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The legally binding text is the original French version 
 

TRANSPARENCY COMMITTEE 
 

OPINION 
 

16 July 2008 
 
 
TYVERB 250 mg film-coated tablets 
1 pack of 70 tablets (CIP: 383 794-5) 
1 pack of 2 x 70 tablets (CIP: 383 795-1) 
 
Applicant: GLAXOSMITHKLINE 
 
lapatinib 
 
ATC Code: L01XE07 
 
List I 
 
Medicine for hospital prescription only. To be prescribed only by specialists in oncology or 
haematology or by doctors competent in oncology. 
Medicinal product requiring special surveillance during treatment. 
 
Date of conditional marketing authorisation* (centralised procedure): 10 June 2008 
 
 
Reason for request: Inclusion on the list of medicines reimbursed by National Insurance and 
approved for use by hospitals in the following indication: “TYVERB, in combination with 
capecitabine, is indicated for the treatment of patients with advanced or metastatic breast cancer 
whose tumours overexpress ErbB2 (HER2).  
Patients should have progressive disease following prior therapy which must include 
anthracyclines and taxanes and therapy with trastuzumab in the metastatic setting.” 
 
 
* EMEA gave TYVERB a conditional marketing authorisation in the absence of: 
- robust data on the efficacy of TYVERB on the incidence of CNS metastases 
- demonstration of its effect on overall survival. 
The benefit-risk profile is to be reassessed annually. The company made a commitment to EMEA: 
- to submit an updated analysis of survival data for study EGF100151 (data cut-off date of August 2008; 
submission to EMEA by December 2008) 
- to conduct a phase III clinical study controlled against a HERCEPTIN-containing arm in order to assess 
the effect of TYVERB on the incidence of brain metastases as the site of relapse (the study protocol to be 
finalised and submitted to the EMEA by July 2008, and the final study report to be submitted by May 
2013). 
 
 
 
 
Medical, Economic and Public Health Assessment Division  
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1 CHARACTERISTICS OF THE MEDICINAL PRODUCT 

 
1.1. Active ingredient 
lapatinib 
 
1.2. Indications 
 “TYVERB, in combination with capecitabine, is indicated for the treatment of patients with 
advanced or metastatic breast cancer whose tumours overexpress ErbB2 (HER2).  
Patients should have progressive disease following prior therapy which must include 
anthracyclines and taxanes and therapy with trastuzumab in the metastatic setting.” 
 
1.3. Dosage 
“Lapatinib treatment should only be initiated by a physician experienced in the administration of 
anticancer agents.  
ErbB2 overexpressing tumours are defined by IHC3+, or IHC2+ and gene amplification or gene 
amplification alone. Gene amplification should be performed using an accurate and validated 
assay. 
Lapatinib is taken in combination with capecitabine. 
 
The recommended dose of lapatinib is 1250 mg (i.e. five tablets) once daily continuously. The 
daily dose should not be divided. Lapatinib should be taken either at least one hour before, or at 
least one hour after food. To minimise variability in the individual patient, administration of 
lapatinib should be standardised in relation to food intake, for example always be taken before a 
meal. 
 
Missed doses should not be replaced and the dosing should resume with the next scheduled 
daily dose. 
 
The recommended dose of capecitabine is 2000 mg/m2/day taken in 2 doses 12 hours apart on 
days 1-14 in a 21 day cycle. Capecitabine should be taken with food or within 30 minutes after 
food.” 
 
 

2 SIMILAR MEDICINAL PRODUCTS 

 
2.1. ATC Classification (2007) 
L  Antineoplastic and immunomodulating agents 
L01  Antineoplastic agents 
L01X  Other antineoplastic agents 
L01XE  Protein kinase inhibitors 
L01XE07 lapatinib 
 
2.2. Medicines in the same therapeutic category 
None 
 
2.3. Medicines with a similar therapeutic aim 
Medicines indicated for the treatment of metastatic breast cancer: hormone therapy, cytotoxic 
agents and the monoclonal antibody trastuzumab (HERCEPTIN: only for HER2 positive 
tumours). 
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3 ANALYSIS OF AVAILABLE DATA 

 
The company submitted the results of 4 studies: 
 
- two phase II studies, EGF20008 and EGF20002, assessing the efficacy of lapatinib (TYVERB) 
monotherapy on the response rate in patients with locally advanced or metastatic breast cancer 
whose tumours overexpress ErbB2 (off-label) 
 
- one phase II study, EGF105084, assessing the efficacy of lapatinib monotherapy on brain 
metastases in 241 patients who had received prior trastuzumab and cranial radiotherapy. The 
data from this study suggest lapatinib has a volume reduction effect on brain metastases, but 
this study is not ideal since there is no comparator arm. Moreover, this study evaluated lapatinib 
monotherapy, which is outside the scope of the current marketing authorisation. The EMEA 
therefore requested a study versus an active comparator (trastuzumab) to establish the efficacy 
of lapatinib. The results of this study, therefore, will not be described in this document. 
 
- one retrospective pharmaco-epidemiological study based on the hospital records of 198 
patients, the primary aim of which was to describe the care pathway for breast cancer patients 
treated with lapatinib under a temporary authorisation for use. This study could not be taken into 
consideration by the Committee because: 

�  the representativeness of the centres and patients included in the study for the 
1,380 patients who received lapatinib under the temporary authorisation for use 
was not specified 

� no information was provided on HER2 oncoreceptor overexpression or on the 
substances administered during prior study. 

 
- one phase III trial, EGF100151, the aim of which was to compare the efficacy and safety of 
lapatinib (TYVERB) in combination with capecitabine (XELODA) versus capecitabine alone as 
second-line treatment of 399 patients with ErbB2 overexpressing advanced or metastatic breast 
cancer who had received prior treatment for their cancer. 
Only the results of this study will be described in this opinion, since the marketing authorisation 
was granted on the basis of these results. 
 
 
3.1. Efficacy results of study EGF100151 
 
Method: 
Randomised, open-label study comparing lapatinib plus capecitabine versus capecitabine alone 
in 399 women (198 in the lapatinib + capecitabine arm, and 201 in the capecitabine arm). 
 
Inclusion criteria: 
- histologically confirmed advanced or metastatic invasive breast cancer at stage IIIb or IIIc (with 
T4 tumours) or stage IV 
- ErbB2 overexpression  
- progression or relapse of the cancer within 6 months of completing adjuvant therapy, which 
must have included anthracyclines, taxanes and trastuzumab. Other treatments were authorised 
- ECOG1 score = 0 or 1 

                                                 
1 The ECOG (Eastern Cooperative Oncology Group) performance scale is a scale to assess the patient’s general 
condition and a prognosis factor. This scale ranges from 0 to 4: 
0: Fully active; no performance restrictions 
1: Strenuous physical activity restricted; fully ambulatory and able to carry out light work 
2: Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and about >50 percent of 
waking hours  
3: Capable of only limited selfcare; confined to bed or chair >50 percent of waking hours 
4: Completely disabled; cannot carry out any selfcare; totally confined to bed or chair 
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- life expectancy ≥ 12 weeks. 
 
Dosing regimen: 
Patients were randomised to receive: 

- either the combination of lapatinib (1250 mg/day continuously) + capecitabine (2000 
mg/m2/day on Days 1-14 of a 21-day cycle) 

- or capecitabine alone at a dose of 2500 mg/m2/day on Days 1-14 of a 21-day cycle. 
Treatment continued until disease progression or the appearance of adverse effects judged 
unacceptable by the investigator. 
 
Primary endpoint: mean time to progression 
This criterion, defined as the time from randomisation to disease progression or cancer-
associated death, was analysed through imaging by an independent committee blinded to the 
treatment, and by the investigators. 
 
Statistical methods: 
The protocol specified: 
- inclusion of 528 patients (264 in each treatment arm) to observe 266 events (disease 
progression or cancer-associated death) in the final analysis 
- a 50% increase in the median time to progression, assuming a median time of 4.5 months in 
the lapatinib + capecitabine arm and 3 months in the capecitabine arm, with 90% power and a 
Type I error of 0.05 
- a first interim analysis after the occurrence of 133 investigator-determined events, or 114 
events determined by the independent committee. The stopping boundary was set at 0.0014 in 
the protocol according to the O’Brien-Fleming method, on time to progression as evaluated by 
the independent committee 
- a second, final analysis after 266 events. 
 
NB: This study commenced on 29 March 2004. The first interim analysis laid down in the protocol was 
performed on 15 November 2005. Inclusions were halted on 3 April 2006 when, in light of the results of 
the first interim analysis for time to progression, the patients in the capecitabine arm were allowed to cross 
over to the lapatinib + capecitabine treatment arm. We have results at study end, prior to the cross-over 
(as of 3 April 2006). 
 
Secondary endpoints: 
- overall survival 
- median progression-free survival 
- overall response rate (percentage of patients with a complete or partial response)  
- median duration of response 
- patient quality of life assessed on the Q-TWiST2 (quality-adjusted survival) scale 
- clinical benefit rate, defined as the proportion of patients with an objective response or stable 
disease for 24 weeks. 
 
Results (ITT population):  
 
Main patient characteristics: 
 

 Lapatinib + capecitabine 
arm (n=198) 

n (%) 

Capecitabine arm 
(n=201)  
n (%) 

Age (years) 
< 65 
≥ 65 
median  

 
165 (83) 
33 (17) 

54 (26-80) 

 
177 (88) 
24 (12) 

51 (28-83) 

                                                 
2 The Q-TWiST method takes into account the survival times during which the patients are asymptomatic and/or show 
signs of toxicity by multiplying each of these periods by a weighting coefficient ranging from 0 (no quality of life) to 1 
(perfect quality of life). 
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ECOG3 score 
0 
1 

 
142 (55.7) 
113 (44.3) 

 
126 (51.2) 
117 (47.6) 

ErbB2 overexpression 197 (>99) 201 (100) 
Clinical stage 
IV - visceral 
IV – non-visceral 
Stage IIIb or IIIc with T4 lesions 

 
148 (75) 
43 (22) 
7 (4) 

 
158 (79) 
35 (17) 
8 (4) 

Number of metastatic sites 
1 
2 
≥ 3 

 
39 (20) 
61 (31) 
98 (49) 

 
44 (22) 
61 (30) 
96 (48) 

Prior therapies 
Taxane + anthracycline + trastuzumab 
Taxanes 

Docetaxel 
Paclitaxel 

Anthracyclines 
Doxorubicin hydrochloride 
Doxorubicin 
Epirubicin 

Trastuzumab 
Hormonals 
Navelbine 
Gemcitabine 

 
191 (96) 
198 (100) 
143 (72) 
93 (47) 

194 (98) 
98 (49) 
35 (18) 
61 (31) 

196 (99) 
99 (50) 
93 (47) 
32 (16) 

 
188 (94) 

199 (>99) 
154 (77) 
83 (41) 

199 (>99) 
97 (48) 
41 (20) 
63 (31) 

197 (98) 
93 (46) 
92 (46) 
22 (11) 

 
Initial patient characteristics were comparable in the two treatment arms. Over 90% of patients 
had received prior therapy with taxanes, anthracyclines and trastuzumab. All patients were in 
good general health (ECOG score of 0 or 1). 
The median duration of treatment was 9.7 weeks in the capecitabine arm. In the lapatinib + 
capecitabine arm, the median duration of treatment was 19 weeks for lapatinib and 17.5 weeks 
for capecitabine. 
 
Results for the primary endpoint: (ITT analysis)  
 

• at the first interim analysis specified in the protocol 
According to the analysis by an independent committee, this median time to progression was 
36.9 weeks in the lapatinib + capecitabine arm versus 19.7 weeks in the capecitabine arm (HR = 
0.51, 95% CI: [0.35; 0.74]; p=0.00016). 
 
The significance boundary (p≤0.0014) laid down in the protocol was reached at the time of this 
first interim analysis. The independent data monitoring committee considered that the study was 
positive for this endpoint and should therefore be terminated. The patients on capecitabine were 
therefore allowed to cross over to the lapatinib + capecitabine treatment arm. 
 
NB: According to the EPAR (page 34), the result for this endpoint observed by the independent committee 
is an overestimate, since the independent committee’s analysis is based only on imaging and does not 
take clinical changes into account. The difference observed between the two treatment arms should be of 
the order of 6-8 weeks. 
 

• at study end 
According to the analysis by the independent committee, this median time to progression was 
27.1 weeks in the lapatinib + capecitabine arm versus 18.6 weeks in the capecitabine arm (HR = 
0.57, 95% CI: [0.43; 0.77]; p=0.00013). 
The median time to progression as assessed by the investigators was 23.9 weeks in the 
lapatinib + capecitabine arm versus 18.3 weeks in the capecitabine arm (HR = 0.72, 95% CI: 
[0.56; 0.92]; p=0.0076). 

                                                 
3 Assessed for 177 patients in the lapatinib + capecitabine arm and 173 patients in the capecitabine arm. 
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Secondary endpoint results: 
- overall survival:  
No significant difference was observed between the two treatment arms. 
 
- median progression-free survival: 
In the first interim analysis specified in the protocol, the median progression-free survival 
assessed by the independent committee was 36.7 weeks in the lapatinib + capecitabine arm 
versus 17.9 weeks in the capecitabine arm (HR = 0.47, 95% CI: [0.33; 0.67]; p=0.00002). 
At study end, the median progression-free survival was 27.1 weeks in the lapatinib + 
capecitabine arm versus 17.6 weeks in the capecitabine arm (HR = 0.55, 95% CI: [0.41; 0.74]; 
p=0.00003). 
 
- overall response rate: 
At the cut-off point for the first interim analysis, no difference was observed between the two 
treatment arms. 
At study end, the overall response rate was 24% in the lapatinib + capecitabine arm and 14% in 
the capecitabine arm (OR = 1.9, 95% CI: [1.1; 3.4]; p=0.01). 
 
- median duration of response: 
At study end, it was 32.1 weeks in the lapatinib + capecitabine arm versus 30.6 weeks in the 
capecitabine arm. 
 
- quality of life: 
The Q-TWiST score was 7 weeks better in the lapatinib + capecitabine arm than in the 
capecitabine arm (p=0.001). No quality of life evaluation data on the commonly used scales is 
available. 
 
- clinical benefit rate: at study end it was: 
- 29% in the lapatinib +capecitabine arm versus 17% in the capecitabine arm, in the independent 
committee’s analysis (p=0.008) 
- 37% in the lapatinib +capecitabine arm versus 21% in the capecitabine arm, in the 
investigators’ analysis (p=0.001). 
 
NB: The company supplied results for the incidence of new brain metastases in this study. At baseline, 2 
patients in each treatment arm had brain metastases. After treatment, 4 patients in the lapatinib + 
capecitabine arm developed brain metastases against 13 patients in the capecitabine arm. These results 
are given for information purposes only, since analysis of this criterion was not specified in the protocol. 
Moreover, the number of patients with brain metastases is surprisingly low. In fact, according to the 
literature, brain metastases occur in 28-43% of patients treated with HERCEPTIN. 
 
 
3.2. Adverse effects 
In study EGF100151, the main adverse events observed in the lapatinib + capecitabine arm 
(n=198) compared with the capecitabine arm (n=191) were as follows: diarrhoea (65% versus 
40%), palmar-plantar erythrodysaesthesia (53% versus 51%), nausea (44% versus 43%), rash 
(28% versus 14%), vomiting (26% versus 21%), and fatigue (23% versus 25%). 
Grade 3-4 adverse events affected 52% of patients in the lapatinib + capecitabine arm and 46% 
of patients in the capecitabine arm. The most common adverse effects observed were: grade 3 
diarrhoea (13% of patients in the lapatinib + cabecitabine arm versus 10% of patients in the 
capecitabine arm) and grade 3 palmar-plantar erythrodysaesthesia (12% versus 14%). 
 
Treatment discontinuations due to adverse events, particularly diarrhoea, affected 28 of the 198 
patients in the lapatinib + capecitabine arm and 27 of the 191 patients in the capecitabine arm. 
 
Reduced left ventricle ejection fraction (LVEF) was observed in 7 patients in the lapatinib + 
capecitabine arm and 2 patients in the capecitabine arm. No death was reported. Of the 7 
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events reported in the lapatinib + capecitabine arm, 5 were asymptomatic (grade 2 or below), all 
were associated with the study treatments, and 5 were considered as severe. In the 
capecitabine arm, the LVEF reductions were not associated with the study treatments. None of 
the cases required permanent discontinuation of treatment. 
The SPC states that lapatinib treatment should be stopped in the event of symptomatic reduction 
in LVEF. 
 
Hepatotoxicity has occurred with lapatinib use and may in rare cases be fatal. The SPC states 
that liver function (transaminases, bilirubin and alkaline phosphatase) should be monitored 
before initiation of treatment and monthly thereafter, or as clinically indicated. Lapatinib dosing 
should be discontinued if changes in liver function are severe and patients should not be 
retreated. Caution is warranted if lapatinib is prescribed to patients with moderate or severe 
hepatic impairment. 
 
 
 
3.3. Conclusion 
The efficacy and safety of lapatinib in combination with capecitabine were compared with those 
of capecitabine alone in a phase III randomised, open-label study (EGF100151) including 399 
patients with ErbB2 overexpressing advanced or metastatic breast cancer who had received 
prior treatment for their cancer (198 in the lapatinib + capecitabine arm and 201 in the 
capecitabine arm). All patients included had to show progression or relapse of their disease after 
treatment with anthracyclines, taxanes and trastuzumab. 
The results of the first interim analysis specified in the protocol are available. 
The median time to progression, the primary endpoint assessed by an independent committee, 
was 36.9 weeks in the lapatinib + capecitabine arm versus 19.7 weeks in the capecitabine arm 
(HR = 0.51, 95% CI: [0.35; 0.74]; p=0.00016), i.e. an absolute gain of 17.2 weeks (approximately 
4 months). 
In light of this result, the study was terminated and the patients on capecitabine were allowed to 
cross over to the lapatinib + capecitabine treatment arm.  
At study end, the median time to progression was: 

- 27.1 weeks in the lapatinib + capecitabine arm versus 18.6 weeks in the capecitabine arm 
(HR = 0.57; 95% CI: [0.43; 0.77]; p=0.00013), i.e. an absolute gain of 8.1 weeks, according 
to the independent committee’s analysis 

- 23.9 weeks in the lapatinib + capecitabine arm versus 18.3 weeks in the capecitabine arm 
(HR = 0.72; 95% CI: [0.56; 0.92]; p=0.0076), i.e. an absolute gain of 5.6 weeks, according 
to the investigators’ analysis. 

 
At the cut-off point for the first interim analysis, the observed results for the secondary endpoints 
were as follows: 
- the median progression-free survival, as assessed by the independent committee, was 36.7 
weeks in the lapatinib + capecitabine arm versus 17.9 weeks in the capecitabine arm (HR = 
0.47, 95% CI: [0.33; 0.67]; p=0.00002) 
- no difference was observed between the two treatment arms on the overall response rate or on 
overall survival. In view of the premature termination of the study, the benefit of lapatinib 
combined with capecitabine compared with capecitabine alone in terms of overall survival 
cannot be evaluated. 
No quality of life evaluation data on the commonly used scales are available. 
 
The efficacy of lapatinib in preventing brain metastases has not been sufficiently demonstrated. 
In addition, the current marketing authorisation does not mention the efficacy of TYVERB in “the 
prevention and treatment of brain metastases”. It should be recalled that TYVERB has a 
conditional marketing authorisation pending comparative data on its efficacy in the prevention of 
brain metastases, among other things. 
 
The main adverse events observed more frequently in the lapatinib + capecitabine arm were 
gastrointestinal (diarrhoea) and dermatological (rash). 
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Cases of decreased LVEF have been reported in connection with lapatinib. Caution should be 
taken if lapatinib is to be administered to patients with conditions that could impair left ventricular 
function (LVEF should be evaluated in all patients prior to initiation of treatment with lapatinib 
and then throughout treatment). 
Hepatotoxicity has occurred with lapatinib use and may in rare cases be fatal. 
 
 

4 TRANSPARENCY COMMITTEE CONCLUSIONS 

 
4.1. Actual benefit 
The median survival time of patients with metastatic breast cancer is 18-36 months. In 30% of 
cases of metastatic breast cancer, the tumour overexpresses ErbB2 (HER2) receptors. This 
overexpression is a factor of poor prognosis in breast cancer. Breast cancer is a life-threatening 
condition. 
This proprietary drug is intended to provide curative treatment. 
The efficacy/safety ratio is high. 
This product is a first-line medicinal product for patients with advanced or metastatic breast 
cancer, overexpressing ErbB2 and who have received prior anthracycline, taxane and 
trastuzumab treatment for their cancer.  
There is no validated alternative treatment at this stage of the disease. 
 

Public health benefit: 
Metastatic breast cancer causes a substantial public health burden. The burden involving the 
subpopulation liable to benefit from lapatinib in this indication (patients with ErbB2 
overexpressing metastatic breast cancer that is progressing after prior anthracycline, taxane 
and trastuzumab treatment) is moderate. 
Improving the management of breast cancer is a public health need. 
The available data are insufficient to estimate the impact of lapatinib in combination with 
capecitabine in reducing the morbidity and mortality associated with metastatic breast cancer 
and in improving quality of life, compared with the current form of management. In the 
current state of knowledge, therefore, it is difficult to predict the extent to which TYVERB is 
likely to meet the identified public health need. 
Consequently, TYVERB is not expected to have an impact on public health. 

 
The actual benefit of this medicinal product is substantial. 
 
 
4.2. Improvement in actual benefit 
In view of the improvement provided by the combination of TYVERB and XELODA compared 
with XELODA monotherapy in terms of median time to progression and an acceptable safety 
profile on the one hand, but the lack of any demonstrable effect on overall survival on the other, 
the Transparency Committee considers that TYVERB, in combination with XELODA, provides a 
moderate improvement in actual benefit (IAB level III) in the treatment of patients with advanced 
or metastatic HER2-overexpressing breast cancer whose disease is progressing after prior 
treatment with anthracyclines, taxanes and trastuzumab. 
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4.3. Therapeutic use 
First-line treatment for metastatic breast cancer depends on: 

- the time between early breast cancer treatment and first-line metastatic treatment (< 6 
months, between 6 months and 1 year, or > 1 year) 
- whether there are hormone receptors and/or HER2 overexpression 
- the type of metastases: number of sites, size or location (particularly visceral) 
- the patient’s general state of health 
- the type of early treatment. 

 
1. In the absence of poor prognostic factors and if hormone receptors are present, the first-line 
treatment is hormone therapy. 
 
2. If poor prognosis factors are present, the first-line treatment is chemotherapy. If there are poor 
prognosis factors and hormone receptors are present, chemotherapy and hormone therapy may 
be used sequentially. 
 
When the tumour overexpresses HER2, the recommended first-line treatment is trastuzumab in 
combination with paclitaxel or docetaxel, regardless of their hormone status4,5. 
 
In patients with metastatic breast cancer whose tumours overexpress HER2, a combination of 
taxane chemotherapy and HERCEPTIN provides a greater survival benefit than chemotherapy 
alone. 
In addition, XELODA (capecitabine) is indicated for the second-line treatment of metastatic breast 
cancer with or without ErbB2 overexpression. 
 
In light of the available data, where there is disease progression or relapse following 
anthracycline, taxane and HERCEPTIN treatment, TYVERB, in combination with XELODA, 
represents a new way to treat advanced or metastatic ErbB2 (HER2) overexpressing breast 
cancer. 
 

                                                 
4 Recommandations pour la Pratique Clinique [Clinical Practice Guidelines]: Saint Paul de Vence 2007 
cancers du sein [breast cancer]. 
5 National Cancer Institut Recommandations. Breast Cancer Treatment (www.cancer.gov/ updated on: 
02/01/2008). 



 10 

 
4.4. Target population 
The target population for TYVERB includes female patients with metastatic breast cancer whose 
tumours overexpress HER2 and who have received prior treatment with anthracyclines, taxanes 
and trastuzumab for metastatic disease. 
They are therefore patients receiving second-line or subsequent treatment for metastatic breast 
cancer. 
The prevalence of HER2 overexpressing6 metastatic breast cancer patients treated with 
chemotherapy was estimated at 10,800 women in 2005, distributed as follows among treatment 
lines: 5,150 on first-line treatment, 2,825 on second line and 2,825 on third line. 
Thus 5,650 patients are receiving second-line or subsequent treatment for their HER2 
overexpressing metastatic breast cancer. 
Expert opinion suggests that the percentage of women who have received prior anthracycline, 
taxane and trastuzumab treatment for metastatic disease is: 

• 60-80% of those receiving second-line treatment, i.e. 1,695-2,260 patients, and 
• 80-90% of those receiving third-line or subsequent treatment, i.e. 2,260-2,543 patients. 

 
The target population for TYVERB may thus be estimated at between 4,000 and 4,800 patients 
per year. 
 
 
4.5. Transparency Committee recommendations 
The Transparency Committee recommends inclusion on the list of medicines reimbursed by 
National Insurance and on the list of medicines approved for use by hospitals and various public 
services for the indication and at the dosage in the marketing authorisation. 
 

4.5.1. Packaging: suitable for the prescription requirements. 
 

4.5.2. Reimbursement rate: 65% 

                                                 
6 Since 30% of patients have metastatic cancer overexpressing the HER2 gene. 


