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Gilead Sciences Ltd. 
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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and 
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in NHS 
Scotland.  The advice is summarised as follows: 

 

ADVICE: following a full submission  
 
idelalisib (Zydelig®) is accepted for restricted for use within NHS Scotland. 
 
Indication under review: In combination with rituximab for the treatment of adult patients with 
chronic lymphocytic leukaemia (CLL): 
• who have received at least one prior therapy, or 
• as first line treatment in the presence of 17p deletion or TP53 mutation in patients unsuitable for 
chemo-immunotherapy. 
 
SMC restriction: patients with relapsed CLL who are unsuitable for chemotherapy and treatment 
naïve patients with 17p deletion or TP53 mutation who are unsuitable for chemo-immunotherapy. 
 
Idelalisib in combination with an anti-CD20 antibody significantly improves progression free survival 
compared with an anti-CD20 antibody alone in patients with relapsed CLL. The treatment effect 
across subgroups with 17p deletion and/or TP53 mutation was consistent with that of the total study 
population.  
 
This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that improves the 
cost-effectiveness of idelalisib. It is contingent upon the continuing availability of the patient access 
scheme in NHS Scotland or a list price that is equivalent or lower. 
 

 
Overleaf is the detailed advice on this product. 
 
 
 
Vice Chairman,  
Scottish Medicines Consortium 
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Indication 
In combination with rituximab for the treatment of adult patients with chronic lymphocytic leukaemia 
(CLL): 
• who have received at least one prior therapy, or 
• as first line treatment in the presence of 17p deletion or TP53 mutation in patients unsuitable for 
chemo-immunotherapy. 

 
Dosing Information 
150mg orally twice daily. Treatment should be continued until disease progression or unacceptable 
toxicity. Patients should be instructed to swallow the tablet whole. The film-coated tablet should not 
be chewed or crushed and can be taken with or without food. Dose reductions, as specified in the 
summary of product characteristics, may be required if adverse events occur. 
 
Treatment with idelalisib should be conducted by a physician experienced in the use of anticancer 
therapies. 
 

Product availability date 
19 September 2014 
 

 

Summary of evidence on comparative efficacy 

 
Idelalisib is the first in a new class of medicines that inhibit phosphatidylinositol 3 kinase p110δ 
(PI3Kδ), which is overactive in B-cell malignancies and is key within several signalling pathways that 
drive proliferation, survival, homing, and retention of malignant cells in lymphoid tissues and bone 
marrow.  It is indicated for treatment-naïve patients with chronic lymphocytic leukaemia (CLL) who 
have 17p deletion or TP53 mutation and are unsuitable for chemo-immunotherapy and also for 
patients who have received prior therapy (i.e. relapsed or refractory disease).1  Within the latter group 
the submitting company has requested that the Scottish Medicines Consortium (SMC) considers 
idelalisib when positioned for use in patients with relapsed CLL who are unsuitable for chemotherapy 
on the grounds of reduced physical fitness, short response to previous chemotherapy (defined as 
suggested in treatment guidelines, i.e. less than 24 months) or adverse cytogenetic markers (i.e. 17p 
deletion and/or TP53 mutation).  The latter two criteria are indicative of high risk disease. 
 
The pivotal double-blind phase III study (GS-US-312-0116) recruited 220 adults with CLL that 
warranted treatment, as defined by International Workshop on Chronic Lymphocytic Leukaemia 
(IWCLL) criteria and measurable disease.  They had received previous treatment with an anti-CD20 
antibody-based regimen or at least two cytotoxic regimens and had disease progression within 24 
months of last treatment.  They were not eligible to receive cytotoxic therapy due to severe 
neutropenia or thrombocytopenia caused by cumulative myelotoxicity from previous therapies, or renal 
impairment (defined as estimated creatinine clearance <60ml/minute) or a score greater than 6 for co-
existing illnesses not related to CLL on the cumulative illness rating scale (CIRS), which ranges from 0 
to 56 with higher numbers indicating an increased number or severity of co-existing illnesses.  All 
patients received rituximab intravenously (IV) 375mg/m2 on day one, then 500mg/m2 every two weeks 
for 4 doses then every four weeks for 3 doses (total of 8 infusions) and were randomised equally to 
idelalisib 150mg orally twice daily or placebo continued until disease progression or unacceptable 
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toxicity.  At disease progression patients in the placebo group could enroll in another study (study 
0117) where they received idelalisib.  Randomisation was stratified by 17p deletion and/or TP53 
mutations (either versus neither), immunoglobulin heavy chain variable region (IGHV) mutation 
(unmutated or IGHV-21 versus mutated) and prior anti-CD20 antibody therapy (yes versus no). The 
primary outcome was progression-free survival (PFS), defined as the time from randomisation to 
death from any cause or definitive disease progression verified by a blinded independent review 
committee according to IWCLL criteria that occurred for any reason except lymphocytosis. This was 
assessed in the intention-to-treat (ITT) population, which comprised all randomised patients, and was 
compared between groups using a stratified log-rank test.2,3 
 
At the first interim analysis (cut-off date 30.08.13) 11% (12/110) and 48% (53/110) of patients in the 
idelalisib and placebo groups, respectively, had died or had disease progression.  PFS was 
significantly increased in the idelalisib group compared with placebo, with an adjusted hazard ratio of 
0.15 (95% confidence interval (CI): 0.08 to 0.28), p<0.001. Using Kaplan-Meier methods median PFS 
in the idelalisib group could not be estimated and was 5.5 months (95% CI: 3.7 to 6.9) in the placebo 
group.2,3  As these results met pre-specified stopping criteria (i.e. significance level of 0.001 for hazard 
ratio), the study was stopped early on the recommendation of the data and safety monitoring board.4  

An updated analysis (at cut-off date 09.10.13) had similar results, as 14% (16/110) and 54% (59/110) 
of patients in the idelalisib and placebo groups, respectively, had died or had disease progression. 
PFS was significantly increased with idelalisib; adjusted hazard ratio of 0.18 (95% CI: 0.10 to 0.32).  
Median PFS in the idelalisib group could not yet be estimated and was 5.5 months (95% CI: 3.8 to 7.1) 
in the placebo group.2  
 
At the first interim analysis 4 (3.6%) patients in the idelalisib group and 12 (11%) patients in the 
placebo group had died.  Overall survival was significantly increased in the idelalisib group compared 
with placebo, with an adjusted hazard ratio of 0.28 (95% CI: 0.09 to 0.86), p=0.02.  Median overall 
survival could not be estimated for either group.3 In the updated analysis 6 (5.5%) patients in the 
idelalisib group and 13 (12%) in the placebo group had died.2 
 
Overall response was defined as a complete or partial response on IWCLL modified criteria.  At the 
first interim analysis within the population who had a post-baseline assessment or had discontinued 
prior to first assessment (n=88 in each group), ORR was significantly greater in the idelalisib group 
compared with the placebo group: 81% versus 13%, with an odds ratio of 30 (95% CI: 13 to 70), 
p<0.0001.  All responses were partial.2,3  In the updated analysis within the full ITT analysis set, which 
included seven patients with no post-baseline scans the ORR was significantly greater in the idelalisib 
group compared with the placebo group: 74% versus 14%, with an odds ratio of 17 (95% CI: 9 to 34).  

Lymph node response was defined as a reduction of at least 50% from baseline in the sum of the 
products of the greatest perpendicular diameters of index lymph nodes.  At the first interim analysis 
within 169 patients who had at least one post-baseline assessment of this outcome, the proportion of 
patients with lymph node response was significantly greater in the idelalisib group compared with the 
placebo group: 93% versus 4%, with an odds ratio of 264, p<0.001.2 
 
Pre-specified subgroup analyses indicated that treatment effect in terms of PFS was consistent across 
subgroups irrespective of 17p deletion; and 17p deletion or TP53 mutation; and IGHV no-mutation. In 
the IGHV-mutation subgroup treatment effect was numerically in favour of idelalisib, however, patient 
numbers were small and this may have contributed to the wide confidence interval.  Results at the 
updated analysis (09.10.13) are detailed in the table.2,4  Support for these analyses was provided by 
subgroup analyses of ORR indicating that this was consistently improved with idelalisib compared with 
placebo at the initial and updated analyses.2       
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Table: Subgroup analysis of PFS 
Subgroup Hazard Ratio (95% CI) 

17p deletion Yes  0.11 (0.03; 0.38) 
No 0.23 (0.12; 0.43) 

17p deletion or  
TP53 mutation 

Either 0.16 (0.07; 0.37) 
Neither 0.22 (0.10; 0.47) 

IGHV mutation Yes 0.64 (0.20; 2.12) 
No 0.14 (0.07; 0.27) 

. 

Quality of life was assessed using the functional assessment of cancer therapy: leukemia (FACT-Leu) 
questionnaire and EuroQoL five-dimension utility measure (EQ-5D).  At the updated analysis 
(09.10.13) idelalisib compared with placebo significantly improved FACT-Leu total score and 
subscales scores for physical well being, functional well-being and additional concerns and also the 
trial outcome index, which is a total of these three subscales.  EQ-5D self-reported general health 
status as measured by visual analog scale and utility index were also significantly improved with 
idelalisib compared with placebo.2 
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of evidence on comparative safety 

 
Characteristic adverse events associated with idelalisib include diarrhoea and colitis, which can 
sometimes be severe.  Colitis may occur after many months of therapy and in the majority of cases 
(70%) is not preceded by grade 1 or 2 diarrhoea.  Other adverse events include rash, pneumonitis and 
elevations of liver transaminase enzymes, AST and ALT.2  In the pivotal phase III study within the 
groups that received rituximab plus idelalisib and rituximab plus placebo similar proportions of patients 
reported an adverse event; 91% (100/110) and 94% (101/107), which were at least grade 3 severity in 
56% (62/110) and 51% (48/107).  Common adverse events included pyrexia (29% and 16%), fatigue 
(24% and 27%), nausea (24% and 21%), chills (22% and 16%) diarrhoea (19% and 14%) infusion-
related reaction (15% and 28%); cough (15% and 25%); constipation (12% and 11%), decreased 
appetite (12% and 8%), vomiting (12% and 7%), dysponea (11% and 19%); night sweats (10% and 
7%) and rash (10% and 6%).  Elevation of ALT or AST was reported by 35% (38/110) and 19% 
(20/110) of patients in the respective groups.  Grade 3 or greater adverse event of diarrhoea was 
reported by four and no patients and rash was reported by two and no patients, respectively.  Serious 
adverse events were reported by 40% (44/110) and 35% (37/107) in the respective groups.  These 
included pneumonia (6.4% and 8.4%), pyrexia (6.4% and 2.8%), febrile neutropenia (4.5% and 5.6%), 
sepsis (3.6% and 2.8%), pneumonitis (3.6% and 0.9%), diarrhoea (2.7% and 0.9%), neutropenia 
(2.7% and 0.9%), pneumocystis jirovecii pneumonia (2.7% and 0.9%), neutropenic sepsis (2.7% and 
0);,dyspnea (0.9% and 3.7%) and cellulitis (0.9% and 2.8%).  Adverse events leading to study drug 
discontinuation occurred in 8.1% and 10% of patients in the respective groups.3 
 

Summary of clinical effectiveness issues 

 
Idelalisib is the first in a new class of medicines that inhibit PI3Kδ and in combination with rituximab is 
indicated for two groups of patients with CLL: treatment-naïve patients with 17p deletion or TP53 
mutation (i.e. high-risk disease) who are unsuitable for chemo-immunotherapy and those with 
relapsed disease.1  Within the latter group the company has requested that SMC considers idelalisib 
when positioned for use in those who are unsuitable for chemotherapy due to reduced physical 
fitness, short response to previous chemotherapy or adverse cytogenetic markers indicative of high-
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risk disease. CLL has a variable course with some patients experiencing long periods of remission, 
while others have an aggressive form of the disease associated with a short life-expectancy.2  

Guidelines indicate that treatment of relapsed CLL depends upon a variety of factors, including 
previous treatment and duration of response to it, physical fitness and indicators of high-risk disease, 
such as short duration of response and adverse cytogenetic markers (i.e. 17p deletion and TP53 
mutation).  Possible treatment options include chemo-immunotherapy regimens, e.g. fludarabine, 
cyclophosphamide and rituximab (FCR), bendamustine plus rituximab (BR), alemtuzumab 
(unlicensed) plus fludarabine (FA); cytotoxic chemotherapies, e.g. fludarabine plus cyclophosphamide 
(FC); immunotherapies, e.g. alemtuzumab ± high-dose steroids, rituximab, ofatumumab and 
lenalidomide.  Other options include high-dose or conventional dose steroids or radiotherapy.  Single 
agent rituximab is rarely used in Scotland. Idelalisib is also indicated for first-line treatment of patients 
with 17p deletion or TP53 mutation (i.e. cytogenetic markers of high-risk disease) unsuitable for 
chemo-immunotherapy. Guidelines recommend alemtuzumab (unlicensed) plus pulsed high-dose 
steroids for first-line treatment of patients with high risk disease, as this is associated with superior 
response rates and PFS than those achieved with FCR or alemtuzumab alone.7 

 

Clinical experts consulted by SMC considered that there is unmet need in this therapeutic area, 
namely poor response of patients with 17p deletion and/or TP53 mutation to current standard 
treatment with chemotherapy or chemo-immunotherapy.  These patients and those who relapse within 
two years of fludarabine-based chemo-immunotherapy have few effective, non-toxic treatment 
options.  Current chemotherapy and chemo-immunotherapy regimens are limited by infective 
complications.  Also, many of the patients with CLL are elderly and unable to tolerate aggressive 
chemotherapy. 
 
In the pivotal phase III study idelalisib in combination with rituximab significantly improved the primary 
outcome of PFS compared with rituximab alone and this effect was consistent across groups with 
adverse cytogenetic markers.  Overall survival was a secondary outcome and immature data indicate 
that this may also be improved with idelalisib.2,3  A Scientific Advisory Group convened during the 
review of this medicine by the European Medicines Agency (EMA) noted that the size of the treatment 
effect is unprecedented in this pre-treated and frail patient group and the activity in subgroups with 
17p deletion or TP53 mutation is important in view of their poor responsiveness to conventional 
chemotherapy.2  
 
Early discontinuation of the study compromises the comparative data, especially in relation to the 
estimate of magnitude of treatment effect of idelalisib plus rituximab relative to rituximab alone. At the 
interim analysis median PFS and overall survival had not yet been reached in the idelalisib group and 
it is possible that the treatment effect of idelalisib with respect to these outcomes has not been fully 
characterised.  The immature overall survival data are further limited by transfer of patients from the 
placebo group to receive idelalisib at study discontinuation following the interim analysis and by the 
design of the study, which allowed patients in the placebo group to cross over at disease progression 
to another study where they received idelalisib.  
 
As detailed below one of the potentially relevant comparators is alemtuzumab. Previously 
alemtuzumab (Mabcampath®) was licensed for treatment of CLL. However, the marketing 
authorisation was withdrawn by the company for commercial reasons, not related to efficacy or safety. 
It is now available for oncology indications, such as CLL, through a patient access programme.6  
 
In the pivotal study, the rituximab dosing regimen (i.e. 375mg/m2, then 500mg/m2 every two weeks for 
four doses then every four weeks for three doses) varied from the licensed regimen, which is 
375mg/m2 on day 0 of the first treatment cycle, then 500mg/m2 day 1 of each subsequent cycle for six 
cycles in total.  The pivotal study only included patients who had relapsed within 24 months of their 
previous therapy. They would therefore be classified as having high-risk disease as defined in British 
Committee for Standards in Haematology (BCSH) guidelines.7  Within the study population 43% also 
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had 17p deletion or TP53 mutation, which are indicators of high-risk disease.3  In practice some of 
these patients may receive an unlicensed alemtuzumab-based regimen.  There is a lack of clarity 
around the relevant comparator for patients with relapsed CLL, which is compounded by the 
positioning proposed by the company for use in patients who are unfit for chemotherapy, as the 
degree of reduced fitness is not defined and it is not clear what other therapies might be suitable for 
them.  Apart from rituximab monotherapy, there are no comparative data of idelalisib with other 
potential therapies for relapsed CLL.  
 
In addition to use in relapsed CLL, idelalisib is also indicated for first-line treatment of patients with 17p 
deletion or TP53 mutation (i.e. cytogenetic markers of high-risk disease) unsuitable for chemo-
immunotherapy.  There are very limited study data in this population (only 9 participants in study 101-
08, which recruited treatment-naive patients, had 17p deletion).  The licence for this population, which 
typically responds poorly to standard chemo-immunotherapies, was based on evidence of a similar 
magnitude of treatment effect in subgroups with these cytogenetic markers compared with the whole 
study population in the pivotal phase III study and supporting phase I and II studies.2 Therefore, the 
magnitude of treatment effect with idelalisib in this patient group is not fully characterised.  There are 
no comparative data of idelalisib with alemtuzumab and pulsed high-dose steroids, which may be an 
alternative treatment option in this population.  
 
Clinical experts consulted by SMC considered that idelalisib is a therapeutic advancement due to the 
magnitude of treatment effect, especially in those with few treatment options, i.e. 17p deletion and/or 
TP53 mutation, those refractory to or relapsing early after current standard treatments and those who 
are not fit to receive these.  It is also well tolerated and less immunocompromising than current 
standard treatments. 
 
Clinical experts consulted by SMC considered that the place in therapy of idelalisib would be as per its 
licence for first-line treatment of patients with 17p deletion and/or TP53 mutation unsuitable for chemo-
immunotherapy.  However, it was noted that its position relative to the main alternative immunotherapy 
(alemtuzumab) for these patients was unclear.  For patients with relapsed CLL it would be used as per 
its licence, mainly as a second-line treatment, especially for those who have 17p deletion and/or TP53 
mutation or who are not able to tolerate aggressive chemotherapy.  However, it was noted that its 
position relative to alternative treatment options was unclear. 
 

Summary of comparative health economic evidence 

 
The company submitted a cost-utility analysis over a lifetime time horizon comparing idelalisib in 
combination with rituximab with best supportive care (BSC) for the treatment of adult patients with CLL 
who have relapsed disease and are unsuitable for chemotherapy due to reduced physical fitness, 
short response to previous chemotherapy or adverse cytogenetic markers indicative of high-risk 
disease.  The results were also presented in treatment naïve patients with 17p deletion or TP53 
mutation who are unsuitable for chemo-immunotherapy, but this group was not fully modeled.  The 
company suggested BSC would be tailored individually to patients, but could include; blood or blood 
product transfusions, palliative therapies, prophylaxis and treatment of infections, and any additional 
routine medical care that is required.  
 
A partitioned survival model was used for the relapsed sub-group with pre-progression, post-
progression and death health states.   The clinical data used in the economic model were based on 
the pivotal phase III study (GS-US-312-0116) as described above. However, as the overall survival 
data from the pivotal study were not mature, the model relied upon data from different published 
sources.  PFS data and overall survival data were extrapolated using the Weibull function, which was 
judged to be the best fit to the study data based on goodness of fit statistics and visual inspection of 
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the curves. In the model the ORR for idelalisib was 81% based on the pivotal study.  For BSC, the 
company assumed an ORR of 0% as there was no active treatment included in BSC.  For the 
treatment naive 17p/TP53 mutation sub-group analysis no formal modelling has been undertaken 
using data specifically from these patients due to the limited data to support this sub-group. Instead, 
data were taken from the second interim analysis of the pivotal study, other published evidence and a 
number of assumptions were made.   
 
EQ-5D data were collected in the study but as data were only available until progression, the company 
was unable to use these data to estimate utility values for use in the model. Instead, a non-systematic 
review of previous UK Health Technology Assessments was conducted to determine utility values for 
patients with CLL.  For the relapsed sub-group the utility values were taken from previous CLL 
submissions to NICE for refractory CLL.  The utility values were 0.65 for the pre-progression state and 
0.5 for the post-progression state.  For the treatment naive 17p/TP53 mutation sub-group the 
submitting company used the most commonly reported utility scores from similar UK HTAs, which 
were 0.8 for the pre-progression state and 0.6 for the post-progression state.  
 
Resource use included the cost of the medicine, administration costs, and adverse events costs.  
Costs associated with background resource use were included; these were based on staff contact 
time, diagnostic tests, procedures and general medication. Costs include the use of intravenous 
immunoglobulin-based therapy and a number of outpatient visits, tests, procedures and background 
medication.  Upon disease progression it was assumed that a course of G-CSF therapy, cytogenetic 
test, a radiographic MRI scan and a bone marrow biopsy would be required and these were included 
in the model upon progression.  End of life costs are also included.     
 
The base case results were as follows: 
For the relapsed patient sub-group, the submitting company estimated a cost per quality-adjusted-life-
year (QALY) of £32,468.  This is based on an incremental cost of £66,143 and an incremental QALY 
gain of 2.04.  
 
For the treatment naive 17p/TP53 sub-group, the submitting company estimated a cost per QALY of 
£19,040.  This is based in an incremental cost of £83,636 and an incremental QALY gain of 4.39. 
 
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 NHS Scotland. The PAS 
offered a confidential discount on the price of the medicine. SMC would wish to present the with-PAS 
cost-effectiveness estimates that informed the SMC decision but is unable to do so as the company 
has indicated that they should remain commercial in confidence.  As such, only the without-PAS 
figures can be presented. 
 
Deterministic sensitivity analysis was performed on a variety of parameters.  The results were most 
sensitive to changes in the time horizon, overall survival estimates and overall response rates.  In 
order to test some of the sensitivities together the submitting company was asked to provide an 
exploratory scenario analysis.  This was tested with a 15 year time horizon, an ORR of 20% for the 
BSC arm and 74% for the idelalisib plus rituximab arm.  The analysis results in an incremental cost-
effectiveness ratio (ICER) without the PAS of £45,547 per QALY for the relapsed sub-group and 
£27,924 per QALY for the treatment naive 17p/TP53 mutation sub-group.   
 
The following weaknesses were noted: 

• There is a concern that the comparator included may not be appropriate for either sub-group.  
SMC clinical experts have suggested that unlicensed alemtuzumab would be used in clinical 
practice.  The submitting company has justified excluding alemtuzumab as a relevant comparator 
on the basis it was voluntarily withdrawn by the manufacturer for commercial reasons.  As 
alemtuzumab was not withdrawn for safety or efficacy reasons and SMC clinical experts are 
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suggesting it is currently used in Scottish practice as part of the treatment for CLL in these 
patients, it would have been helpful to have seen analysis with alemtuzumab as the comparator as 
this appears to be the treatment most likely to be displaced. Following NDC, the company provided 
an analysis comparing idelalisib with alemtuzumab which resulted in an ICER similar to the base 
case analysis. However, this result is uncertain and provides only an indication of the cost-
effectiveness of idelalisib compared with alemtuzumab.   
 

• The assumption that there would be no response with BSC is open to challenge as SMC clinical 
experts suggest there may be some response, even if it is very limited.  In the intention to treat 
population of the rituximab plus placebo arm of the pivotal study there was an ORR of 14% and 
74% for the idelalisib plus rituximab arm.  Assuming this ORR increases the ICER to £41,061 for 
the relapsed sub-group and £24,064 for the 17p/TP53 mutation sub-group without the PAS. 
 

• Due to the low patient numbers, and thus indicative analysis of the treatment naive patient 
population, the results are particularly uncertain and should be interpreted with some caution to 
their limitations.   

 
The Committee considered the benefits of idelalisib in the context of SMC decision modifiers and 
agreed that a number of the criteria were satisfied: a substantial improvement in life expectancy in the 
patient population targeted in the submission; a substantial improvement in quality of life; and the 
absence of other treatments of proven benefit. Despite the limitations in the economic analysis, after 
application of the appropriate modifiers, the Committee accepted idelalisib for use in NHS Scotland. 
 
Other data were also assessed but remain commercially confidential.* 
 

Summary of patient and public involvement 

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

• Submissions were received from Leukaemia CARE and the Chronic Lymphocytic Leukaemia 
Support Association (CLLSA), both registered charities. 

• Both charities have received pharmaceutical company funding in the past two years, both from 
the submitting company.  

• CLL is the most common form of leukaemia.  Patients often have no symptoms when first 
diagnosed so it is a terrible shock for them and their families.  A survey carried out by CLLSA 
found that the most common physical symptom experienced by patients prior to treatment was 
chronic fatigue with patients on treatment experiencing more infections.  Other common physical 
symptoms are breathlessness, unexplained bleeding and bruising, severe night sweats and 
unexplained weight loss.  

• Currently available treatments for these patients are limited.  Many patients cannot tolerate 
chemotherapy due to the severity of the side-effects and bone marrow/stem cell transplant will 
not be possible for most and is itself associated with high mortality and morbidity.  The treatment 
schedule of alemtuzumab and its associated toxicities can have a very significant adverse 
impact on patients’ quality of life.  

• Idelalisib may give patients a longer time of survival without further progression of their cancer 
and can be used in patients who are too frail for chemotherapy.  It is an oral tablet which makes 
treatment easier for patients than alemtuzumab and may also be associated with less severe 
side-effects. 
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Additional information: guidelines and protocols 

 
In 2012 the BCSH published guidelines on the diagnosis and management of CLL.  These 
recommend that the initial treatment for fit patients with no TP53 abnormality, outside of clinical trials, 
is fludarabine plus cyclophosphamide and rituximab (FCR).  Patients who relapse at least two years 
after this or similar regimens who have not acquired a TP53 abnormality, remain fit enough for 
fludarabine-based treatment and in whom there is a clinical indication for treatment, should receive 
FCR.  Further studies are required to evaluate the role of bendamustine in combination with an anti-
CD20 antibody in fit patients with relapsed disease.  Options for initial treatment of patients without 
TP53 abnormality who are unfit for FCR include chlorambucil or bendamustine.  Entry of patients into 
trials of chlorambucil or bendamustine in combination with anti-CD20 antibodies is strongly 
encouraged.  Patients relapsing after chlorambucil can be retreated with chlorambucil.  Entry into trials 
that include bendamustine or chlorambucil and an anti-CD20 antibody is strongly recommended. In 
the absence of a suitable trial, bendamustine plus rituximab should be considered for patients who are 
refractory to chlorambucil.  The minority of patients relapsing after chlorambucil who are fit enough to 
receive fludarabine-based therapy should be considered for FCR.  Other options for patients who are 
refractory to chlorambucil and unable to tolerate myelosuppressive therapy include high dose steroids, 
alone or in combination with rituximab, and alemtuzumab.  The guidelines also note that treatment for 
high-risk CLL (which includes those with TP53 mutation and those who relapse within two years of, or 
are refractory to purine-analogue based therapy regardless of biomarker results) should ideally be as 
part of a clinical trial.  Outside of trials, alemtuzumab in combination with pulsed high dose 
glucocorticoid is the treatment of choice.  The subcutaneous route is the preferred method of 
alemtuzumab administration.  As the duration of remission following alemtuzumab-containing 
regimens is relatively short, consolidation with allogeneic transplantation is recommended in suitable 
patients.  Allogeneic stem-cell transplantation should be considered as consolidation therapy for all fit 
patients with high-risk CLL and should ideally be performed in the setting of a secure remission.  For 
patients for whom allogeneic transplantation is not an option, re-treatment with alemtuzumab should 
be considered in those patients who relapse more than 12 months after initial treatment.  Treatment 
options for patients who fail or relapse early after alemtuzumab-based therapy are limited.  Active 
agents include ofatumumab, lenalidomide and high-dose steroids with or without rituximab. Steroids 
given at conventional dose can provide useful short-term disease control and improve CLL-related 
symptoms.  The choice of therapy depends on patient fitness, previous treatment and drug 
availability.7 
 
In 2011 the European Society for Medical Oncology (ESMO) published Chronic lymphocytic 
leukaemia: ESMO clinical practice guidelines for diagnosis, treatment and follow-up. These 
recommend FCR for first-line treatment of advanced active disease in physically fit patients. In 
patients with co-morbidity, chlorambucil is considered as standard therapy, with alternatives being 
dose-reduced purine analogue-based therapies [fludarabine plus cyclophosphamide (FC) or 
pentostatin, cyclophosphamide and rituximab (PCR) or bendamustine].  It is noted that patients with a 
chromosomal defect, 17 deletion or p53mutation, often do not respond to conventional chemotherapy 
with fludarabine or FC. Even after FCR therapy, progression-free survival of these patients is short.  
Therefore, physically fit (and young) patients should be offered an effective initial regimen, of which 
alemtuzumab is currently the most widely explored, followed by an allogeneic stem cell transplantation 
within clinical trials.  For patients with relapsed or refractory disease it is recommended that the first-
line treatment be repeated, if the relapse or progression occurs at least 12 to 24 months after 
monotherapy or 24 to 36 months after chemo-immunotherapy.  If relapse occurs within 12 to 24 
months after monotherapy or 24 to 36 months after chemo-immunotherapy, or if the disease does not 
respond to any first-line therapy, the therapeutic regimen should be changed to one of the following: 
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• Salvage regimen, e.g. alemtuzumab, followed by allogeneic stem cell transplantation in physically fit 
patients. 
• FCR for patients relapsed or refractory to first-line therapy with an alkylating agent. 
• A bendamustine- or alemtuzumab-containing regimen in physically non-fit patients without 17p 
deletion.  In subsequent relapses, an attempt with high-dose ofatumumab or rituximab with high-dose 
steroids can also be made. 
• An alemtuzumab-containing regimen in patients with 17p deletion. 
In order to achieve better efficacy in patients with bulky disease, alemtuzumab may be combined with 
fludarabine or steroids.8 

 

Additional information: comparators 

 
For patients with 17p deletion and/or TP53 mutation unsuitable for chemo-immunotherapy, first-line 
treatment would be alemtuzumab (unlicensed) plus pulsed high dose corticosteroids.  For patients 
with relapsed CLL treatment options include FCR, chlorambucil ± high dose steroids, chlorambucil ± 
rituximab, bendamustine ± rituximab, alemtuzumab (unlicensed) ± high dose steroids, rituximab plus 
high dose steroids, or high dose steroids alone.  As noted previously, the marketing authorisation for 
alemtuzumab (Mabcampath®) for treatment of CLL was withdrawn by the company for commercial 
reasons. It is now available through a patient access programme. 
 

Cost of relevant comparators 

 
Drug Dose Regimen Cost per year (£) 

Idelalisib 150mg orally twice daily 37,792 

Bendamustine 
Rituximab 

100mg/m2 IV daily for 2 days every 28 days 
375mg/m2

 IV cycle 1, 500mg/m2
 cycles 2 to 6 

15,701* 

Fludarabine 
Cyclophosphamide  
Rituximab 

40mg/m2 orally daily for 3-5 days every 28 
days 

250mg/m2
 orally  daily for 3 days every 28 

days 
375mg/m2

 IV cycle 1, 500mg/m2
 cycles 2 to 6 

11,754* 

Rituximab  
Methylprednisolone 

375mg/m2
 IV cycle 1, 500mg/m2

 cycles 2 to 6 
1g/m2 IV daily for 5 days every 28 days 

10,067* 

Chlorambucil  
Rituximab  

10mg/m2
 daily orally for 7days every 28 days 

375mg/m2
 IV cycle 1, 500mg/m2

 cycles 2 to 6 
9,694* 

Bendamustine 100mg/m2 IV daily for 2 days every 28 days 6,620* 

Chlorambucil  
Methylprednisolone 

10mg/m2
 daily orally for 7days every 28 days 

1g/m2 IV daily for 5 days every 28 days 
1,599* 

Methylprednisolone 1g/m2 IV daily for 5 days every 28 days 986* 

Chlorambucil  10mg/m2
 daily orally for 7days every 28 days 613* 

Doses are for general comparison and do not imply therapeutic equivalence. Costs are from eVadis on 3 
November 2014 and MIMS based on a body surface area of 1.8m

2
. * based on one 6-cycle course.  

 

Additional information: budget impact 
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The submitting company estimated there to be 104 patients eligible for treatment with idelalisib in year 
1 rising to 401 in year 5 this is an estimated uptake rate of 10% in year 1 and 14.5% in year 5. 
 
Without the PAS: 
The submitting company estimated that the gross impact on the medicines budget would be £315k in 
year 1 and £968k in year 5. As no other drugs were assumed to be displaced the net medicines 
budget impact is expected to be the same as the gross.  
 
Clinical experts suggest that the uptake may be higher than noted above. 
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This assessment is based on data submitted by the applicant company up to and including 09 January 
2015. 
 
*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on 
guidelines for the release of company data into the public domain during a health technology 
appraisal: http://www.scottishmedicines.org.uk/About_SMC/Policy_Statements/Policy_Statements 
 
Drug 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 drug 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 NHS 
Scotland 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 process of the SMC. 
When SMC accepts a medicine for use in NHS Scotland 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. 
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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. 
 
 


