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MABTHERA 100 mg, concentrate for solution for infus ion  
B/2 (CIP code: 560 600-3)  
 
MABTHERA 500 mg, concentrate for solution for infus ion  
B/1 (CIP code: 560 602-6)  
 
 
Applicant: ROCHE 
 
Rituximab 
ATC (2011) code: L01XC02 (monoclonal antibody) 
 
List I 
Medicine for  hospital prescription only. Prescription restricted to oncology or haematology 
specialists or doctors with cancer training, as well as rheumatology or internal medicine 
specialists. Medicine requiring special monitoring during treatment.  
Initial administration must be carried out in a hospital environment. 
 
Date of Marketing Authorisation (centralised European) and of its amendments: 2/06/1998 - 
21/03/2002 - 2/08/2004 - 6/07/2006 - 18/01/2008 - 25/10/2010 
 
 
Reason for request: Inclusion for hospital use in the extension of indication for maintenance 
treatment of follicular lymphoma in previously untreated patients. 
 
The former wording of the indication for 6/07/2006 in the maintenance treatment of follicular 
lymphoma was limited to relapsed or refractory follicular lymphoma responding to induction 
therapy with chemotherapy, with or without MabThera. This has been extended to previously 
untreated follicular lymphoma. 
 
 
 
 
 
 
 
 
 
 
 
 
 

Medical, Economic and Public Health Assessment Division 
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1. CHARACTERISTICS OF THE MEDICINAL PRODUCT 

 
 
1.1. Active ingredient 
 
rituximab 
 
 
1.2. Indications 
 
"Non-Hodgkin’s Lymphoma (NHL)  
MabThera is indicated for the treatment of previously untreated patients with stage III-IV 
follicular lymphoma in combination with chemotherapy.  
 
MabThera maintenance therapy is indicated for the t reatment of follicular lymphoma 
patients responding to induction therapy.  
 
MabThera monotherapy is indicated for treatment of patients with stage III-IV follicular 
lymphoma who are chemoresistant or are in their second or subsequent relapse after 
chemotherapy.   
 
MabThera is indicated for the treatment of patients with CD20 positive diffuse large B cell 
non-Hodgkin's lymphoma in combination with CHOP (cyclophosphamide, doxorubicin, 
vincristine, prednisolone) chemotherapy.  
 
Chronic lymphoid leukaemia (CLL)  
MabThera in combination with chemotherapy is indicated for the treatment of patients with 
previously untreated and relapsed/refractory chronic lymphocytic leukaemia.  Only limited 
data are available on efficacy and safety for patients previously treated with monoclonal 
antibodies including MabThera or patients refractory to previous MabThera plus 
chemotherapy. 
See section 5.1 for further information.  
Note: the extension of indication in patients who have relapsed or are refractory appears in a 
separate opinion. 
 
Rheumatoid arthritis  
MabThera in combination with methotrexate is indicated for the treatment of adult patients 
with severe active rheumatoid arthritis who have had an inadequate response or intolerance 
to other disease-modifying anti-rheumatic drugs (DMARD) including one or more tumour 
necrosis factor (TNF) inhibitor therapies.  
 
MabThera has been shown to reduce the rate of progression of joint damage as measured 
by x-ray and to improve physical function, when given in combination with methotrexate." 
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1.3. Dosage 
 
In the extension of indication for maintenance treatment of follicular lymphoma: 
 
“Maintenance therapy     
 
Previously untreated follicular lymphoma   
The recommended dose of MabThera used as a maintena nce treatment for patients 
with previously untreated follicular lymphoma who h ave responded to induction 
treatment is: 375 mg/m² body surface area once ever y 2 months (starting 2 months 
after the last dose of induction therapy) until dis ease progression or for a maximum 
period of two years.   
 
Relapsed/refractory follicular lymphoma   
The recommended dose of MabThera used as maintenance treatment for patients with 
relapsed/refractory follicular lymphoma who have responded to induction treatment is 375 
mg/m² body surface area once every 3 months (starting 3 months after the last dose of 
induction therapy) until disease progression or for a maximum period of two years." 
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2. SIMILAR MEDICINAL PRODUCTS 

 
 
2.1. ATC Classification (2011) 
 
L   Anti-neoplastic agents and immunomodulators 
L01   Antineoplastic agents 
L01X   Other antineoplastic agents 
L01XC  Monoclonal antibodies 
L01XC02 Rituximab 
 
 
2.2. Medicines in the same therapeutic category 
 
Comparison medicinal products 
 
No other medicinal product has MA for the maintenance treatment of follicular lymphoma in 
patients who have responded to first line induction therapy (immunochemotherapy).  
 
 
2.3. Medicines with a similar therapeutic aim 
 
Treatments indicated to treat NHL (no details of treatment line): 
- ALKERAN (melphalan), 
- CHLORAMINOPHENE (chlorambucil), 
- ENDOXAN (cyclophosphamide),  
- HOLOXAN (ifosfamide), 
- LEVACT (bendamustine) 
- MABTHERA (rituximab), 
- ZEVALIN (ibritumomab tiuxetan)1 
CHOP (cyclophosphamide, doxorubicin, vincristine, prednisone), CVP (cyclophosphamide, 
vincristine and prednisone) polychemotherapies, with or without doxorubicin (anthracycline). 
 
 
 
 

                                            
1 ZEVALIN (ibritumomab tiuxetan) in particular has had MA since 2008 in "consolidation treatment after induction 
of remission in patients suffering from previously untreated follicular lymphoma. The benefits of Zevalin after 
rituximab has been used in association with chemotherapy have not been demonstrated". This extension of 
indication has not been subject to an application for reimbursement by the company which markets this 
proprietary medicinal product. 
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3. CONTEXT 

 
 
MabThera has MA in follicular lymphoma for the treatment of stage III-IV follicular lymphoma 
which has never previously been treated in combination with a chemotherapy (CV protocol 
since 2004 and any protocol since 2008). 
 
Since July 2006, MabThera has also been indicated for "maintenance treatment in patients 
with relapsed or refractory follicular lymphoma who have responded to induction therapy with 
chemotherapy, with or without MabThera". This indication was evaluated by the 
Transparency Committee on 8 November 2006 (substantial actual benefit and very 
substantial improvement in actual benefit (level 1) in terms of efficacy compared to the 
current treatment strategy). 
 
On 25 October 2010, this indication, which is the subject of this file, was extended to 
previously untreated follicular lymphoma: “MabThera is indicated for use as maintenance 
treatment in patients with follicular lymphoma which has responded to induction therapy.” 
 
Review of data assessed by the Transparency Committee in maintenance treatment for 
relapsed or refractory follicular lymphoma (opinion of 8 November 2006): 
“In one open-label phase III study, 465 patients with relapsed or refractory follicular 
lymphoma were randomised to a first stage between induction therapy with CHOP 
(cyclophosphamide, doxorubicin, vincristine, prednisone) and the combination of MabThera 
plus CHOP (R-CHOP). In a second stage, 334 patients who had achieved complete or partial 
remission following induction therapy were randomised between maintenance MabThera 
treatment and no treatment.    
 
After the induction therapy (median follow up 31 months), median progression-free survival 
was almost 14 months longer in the R-CHOP group  (33.2 months compared with  
19.4 months in the CHOP group) representing a 38% reduction in risk of progression or 
death (p = 0.0001). 
Median time to progression (primary efficacy endpoint) in maintenance treatment was longer 
in the MabThera group (42.2 months) than in the untreated group (14.3 months) 
(p < 0.0001). Relative risk reduction for disease progression or death was 61% (RR = 0.39 ; 
[95% CI: 45 - 72%]). 
 
At the analysis date, median overall survival (representing 50% of patients still alive) was not 
achieved in either of the two groups. 
Overall survival at 3 years was 89.2% in the MabThera group and 78.4% in the untreated 
group (RR = 0.44, [95% CI: 22 - 75%]; p = 0.0039). 
During maintenance treatment, the main adverse effects associated with MabThera were 
haematological (10% grade 3-4 neutropenia compared to 4% in the untreated group) and 
infections (11% grade 3-4 infections compared to 3% in the untreated group).” 
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4. ANALYSIS OF AVAILABLE DATA  

 
 
The file submitted is based on a phase III pivot study (PRIMA study) which evaluated the 
efficacy and safety of maintenance MabThera compared to no treatment in patients suffering 
from follicular lymphoma who had responded to first-line induction therapy (MabThera 
combined with polychemotherapy).  
 
The file also describes a phase III study (ECOG 1496) which evaluated the efficacy and 
safety of maintenance MabThera treatment in patients suffering from a low grade lymphoma 
who had responded to first-line induction therapy (polychemotherapy). 
This "support" study will not be included in the analysis of the therapeutic benefit of 
MabThera in this document (maintenance treatment of follicular lymphoma which has 
responded to first-line induction therapy), for the following reasons in particular:   
- the study protocol was amended to remove randomisation in the induction phase between 

CVP induction therapy (cyclophosphamide, vincristine and prednisone) and CF 
(cyclophosphamide, fludarabine) because of a larger number of deaths in the CF group;  

- the induction therapy did not include MabThera.  This does not correspond to the current 
reference first-line strategy2 which recommends that MabThera be combined with 
chemotherapy; 

- a longer induction therapy regimen (16 administrations) was been validated by the MA 
(maximum of 12 administrations). 

 
Finally, the applicant also submitted the update of a published meta-analysis3 which 
reviewed the results of maintenance MabThera treatment in follicular lymphoma. This 
meta-analysis grouped together nine randomised studies (including a total of 2586 patients), 
five of which were in first-line induction therapy (in particular the PRIMA and ECOG 1496 
studies described above). The patients included in the PRIMA study represented 62% of 
those who were previously untreated.   
Because of the variable dosages and the different patient profiles (first-line or relapsed 
patients) in the different studies, this meta-analysis adds little further information. 
 
 
4.1. Efficacy 
 
PRIMA MO18264 study  (24/12/2005 - 14/01/2009)4 
This was a randomised phase III open-label study which compared maintenance MabThera 
treatment to no treatment in follicular lymphoma in patients who had responded to first-line 
induction therapy with immunochemotherapy including rituximab.  
In the induction phase, patients were treated with MabThera in combination with 
chemotherapy (R-CHOP5, R-CVP6 or R-FCM7), which was left to the investigator's choice.  
 

                                            
2 Newly diagnosed and relapsed follicular lymphoma : ESMO Clinical Recommendations for diagnosis, treatment and follow up. 
Ann Oncol 2011; 22 (Suppl. 6): 59-63. 
3 Vidal L, Gafter-Gvili A, Leibovici L, et al. Rituximab maintenance for the treatment of patients with follicular lymphoma: 
systematic review and meta-analysis of randomized trials. J Natl Cancer Inst. 2009; 101 (4): 248–255  
4 Salles G, Seymou JF, Offner F et al. Rituximab maintenance for 2 years in patients with high tumour burden follicular 
lymphoma responding to rituximab plus chemotherapy (PRIMA): a phase 3 randomized controlled trial. The Lancet 2010; 377: 
42-51.  
5 R-CHOP : rituximab, cyclophosphamide, doxorubicin, vincristine, prednisone 
6 R-CVP : rituximab, cyclophosphamide, vincristine, prednisone 
7 R-FCM : rituximab, fludaravine, cyclophosphamide, mitoxantrone 
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Study treatments: 
 
Patients who responded to induction therapy were randomised to: 
- the MabThera group: maintenance MabThera  375 mg/m2 every 8 weeks until disease 

progression or for a maximum of 2 years (12 infusions);  
- observation group: no treatment . 
 
Responders were defined as the complete response or unconfirmed complete response 
(CR/ucCR) or partial response (PR). 
Randomisation was stratified according to induction therapy (R-CHOP, R-CVP, R-FCM), 
quality of response obtained (CR/ucCR, PR), geographical region and centre.  
 
The primary efficacy endpoint was time to progression, defined as the time between 
randomisation and the first documented progression of the disease, relapse or death, 
regardless of cause assessed by the investigator and by the independent review committee.  
In the initial trial the primary efficacy endpoint was event-free survival.  Following an 
amendment to the protocol in August 2006, this primary endpoint was replaced by time to 
progression.  
 
The secondary endpoints were: 
- overall survival, defined as the time between randomisation and death regardless of 

cause; 
- event-free survival, defined as the time between randomisation and disease progression, 

relapse or receiving a new treatment for the FL, or death regardless of cause; 
- overall response rate, defined as complete response (CR) or unconfirmed complete 

response (ucCR) or partial response (PR) according to the IWG NHL 1999 criteria (cf 
appendix); 

-  time to next anti-lymphoma treatment, defined as the time between randomisation and 
receiving a new treatment for the follicular lymphoma; 

-  time to next chemotherapy treatment, defined as the time between randomisation and 
receiving a new chemotherapy or new cytotoxic agent.   

-  the transformation rate at first relapse, defined by the development of diffuse areas of 
large lymphoma cells representing an area of tumour; 

- quality of life assessed by the  FACT-G questionnaire8 version 4 and the  EORTC QLQ-
C30 questionnaire.9 

 
Results: 
Induction therapy 
Of the 1202 patients included, 1193 patients were given at least one cycle of first-line 
induction therapy with R-CHOP (n = 881), R-CVP (n = 268) and R-FCM (n = 44).  
1019 patients responded (CR/ucCR or PR) to the induction therapy (506 were randomised 
into the  MabThera group and 513 into the observation group). One patient in the MabThera 
group was excluded,  because this patient died during randomisation. 
The majority of patients at inclusion had an ECOG PS performance score of ≤ 1 (98%). 20% 
of patients were Ann Arbor stage III and 70% were stage IV.  Approximately 21% (216/1018) 
of patients had a FLIPI score10 of  ≤ 1 (low risk), 36% (370/1018) had a FLIPI score of 2 
(intermediary risk) and 43% (431/1018) had a FLIPI score of ≥ 3 (high risk).  
 
 
Maintenance treatment 
The median age of the 1018 patients randomised to maintenance treatment was 57 years 
old.  

                                            
8  The  FACT-G questionnaire assesses social, family, emotional and functional well-being in patients suffering from cancer.  
9  The  EORTC QLQ-C30 questionnaire is a specific cancer questionnaire which measures 30 individual items grouped into 
three categories/scales: an overall state of health/quality of life scale, a functional scale and a symptom scale.  
10 The FLIPI prognostic score (Follicular lymphoma Prognostic International Index) takes account of five factors: age ≥ 60 years, 
haemoglobin < 12g/dl, LDH > normal, Ann Arbor stages III IV and number of lymph node sites > 4.  
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At randomisation, two-thirds (768/1018) of patients who had responded to induction therapy 
had been given the R-CHOP protocol and one third had been given the other two protocols 
(R-CVP, R-FCM). 39% of the responder patients achieved a complete response, 32% an 
unconfirmed complete response and 28% a partial response.  
 
The efficacy data presented are the results of an interim analysis planned in the protocol 
after median follow up of 25.5 months. This analysis showed a significant difference in the 
primary endpoint, resulting in the study being stopped.  A second analysis was performed 
after an additional 22.4 months follow up, the overall median follow up was 47.9 months.   
 
- Results for the primary endpoint  (evaluation by the investigators and by the independent 
review committee) 
In the interim analysis (performed after 258 events for time to progression), median time to 
progression (primary endpoint) was not achieved after a median time of 25.5 months: 18.4% 
(93/505) of patients in the MabThera group and 33.9% (174/513) in the observation group 
progressed or died (HR = 0.50 95% CI [0.39; 0.64]; p < 0.0001 according to the evaluation by 
the investigators RH = 0.54 95% CI [0.42; 0.70]; p < 0.0001 according to the evaluation by 
the independent review committee. These results are probably over-estimated as the trial 
was stopped at the interim analysis.  
Median time to progression was still not achieved after a median follow up of 47.9 months in 
the MabThera group and was 48.4 months in the observation group. The results after a 
median follow up time of 47.9 months support the benefits seen in the primary endpoint in 
the first analysis (0.55 95% CI [0.45; 0.67]; p <0.0001).  
 
Maintenance MabThera was shown to have a consistent benefit in the sub-groups defined in 
the protocol: sex, age (< 60 years old, ≥ 60 years old), FLIPI score (≤ 1, 2 or > 3), induction 
therapy (R-CHOP, R-CVP or R-FCM) and quality of response to induction therapy (complete 
response [CR/ucCR] or partial response [PR]). 
 
- Results for secondary endpoints (evaluation by the investigators) 
- overall survival 
At the analysis date, median overall survival had not been achieved in either group. A total of 
34 deaths was recorded: 16 patients (3.2%) in the MabThera group and 18 (3.5%) in the 
observation group HR = 0.89 95% CI [0.45; 1.74], NS). 
 
- event-free survival   
Median to an event-free survival was not achieved in the MabThera group and was 38 
months in the observation group (HR = 0.54 95% CI [0.43; 0.69]; p < 0.0001). 
 
- overall response rate 
The percentage overall response was only assessed in patients who had completed the 
treatment period (398 out of 505 patients in the MabThera group) or the observation period 
(389 out of 513 patients). The percentage overall response (complete response + 
unconfirmed complete response + partial response) was 74% (288/389) in the MabThera 
group compared with 55% (219/398) in the observation group (p < 0.0001). The percentage 
confirmed or unconfirmed complete response rate (CR/ucCR) was 67% (260/389) in the 
MabThera group compared with 48% (190/398) in the observation group. 
 
- time to next anti-lymphoma treatment 
This median time was not achieved in either group.  Another treatment was prescribed for 
the follicular lymphoma in 16.2% (82/505) of patients in the MabThera group compared to 
25.3% (130/513) in patients in the observation group (HR = 0.61 95% CI [0.46; 0.80]; 
p = 0.0003). 
 
- time to next chemotherapy treatment. 
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This median time was not achieved in either group.  Chemotherapy was prescribed to 171 
patients: 65 patients (12.9%) in the MabThera group and 106 (20.7%) in the observation 
group (HR=0.60 CI95% [0.44; 0.82]; p< 0.0011). 
 
- transformation rate at first relapse 
Progression with transformation of the disease into aggressive lymphoma was reported in 11 
patients (2.2%) in the MabThera group and in 19 (3.7%) in the observation group (OR=0.58 
CI95% [0.27; 1.23]; NS).  
 
- quality of life  
The data suggest no differences between the two groups.  As this was an open study, no 
reliable conclusion can be drawn from the results of this analysis.  
 
The results on secondary endpoints after an additional follow up period of 22.4 months (i.e. 
median follow up of 47.9 months) support those obtained at the interim analysis date and are 
summarised in the table below.  
 
Table 1: results of secondary endpoints (assessment by the investigators): PRIMA study 
 

Interim analysis 
Median follow up of 25.5 

months 

Update analysis  
Median follow up of 47.9 

months  
Observation  

n = 513 
MabThera  

n = 505 
Observation  

n = 513 
MabThera  

n = 505 
Median event-free survival  (months) 38 NE 48 NE 

p  p < 0.0001 p < 0.0001 

HR [CI95%]  0.54 [0.43; 0.69] 0.58 [0.48; 0.70] 

Median overall survival  (months) NE NE NE NE 

p-value  NS NS 
HR [95% CI]  0.89 [0.45; 1.74] 1.02 [0.63; 1.66] 
patients who completed 
treatment/observation  

398 389 509 500 

Overall response (CR + ucCR + PR) 219/398 
(55%) 

288/389 
(74%) 

309/509 
(61%) 

395/500 
(79%) 

p  p < 0.0001 p < 0.0001 

complete response (CR/ucCR) 190 (48%) 260 (67%) 268 (53%) 361 (72%) 

partial response (PR) 29 (7%) 28 (7%) 41 (8%) 34 (7%) 

stable disease (SD) 1 (<1%) 0 (0%) 1 (<1%) 1 (<1%) 

disease progression (DP) 162 (41%) 79 (20%) 181 (36%) 86 (17%) 

Median time to next anti-lymphoma 
therapy  (months) NE NE 60 NE 

p  p = 0.0003 p < 0.0001 
HR [95% CI]  0.61 [0.46; 0.80] 0.61 [0.49; 0.75] 
Median time to next chemotherapy 
treatment  (months) NE NE NE NE 

p  p = 0.0011 p = 0.0006 

HR [95% CI]  0.60 [0.44; 0.82] 0.66 [0.52; 0.84] 
% transformation at first 
progression  

19/513 
(3.7%) 

11/505 
(2.2%) 

22/513 
(4.3%) 

14/505  
(2.8%) 

Patients with progression 
Evaluable (documented data) 

173 
73 

91 
41 

250 
102 

153 
66 

NE: not evaluable  
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4.2. Adverse effects 
 
The MabThera safety data in the maintenance treatment of follicular lymphoma in previously 
untreated patients come from the PRIMA study (n = 1009 patients who were given at least 
one maintenance dose of MabThera or had at least one observation visit).  
After a median follow up period of 25.5 months, there were 4% (19/501) treatment drop-outs 
because of adverse events regardless of grade in the MabThera group compared with 2% 
(8/508) in the observation group. 
The adverse events which led to treatment being stopped were mostly: 
- development of a secondary tumour (five patients in the MabThera group and six in the 

observation group); 
- infections (four patients in the MabThera group). 
Grade 3-4 adverse events were more common in the MabThera group (23% (114/501)) than 
in the observation group (16% (81/508)) and were mostly due to neutropenia (4% compared 
with <1%) and infections (4% compared with <1%). 
The most common adverse events were infection (such as bronchitis), tumours (basal cell 
carcinoma) and haematological complications (neutropenia). 
The results available after an additional follow up of 22.4 months were consistent with those 
found in the interim analysis. 
 
 
4.3. Conclusion 
 
In a randomised open-label study compared to no treatment, 1193 patients with follicular 
lymphoma were treated with first line induction therapy which was left to the choice of the 
investigator (R-CHOP, R-CVP or R-FCM). Responder patients, defined as complete 
response, unconfirmed complete response (CR/ucCR) or partial response (PR) were 
randomised to be given either maintenance MabThera 375 mg/m2 every 8 weeks for 2 years 
(n = 506) or no treatment (observation group, n=513 patients). 
 
Most patients had an ECOG PS score of ≤ 1 (98%) and an Ann Arbor stage IV (70%). The 
median age of patients who were randomised to maintenance treatment was 57 years old. 
The induction therapy in the responder patients was R-CHOP (75%), R-CVP (22%) and R-
FCM (3%).  
 
An interim analysis planned in the protocol after a median follow up period of 25.5 months 
showed a significant difference in time to progression (primary endpoint) and the study was 
therefore stopped. A second analysis was performed after an additional 22.4 months follow 
up, i.e. after a median total follow up period of 47.9 months.  
 
After a median follow up period of 25.5 months,   
- median times to progression had not been achieved.  
- the percentages of patients who had progressed, relapsed or died were 18.4% (93/505) 

with MabThera maintenance treatment compared to 33.9% in the observation group (HR = 
0.50 95% CI [0.39; 0.64] according to the investigator's assessment and HR = 0.54 95% 
CI [0.42; 0.70] according to the evaluation by the independent review committee). These 
results are probably overestimated as the trial was stopped at the interim analysis.  
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After a median follow up period of 47.9 months the benefit seen on progression-free survival 
was of the same magnitude HR = 0.55 95% CI [0.45; 0.67]).  
The time to use of a chemotherapy was longer in the MabThera group (HR = 0.60 95% CI 
[0.44; 0.82]). Chemotherapy was less often prescribed in the MabThera group than in the 
observation group (12.9% compared to 20.7%). 
There was no difference in overall survival between the two groups after follow up for 25.5 
months (HR = 0.89 95% CI [0.45; 1.74]) and 47.9 months (HR = 1.02 95% CI [0.63; 1.66]). 
 
Four percent of patients stopped treatment because of adverse events during the 
maintenance phase in the MabThera group compared to 2% in the observation group after a 
median follow up period of 25.5 months.  
More grade 3-4 adverse events occurred in the MabThera group than in the observation 
group (23% compared with 16%).  These were mostly neutropenia (4% compared with <1%) 
and infections (4% compared with <1%). 



 12/14  

5. TRANSPARENCY COMMITTEE CONCLUSIONS 

 
 
5.1. Actual benefit 
 
Non-Hodgkin's follicular lymphoma is a slowly progressive life-threatening disease with a 
median survival of 8 to 10 years; 
 
The efficacy/adverse effect balance is high;  
 
This is a first line curative maintenance treatment;  
 

Public health benefit   
Non-Hodgkin's follicular lymphomas are serious, life-threatening clinical situations but 
often progress slowly.  The public health burden in the population of patients suffering 
from the claimed indication is low in view of the small number of patients concerned.   
Improvement in the management of this disease is a public health need (priorities in 
the Cancer Plan) which is only partially met by existing treatments. 
In view of the data available from the open study, MabThera is expected to have a 
modest impact on the morbidity and mortality of patients who are treated. MabThera 
has no additional impact on the quality of life of patients who are treated with it. 
MabThera could help to provide an additional partial response to the identified public 
health need.  
Overall, the public health benefit of MabThera is low in the maintenance treatment of 
follicular lymphomas in previously untreated patients.  

 
There is no validated treatment alternative for the maintenance treatment of follicular 
lymphoma after response to initial first-line induction therapy (immunochemotherapy) (the 
non-pharmaceutical alternative being haemopoietic stem cell transplant); 
 
The actual benefit of MabThera in the maintenance treatment of previously untreated non-
Hodgkin's follicular lymphoma is substantial.  
 
 
5.2. Improvement in actual benefit (IAB)  
 
MabThera as maintenance treatment for previously untreated follicular lymphoma, provides 
an important improvement in actual benefit (IAB II) in terms of efficacy in the management of 
patients who respond to first-line induction therapy.  
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5.3. Therapeutic use 
 
Follicular lymphomas often progress slowly and can be compatible with a normal life, even 
without treatment for several months or years.  Recent epidemiological findings estimate that 
overall survival is close to 85% at 5 years and 73% at 10 years in patients over 60 years old 
suffering from an indolent lymphoma.11  
Cure cannot be expected from any treatment, including intensification with autologous 
transplantation.  
The factors leading to starting treatment are signs of clinical progression (acute phase 
reaction or consequences on general health assessed by the WHO performance status 
score) and the presence of a large tumour mass.   
The treatment of choice is induction immunochemotherapy with R-CHOP (rituximab, 
cyclophosphamide, doxorubicin, vincristine and prednisolone). 
Once remission has been obtained after chemotherapy, monitoring is usually provided until a 
further relapse, when treatment is started again. A change in cytotoxic agent is then 
considered and may produce further remission, although resistance to treatment increases 
with increasing numbers of relapses.  
MabThera had already been confirmed to be of benefit in maintenance treatment following 
remission in the management of previously treated follicular lymphomas (MA of July 2006). 
 
Place of the proprietary medicinal product in the strategy 
Maintenance MabThera treatment in the management of previously untreated follicular 
lymphomas forms takes part of a treatment strategy which has been validated in patients 
who have responded to first-line induction therapy (rituximab associated with 
polychemotherapy: R-CHOP, R-CVP and R-FCM). 
 
 
5.4. Target population 
 
The incidence of non-Hodgkin's lymphoma in 2005 was 10,224 cases12 
Follicular lymphoma represents 20 to 30% of cases of non-Hodgkin's lymphoma in Europe13 
(i.e. between 2,045 and 3,067 patients). In almost 80% of cases the diagnosis is made at 
stage III-IV14 (i.e. between 1636 and 2454 patients). Asymptomatic patients without a large 
tumour mass are monitored regularly (20% of cases, expert opinion).  Treatment is therefore 
started in 80% of cases (i.e. between 1,309 and 1,963 patients). 
 
Patients eligible for maintenance MabThera treatment must have responded to first-line 
induction therapy. In the PRIMA study, the overall response rate in the induction phase was 
estimated to be approximately 85% (i.e. between 1113 and 1669 patients). 
 
On these bases, the target population for MabThera in this extension of indication is 
estimated as being between 1110 and 1670 patients per year. 
 
 
5.5. Transparency Committee recommendations 
 
The Transparency Committee recomends inclusion on the list of medicines approved for 
hospital use and various public services in this extension of indication. 

                                            
11 Pulte D, Gondos A, Brenner H. Expected long-term survival of older patients diagnosed with non-Hodgkin lymphoma in 
2008-2012. Cancer Epidemiol. 2012; 36: e19-25 
12 Presentation of the latest cancer incidence and mortality data in France and trends over the last 25 years (1980-2005) - Press 
conference of 21 February 2008. INVS/Lyon Hospitals Lyon/FRANCIM/INCA 
13 Solal Celigny P et al.  “Lymphomes folliculaires”. [Follicular Lymphoma] In: Solal Celigny P et al. “Lymphomes” 3rd ed., 
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APPENDIX: definition of responses according to the IWG LNH 1999 criteria. 
 
Complete response (CR): 
- no clinical and radiographic features of disease and standardization of biochemical 

results. 
- regression of lymph nodes and lymphatic masses; 
- reduced size of spleen and other organs (such as liver, kidneys)  
- restoration of bone marrow if initially diseased.    
 
Unconfirmed complete response (ucCR): the first and third criteria above and at least one of 
the following criteria: 
- regression of the residual lymphatic mass; 
- indeterminate bone marrow disease. 
 
Partial response (PR): 
- reduction in the sum of the largest diameters of the six largest lymph nodes or lymphatic 

masses of ≥ 50%; 
- no increase in the size of other lymph nodes, liver or spleen; 
- regression of spleen and liver disease by at least 50%; 
- with the exception of spleen and liver disease, disease in other organs is deemed to be 

evaluable and not measurable; 
- no disease at new sites. 
 
Disease progression: 
- increase in the size of a lymph node by ≥ 50%; 
- development of a new lesion during or at the end of treatment.  
 


