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ADVICE: following a full submission 

lenalidomide (Revlimid®) is accepted for use within NHSScotland. 

Indication under review: In combination with rituximab (anti-CD20 antibody) for the 

treatment of adult patients with previously treated follicular lymphoma (Grade 1 to 3a). 

In a double-blind phase III study lenalidomide in combination with rituximab, compared with 

placebo plus rituximab, increased progression-free survival in adults with relapsed or 

refractory follicular lymphoma (Grade 1 to 3a). 

This advice applies only in the context of approved NHSScotland Patient Access Scheme 

(PAS) arrangements delivering the cost-effectiveness results upon which the decision was 

based, or PAS/ list prices that are equivalent or lower.  
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Indication 
In combination with rituximab (anti-CD20 antibody) for the treatment of adult patients with 

previously treated follicular lymphoma (Grade 1 to 3a).1 

Dosing Information 
The recommended starting dose of lenalidomide is 20mg orally once daily on days 1 to 21 of 

repeated 28-day cycles for up to 12 cycles of treatment. The capsules should be swallowed 

whole, preferably with water, either with or without food. The recommended starting dose of 

rituximab is 375 mg/m2 intravenously (IV) every week in cycle 1 (days 1, 8, 15, and 22) and day 

1 of every 28-day cycle for cycles 2 through 5.  

The summary of product characteristics (SPC) details lenalidomide dose reductions to manage 

toxicity and renal impairment. Lenalidomide treatment must not be started if the absolute 

neutrophil count (ANC) is <1 x 109/L, and/or platelet count <50 x 109/L, unless secondary to 

lymphoma infiltration of bone marrow. 

Lenalidomide treatment should be supervised by a physician experienced in the use of anti-

cancer therapies.1 

Product availability date 
18 December 2019 

Lenalidomide in this indication meets SMC orphan medicine criteria.  

 

Summary of evidence on comparative efficacy 

 

Lenalidomide is an immunosuppressant that inhibits proliferation and enhances apoptosis of 

certain haematopoietic tumour cells, including follicular lymphoma tumour cells and it enhances T 

cell- and Natural Killer (NK) cell-mediated immunity. The combination of lenalidomide and 

rituximab increases antibody-dependent cell-mediated cytotoxicity and direct tumour apoptosis in 

follicular lymphoma cells.1  

A double-blind phase III study (AUGMENT) recruited 358 adults with grade 1 to 3a relapsed or 

refractory follicular lymphoma or marginal zone lymphoma who had previously received at least 

one prior chemotherapy, immunotherapy or immune-chemotherapy, but did not have rituximab-

refractory disease (where refractory was defined as not achieving at least a partial response to 

rituximab or rituximab plus chemotherapy and/or time to disease progression less than 6 months 

after last rituximab dose). All patients received rituximab 375mg/m2 IV on days 1, 8, 15 and 22 of 

the first 28-day cycle and on days 1 of each 28-day cycle from cycle 2 to 5. Randomisation was 

stratified by previous rituximab treatment (yes or no), time since last therapy (≤2 or >2 years) and 

histology (follicular or marginal zone). Patients were equally assigned to placebo or lenalidomide 

20mg (10mg in renal impairment, creatinine clearance 30 to 59mL/minute) orally once daily on 

days 1 to 21 of each 28-day cycle for up to 12 cycles or until relapse, disease progression, or 

unacceptable toxicity. The primary outcome, progression free survival (PFS) was assessed by an 
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independent review committee using the 2007 International Working Group Response Criteria 

(IWGRC) and defined as the time from randomisation to disease progression or death due to any 

cause. This was assessed in the intention-to-treat (ITT) population, which comprised all 

randomised patients.2,3 

At the data cut-off for the primary analysis (22 June 2018) median follow-up was 28.3 months. 

Lenalidomide plus rituximab, compared with placebo plus rituximab, significantly prolonged PFS in 

the total study population and the follicular lymphoma subgroup, representative of the licensed 

indication. Secondary outcomes included overall survival and objective response rate (ORR), 

defined as complete or partial response on 2007 IWGRC. Overall survival data were immature and 

benefits with lenalidomide in this outcome should be interpreted with caution. Lenalidomide was 

associated with a greater ORR. Table 1 details results for the total study population and follicular 

lymphoma subgroup, representative of the licensed indication. 2,3  

Table 1: Primary and secondary outcomes of AUGMENT study. 2 

 Total study population Follicular subgroup 

 Lenalidomide 

(N=178) 

Placebo 

(N=180) 

Lenalidomide 

(N=147) 

Placebo 

(N=148) 

Progression free survival (PFS) 

Events  68 117 56 101 

HR (95% CI) 0.45 (0.33 to 0.61) 0.40 (0.29 to 0.55) 

p-value <0.001 <0.001 

Median* (months) 39.4 14.1 39.4 13.8 

2-year rate* 59% 37% 60% 32% 

Overall survival  

Events  16 26 11 24 

HR (95% CI) 0.61 (0.33 to 1.13) 0.45 (0.22 to 0.92) 

Median*  NE NE NE NE 

2-year rate* 93% 87% 95% 86% 

Objective response rate (ORR) 

ORR, n (%) 138 (78) 96 (53) 118 (80) 82 (55) 

Median DOR (months) 36.6 21.7 36.6 15.5 

CR 60 (34) 33 (18) 51 (35) 29 (20) 

PR 78 (44) 63 (35) 67 (46) 53 (36) 

SD 20 (11) 55 (31) 14 (9.5) 44 (30) 

HR = hazard ratio; CI = confidence interval; * Kaplan-Meier estimate. NE = not estimable. ORR = objective response 

rate, defined as complete or partial response on 2007 International Working Group Response Criteria (IWGRC); CR = 

complete response; PR = partial response; SD = stable disease; DOR = duration of response in months; NR =not 

reached. 

Health-related quality of life was measured as exploratory outcomes using the European 

Organisation for Research and Treatment of Cancer (EORTC) Quality of Life Questionnaire Core 30 

(QLQ-C30) and EuroQol Group's questionnaire 5 dimensions (EQ-5D). At a group level, there was 

no change from baseline through the end of treatment exceeding the threshold of minimum 

important difference (MID) in the global health status/QOL domain of the EORTC QLQ-C30, 

regardless of treatment group. There were, however, a few domains where the lenalidomide plus 
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rituximab group had a greater percentage of worsening than placebo for at least 2 consecutive 

assessment visits during the treatment period, including fatigue, appetite loss, constipation, and 

diarrhoea. These results suggest that HRQOL at baseline was generally maintained over the 

treatment period for both treatment groups. Results for EQ-5D were not presented in the CSR.3,4 

Quality of life data were not analysed separately for the follicular lymphoma subgroup. 

Supportive data were provided by part one of an ongoing open-label phase IIIb study (MAGNIFY), 

in which all patients received 12 cycles of lenalidomide 20mg (10mg in renal impairment, 

creatinine clearance 30 to 59mL/minute) once daily on days 1 to 21 of every 28-day cycle for 

cycles 1 to 12 and rituximab 375 mg/m2 IV infusion every week in the first 28-day cycle (days 1, 8, 

15, and 22) then on day 1 of every 28-day cycle for cycles 3, 5, 7, 9, and 11. At an interim analysis 

(data cut-off 1 May 2017) within the subgroup of patients who had follicular lymphoma the 

primary outcome of ORR (assessed by 1999 IWGRC) was 70% (104/148), with 42% (62/148) of 

patients achieving a complete response (complete response or complete response unconfirmed). 

The estimated 2-year duration of response was 74% and estimated 1-year PFS was 68%. The ORR 

was 58% in the subgroup of 60 patients who were rituximab-refractory and was estimated as 44% 

in subgroup of 36 patients who were double-refractory (refractory to rituximab and 

chemotherapy).2 

Two matching adjusted indirect comparisons (MAIC) were provided: (1) lenalidomide plus 

rituximab (data from AUGMENT) versus pooled data from R-CHOP, R-CVP and R-benda (rituximab 

plus bendamustine) data from Haematological Malignancy Research Network [HMRN]) in non-

rituximab-refractory patients who had at least one previous treatment; and (2) lenalidomide plus 

rituximab (data from MAGNIFY) versus obinutuzumab plus bendamustine (data from GADOLIN) in 

rituximab-refractory patients. The company noted that these MAIC suggested that lenalidomide 

plus rituximab, compared with R-CHOP/R-CVP/R-benda, has benefits in overall survival and time to 

next anti-lymphoma treatment (TTNLT) and modest PFS benefit in non-rituximab-refractory 

patients and, compared with obinutuzumab plus bendamustine, has similar overall survival and a 

slightly lower probability of progression in rituximab-refractory patients. 

Summary of evidence on comparative safety 

 

The European Medicines Agency (EMA) review concluded that the combination of lenalidomide 

with rituximab, compared with rituximab monotherapy, had higher rates of adverse events, 

particularly haematologic disorders and tumour flare.2 

In the AUGMENT study at data cut-off 22 June 2018, the median duration of treatment in the 

lenalidomide plus rituximab group was 11.2 months and in the rituximab monotherapy group was 

11.0 months. Treatment-emergent adverse events were reported by 99% (174/176) and 96% 

(173/180) of patients in the respective groups and these were considered treatment-related in 

93% and 76%. In the respective groups, 69% and 32% of patients had grade 3 or 4 adverse events, 

which were treatment-related in 59% and 23% of patients. There were two grade 5 (fatal) adverse 

events in each group. Serious adverse events were reported by 26% and 14%, with these being 

treatment-related in 15% and 4.4% of patients, respectively. Adverse events lead to a dose 
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reduction in 26% versus 3.3%; a dose interruption in 69% versus 38%; and discontinuation of any 

study drug in 10% versus 5.6%, respectively.2  

Within the lenalidomide and rituximab group, compared with rituximab monotherapy, there were 

higher rates of adverse events in most systems. Blood and lymphatic system adverse events were 

reported by 67% versus 32%, including neutropenia (58% versus 22%), leucopenia (20% versus 

9.4%), anaemia (16% versus 4.4%) and thrombocytopenia (15% versus 4.4%). Gastrointestinal 

adverse events were reported by 65% versus 49%, including diarrhoea (31% versus 23%), 

constipation (26% versus 14%), abdominal pain (13% versus 9%), vomiting (9.7% versus 7.2%) and 

nausea (11% versus 13%). General adverse events and administration site reactions were reported 

by 56% versus 49%, including fatigue (22% versus 18%), pyrexia (21% versus 15%), peripheral 

oedema (13% versus 8.9%) and asthenia (14% versus 11%). Skin and subcutaneous tissue disorders 

were reported by 51% versus 24%, including pruritus (12% versus 3.9%), rash (11% versus 3.9%) 

and maculo-papular rash (8.0% versus 2.2%). Infestations and infections were reported by 62% 

versus 49%, including upper respiratory tract infection (18% versus 13%) and nasopharyngitis (7% 

versus 10%). Musculoskeletal and connective tissue adverse events were reported by 42% versus 

32%, including muscle spasm (13% versus 5.0%), back pain (8.0% versus 10%) and arthralgia (8.5% 

versus 7.8%). Respiratory adverse events were reported by 42% versus 36%, including cough (23% 

versus 17%) and dyspnoea (11% versus 4.4%). Nervous system adverse events were reported by 

33% versus 22%, including headache (15% versus 9.4%) and dizziness (8.5% versus 5.0%). 

Metabolism and nutrition adverse events were reported by 33% versus 22%, including decreased 

appetite (13% versus 6.1%) and hypokalaemia (8.0% versus 2.8%). Also, tumour flare was reported 

at a higher rate in the lenalidomide groups: 11% versus 0.6%. A similar pattern of adverse events 

was observed in the follicular lymphoma subgroup.2 

Summary of clinical effectiveness issues 

 

Follicular lymphoma is the most common subtype (70%) of indolent non-Hodgkin lymphoma 

(NHL). Follicular lymphoma typically presents with disseminated disease at diagnosis and has a 

generally indolent course with several recurrent increasingly treatment-resistant relapses until 

fatal disease with no therapeutic options persists. The main goal of treatment in patients with 

previously treated disease is to achieve deep durable remissions with prolonged PFS without 

significant treatment related toxicities.2 Choice of treatment in relapsed or refractory follicular 

lymphoma usually depends on response to previous treatment. R-CHOP (rituximab, 

cyclophosphamide, doxorubicin, vincristine and prednisolone) or R-CVP (rituximab, 

cyclophosphamide, vincristine and prednisolone) are often used.5-7 Clinical experts consulted by 

SMC advised that the choice of therapy for relapsed or refractory follicular lymphoma depends on 

prior therapy and duration of response. Treatment options include rituximab plus chemotherapy, 

typically R-CHOP or R-CVP (with one expert also noting rituximab plus bendamustine as an option). 

Obinutuzumab plus bendamustine may be used for patients who have a short duration of 

response to the preceding therapy and are considered rituximab-refractory.  

Lenalidomide plus rituximab is the first non-chemotherapy combination regimen licensed for use 

in stage 1 to 3a follicular lymphoma. It meets SMC orphan medicine criteria. 
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In the AUGMENT study lenalidomide plus rituximab, compared with rituximab monotherapy, 

significantly increased median PFS by approximately 25 months in patients non-refractory to 

rituximab in both the total study population and the follicular lymphoma subgroup, representative 

of the indication. It also increased ORR by about 25% in both of these groups. Overall survival data 

remain immature. However, these results suggest a benefit with lenalidomide with the survival 

curves separating after one year. Supportive data were provided by the MAGNIFY study, which 

included both rituximab-refractory and non-rituximab-refractory patients and found an ORR of 

70% with lenalidomide plus rituximab in the subgroup of patients with follicular lymphoma. The 

rituximab regimen in this study was different to that recommended in the SPC.2,3 

In patients with follicular lymphoma, subgroup analyses of PFS were consistent with the primary 

analysis across groups defined by previous rituximab use (naïve or not); age (<65 or ≥65 years); 

time since last anti-lymphoma therapy (≤2 or >2 years); sex; race (white or other); region (US or EU 

or other); FLIPI (≥3 or <3); number of previous systemic therapies (1 or >1); Ann Arbour Stage (1-2 

or 3-4); prior rituximab-containing chemotherapy (yes or no); refractory to last prior regimen (yes 

or no); high tumour burden (yes or no); chemo-resistant (yes or no) and unfit for chemotherapy 

(yes or no).2 

There was no direct evidence relative to relevant comparators. To address this two MAICs were 

provided. Both had limitations; there were some potential treatment effect modifiers and 

prognostic indicators that could not be included in the matching and it is possible that there were 

some unknown differences between the study populations that have not been matched. In 

addition, both indirect comparisons did not assess safety or quality of life outcomes.  

In the indirect comparison to R-CHOP/R-CVP/R-Benda, the submitting company suggested that 

lenalidomide plus rituximab had a slightly lower probability of progression in non-rituximab-

refractory patients. However, the confidence interval around the HR for PFS crossed one, 

suggesting that there may be no PFS difference between lenalidomide plus rituximab versus R-

CHOP/R-CVP/R-benda. Also, PFS data were limited by differences in assessment of this outcome in 

the AUGMENT study versus the real world data collection in the HMRN. The sample size was small 

and reduced further by the matching process. The analysis assumed comparability of R-CHOP, R-

CVP and R-benda. Clinical experts consulted by SMC on this issue gave broadly supportive 

responses regarding the assumption of comparability in terms of efficacy but commentated on 

differences in toxicity.  

The submitting company suggested that the indirect comparison of lenalidomide plus rituximab 

versus obinutuzumab plus bendamustine in rituximab-refractory patients indicated a PFS benefit 

with lenalidomide. However, this was not evident in the Kaplan-Meier curves. The duration of 

follow-up was shorter in lenalidomide plus rituximab study (MAGNIFY) compared with the 

obinutuzumab plus bendamustine study (GADOLIN). In the ongoing MAGNIFY study some patients 

had possibly not completed the induction phase and data were censored for patients at the end of 

12-month induction phase. There were corresponding differences across the studies in data 

maturity, with the MAGNIFY data being quite limited in this respect. Although there were some 

differences across the treatment groups in methods for assessing disease progression (Cheson 

1999 versus Cheson 2007 and possibly investigator versus independent review committee), the 

impact of this is unclear. 
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Clinical experts consulted by SMC considered that lenalidomide plus rituximab is a therapeutic 

advance in the treatment of adult patients with previously treated follicular lymphoma. They 

suggest that it may be particularly useful for older patients and those not able to tolerate 

chemotherapy. It is not expected to be associated with any implications for service delivery.  

Summary of comparative health economic evidence 

 

The company submitted a cost-utility analysis for the comparison of lenalidomide in combination 

with rituximab versus rituximab in combination with different chemotherapy regiments in non-

rituximab-refractory adult patients with previously treated follicular lymphoma. The three 

comparators in that patient population were R-CHOP, R-CVP and R-Benda. Additionally, the 

company submitted a cost-utility analysis for the comparison of lenalidomide in combination with 

rituximab versus obinutuzumab in combination with bendamustine (O-Benda) in rituximab-

refractory previously treated patients.  

The analysis used a partitioned survival model with three health states: progression-free, 

progressed and dead. Additionally the progressed health stated was split into two sub-states: off-

treatment and on-treatment. The area under the curve approach has been used for the calculation 

of proportion of patients in each health state at different time points.  The cycle length was 28 

days. The perspective for the analysis was that of NHS Scotland. The time horizon in the two 

models was 40 years which was considered appropriate. 

In the base case analysis for non-rituximab-refractory patients, PFS, time to next anti-lymphoma 

treatment and overall survival (OS) data for lenalidomide in combination with rituximab and R-

Chemo came from an unanchored MAIC of patients from the AUGMENT study and the 

Haematological Malignancy Research Network (HMRN) registry. Efficacy equivalence was assumed 

for all three rituximab plus chemotherapy regimens. The analysis assumed a 5-year treatment 

effect for lenalidomide after which the comparator hazard of progression, receiving a subsequent 

treatment or dying was applied immediately. For the analysis including the rituximab-refractory 

population, partial data came from the unanchored matching adjusted indirect comparison of data 

from MAGNIFY and GADOLIN studies. Equivalence was assumed for all efficacy parameters.  

Data were extrapolated using parametric survival distributions. In the non-rituximab-refractory 

population base case analysis, the Weibull was selected for the extrapolation of overall survival 

based on clinical expert opinion. The exponential and log-lognormal had the best statistical fit (AIC 

and BIC) but differences in statistics in all models were minimal. Due to the failure of the 

proportional hazards assumption, all available Kaplan-Meier PFS data for lenalidomide plus 

rituximab (46.7 months) were used and comparator hazard was applied to extrapolate in the long 

term using the log-logistic model. The log-normal was used for the extrapolation of TTNLT curves 

based on clinical expert opinion.  

In the base analysis for rituximab-refractory patients, data from GADOLIN which contain four years 

of follow-up data were extrapolated using the exponential parametric model for OS, log-normal 

for PFS and log normal for TTNLT. A hazard ratio of 1 was assumed for lenalidomide plus 

rituximab. 
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Base case utility values for both populations were measured using EQ-5D-3L data collected from 

the main clinical trial (AUGMENT) and valued using TTO method in a UK population9.  Utilities 

ranged from 0.81 (pre-progressed), 0.78 (progressed – off treatment) and 0.75 (progressed – on 

treatment). Utilities were capped at general population values and adjusted for age and adverse 

event disutility.  

The dose and duration of treatment with lenalidomide in combination with rituximab in the 

analysis were consistent with the license for this indication. Dose adjustment in the form of a 

weighted per cycle cost derived by multiplying the number of patients on each dosage of 

lenalidomide at each cycle with the unit drug cost and the proportion of patients eligible for 

treatment for lenalidomide as observed in the AUGMENT and MAGNIFY studies were also applied 

in the non-rituximab-refractory and rituximab-refractory population respectively. Treatment 

duration was modelled using the respective time on treatment Kaplan-Meier curves. 

Apart from medicines costs in induction phase (all treatments) and maintenance phase 

(comparators only), costs considered in the analysis included diagnostic tests, visits to the 

haematologist (or nurse), CT scans and stem cell transplants. Costs of adverse events, subsequent 

treatments and terminal care were also included. 

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access 

Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. Under the 

PAS, a simple discount was offered on the list price of lenalidomide. A PAS discount is in place for 

obinutuzumab and this was included in the results used for decision-making by using estimates of 

the comparator PAS price. 

Base case results are shown in tables 2 and 3.  

Table 2: Base case results (pairwise comparisons) 

Technology ICER (£/QALYs) 

R-CHOP  

Lenalidomide plus rituximab £13,561 

R-CVP  

Lenalidomide plus rituximab £19,694 

R-Benda  

Lenalidomide plus rituximab £20,826 
LYG: life-years gained; QALYs: quality adjusted life-years; ICER: incremental cost-effectiveness ratio 

 
The results presented in table 3 do not take account of the PAS for obinutuzumab or the PAS for 

lenalidomide but these were considered in the results used for decision-making. SMC is unable to 

present the results provided by the company which used an estimate of the PAS price for 

obinutuzumab due to commercial confidentiality and competition law issues.  

Table 3: Base case results: rituximab-refractory, (list prices for all medicines) 

Technology  ICER (£/QALYs) 

O-Benda  

Lenalidomide plus rituximab £5,369,405 (SW) 
SW= south-west quadrant (lenalidomide is associated with lower QALYs and lower cost).  LYG: life-years gained; QALYs: 
quality adjusted life-years; ICER: incremental cost-effectiveness ratio;  
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Key scenario analyses of lenalidomide plus rituximab compared with rituximab plus different 

comparators are presented in tables 4 and 5 below. The most substantial ICER changes in table 4 

resulted from varying the treatment effect for lenalidomide plus rituximab.  

Table 4: Selected scenario analysis: Lenalidomide plus rituximab vs R-Chemo (with PAS) 

  ICER vs 
R-CHOP 

ICER vs 
R-CVP 

ICER vs 
R-Benda 

0 Base case £13,561 £19,694 £20,826 

1 Time horizon:10 years £18,844 £28,413 £30,172 

2 Time horizon:20 years £14,331 £20,978 £22,204 

3 Lenalidomide plus rituximab treatment  effect 
following discontinuation: comparator hazard for 
PFS, TTNLT and OS applied immediately after 3 years 
(vs 5 years base case) 

 
£18,897 

 
£28,019 

 
£29,696 

4 No treatment effect for lenalidomide plus rituximab 
following discontinuation: comparator hazard for 
PFS, TTNLT and OS applied immediately  

£45,720 
 

£72,151 
 

£76,900 

5 No rituximab maintenance  £16,585 £22,593 £23,985 

6 Source of Stem cell transplant cost: NHS ref 17/18 £15,001 £19,856 £20,989 

7 No stem cell transplants in comparator arms £16,712 £19,694 £20,826 
ICER: incremental cost-effectiveness ratio; QALY: quality adjusted life year; PFS, progression-free survival; TTNLT: time 
to next antilymphoma treatment; OS, overall survival 

 
Table 5:  Selected scenario analysis: Lenalidomide plus rituximab vs obinutuzumab plus 
bendamustine (list prices for all medicines) 

  ICER vs O-Benda 

0 Base case £5,369,405 (SW) 

1 OS: HR – upper CI (ITC)  £7,258 (SW) 

2 OS: HR – lower CI (ITC)  Dominant 

3 OS: HR of 1.01 (ITC), PFS HR of 1 £402,737 (SW) 

4 OS :HR of 1, PFS HR of 1.11 (ITC) £801,975 (SW) 

5 OS: HR from (ITC), PFS: HR from ITC £266,370 (SW) 
ICER: incremental cost-effectiveness ratio; QALY: quality adjusted life year; OS: overall survival; HR: hazard ratio; CI: 95% 
confidence interval; ITC: indirect treatment comparison; O-Benda: obinutuzumab plus bendamustine; SW= south-west 
quadrant (lenalidomide is associated with lower QALYs and lower cost). 

 
The main limitations with the analysis were: 

 The estimates of OS, PFS and time to next anti-lymphoma treatment in the non-rituximab-

refractory population were derived from an unanchored MAIC and as such associated with 

weaknesses. These included the potential for survival and treatment bias in using the 

HMRN registry, very small sample sizes for the three treatments, excluding relevant effect 

modifiers and prognostic variables. Additionally, the PFS gain was inconsistent with the OS 

gain and there appeared to be evidence of non-proportional hazards in the outcome of 

TTNLT.  

 There were weaknesses associated with the unanchored MAIC in the rituximab-refractory 

population. These included loss of benefit of the randomised comparison, exclusion of 

relevant prognostic variables and effect modifiers. Consequently, efficacy data for 

obinutuzumab plus bendamustine from the GADOLIN study were used for both 
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comparators which is uncertain. Scenario analyses are presented in table 5 primarily 

around the uncertainty around OS. However, data for TTNLT for rituximab-refractory 

patients treated with lenalidomide plus rituximab are unavailable. SMC consulted experts 

indicated that the assumption of equivalence is uncertain.  

 The treatment effect of 5 years for lenalidomide plus rituximab is based on assumptions 

based on clinical expert opinion. Varying this treatment effect has an impact on the ICER as 

presented in table 4 (scenarios 3 and 4).  

 There are some uncertainties associated with clinical practice following treatment with 

lenalidomide plus rituximab. Costs of rituximab maintenance and autologous stem cell 

transplants as a subsequent treatment were included only in the comparator arms in the 

non-rituximab-refractory population. Some rituximab-refractory patients were assumed to 

receive rituximab upon progression. Additionally, disease monitoring frequency of tests 

was obtained primarily from NICE submissions for untreated follicular lymphoma. 

Nevertheless, these assumptions seem to have a small impact on the ICER. 

Despite these limitations, the economic case has been demonstrated. 

Summary of patient and carer involvement 

 

The following information reflects the views of the specified Patient Group.  

 We received a patient group submission from Lymphoma Action, which is a registered 

charity.  

 Lymphoma Action has received 8.55% pharmaceutical company funding in the past two 

years, including from the submitting company.  

 Follicular lymphoma is generally considered to be 'treatable' but not 'curable'. Most people 

live with this condition for many years, requiring repeated courses of treatment with 

significant side effects each time it relapses. Some patients have enduring symptoms, such 

as fatigue, that can affect their ability to work and take part in their chosen leisure 

activities. Having support from friends and family is seen as very important for this long-

term condition. The psychological impact of an ‘incurable’ disease affects carers as well as 

patients.  

 When treatment is needed for follicular lymphoma, most people have chemotherapy with 

antibody therapy which may be followed by maintenance antibody therapy. When 

lymphoma relapses, patients might need more intensive treatment such as salvage 

immuno-chemotherapy followed by high-dose chemotherapy or a stem cell transplant. 

Reliance on chemotherapy when the disease relapses is a concern for some patients who 

have already undergone chemotherapy.  

 Lenalidomide plus rituximab may offer a longer remission than current treatment. This 

would lead to improved quality of life through a greater ability to resume normal daily life. 

Lenalidomide is orally administered which has the advantage of being more convenient 

than intravenous alternatives. It can be taken at home and has the potential to reduce 
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travel time and costs and time taken off work to attend appointments. For some patients, 

the fact that lenalidomide plus rituxumab offers a chemotherapy-free option is a big 

advantage psychologically. 

 Lenalidomide plus rituximab would provide a treatment option for patients with previously 

treated follicular lymphoma that may improve progression free survival. Well tolerated 

treatment options that can give patients longer periods of remission are important to 

patients. 

Additional information: guidelines and protocols 

 

In July 2016 the National Institute of Health and Care Excellence (NICE) published clinical guideline 

number 52: Non-Hodgkin’s lymphoma: diagnosis and management. For advanced-stage relapsed 

or refractory follicular lymphoma its recommendations are from rituximab for the treatment of 

relapsed or refractory stage III or IV follicular non-Hodgkin's lymphoma (NICE technology appraisal 

guidance 137). That is rituximab, within its marketing authorisation, in combination with 

chemotherapy, is recommended as an option for the induction of remission in people with 

relapsed stage III or IV follicular non-Hodgkin's lymphoma. Rituximab monotherapy as 

maintenance therapy, within its marketing authorisation, is recommended as an option for the 

treatment of people with relapsed stage III or IV follicular non-Hodgkin's lymphoma in remission 

induced with chemotherapy with or without rituximab. Rituximab monotherapy, within its 

marketing authorisation, is recommended as an option for the treatment of people with relapsed 

or refractory stage III or IV follicular non-Hodgkin's lymphoma, when all alternative treatment 

options have been exhausted (that is, if there is resistance to or intolerance of chemotherapy).8 

In May 2017 there was an update to the 2011 British Committee for Standards in Haematology 

(BCSH) guideline on the investigation and management of follicular lymphoma. For relapsed 

follicular lymphoma it recommends a combination of chemotherapy with rituximab should 

become the standard for those patients who require treatment at the point of relapse and are 

rituximab-naive because the combination improves all clinically meaningful outcomes, including 

overall survival, compared to chemotherapy alone. Chemotherapy and rituximab should also be 

the standard for relapsed follicular lymphoma patients who have received prior rituximab if the 

patient had previously responded to rituximab. The choice of chemotherapy will depend on the 

characteristics of the patient. Both anthracycline and nucleoside analogue-based therapies are 

active in patients with relapsed and refractory disease. Rituximab maintenance prolongs PFS 

substantially in patients with relapsed/refractory follicular lymphoma who are rituximab-naïve and 

respond (PR or CR) to re-induction therapy with single agent rituximab, chemotherapy or 

chemotherapy and rituximab. 90Y-Ibritumomab tiuxetan is an active treatment approach in 

patients with relapsed follicular lymphoma and should be considered in older patients and those 

that are refractory or intolerant to chemotherapy and rituximab. The benefits of high dose therapy 

with stem cell transplant in relapsed follicular need to be balanced against the long-term risks of 

the procedure and considered in the setting of emerging therapies. Patients with localized, 

symptomatic disease should be considered for palliative radiotherapy.5  
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In 2016 the European Society for Medical Oncology (ESMO) published a guideline: newly 

diagnosed and relapsed follicular lymphoma: ESMO Clinical Practice Guidelines for diagnosis, 

treatment and follow-up. For relapsed disease this recommends that choice of salvage treatment 

depends on efficacy of prior regimens. In early relapses (<12–24 months), a non-cross-resistant 

scheme should be preferred (for example, bendamustine after CHOP or vice versa). Other options, 

including fludarabine-based, platinum salts based or alkylating agents-based regimens, could also 

be useful. Rituximab should be added if the previous antibody-containing scheme achieved >6- to 

12-month duration of remission. On the other hand, obinutuzumab has recently received a 

positive recommendation for approval by the European Medicines Agency for rituximab-refractory 

cases based on an improved PFS in comparison with bendamustine only. In symptomatic cases 

with low tumour burden, rituximab monotherapy may be used. Radioimmunotherapy (90yttrium-

ibritumomab–tiuxetan) may represent an effective therapeutic approach in elderly patients with 

comorbidities not appropriate for chemotherapy. Rituximab maintenance for up to 2 years has a 

favourable side-effect profile and, based on a systematic meta-analysis, substantially prolongs PFS 

and overall survival in relapsed disease, even after antibody-containing induction in patients who 

have not received antibody as first-line therapy. A second-line maintenance treatment has not 

been investigated in the setting of maintenance use in first line and probably should not be used 

for those patients who had relapsed during their first maintenance period. High-dose 

chemotherapy with stem cell transplant prolongs PFS and overall survival and should be 

considered, especially in patients who experience short-lived first remissions (<2–3 years) after 

rituximab-containing regimens, which usually have a much worse long-term outcome, but its 

general role in the rituximab era has to be redefined.6 

Additional information: comparators 

In practice lenalidomide plus rituximab may be used in place of rituximab plus a chemotherapy 

such as R-CHOP or R-CVP in patients with non-rituximab-refractory disease, and as an alternative 

to regimens used in rituximab-refractory disease, such as obinutuzumab plus bendamustine.  

Additional information: list price of medicine under review 

 

Medicine Dose Regimen Cost per course (£) 

Lenalidomide  

Rituximab 

20mg orally daily day 1 -21 of 28-day cycle for 12 cycles 

375mg/m2 intravenously every week of 28-day cycle in 

cycle 1 then on day 1 of cycles 2 to 5  

58,823 

Costs from BNF online on 15/06/2020. Costs calculated using the full cost of vials/ampoules 

assuming wastage. Costs do not take patient access schemes into consideration. Costs based on 

body surface area of 1.8m2. 
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Additional information: budget impact 

 

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A 

budget impact template is provided in confidence to NHS health boards to enable them to 

estimate the predicted budget with the PAS. 

Other data were also assessed but remain confidential.* 

 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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appraisal: http://www.scottishmedicines.org.uk/About_SMC/Policy 

 
Medicine prices are those available at the time the papers were issued to SMC for consideration. 

SMC is aware that for some hospital-only products national or local contracts may be in place for 

comparator products that can significantly reduce the acquisition cost to Health Boards. These 

contract prices are commercial in confidence and cannot be put in the public domain, including via 

the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are 

therefore asked to consider contract pricing when reviewing advice on medicines accepted by 

SMC. 

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical 

company in order to improve the cost-effectiveness of a medicine and enable patients to receive 

access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group 

(PASAG), established under the auspices of NHS National Services Scotland reviews and advises 

NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates 

separately from SMC in order to maintain the integrity and independence of the assessment 

http://www.medicines.org.uk/emc/
http://www.scottishmedicines.org.uk/About_SMC/Policy
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process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a 

patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the 

operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS 

Boards prior to publication of SMC advice. 

Advice context: 

No part of this advice may be used without the whole of the advice being quoted in full.  

This advice represents the view of the Scottish Medicines Consortium and was arrived at after 

careful consideration and evaluation of the available evidence. It is provided to inform the 

considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 

determining medicines for local use or local formulary inclusion. This advice does not override the 

individual responsibility of health professionals to make decisions in the exercise of their clinical 

judgement in the circumstances of the individual patient, in consultation with the patient and/or 

guardian or carer. 

 


