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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 

tofacitinib (Xeljanz®) is accepted for restricted use within NHSScotland. 

Indication under review: in combination with methotrexate for the treatment of active 

psoriatic arthritis in adult patients who have had an inadequate response or who have been 

intolerant to a prior disease-modifying antirheumatic drug (DMARD) therapy. 

SMC restriction: for use in patients with psoriatic arthritis whose disease has not responded 

adequately to at least two conventional DMARDs, given either alone or in combination. 

Two phase III studies demonstrated superiority of tofacitinib when compared with placebo 

in reducing signs and symptoms of psoriatic arthritis in patients who had not previously 

received a TNF inhibitor medication and in those with an inadequate response or intolerance 

to tumour necrosis factor inhibitors. 

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that 

improves the cost-effectiveness of tofacitinib. This advice is contingent upon the continuing 

availability of the PAS in NHS Scotland or a list price that is equivalent or lower. 
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Indication 
Tofacitinib in combination with methotrexate is indicated for the treatment of active psoriatic 

arthritis in adult patients who have had an inadequate response or who have been intolerant 

to a prior disease-modifying antirheumatic drug (DMARD) therapy.1 

 

Dosing Information 
The recommended dose is 5mg orally twice daily. 
 
Tofacitinib is given with or without food.  
 
Treatment should be interrupted if a patient develops a serious infection until the infection is 
controlled. 
 
Treatment should be initiated and supervised by specialist physicians experienced in the 
diagnosis and treatment of psoriatic arthritis.1 
 

Product availability date 
12 July 2018 

 

Summary of evidence on comparative efficacy 

 

Tofacitinib is a selective reversible inhibitor of the Janus Kinase (JAK) family and preferentially 

inhibits cytokines which use JAK1 and/or JAK3 to signal. Through this mechanism tofacitinib is 

thought to reduce the inflammatory process involved in the pathogenesis of psoriatic arthritis.1, 2 

 

The submitting company has requested that SMC considers tofacitinib when positioned for use in 

three distinct patient groups: in patients with psoriatic arthritis whose disease has not responded 

adequately to at least two conventional DMARDs (TNF inhibitor naïve), in patients whose disease 

has not responded adequately to conventional DMARDs and one or more tumour necrosis factor 

(TNF) inhibitors (TNF inhibitor experienced), and in patients in whom TNF inhibitors are 

contraindicated or not tolerated. Tofacitinib has previously been reviewed by SMC and accepted 

for restricted use for the treatment of rheumatoid arthritis. 

 

The evidence for the efficacy and safety of tofacitinib in patients with psoriatic arthritis comes 

from the Oral Psoriatic Arthritis Trial (OPAL) Broaden and Beyond studies. Both were randomised, 

double-blind, placebo-controlled, phase III studies. OPAL Broaden also included an active 

treatment, adalimumab.2-4 OPAL Broaden, a 12 months study and OPAL Beyond, a 6 month study, 

enrolled adults who: had a diagnosis of psoriatic arthritis, as per the Classification Criteria for 

Psoriatic Arthritis (CASPAR),5 for at least 6 months; had active arthritis (at least three tender or 

painful joints and three swollen joints) and active plaque psoriasis at baseline; had an inadequate 

response to at least one conventional DMARD and were TNF inhibitor naïve (OPAL Broaden) or 
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had an inadequate response or was unable to tolerate at least one TNF inhibitor (OPAL Beyond). 

Patients receiving treatment with oral corticosteroids were required to have been on a stable dose 

≤10mg/day of prednisone or equivalent for 4 weeks prior to the study. Parenteral corticosteroids 

were required to be stopped 4 weeks prior to the study and patients receiving non-steroidal anti-

inflammatory drugs (NSAIDs) could enroll in the study if the dose had been stable for 1 week prior 

to enrollment.2-4 

In OPAL Broaden, patients were randomised equally to tofacitinib 5mg orally twice daily, 

tofacitinib 10mg orally twice daily, adalimumab 40mg subcutaneously (SC) once every 2 weeks, or 

placebo.2, 3 In OPAL Beyond, patients were randomised equally to tofacitinib 5mg orally twice 

daily, tofacitinib 10mg orally twice daily, or placebo. In both studies, after month 3, patients 

randomised to placebo were switched to treatment with either tofacitinib 5mg or 10mg twice 

daily. Tofacitinib 10mg has not been licensed for this indication and will not be discussed further.2, 

4 Both studies required patients to be treated with a stable dose of a single conventional DMARD 

such as methotrexate (maximum 20mg weekly), sulfasalazine (maximum 3g/day), or leflunomide 

(maximum 20mg/day). 2-4 

 

For both studies, the co-primary end points, assessed at month 3, were the proportion of patients 

achieving at least 20% improvement on American College of Rheumatology criteria (ACR20 

response) and the change from baseline in the Health Assessment Questionnaire–Disability Index 

(HAQ-DI) score.2-4, 6 Efficacy analyses were conducted in the full analysis set, which included 

randomised patients who had received at least one dose of study medicine.3, 4 

 

The primary analyses of the OPAL Broaden and OPAL Beyond studies found tofacitinib 5mg twice 

daily was superior to placebo for the co-primary outcomes. The results are described in Table 1. 

 

Table 1. Primary analyses of co-primary outcomes; ACR20 response rate and HAQ-DI score 
change from baseline at month 3 of the full analysis set of the OPAL Broaden and OPAL Beyond 
studies.2 

 ACR20 HAQ-DI 

Response 

rate 

Estimated 

treatment 

differenceA 

(95% CI) 

Mean 

baseline 

score 

LS mean 

change 

Estimated 

treatment 

difference A 

(95% CI) 

OPAL Broaden (TNF inhibitor naïve patients) 

Tofacitinib 

5mg oral 

(n=107) 

50% 17% (4.1 to 30) 

p=0.01 

1.16 -0.35 -0.17 (-0.29 

to -0.05) 

p=0.006 

Adalimumab 

40mg SC 

(n=106) 

52% 19% (5.5 to 32) 

p=0.006 

1.10 -0.38 -0.20 (-0.32 

to -0.08) 

p=0.001 

Placebo 

(n=105B) 

33% - 1.11 -0.18 - 
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OPAL Beyond (TNF inhibitor experienced patients) 

Tofacitinib 

5mg oral 

(n=131) 

50% 26% (15 to 37) 

p<0.001 

1.26 -0.39 -0.25 (-0.38 

to -0.13) 

p<0.001 

Placebo 

(n=131) 

24% - 1.25 -0.14  

ACR 20=American College of Rheumatology response criteria ≥20%, 95% CI=95% confidence interval, HAQ-

DI=Health Assessment Questionnaire-Disability Index, LS mean=least squares mean, TNF inhibitor=tumour 

necrosis factor inhibitor. 
Aversus placebo, Bn=104 for HAQ-DI as one patient in the placebo group did not have a post-baseline 

assessment. 

 

A hierarchical statistical testing strategy was applied for both studies with no testing of outcomes 
after the first non-significant outcome in the hierarchical sequence. The results reported for these 
outcomes are descriptive only. Key secondary outcomes are described in table 2. 
 

Table 2. Some of the key secondary outcomes of the OPAL Broaden and OPAL Beyond studies at 
month 3.2-4 

 OPAL Broaden2, 3 

(TNF inhibitor naïve patients) 

OPAL Beyond2, 4 

(TNF inhibitor experienced 

patients) 

 Tofacitinib 

5mg (n=107) 

Adalimumab 

40mg (n=106) 

Placebo 

(n=105) 

Tofacitinib 

5mg (n=131) 

Placebo 

(n=131) 

HAQ-DI 

response 

rateA at 3 

months 

53% (51/96) 

 

53% (51/96) 

 

31% (29/94) 

 

50% 

 

28% 

PASI 75 

response at 3 

months 

43% (35/82)B 39% (30/77)B 15% (12/82) 21% (17/80) 14% (12/86) 

 

ACR50 

response 

28%B 33%B 10% 30%B 15% 

ACR70 

response 

17%B 19%B 5% 17% 10% 

Minimal 

disease 

activity 

26% 25% 7% 23% 15% 

HAQ-DI=Health Assessment Questionnaire-disease index, PASI75=Psoriasis Area and Severity Index 75% 

decrease from baseline, ACR=American College of Rheumatology, TNF inhibitor=tumour necrosis factor 

inhibitor. AHAQ-DI response rate = decrease in HAQ-DI from baseline of ≥0.35, estimated as the minimum 

clinically important difference in patients with Psoriatic Arthritis, Bthe result was statistically significant at a 

p value ≤0.05 versus placebo.  

 

In OPAL Broaden, the HAQ-DI scores, PASI75 response, ACR50 response and ACR70 response in 

the tofacitinib 5mg and adalimumab groups improved at month 6 and month 12 assessments 
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compared with month 3.2, 3 A similar trend was reported at month 6 of the OPAL Beyond study for 

the tofacitinib 5mg group.4 However, no group remained on placebo at month 6 or month 12 in 

either study, which limits the application of these results. 

 
In OPAL Broaden, at month 3 there was no statistically significant difference between tofacitinib 

5mg and placebo for the change from baseline in Leeds Enthesitis Index (LEI) score and tofacitinib 

had a numerical advantage over placebo for change from baseline in the Dactylitis Severity Score 

outcome. Psoriatic Arthritis Response Criteria (PsARC) which is a commonly used tool in clinical 

practice for evaluating response of psoriatic arthritis to treatment was a secondary outcome. At 

month 3, the PsARC response rates in the tofacitinib 5mg, adalimumab 40mg and placebo groups 

were 51%, 61% and 45% respectively.2 The modified total Sharp score for psoriatic arthritis was 

recorded at baseline and month 12 to assess radiographs of patient’s hands and feet. The 

proportions of patients across the study groups classed with non-progression ranged from 91% to 

98%. As no group remained on placebo beyond month three the relative effect to placebo cannot 

be determined.3 

 

In OPAL Beyond, changes from baseline in LEI score and Dactylitis Severity Score were not formally 

tested but a numerical advantage for tofacitinib 5mg over placebo was reported for both 

outcomes.4 At month 3, the PsARC response rates in the tofacitinib 5mg and placebo groups, were 

59%, and 29% respectively. The response was maintained up to month 6.2 

 

The Short Form 36v2-physical functioning domain and Functional Assessment of Chronic Illness 

Therapy-Fatigue scale (FACIT-F) questionnaires were used to collect data on patient reported 

outcomes. These outcomes were not formally tested in either study but numerical advantages 

were reported for tofacitinib 5mg over placebo for each outcome in each study.2-4 

 

OPAL-Balance is an ongoing open-label extension study which recruited patients who had been 

enrolled in OPAL Broaden or OPAL Beyond. An interim analysis of a pooled group of patients 

treated with both tofacitinib 5mg and 10mg doses reported that efficacy was sustained for up to 

24 months across the key outcomes; ACR20, ACR50, ACR70 response, mean change in HAQ-DI and 

PASI75 response.7 

 

Summary of evidence on comparative safety 

 

Tofacitinib use in psoriatic arthritis is associated with a similar safety profile (both types of adverse 

events and incidence of adverse events) to that seen in the rheumatoid arthritis population, and 

no new safety concerns have emerged from the OPAL study programme.2 In both the OPAL 

Broaden and OPAL Beyond studies all study medicines were taken in addition to conventional 

DMARDs. 

 

A pooled analysis of the OPAL Broaden and OPAL Beyond studies was performed using data from 

the 3 month period of double-blind treatment with study medicine. Treatment emergent adverse 

events were reported in the tofacitinib 5mg (n=238), adalimumab 40mg (n=106) and placebo 
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(n=236) groups at the following rates; 48%, 46% and 40% respectively. In the same groups, severe 

AEs were reported by 1.7%, 1.9% and 2.5%, nasopharyngitis by 5.9%, 4.7% and 2.5%, upper 

respiratory tract infection by 5.0%, 2.8% and 4.7%, headache by 3.8%, 4.7% and 4.7%, diarrhoea 

by 3.4%, 0.9% and 0.4%, nausea by 2.5%, 3.8% and 3.0%, and bronchitis by 2.5%, 0% and 0%.2  

 

Tofacitinib is associated with decreases in neutrophil and lymphocyte counts and this has been 

associated with an increased risk of developing serious infections and opportunistic infections 

including herpes zoster infection. There is additional post-authorisation pharmacovigilance to 

monitor the potential risk of malignancy.1, 2 

 

Summary of clinical effectiveness issues 

 

Psoriatic arthritis usually follows a flaring and remitting course and can cause joint erosion 

resulting in disability.2 NSAIDs are used to treat mild disease and intra-articular steroids may be 

used when only a few joints are affected. DMARDs such as methotrexate, leflunomide and 

sulfasalazine are recommended for more extensive or severe disease. Biologic DMARDs such as 

TNF inhibitors; adalimumab, etanercept, infliximab, golimumab, certolizumab pegol; are 

recommended for use in patients with psoriatic arthritis in NHSScotland following inadequate 

response with at least two prior conventional DMARD therapies, either individually or in 

combination.8, 9 This also applies for the biologic DMARD interleukin (IL)-17a inhibitor 

secukinumab, and the targeted synthetic DMARD, phosphodiesterase-4 inhibitor apremilast. 

Ustekinumab a biologic DMARD (IL-12/IL-23 inhibitor), has been accepted by SMC for use in 

psoriatic arthritis patients who had an inadequate response to, or are unsuitable for, treatment 

with a TNF inhibitor. In practice, if the first biologic DMARD fails another biologic DMARD may be 

used from the same or from a different class and targeted synthetic DMARDs (apremilast) may be 

used if biologic DMARDs are considered inappropriate. Tofacitinib is the first JAK inhibitor licensed 

to treat psoriatic arthritis. 

 

The submitting company has requested that SMC considers tofacitinib when positioned for use in 

patients with psoriatic arthritis whose disease has not responded adequately to at least two 

conventional DMARDs (TNF inhibitor naïve), whose disease has not responded adequately to 

conventional DMARDs and one or more TNF inhibitor (TNF inhibitor experienced), and for patients 

in whom TNF inhibitors are contraindicated or not tolerated. 

 

The OPAL Broaden (TNF inhibitor -naïve population) and OPAL Beyond (TNF inhibitor experienced 

population) studies met their co-primary endpoints. The differences in treatment effect between 

tofacitinib 5mg twice daily and placebo for the co-primary outcomes of ACR20 response and HAQ-

DI score change from baseline at three months favoured treatment with tofacitinib, were 

statistically significant and were considered to be clinically relevant.2-4 

 

Higher than expected placebo response rates were observed in the OPAL Broaden and OPAL 

Beyond studies for ACR20 response and HAQ-DI response. The studies may not have been 

sufficiently powered to detect the full extent of the difference between tofacitinib and placebo for 
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these outcomes. High placebo ACR20 response rates have also been seen in other studies 

conducted in patients with psoriatic arthritis.3 10 In the OPAL Broaden study similar ACR20 and 

PASI75 responses were reported in the tofacitinib 5mg and adalimumab groups. The study was not 

designed nor powered for comparisons of tofacitinib with adalimumab.3 The ACR20 response is 

recommended by the European Medicines Agency (EMA) for studies conducted in this disease 

area, though patients achieving a response may still report up to 80% of baseline disease. The 

PsARC tool was specifically designed for evaluation of psoriatic arthritis and is commonly used in 

clinical practice to evaluate patient response to treatment.8, 11 

 

Only a subgroup (30% to 41%)2 of patients in the OPAL Broaden study (TNF inhibitor naïve 

population) had been previously treated with two or more conventional DMARDs, meaning the 

majority of patients in the study may not represent the clinically relevant Scottish population.2 Ten 

percent more patients were receiving treatment with oral corticosteroids at baseline in the 

tofacitinib 5mg group than in the placebo group (27% versus 17%) and almost 70% of patients in 

the study were recruited from study centres in Eastern Europe and Russia.2 

 

In OPAL Beyond (TNF inhibitor experienced population) there was no significant difference 

between tofacitinib 5mg and placebo for PASI75 response. In regards to ACR70 response and 

minimal disease activity outcomes the benefit of tofacitinib 5mg over placebo is uncertain and 

considered to possibly be related to the treatment resistant history of the patient population.2 

 

Both studies were considered to be too short to assess benefits related to structural progression 

of disease and neither provided evidence of longer term efficacy, however patients could go on to 

enrol in the open-label extension study.2 Conventional DMARDs (such as methotrexate, 

sulfasalazine, and leflunomide) were used in combination with the study medicines. A pooled 

analysis of OPAL Broaden and OPAL Beyond reported similar efficacy outcomes across the 

subgroups treated with concomitant methotrexate, sulfasalazine and leflunomide. The EMA 

suggests that the groups of patients treated with sulfasalazine and leflunomide were too small to 

make robust conclusions on their safety and efficacy in combination with tofacitinib.  

 

The majority of patients recruited to the studies had the psoriatic arthritis phenotype with 

polyarticular peripheral joint involvement with or without axial disease, which is the pattern of 

disease most frequently encountered in clinical practice.2 The applicability of the studies’ results 

to patients with more severe skin manifestations and more severe enthesitis than those enrolled 

in the study is uncertain.2 

 

The proportion of patients that had a contra-indication or previous intolerance to a TNF inhibitor 

in the OPAL Beyond study is unclear. This population represents part of the proposed positioning. 

 

In the absence of direct evidence comparing tofacitinib 5mg with the most relevant comparators 

in the biologic-naïve and biologic-experienced populations, the submitting company presented 

Bayesian network meta-analyses (NMAs), comparing effects, where data available, on PsARC, 

ACR20/50/70, PASI50/75/90 and HAQ-DI change from baseline in patients with a PsARC response. 

The comparators in the biologic-naïve networks included; adalimumab, certolizumab pegol, 
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etanercept, golimumab, infliximab, apremilast, ustekinumab and secukinumab using data from 16 

studies. The comparators in the biologic-experienced networks included secukinumab, 

ustekinumab and abatacept using data from five studies.  

 

In the biologic-naïve subpopulation, for the PsARC outcome tofacitinib 5mg was statistically 

inferior to etanercept, infliximab, secukinumab 150mg and certolizumab pegol, and had a median 

rank of 10 out of 11 active treatments (with position one indicating the treatment most likely to be 

effective and position 11 the treatment least likely to be effective), as well as the second lowest 

surface under the cumulative ranking curve (SUCRA) score of the active treatments in the network 

(second lowest likelihood to be the most effective treatment). For PASI response there was no 

statistical difference between tofacitinib 5mg and any of the active comparators and placebo 

although there is uncertainty over comparisons with apremilast, etanercept and certolizumab as 

credible intervals were very wide. Tofacitinib 5mg had a median rank of 10 out of 13 active 

treatments and the third lowest SUCRA score. For ACR20/50/70 and HAQ-DI change from baseline 

in PsARC responders there was no statistically significant difference between tofacitinib 5mg and 

any of the comparators although median rankings and SUCRA scores indicated that most 

comparator treatments were more likely to be effective than tofacitinib 5mg. In the biologic-

experienced subpopulation, tofacitinib 5mg was similar to ustekinumab for PsARC, was statistically 

significantly inferior to ustekinumab and was similar to secukinumab for PASI50/75/90 responses. 

Similar effects were recorded for the comparison of tofacitinib 5mg with comparators for 

ACR20/50/70 responses and change from baseline in HAQ-DI score in PsARC responders. 

 

There was heterogeneity across the studies included in the networks for each subpopulation. This 

included differences in baseline characteristics such as severity of disease, study methodology, 

time points at which outcomes were analysed and year of study (ranged from 2000 to 2017). 

There was considerable variation in placebo response rates across the studies, with more recent 

studies reporting higher placebo response rates than older studies. For example, in the biologic-

naïve population the placebo response rates for ACR20 ranged from 9% to 33% and for PsARC 

placebo response ranged from 21% to 45%. The company utilised placebo-adjusted models in an 

effort to account for this and the PsARC outcome in the biologic-naïve subpopulation was the only 

base case to use a placebo adjusted model. A lack of published data in the biologic-naïve and 

biologic-experienced subpopulations for some outcomes for some comparators resulted in the use 

of mixed population data in networks for each subpopulation. Also the company was unable to 

compare populations with inadequate response to two conventional DMARDs, as in the 

company’s positioning, due to a lack of published data. For most comparators, data were only 

available from one study for each network and no analyses of adverse events were provided; the 

submitting company suggested meaningful comparisons of treatments was not possible. 

 

Tofacitinib provides a fixed-dose oral option for the treatment of psoriatic arthritis. Clinical experts 

consulted by SMC considered tofacitinib to be a therapeutic advancement for the treatment of 

psoriatic arthritis as it has an alternative mechanism of action to existing options. 
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Summary of comparative health economic evidence 

 

The company submitted a cost- utility analysis comparing tofacitinib in combination with 

methotrexate to a number of comparators including adalimumab, certolizumab pegol, etanercept, 

golimumab, infliximab, secukinumab, ustekinumab and apremilast for the treatment of psoriatic 

arthritis in adult patients who have had an inadequate response or who have been intolerant to a 

prior DMARD therapy. Results were presented for the following three subpopulations, in line with 

the company’s proposed positioning; 

 Subpopulation 1: For people whose disease has not responded adequately to at least two 

conventional DMARDs 

 Subpopulation 2: For people whose disease has not responded adequately to conventional 

DMARDs and one or more TNF inhibitor 

 Subpopulation 3: For people in whom TNF inhibitors are contraindicated or not tolerated. 

 

A lifetime (40 year) Markov model was submitted. In the analysis treatments were compared as 

part of a sequence, that is patients that do not respond to active treatment go on to receive 

second and third treatment options. The proportion of patients remaining on treatment within the 

model was dependent on PsARC response, which was assessed at 3 months. Patients who 

achieved a response were assumed to continue on treatment until lack of efficacy or adverse 

events. Non- responders were assumed to receive the next treatment in the sequence. The 

impacts of each treatment on psoriasis and arthritis were modelled via changes in PASI and HAQ-

DI scores. For PsARC responders, HAQ-DI change from baseline was maintained after 3 months, 

while PASI scores were assumed not to increase while patients remain on treatment. The model 

calculates costs and quality adjusted life years (QALYs) based on HAQ-DI and PASI scores.  

 

The clinical data used in the economic analysis were taken from NMAs which included non-

significant differences for several outcomes, as noted in the clinical effectiveness section. 

Probability of PsARC response was a key clinical parameter within the model.  

 

Medicine acquisition costs were included in the analysis and all treatments were assumed to be 

taken in combination with methotrexate. Costs associated with administration and monitoring 

were also included. For secukinumab, the dose used for subpopulation 2 was 300mg, whilst the 

dose for subpopulation 1 and 3 was 188mg, based on a weighted average of the 150mg and 

300mg doses which assumed 25% had moderate to severe psoriasis (and received the 300mg 

dose). The cost associated with adverse events were not included in the analysis.  

 

EQ-5D utility values were estimated from HAQ-DI and PASI scores using a published mapping 

equation. This resulted in different utilities according to patients’ HAQ-DI and PASI scores. Patients 

with low HAQ-DI and PASI scores were associated with a higher utility value. The company 

provided a scenario analysis which estimated utility values using EQ-5D data from the pivotal 

studies and a de novo mapping algorithm.  
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A patient access scheme (PAS) was submitted for tofacitinib and was assessed as acceptable for 

implementation by the Patient Access Scheme Assessment Group (PASAG). PAS discounts are in 

place for secukinumab and certolizumab pegol and these were included in the results used for 

decision-making by the New Drugs Committee (NDC) by using estimates of the comparator PAS 

prices.  

 

Table 3: Base case results for subpopulation 1 (with PAS for tofacitinib) 

 

 BSC=best supportive care, PAS= patient access scheme, SW= south west quadrant ICER 

 

Table 4: Base case results for subpopulation 2 (with PAS for tofacitinib) 

Treatment Incremental cost Incremental QALYS Tofacitinib ICER 

BSC £11,817 

 

1.27 £9,319 

 

ustekinumab -£14,860 

 

-0.12 SW £124,754 

 

BSC=best supportive care, PAS= patient access scheme, SW= south west quadrant ICER 

 

Table 5: Base case results for subpopulation 3 (with PAS for tofacitinib) 

Treatment Incremental cost Incremental QALYs Tofacitinib ICER 

BSC £9,980 

 

1.23 £8,084 

 

ustekinumab -£16,363 

 

-0.14 SW £116,804 

 

BSC=best supportive care, PAS= patient access scheme, SW= south west quadrant ICER 

 

The results presented do not detail the comparisons versus secukinumab and certolizumab in 
subpopulation 1 or versus secukinumab in subpopulations 2 and 3 as there are PAS in place for 
these comparator medicines.  SMC is unable to present the results provided by the company 

Treatment Incremental costs Incremental 

QALYs 

Tofacitinib incremental cost-

effectiveness ratio (ICER) 

BSC £33,524 

 

2.483 £13,500 

 

adalimumab -£14,477 

 

-0.16 SW £89,606 

 

apremilast -£6,610 

 

0.48 Dominant (cheaper, more 

effective) 

 

etanercept -£16,913 

 

-0.67 SW £25,234 

 

golimumab -£18,168 

 

-0.33 SW £55,496 

 

infliximab -£36,150 

 

-0.72 SW £49,879 
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which used an estimate of the PAS price for secukinumab and certolizumab pegol due to 
commercial confidentiality and competition law issues. The submitting company also requested 
that the results without the respective PAS estimates were not presented owing to commercial in 
confidence concerns and as such, no results for these analysis can be shown. 
 

There were a number of issues with the analyses, including the following; 

 As noted above, there were limitations surrounding the NMAs used to derive the efficacy 

estimates used within the economic modelling.  

 The base case cost utility analysis included non-significant differences for some outcomes 

but the company provided some additional analysis to show the impact of removing non-

significant outcomes from the results, which was helpful. 

 

Despite these weaknesses, the economic case has been demonstrated in all three subpopulations.  

 

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 patient group submissions from The Psoriasis Association and the Psoriasis and 

Psoriatic Arthritis Alliance (PAPAA), both organisations are registered charities.  

 

 PAPAA has not received any pharmaceutical company funding in the past two years. The 

Psoriasis Association has received 4.1% pharmaceutical company funding in the past two 

years, with none from the submitting company.  

 

 Psoriatic arthritis is painful and debilitating and very often affects people in young or mid 

adulthood. Symptoms such as pain, fatigue, stiffness and swelling can make it difficult to carry 

out normal everyday tasks. It can flare up unpredictably and this impacts greatly on the ability 

to work or study consistently, or make future commitments. Living with a multi-factorial 

disease and treatment regimes that are often difficult to use or have unpleasant side-effects is 

demoralising and can have a huge impact on mental health, quality of life, family and other 

relationships. 

 

 Non-steroidal anti-inflammatory drugs and steroid injections are used to improve the 

symptoms of psoriatic arthritis but disease modifying treatments are needed to ensure long-

term management and stability and prevent irreversible joint damage. A number of biologic 

and non-biologic disease-modifying treatments are available but not everyone will achieve an 

adequate response with them.  

 

 Tofacitinib is an oral medication which may be an advantage to some patients. Any 

advancement in therapy that provides choice and further options would be valued by patients, 
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as currently if an individual exhausts what is on offer, there are few avenues to explore and 

further disability is probably guaranteed. 

Additional information: guidelines and protocols 

 

Existing guidelines pre-date the availability of tofacitinib.  

 

The 2010 SIGN guideline for the diagnosis and management of psoriasis and psoriatic arthritis in 

adults states that treatment for psoriatic arthritis may include NSAIDs (for short-term symptom 

relief), DMARDs and intra-articular corticosteroid injections, depending on the pattern and 

severity of the arthritis. Initially, conventional DMARDs such as methotrexate, sulfasalazine and 

leflunomide are recommended. The biologic DMARDs adalimumab, etanercept or infliximab are 

recommended for treatment of active psoriatic arthritis in patients who have failed to respond to, 

are intolerant of, or have had contraindications to, at least two disease-modifying therapies.12 

 

The European League against Rheumatism (EULAR) published updated recommendations in 2015. 

These comprise five overarching principles and ten recommendations, covering pharmacological 

therapies for psoriatic arthritis. The overarching principles address the need for shared decision-

making and treatment objectives, that is, treatment should be aimed at reaching the target of 

remission or, alternatively, minimal/low disease activity, by regular monitoring and appropriate 

adjustment of therapy. The recommendations indicate that initially in patients with psoriatic 

arthritis, NSAIDs may be used to relieve musculoskeletal signs and symptoms. Conventional 

DMARDs are recommended as an initial therapy after failure of NSAIDs and local therapy for active 

disease, followed, if necessary, by a biologic DMARD or a targeted synthetic DMARD. The first 

biologic DMARD would usually be a TNF inhibitor. Biologic DMARDs targeting interleukin (IL)-12/23 

(ustekinumab) or IL-17 pathways (secukinumab) may be used in patients for whom TNF inhibitors 

are inappropriate and a targeted synthetic DMARD such as apremilast, a phosphodiesterase 4-

inhibitor, if biologic DMARDs are inappropriate. If the first biologic DMARD strategy fails, any other 

biologic DMARD or targeted synthetic DMARD may be used.13 

 

The 2012 British Society for Rheumatology guidelines are currently under review. 

 

Additional information: comparators 

 

Comparator medicines include; adalimumab, apremilast, certolizumab pegol, etanercept, 

golimumab, infliximab, secukinumab, ustekinumab. 
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Cost of relevant comparators 

 

Medicine Dose Regimen Cost per year (£) 

tofacitinib 5mg oral twice daily. 8,970 

secukinumab 150mg or 300mg SC every 

week for 5 doses, then once 

every month. 

First year: 9,750 or 19,500 

Subsequent years: 7,313 or 

14,625 

golimumab 50mg SC once a month, 

patients body weight >100kg 

who do not achieve an 

adequate clinical response 

after 3 or 4 doses, consider 

increasing to 100mg once a 

month. 

First year: 9,156 to 16,022 

Subsequent years: 9.156 to 

18,311  

Infliximab 5mg/kg IV infusion, then 

5mg/kg after 2 weeks, 

followed by 5mg/kg after 

4 weeks, followed by 5mg/kg 

every 8 weeks. 

First year: 12,064 

Subsequent years: 9,802 

ustekinumab 45mg SC, followed by a 45mg 

dose 4 weeks later, and then 

every 12 weeks thereafter. 

Alternatively, in patients with 

body weight >100kg a 90mg 

dose is recommended in this 

regimen. 

First year: 10,735 

Subsequent years: 9,661 

certolizumab pegol 400mg SC at weeks 0, 2, 4 

then 200mg every 2 weeks. 

First year: 10,368 

Subsequent years: 9,295 

adalimumab 40mg SC every 2 weeks. 9,156 

etanercept 25mg SC twice weekly or 

50mg weekly. 

8,366 

apremilast 10mg orally on day 1, then 

10mg twice daily on day 2, 

then 10mg in the morning and 

20mg in the evening on day 3, 

then 20mg twice daily on day 

4, then 20mg in the morning 

First year: 7,140 

Subsequent years: 7,150 



14 

and 30mg in the evening on 

day 5, then maintenance 

30mg twice daily. 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from BNF online 
(MIMs for apremilast titration pack) on 03 October 2018. Costs calculated using the full cost of 
vials/ampoules assuming wastage. Costs do not take any patient access schemes into 
consideration. Cost for infliximab assumes a bodyweight of 70kg. Costs for infliximab and 
etanercept reflect the lowest list prices for the reference and biosimilar products. SC: 
subcutaneous, IV: intravenous. 
 

Additional information: budget impact 

 

The submitting company estimated there would be 257 patients eligible for treatment with 

tofacitinib in all years, with an estimated uptake rate of 2% in year 1 (5 patients), rising to 10% in 

year 5 (26 patients). 

 

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.* 
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*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. 

 


