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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 
NHSScotland. The advice is summarised as follows: 
 

ADVICE: following a full submission  

acalabrutinib (Calquence®) is accepted for restricted use within NHSScotland. 

Indication under review: as monotherapy or in combination with obinutuzumab for the 

treatment of adult patients with previously untreated chronic lymphocytic leukaemia (CLL). 

SMC restriction: as monotherapy for the treatment of adult patients with previously 

untreated CLL without a del(17p) or TP53 mutation and who are ineligible for fludarabine, 

cyclophosphamide and rituximab (FCR) therapy 

Acalabrutinib, compared with chlorambucil-obinutuzumab, significantly improved 

progression-free survival in adults with previously untreated CLL with co-morbidities. 

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

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

based, or a PAS/ list price that is equivalent or lower.  

For SMC advice relating to the use of acalabrutinib as monotherapy for the treatment of 

adult patients with previously untreated CLL who have a del(17p) or TP53 mutation and in 

whom chemo-immunotherapy is unsuitable please refer to SMC2346. 

 

 
 
Chairman  
Scottish Medicines Consortium 

www.scottishmedicines.org.uk 
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Indication 
As monotherapy or in combination with obinutuzumab for the treatment of adult patients 

with previously untreated chronic lymphocytic leukaemia (CLL).1 

Dosing Information 
Acalabrutinib 100mg orally twice daily, with a dose interval of approximately 12 hours. The 

capsules should be swallowed whole with water at approximately the same time each day 

and they should not be chewed, dissolved or opened as this may affect the absorption of the 

medicinal product into the body. Dose adjustments to manage adverse events are specified in 

the summary of product characteristics (SPC). Treatment with acalabrutinib should be 

continued until disease progression or unacceptable toxicity. 

 

Treatment with acalabrutinib should be initiated and supervised by a physician experienced in 

the use of anticancer medicinal products. 

 

Refer to obinutuzumab prescribing information for recommended obinutuzumab dosing 

information.1 

Product availability date 
5 November 2020 

 

Summary of evidence on comparative efficacy 

 

Acalabrutinib inhibits Bruton tyrosine kinase (BTK), which is involved in signalling of the B-cell 

antigen receptor and cytokine receptor pathways. In B-cells, BTK signalling is involved in B-cell 

survival and proliferation, and is required for cellular adhesion, trafficking, and chemotaxis.1 The 

submitting company has requested that SMC considers acalabrutinib when positioned for use as 

monotherapy in previously untreated adults who have CLL without a del(17p) or TP53 mutation 

and who are ineligible for fludarabine, cyclophosphamide and rituximab (FCR) therapy. 

An open-label phase III study (ELEVATE-TN) recruited adults with previously untreated CD20-

positive CLL (diagnosed by International Workshop on CLL [iwCLL] criteria 2008) who were aged at 

least 65 years, or 19-64 years and had a creatinine clearance 30 to 69 mL/minute or a Cumulative 

Illness Rating Scale for Geriatrics (CIRS-geriatrics) score greater than 6. Randomisation was 

stratified by presence of del(17p) (yes versus no), Eastern Cooperative Oncology Group (ECOG) 

performance status score (0 or 1 versus 2) and region (Western Europe and North America versus 

others). Patients were equally randomised to 28-day cycles of chlorambucil 0.5mg/kg orally on Day 

1 and 15 of each cycle plus 6 cycles of obinutuzumab at the licensed dose; acalabrutinib 100mg 

orally twice daily plus 6 cycles of obinutuzumab at the licensed dose, which commenced in the 

second study cycle; or acalabrutinib 100mg orally twice daily. Treatment continued to disease 

progression or unacceptable toxicity. The primary outcome was progression free survival (PFS), 
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defined as the time from randomisation to first progression assessed using iwCLL 2008 criteria by 

an independent review committee (IRC) or death from any cause. This was compared between the 

acalabrutinib-obinutuzumab group and the chlorambucil-obinutuzumab group for the primary 

analysis. A key secondary analysis compared acalabrutinib monotherapy versus chlorambucil-

obinutuzumab. Efficacy analyses were conducted in the intention-to-treat (ITT) population, which 

comprised all randomised patients.2, 3  

At the interim analysis (data cut-off 8 February 2019), median follow-up was 28.3 months. Results 

are detailed in Table 1.2, 3 Overall survival data were immature and cannot be formally tested as a 

preceding outcome in the hierarchy was not significant.  

Table 1: Primary and secondary outcomes of ELEVATE-TN Study (ITT population).2, 3  

 Acalabrutinib-
obinutuzumab 

Acalabrutinib 
monotherapy 

Chlorambucil-
obinutuzumab 

 N=179 N=179 N=177 

Progression-free survival (IRC-assessed, iwCLL 2008 criteria) 

Events  14 26 93 

HR* (95% CI) 0.10 (0.06 to 0.17) 
p<0.001 

0.20 (0.13 to 0.30)* 
p<0.001 

 

Median (months) NE NE 22.6 

PFS at 2 years 93% 87% 47% 

Overall response rate (IRC-assessed, iwCLL 2008 criteria) 

ORR 168 (94%) 153 (86%) 139 (78%) 

Difference* (95% CI) 15% (8.3% to 22%) 
p<0.001 

6.9% (-1.0% to 15%) 
p=0.0763 

 

CR 23 (13%) 1 (0.6%) 8 (4.5%) 

CRi 1 (0.6%) 0 0 

nPR 1 (0.6%) 2 (1.1%) 3 (1.7%) 

PR 143 (80%) 150 (84%) 128 (72%) 

Overall survival  

Deaths  9 11 17 

HR* (95% CI) 0.47 (0.21 to 1.06) 0.60 (0.28 to 1.27)  

Median (months) NE NE NE 

OS at 2 years 95% 95% 92% 
*versus chlorambucil-obinutuzumab; CI = confidence interval; HR = hazard ratio; PFS = progression-free survival; ORR 
= overall response rate (includes CR, CRi, nPR and PR); CR = complete response; CRi = CR with incomplete blood count 
recovery; IRC = independent review committee; iwCLL = International Workshop on CLL; nPR = nodular partial 
response; PR=partial response; OS = overall survival. 

The subgroup analyses most relevant to the positioning within the submission were acalabrutinib 

monotherapy (n=156) versus chlorambucil-obinutuzumab (n=152) in patients without a del(17p) 

or TP53 mutation. In the analysis of PFS, 20 and 77 patients, respectively, had an event and the HR 

(95% confidence interval) was 0.19 (0.11 to 0.31). 2, 4  

It was noted in the submission that health related quality of life (HRQoL) was assessed using the 

Functional Assessment of Cancer Therapy (FACT-Fatigue), European Organisation for Research and 

Treatment of Cancer (EORTC QLQ-C30) and EuroQol-5 dimensions 3-levels (EQ-5D-3L) and there 

were no differences between treatment groups. 

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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Summary of evidence on comparative safety 

 

As acalabrutinib is positioned for use as monotherapy, safety data are provided for this group and 

the control (chlorambucil-obinutuzumab) only. At the data cut-off for the interim analysis (8 

February 2019) median duration of treatment in the acalabrutinib monotherapy and chlorambucil-

obinutuzumab groups was 27.7 and 5.6 months, respectively. Treatment-emergent adverse events 

were reported by 95% (170/179) and 99% (167/169) of patients. Adverse events of at least grade 3 

severity were reported by 50% and 70% of patients, were serious in 32% and 22% of patients, and 

lead to drug discontinuation in 8.9% and 14% of patients, respectively.3, 4  

Adverse events that occurred at a higher rate in the acalabrutinib monotherapy group compared 

with chlorambucil-obinutuzumab included headache (37% versus 12%), diarrhoea (35% versus 

21%), rash (14% versus 4.7%), arthralgia (16% versus 4.7%), dizziness (12% versus 5.9%) and back 

pain (14% versus 8.3%). Infusion-related reactions were only reported in the chlorambucil-

obinutuzumab group (40%). Adverse events of special interest included cardiac events, which 

were reported in the acalabrutinib monotherapy and chlorambucil-obinutuzumab groups by 14% 

and 7.7%, with atrial fibrillation in 3.9% and 0.6% and other cardiac events in 13% and 7.7%, 

respectively. Haematological adverse events were also of special interest and the most common, 

neutropenia, was reported at lower rates in the acalabrutinib monotherapy group compared with 

chlorambucil-obinutuzumab (12% versus 49%). Haemorrhage occurred at higher rates in the 

acalabrutinib group (39% versus 12%, respectively), with contusion the most common, occurring in 

15% and 4.1% of patients. Infections occurred more frequently in the acalabrutinib groups (65% 

versus 44%), with common infections including: upper respiratory tract infection (18% versus 

8.3%), urinary tract infection (12% versus 4.7%) and pneumonia (7.3% and 3.0%).2, 3  

Other data were also assessed but remain confidential.* 

 

Summary of clinical effectiveness issues 

 

The treatment landscape for first-line therapy in CLL is evolving. For patients with CLL that requires 

treatment, the British Society for Haematology (BSH) guideline notes that the main first-line 

treatment option in those who are not fit for chemoimmunotherapy is chlorambucil-

obinutuzumab, with bendamustine-rituximab as an alternative. Chlorambucil monotherapy is an 

option for very frail patients.5 SMC has issued advice that ibrutinib is not recommended for first-

line treatment of CLL in patients without a del(17p) or TP53 mutation. In practice venetoclax-

obinutuzumab may be an alternative, but it is not considered a comparator within this submission 

due to the timing of SMC advice (in December 2020) accepting it for restricted first-line use in CLL 

for (1) patients without a del(17p)/TP53 mutation who are not fit to receive FCR and (2) patients 

with a del(17p)/TP53 mutation.  

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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Acalabrutinib is the second BTK inhibitor (after ibrutinib) licensed for first-line treatment of CLL. It 

may replace other medicines currently used for first-line treatment of CLL in patients without a 

del(17p) or TP53 mutation, as described above. 

In the ELEVATE-TN study, acalabrutinib monotherapy compared with chlorambucil-obinutuzumab 

significantly increased PFS, with a HR of 0.20 in the overall population and 0.19 in the subgroup 

without a del(17p) or TP53 mutation, which is representative of the proposed positioning. These 

results were clinically meaningful. There was a non-significant increase (about 7%) in ORR with 

acalabrutinib monotherapy, compared with chlorambucil-obinutuzumab in the overall study 

population and the subgroup representative of the positioning. Overall survival data are immature 

and confounded by high levels of cross-over from the control arm after disease progression.2  

Patients in the chlorambucil-obinutuzumab group could crossover at disease progression to 

receive acalabrutinib monotherapy until next disease progression or unacceptable toxicity. At the 

interim analysis 82% (45/55) of patients in the chlorambucil-obinutuzumab group who had 

received additional therapy had crossed over to acalabrutinib monotherapy. Robust overall 

survival data may never be achieved due to the crossover issues.2, 3  

The comparison of acalabrutinib monotherapy versus chlorambucil-obinutuzumab in the subgroup 

without a del(17p) or TP53 mutation was most relevant to the proposed positioning within the 

submission. Although this was a subgroup analysis, patients without del(17p) or TP53 mutations 

comprised 86% (462/535) of the study population. Also, pre-specified subgroup analysis of PFS 

were generally consistent with the main analysis in subgroups with and without these mutations, 

as well as in other subgroup analyses defined by age, sex, Rai stage (0-II or III-IV), ECOG 

performance status, bulky disease, presence of other mutations.2, 3 

The study was open-label, however, the primary outcome (PFS) was assessed centrally by a 

blinded IRC. The open-label design may affect subjective outcomes such as safety and quality of 

life. Also, it may have contributed to differences across the groups in the number of randomised 

patients who withdrew from the study before receiving treatment: 0%, 0.6% (1/179) and 4.5% 

(8/177) in the acalabrutinib-obinutuzumab, acalabrutinib monotherapy and chlorambucil-

obinutuzumab groups, respectively. However, additional sensitivity analyses of PFS to account for 

this were provided during the EMA review and were generally consistent with the main analyses. 

Available evidence is from an interim cut-off, where median duration of follow-up was limited to 

28 months. Available data do not fully characterise subsequent treatments post-progression and 

there are no long-term safety data. Also, the study excluded patients with an ECOG performance 

status greater than 2 and those with significant cardiovascular disease (such as uncontrolled or 

symptomatic arrhythmias, congestive heart failure, myocardial infarction); stroke or intracranial 

haemorrhage; bleeding diathesis or receiving anticoagulation.2 This may limit the application of 

clinical efficacy and safety data to these patient groups.  

The study criteria for defining unfit patients (≥65 years or 19-64 years and CIRS-geriatric >6 or 

creatinine clearance <70ml/min) differ from the criteria used within some Scottish regional cancer 

guidelines to define which patients would receive chlorambucil-obinutuzumab, that is, age >70 

years plus CIRS >6 or ECOG >1. Some of the patients in the study, for example those >65 years and 

fit, may be eligible in Scottish practice for other treatments, such as bendamustine-rituximab.  



6 
 

There were no comparative data versus other medicines that may be used in Scottish practice, 

such as bendamustine-rituximab. 

Clinical experts consulted by SMC advise that acalabrutinib in the treatment of CLL is a therapeutic 

advance due to its efficacy and safety profile relative to current treatment. They consider that it 

would be used in practice in circumstances where another BTK inhibitor might be used and that it 

would not be associated with service implications.  

Summary of comparative health economic evidence 

 

The company submitted a cost-utility analysis comparing acalabrutinib monotherapy with 

chlorambucil-obinutuzumab for the treatment of CLL in previously untreated adult patients 

without a del(17p) or TP53 mutation. The analysis adopted a life-time horizon of 30 years.  

The economic analysis incorporated a semi-Markov model approach with three health states: 

progression-free, progressed and dead. The cycle length was 28 days. The model used tunnel 

states to track time spent in the progressed disease state. 

In the analysis, patients received acalabrutinib or chlorambucil-obinutuzumab at the licenced dose 

and treatment duration for this indication. Relative dose adjustments as observed in ELEVATE-TN 

for both medicines were incorporated. An average treatment-free period of 14 cycles upon 

progression as projected for chlorambucil-obinutuzumab in the main study was also applied to 

both arms in the model. 

Efficacy data in the economic model came from various sources. Transition probabilities from the 

“progression-free” to the “progressed” health state for both treatments were based on the 

extrapolated time to progression data from the ITT population in the ELEVATE-TN study which 

included a small proportion of high risk patients. The exponential and the log-normal distributions 

were used in the acalabrutinib and chlorambucil-obinutuzumab arms respectively. Mortality in the 

progression-free state was modelled based on available survival data from ELEVATE-TN but mostly 

on age and sex-adjusted general population all-cause mortality estimates. Modelled second-line 

treatments included venetoclax-rituximab in the acalabrutinib arm and a mixture of ibrutinib and 

venetoclax-rituximab in the chlorambucil-obinutuzumab arm. Therefore, post-progression survival 

in the model was based on extrapolated overall survival data from the MURANO6 and the 

RESONATE7 trials in the acalabrutinib and chlorambucil-obinutuzumab arms respectively. 

Health state-specific utility weights used in the model were 0.783 in the “progression-free” state 

and 0.60 in the “progressed” state. Treatment-specific utility decrements associated with Grade ≥ 

3 adverse events that occurred in at least 1% of patients in ELEVATE-TN were also included. The 

progression-free utility value is the age and sex-adjusted general population utility weight from 

Ara and Brazier (2011).8 The utility weight in the “progressed” health state is also based on the 

published literature9,10 and has been accepted in previous technology appraisals in similar 

indications.11,12EQ-5D data were available from ELEVATE-TN but utility weights derived from the 

data were considered unrealistically high and thus not appropriate for use in the economic model.  
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Aside from medicine acquisition and administration costs, other costs included were those 

associated with treatment-specific adverse events, health-state specific disease management, 

end-of-life care and one-off tumour lysis syndrome prophylaxis costs for treatment with 

venetoclax-rituximab. Resource use in the progression-free state included full blood count tests, 

lactate dehydrogenase tests and haematologist visits. The resource use associated with 

progression further included chest X-ray, bone marrow exams, inpatient visits and full blood 

transfusions.  

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 discount was offered on the list price for acalabrutinib. A PAS is also in place for 

obinutuzumab and for subsequent treatments in the pathway (venetoclax, ibrutinib).  

The results presented do not take account of the PAS for obinutuzumab, venetoclax and ibrutinib 

or the PAS for acalabrutinib 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,venetoclax and ibrutinib due to commercial confidentiality and 

competition law issues. As such, results are presented below using list prices for all medicines.  

The incremental cost-effectiveness ratio (ICER) at list price was 98,774 £/QALY. 

The most substantial ICER increases from the presented scenarios in table 2 below were associated 

with assumptions around long-term time to progression for chlormabucil-obinutuzumab, modelling 

of pre- and post-progression survival benefit for acalabrutinib and utility weight associated with 

progression of disease. The company declined to provide scenarios 3, 6 and 8, but these scenarios 

will most likely lead to an increase in the ICER. 

Table 2: Scenario analyses results (list price for all medicines)  

No Scenario Base case  ICER 
(£/QALY) 

 Base case  98,774 

1 Using the generalised gamma 
(best statistical and visual fit) 
distribution for comparator 
transitions from the “progression-
free” to the “progressed” and 
“dead” health states 

Using the log-normal distribution for 
comparator transitions from the 
“progression-free” to the 
“progressed” and “dead” health 
states 

122,827 

2 Using the Gompertz distribution 
for acalabrutinib transitions from 
the “progression-free” to the 
“progressed” and “dead” health 
states (most conservative) 

Using the exponential distribution 
for acalabrutinib transitions from the 
“progression-free” to the 
“progressed” and “dead” health 
states 

57,155 

3 Assuming no survival benefit for 
acalabrutinib 

Survival benefit derived from 
ELEVATE-TN and MURANO 

Not 
provided 

4 Assuming 50% reduction in OS 
benefit of acalabrutinib  

Survival benefit derived from 
ELEVATE-TN and MURANO 

122,217 
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5 Using OS data from RESONATE for 
transitions from “progressed” to 
“dead” in both arms 

Using unadjusted OS data from 
MURANO in the acalabrutinib arm 
and RESONATE in the comparator 
arm for transitions from 
“progressed” to “dead” 

107,557 

6 Adjustment to account for the 
quality of life improvement 
associated with long second 
progression-free survival due to 
currently available treatments  

Using utility weight for progressed 
disease of 0.60 from published 
literature  

Not 
provided 

7 Using a utility weight for 
“progressed” disease” of 0.680 
(upper limit of an assumed 
confidence limit for base case 
utility value) 

Using utility weight for progressed 
disease of 0.60 from published 
literature 

117,986 

8 60:40 split for ibrutinib and 
venetoclax-rituximab as 
subsequent treatments following 
chlorambucil-obinutuzumab as 
assumed in previous recent HTA12 

Base case split for ibrutinib and 
venetoclax-rituximab as subsequent 
treatment following chlorambucil-
obinutuzumab (% values are 
commercial in confidence) 

123,494 

9 Combined scenarios 1,4 and 7 - 203,214 

Abbreviations: ICER, incremental cost-effectiveness ratio, OS, overall survival; HTA, health technology appraisal; 

Key limitations with the analysis were: 

 There are uncertainties around the long-term effectiveness of both acalabrutinib and 

chlorambucil-obinutuzumab in the economic model. The time to progression in both arms 

is modelled independently due to the data showing different patterns (non-proportional 

hazards). The long-term effectiveness of acalabrutinib is based on the available trial data 

but also on the expectation of clinical experts consulted by the company that 

acalabrutinib will perform at least as well as ibrutinib in first-line CLL. Additionally, the 

slow initial progression rate which is the trend observed in ELEVATE-TN for acalabrutinib 

is assumed to continue indefinitely (exponential distribution). In contrast, the median 

time to progression in the comparator arm reflects the findings in ELEVATE-TN for the 

observed trial period (median PFS of 22.6 months). There are data from other clinical 

trials (CLL1113 and CLL1414) with longer follow-up evaluating chlorambucil-obinutuzumab 

which suggest the median PFS might be longer. However, it should be noted that due to 

differences in trial designs, studies’ findings cannot be compared directly. Nevertheless, 

the company’s base case model selection potentially underestimates the efficacy of 

chlorambucil-obinutuzumab. Using the distribution with best statistical and visual fit to 

the Kaplan-Meier data from ELEVATE-TN (generalized gamma) leads to an increase in the 

ICER (Scenario 1). Assuming a higher progression rate for acalabrutinib leads to a 

reduction in the ICER (Scenario 2) due to shorter duration of treatment compared to base 

case and a quicker transition to a substantially cheaper subsequent treatment compared 

to those assumed in the comparator arm. 
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 There are uncertainties around the survival benefit of acalabrutinib. Data from the main 

clinical study are immature, confounded by cross-over and there is no evidence for OS 

benefit associated with acalabrutinib at present. A scenario analysis assuming no survival 

benefit for acalabrutinib had been requested prior to the New Drugs Committee (NDC) 

meeting (Scenario 3) but the company declined to provide it, instead, presenting a 

scenario assuming a 50% reduction in OS which leads to an increase in the ICER (Scenario 

4). NDC felt it would have been helpful to have a conservative scenario with no survival 

benefit.  

 Post-progression mortality in the model was based on unadjusted overall survival data 

taken directly from the relevant clinical trials (MURANO for venetoclax-rituximab in the 

acalabrutinib arm and RESONATE for ibrutinib in the chlorambucil-obinutuzumab arm) 

which suggested a survival benefit for venetoclax-rituximab. This approach translated into 

a post-progression benefit for acalabrutinib which might not exist as previous indirect 

comparisons of venetoclax- rituximab and ibrutinib in second line CLL show a high degree 

of uncertainty.15 Assuming equal post-progression survival in both arms leads to an 

increase in the ICER (Scenario 5).  

 There are uncertainties around the appropriateness of the utility weight used in the 

“progressed” health state. The source is outdated and the utility value was based on 

“general indication of plausible utility values for CLL” rather than standard elicitation 

methods. The model structure does not allow for modelling second progression and the 

utility value used in the model may not reflect the quality of life associated with long 

second progression-free survival due to better and more effective currently available 

treatments like ibrutinib and venetoclax-rituximab. At the same time, the cost of ibrutinib 

(treatment until progression) in the chlorambucil-obinutuzumab arm is substantially 

higher than the cost of treatment with venetoclax-rituximab (fixed treatment duration of 

24 months) in the acalabrutinib arm. Therefore, accounting for the costs but not the 

benefits associated with subsequent treatments in the company’s model can potentially 

create a bias against the comparator. Scenario analysis attempting any adjustments was 

not provided (Scenario 6). However, the company provided a scenario analysis using the 

upper end of the assumed confidence interval for the utility value – 0.68, which lead to an 

increase in the ICER as expected (Scenario 7). However, uncertainty still remains. 

 There are uncertainties in the modeling of subsequent treatments in the chlorambucil-

obinutuzumab arm. The company’s assumed split between venetoclax-rituximab and 

ibrutinib is based on clinical expert opinion and recent UK prescription data. However, the 

cost of subsequent treatments in the comparator arm is a major driver of cost-

effectiveness and any decrease of the use of ibrutinib following chlorambucil-

obinutuzumab will lead to an increase in the ICER. A recent technology appraisal12 in the 

same indication and accepted by SMC assumed a 50:50 split based on clinical expert 

opinion. The NDC noted that such scenario analysis would be useful in addressing the 

uncertainty. At clarification stage, the assessment team requested this analysis but it was 

not provided by the company but as an alternative, the company did provide analysis 

assuming a 60:40 split (scenario 8). 
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Despite these limitations, the economic case has been demonstrated.  

Other data were also assessed but remain confidential.* 

 

Summary of patient and carer involvement 

 

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

 We received a patient group submission from Leukaemia Care and a joint patient group 

submission from CLL Support and Lymphoma Action, which are all registered charities.  

 Leukaemia Care has received 14.3% pharmaceutical company funding in the past two 

years, with none from the submitting company. CLL Support has received 58.8% 

pharmaceutical company funding in the past two years, with none from the submitting 

company. Lymphoma Action has received 12.7% pharmaceutical company funding in the 

past two years, including from the submitting company.  

 CLL is a complex and heterogeneous disease that is most common in older adults. The 

psychological and physical impact of a CLL diagnosis can greatly affect quality of life. 

Infection risk has a particular impact upon this.  

 Access to multiple treatment options is important for people with CLL, who often have 

many comorbidities which may exclude some treatments. Many also experience severe 

side effects that can negatively impact their quality of life.  

 For those needing to start their first treatment, acalabrutinib provides an option with the 

potential to manage symptoms and offer a tolerable side effects profile. Those who have 

received the medicine report overwhelmingly positive experiences, with improved quality 

of life.  

 The oral treatment is easily administered with limited hospital time and would provide a 

valued alternative to other treatments.  

Additional information: guidelines and protocols 

 

In 2018, the BSH published a ‘Guideline on the treatment of chronic lymphocytic leukaemia’. This 

recommends FCR as initial therapy for previously untreated fit patients without TP53 and 

bendamustine-rituximab as an acceptable alternative for fit patients in whom FCR is contra-

indicated due to specific comorbid conditions, more advanced age, concerns with marrow capacity 

or patient preference. In less fit patients chlorambucil-obinutuzumab is recommended and 

bendamustine-rituximab might be considered as an alternative. Also, ibrutinib is an acceptable 

treatment option. Chlorambucil in combination with rituximab is not routinely recommended. In 

extremely frail patients single agent chlorambucil may be used in those who are intolerant of anti-

CD20 antibodies or when intravenous therapy is considered unsuitable, corticosteroid 

monotherapy can be considered, but rituximab monotherapy is not recommended. In patients 
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with TP53 mutation, ibrutinib is the treatment of choice. Idelalisib-rituximab is a suitable 

alternative for patients for whom ibrutinib is deemed inappropriate.5 

In 2020, the European Society of Medical Oncology (ESMO) published a ‘Chronic lymphocytic 

leukaemia: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-up’. For patients 

with Binet stage A and B with active disease or Binet stage C, this recommends FCR or ibrutinib as 

the standard first-line therapies for fit patients without del(17p) or TP53 mutations, with 

bendamustine-rituximab an option for fit elderly patients. In unfit patients without del(17p) or 

TP53 mutations, the guideline recommends venetoclax-obinutuzumab; ibrutinib or acalabrutinib; 

or chlorambucil-obinutuzumab.16  

Additional information: comparators 

 

In patients with CLL who do not have a del(17p) or TP53 mutation and who are not fit to receive 
FCR, comparators include chlorambucil-obinutuzumab and bendamustine-rituximab. 
 

Additional information: list price of medicine under review 

 

Medicine Dose Regimen Cost per year (£) 

Acalabrutinib 100mg orally twice daily  61,382 

Costs from eVadis/MIMS online/BNF online/eMC Dictionary of Medicines and Devices Browser on 

[date]. Costs do not take patient access schemes into consideration. 

 

Additional information: budget impact 

 

The submitting company estimated there would be 30 patients eligible for treatment with 

acalabrutinib in years 1 and 5 to which confidential estimates of treatment uptake were applied.  

 

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. This template does not incorporate any PAS discounts 

associated with comparator medicines or PAS associated with medicines used in a combination 

regimen. 

 

Other data were also assessed but remain confidential.* 
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This assessment is based on data submitted by the applicant company up to and including  

16 April 2021. 

*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 

 

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 

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.  

http://www.scottishmedicines.org.uk/About_SMC/Policy

