks (95 % confidence interval, 18 – 24 weeks). In a population pharmacokinetic assessment of Phase I, II and III clinical trials in metastatic breast cancer, the estimated AUC was 578 mg day/L and the estimated mean peak and trough concentrations were 110 mg/L and 66 mg/L, respectively. In patients with early breast cancer administered Herceptin at a loading dose of 8 mg/kg followed every three weeks by 6 mg/kg, steady state trough concentrations of 63 ng/mL were achieved by cycle 13 (week 37). The concentrations were comparable to those reported previously in patients with metastatic breast cancer.

Section 6.6:
The following text has been added:

Paragraph ‘Instructions for Reconstitution’
(
based on a loading dose of 8 mg trastuzumab/kg body weight, or a subsequent 3-weekly dose of 6 mg trastuzumab/kg body weight:

Volume (ml) = Body weight (kg) x dose (8 mg/kg for loading or 6 mg/kg for maintenance) 




21 (mg/ml, concentration of reconstituted solution)

Section 10:

Date of revision of the text: changed from December 2005 to May 2006

