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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
tildrakizumab (llumetri®) is accepted for restricted use within NHSScotland.

Indication under review: The treatment of adults with moderate to severe plaque psoriasis
who are candidates for systemic therapy.

SMC restriction: for use in patients who have failed to respond to conventional systemic
therapies (including ciclosporin, methotrexate and phototherapy), are intolerant to, or have
a contraindication to these treatments.

Tildrakizumab was superior to placebo in improving the signs and symptoms of psoriasis in
adults with moderate to severe plaque psoriasis, who were candidates for systemic therapy.

This SMC advice takes account of the benefits of a Patient Access Scheme (PAS) that
improves the cost-effectiveness of tildrakizumab. This advice is contingent upon the
continuing availability of the PAS in NHSScotland or a list price that is equivalent or lower.
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Indication

The treatment of adults with moderate to severe plaque psoriasis who are candidates for
systemic therapy.!

Dosing Information

The recommended dose of tildrakizumab is 100mg by subcutaneous injection at weeks 0, and
4 and every 12 weeks thereafter.

In patients with certain characteristics (e.g. high disease burden, body weight > 90kg) 200mg
may provide greater efficacy.

Consideration should be given to discontinuing treatment in patients who have shown no
response after 28 weeks of treatment. Some patients with initial partial response may

subsequently improve with continued treatment beyond 28 weeks.

Tildrakizumab is intended for use under the guidance and supervision of a physician
experienced in the diagnosis and treatment of plaque psoriasis.

Refer to the Summary of Product Characteristics (SPC) for further detail.?

Product availability date
22 January 2019.1

Summary of evidence on comparative efficacy

Tildrakizumab is a humanised monoclonal antibody that binds to the p19 subunit of interleukin-23
(IL-23). This blocks IL-23 signalling and inflammatory processes associated with plaque psoriasis.’ 3
The submitting company has requested that SMC considers tildrakizumab when positioned for use
in patients who have failed to respond to conventional systemic therapies (including ciclosporin,
methotrexate and phototherapy), are intolerant to, or have a contraindication to these
treatments.

The key evidence to support the efficacy and safety of tildrakizumab comes from two phase I,
double-blind, randomised, controlled studies: reSURFACE 1 and reSURFACE 2. The studies
recruited adults with a diagnosis of moderate-to-severe chronic plague psoriasis for 26 months,
which required a body surface area involvement >10%, a Physician’s Global Assessment (PGA)
score >3 (scores range from 0 to 4); Psoriasis Area and Severity Index (PASI) score 212 at baseline
(scores range from 0 to 72); and who were considered to be candidates for phototherapy or
systemic therapy.>*4



Both studies had a similar structure. After a screening phase, part 1 was an induction period from
week 0 to week 12 (double-blind and placebo-controlled; reSURFACE 2 also included an
etanercept group). In part 2, from week 12 to week 28, patients remained on assigned treatments
(double-blind) except for patients initially randomised to placebo who were re-randomised equally
to tildrakizumab 100mg or 200mg. In part 3, from week 28 to week 64 in reSURFACE 1 and to
week 52 in reSURFACE 2, responders (PASI 275) and partial responders (PASI 250 and PASI <75) to
tildrakizumab 100mg and 200mg were re-randomised to continue the same treatment, a different
dose of tildrakizumab, or placebo. In reSURFACE 2, etanercept non-responders and partial
responders were switched to tildrakizumab 200mg, and all responders discontinued treatment.
Finally there was an open-label long term extension treatment period (optional) and a safety
follow-up period.>*

Following screening, in reSURFACE 1 patients were randomised 2:2:1 to receive tildrakizumab
200mg subcutaneous (SC) or tildrakizumab 100mg SC or placebo on week 0, 4 and then every 12
weeks. In reSURFACE 2, patients were randomised in a 2:2:1:2 ratio to receive the same treatment
schedules described for patients in reSURFACE 1, with the addition of an etanercept group with
dosing of etanercept 50mg twice weekly for 12 weeks and then once weekly until week 28.3 4
Randomisation was conducted by geographical region, patients in both studies were stratified by
body weight (<90kg or >90kg), and prior exposure to biologic therapy for psoriasis (yes or no).
Additionaly, reSURFACE 1 patients enrolled in Japan were stratified by psoriatic arthritis (yes or
no) and reSURFACE 2 patients were stratified by failure to respond to at least one traditional
systemic medicine (that is, methotrexate, ciclosporin, or phototherapy) (yes or no). In both studies
re-randomisation at the beginning of Part 2 and Part 3 was conducted by region and stratified by
body weight (<90kg or >90kg) at the re-randomisation visit.> 4

Both studies had co-primary outcomes for comparisons with placebo: PASI 75 response (at least a
75% reduction in PASI score from baseline) and PGA response of clear (0) or almost clear (1), with
at least a two category improvement from baseline at week 12.># For each study, the primary and
key secondary efficacy analyses were reported for the full analysis set which included all patients
who received at least one dose of study medicine, and patients with missing data were imputed as
non-responders.* A hierarchical statistical testing strategy was applied in the study with no formal
testing of outcomes after the first non-significant outcome in the hierarchy. Therefore the results
reported for these outcomes are descriptive only and not inferential (no p-values reported).

Both tildrakizumab doses were statistically superior to placebo for the co-primary and key
secondary outcomes following 12 weeks of treatment in both studies. In reSURFACE 2,
tildrakizumab 200mg was superior to etanercept for PASI 75 and PGA 0/1 at week 12 and at week
28. The comparison of tildrakizumab 100mg with etanercept for PGA 0/1 was the first comparison
in the hierarchical testing strategy to result in a non-significant difference and subsequent
comparisons were descriptive only. Treatment with tildrakizumab 100mg resulted in a higher rate
of PASI 75 response at week 12 compared with etanercept but no inference can be drawn from
this comparison. The proportion of PASI 75 responders in the continuous tildrakizumab treatment



groups increased from week 12 to week 28. Detailed results are included in Table 1 for the co-
primary and key secondary outcomes.> 4

Table 1: Co-primary and key secondary outcomes for reSURFACE 1 and reSURFACE 2 in the full
analysis set (FAS).>3

tildrakizumab tildrakizumab placebo etanercept
100mg 200mg

reSURFACE 1 n=309 n=308 n=154 -
PASI75 week 12* 64%? 62%° 5.8% -
PGA 0/1 week 12* 58%? 59%? 7.1% -
PASI90 week 12 35%° 35%° 2.6% -
PASI100 week 12 14%° 14%° 1.3% -
reSURFACE 2
Week 12 n=307 n=314 n=156 n=313
PASI75* 61%? 66% % ¢ 5.8% 48%
PGA 0/1* 55% ¢ 59% 2P 4.5% 48%
PASI90 39%° 37%2 1.3% 21%
PASI100 12%° 12%° 0% 5%
Week 28 n=294 n=299 - n=289
PASI75 73% 73%°¢ - 54%
PGA 0/1 65% 69% © - 45%

PASI75, PASI90 and PASI100 = improvement of 75%, 90% and 100%, respectively, in psoriasis area and
severity index (PASI), PGA = physician global assessment of psoriasis (assessed on 5-point scale, where 0 =
clear and 1 = almost clear). DLQI = dermatology life quality index. * co-primary outcomes versus placebo.
3= comparison versus placebo, p<0.001, °= comparison versus etanercept, p=0.003, = comparison versus
etanercept, p<0.001, = comparison versus etanercept, p=0.066

The results for subgroup analyses were in line with the primary analysis of PASI75 response,
although patient numbers in some subgroups were small. Similar results were reported for the
tildrakizumab 100mg and 200mg doses.> ©

Results reported for the end of Part 3 of both reSURFACE 1 and reSURFACE 2, following 64 and 52
weeks of treatment respectively, indicate the maintenance of treatment effect of tildrakizumab
over these periods and efficacy of tildrakizumab for patients who were retreated after relapse
during the withdrawal period.*

Health-related quality of life was evaluated using the validated Dermatology Life Quality Index
(DLQI) questionnaire: scores range from 0 to 30, with lower scores indicating better quality of life.”
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The mean baseline DLQI score for patients in reSURFACE 1 and reSURFACE 2 ranged from 13 to 15.
To be considered a responder, patients were required to have a DLQJ score of 0 or 1 at the time of
analysis.* Greater proportions of patients treated with tildrakizumab were DLQJ responders at
week 12 in both reSURFACE 1 and reSURFACE 2, compared with placebo (40 to 47% versus 5 to
8%). For the tildrakizumab 100mg, tildrakizumab 200mg, and etanercept groups in reSURFACE 2;
40%, 47% and 36% were DLQI responders at week 12 compared with 8.0% in the placebo group,
and 54%, 65% and 39% at week 28 respectively. The proportion of DLQI responders in the
continuous tildrakizumab treatment groups increased from week 12 to week 28.3

In the absence of direct evidence comparing tildrakizumab to other relevant biologic medicines for
the treatment of moderate to severe plaque psoriasis, the submitting company presented
Bayesian network meta-analyses (NMAs) for PASI responses following 12 to 16 weeks of treatment
(network included 39 studies) and following 24 to 28 weeks of treatment (network included 24
studies). The relevant comparators included in both networks were adalimumab, brodalumab,
etanercept (50mg weekly and 50mg twice weekly), guselkumab, ixekizumab secukinumab and
ustekinumab. The random effects model was considered most appropriate for both networks. For
all levels of PASI response (PASI 50/75/90/100) in the 12 to 16 week analysis, tildrakizumab 100mg
was likely to produce a greater response than etanercept regimens, similar response to
adalimumab and ustekinumab, and a lesser response than brodalumab, guselkumab, ixekizumab
and secukinumab. Similar results were reported for all levels of PASI response in the 24 to 28 week
analysis, however in this analysis tildrakizumab 100mg and ixekizumab were likely to obtain similar
responses. Results for comparison with tildrakizumab 200mg were broadly in line with the
tildrakizumab 100mg comparisons. A sensitivity analysis excluding studies conducted in exclusively
Asian populations and studies where data were drawn from a press release, and including only
phase lll studies, was supportive of the base case results.

Other data were also assessed but remain confidential. *

Summary of evidence on comparative safety

The overall safety profile of tildrakizumab is similar to other biologic medicines for the treatment
of psoriasis. The most common adverse events (AEs) and serious AEs are categories under
infections and infestations. Similar AEs rate were reported for tildrakizumab across both
reSURFACE studies.?

In Part 1 of the reSURFACE 1 study, for the tildrakizumab 100mg (n=309), tildrakizumab 200mg
(n=308) and placebo (n=154) groups respectively: 47%, 42% and 48% of patients reported at least
one AE; 1.6%, 2.6% and 0.6% reported at least one serious AE; and 0%, 1.6% and 0.6%
discontinued study treatment because of an AE.% In Part 1 of the reSURFACE 2 study, for the
tildrakizumab 100mg (n=307), tildrakizumab 200mg (n=314), etanercept (n=313) and placebo
(n=156) groups respectively: 44%, 49%, 54% and 55% of patients reported at least one adverse



event (AE); 1.3%, 1.9%, 2.2% and 2.6% reported at least one serious AE; and 1.0%, 1.0%, 1.9% and
1.3% discontinued study treatment because of an AE.*

In Part 1 of the reSURFACE 1 study, for the tildrakizumab 100mg (n=309), tildrakizumab 200mg
(n=308) and placebo (n=154) groups respectively, the following AEs were reported:
nasopharyngitis (7.8%, 6.5% and 5.2%), upper respiratory tract infection (3.2%, 4.9% and 5.8%),
severe infection (0.3%, 0.3% and 0%), and major adverse cardiovascular events (0.3%, 0.3% and
0%).* In Part 1 of the reSURFACE 2 study, for the tildrakizumab 100mg (n=307), tildrakizumab
200mg (n=314), etanercept (n=313) and placebo (n=156) groups respectively, the following AEs
were reported: nasopharyngitis (13%, 11%, 12% and 7.7%), injection-site erythema (0.7%, 0.6%,
8.6% and 0.6%), severe infection (0%, 0.3%, 0% and 0.6%), malignancies (0.3%, 0.3%, 0.3% and 0%)
and there were no reported upper respiratory tract infections or major adverse cardiovascular
events. For patients who continued on treatment with tildrakizumab 100mg, tildrakizumab 200mg
and etanercept in Part 2, similar AE profiles to Part 1 were reported.*

Summary of clinical effectiveness issues

Psoriasis is a chronic, immune-mediated, relapsing-remitting, inflammatory skin disease, which is
characterised by red, scaly patches, plagues and pustules that usually itch. Plaque psoriasis, which
also affects the elbows, knees, scalp and back, is the most common type of psoriasis. Treatment
options include: topical therapy initially; then, in patients inadequately controlled with topical
therapy, phototherapy or photochemotherapy; followed in non-responders by conventional
systemic therapy (for example, methotrexate, acitretin, with ciclosporin usually reserved for
induction only in severe cases). Apremilast is a phosphodiestrase-4 inhibitor that may be used
following failure of conventional agents. Biologic medicines are generally used in patients who
have failed to respond to conventional systemic therapies.® ® Biologic therapies licensed for the
treatment of moderate to severe plaque psoriasis in adults, and accepted for restricted use in
NHSScotland include tumour necrosis factor (TNF) inhibitors (etanercept, adalimumab); IL-12 and
IL-23 inhibitor (ustekinumab); IL-23 inhibitor (guselkumab); IL-17 inhibitors (secukinumab and
ixekizumab); and the IL-17A receptor antagonist (brodalumab). Clinical guidance recommends that
the TNF inhibitor infliximab should be reserved for patients with very severe disease and, as a
consequence, it is not considered a relevant comparator.©

The submitting company has requested that SMC considers tildrakizumab when positioned for use
in patients who have failed to respond to conventional systemic therapies (including ciclosporin,
methotrexate and phototherapy), are intolerant to, or have a contraindication to these
treatments.

In the reSURFACE studies, both tildrakizumab doses were superior to placebo for the co-primary
outcomes of PASI 75 and PGA 0/1 response, and key secondary outcomes, following 12 weeks of
treatment. In reSURFACE 2, tildrakizumab 200mg was superior to etanercept for PASI 75 and PGA
0/1 at week 12 and at week 28. Tildrakizumab 100mg resulted in a higher rate of PASI 75 response
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at week 12 compared with etanercept, but no inference can be drawn from this result.>* The
results suggest a clinically meaningful advantage over placebo but only the 200mg dose was
statistically superior to etanercept. Etanercept is considered to have efficacy toward the lower end
of the range of available biologics.**

The study populations were broader than the positioning proposed by the company and evidence
to support the proposed positioning comes from subgroup analyses in patients who did not obtain
a response from at least one prior conventional systemic therapy (approximately 40 to 50% of
study patients). Neither study was powered for comparing treatments in this subgroup, however
results were consistent with the primary analysis. Approximately 17% of patients in the
reSURFACE studies had been previously treated with a biologic medicine, which is likely to be less
than is seen in clinical practice, and the effectiveness of tildrakizumab in this patient group is
uncertain.*

Some aspects of treatment history and disease characteristics of reSURFACE study patients at
baseline may not be representative of Scottish patients for the proposed positioning. Across the
treatment groups 36% of patients had received prior phototherapy, this is likely to be under
representative of Scottish practice; and 15% of patients had a history of psoriatic arthritis, which
has previously been estimated as 25% in patients with psoriasis.? 1

The indirect comparisons with other biologics have a number of limitations, including: the
populations were broader than the company’s proposed population and it is therefore uncertain if
the results from the NMA are likely to reflect the effect size and relative differences that would be
seen in patients who have failed to respond to conventional systemic therapies; there were
differences across the studies included in the networks in terms of study designs, populations,
PASI levels reported and assessment times which may lead to uncertainty in the results. In
addition, for the 24 to 28 week network, in the absence of placebo data from the relevant time
window, placebo responses were assumed to be constant from the 12 to 16 week window. The
NMAs did not assess long term efficacy, safety and health-related quality of life, which may be
clinically relevant when considering the risk/benefit of treatments. Despite these limitations, the
indirect evidence was considered to be acceptable.

Tildrakizumab represents an additional treatment option for patients with moderate to severe
plague psoriasis who are candidates for systemic therapy. The 12-weekly maintenance dosing of
tildrakizumab is likely to be an advantage to patients as it is less frequent than other biologics for
the treatment of plaque psoriasis.

Summary of comparative health economic evidence

The submitting company provided an economic evaluation of tildrakizumab within its licensed
indication for treatment of moderate to severe plaque psoriasis. The company applied an
additional restriction, for patients who have failed to respond to conventional systemic therapies




(including ciclosporin, methotrexate and phototherapy), are intolerant to, or have a
contraindication to these treatments.

The company provided comparisons against seven comparators: adalimumab, etanercept,
ixekizumab, ustekinumab, secukinumab, guselkumab and brodalumab. Clinical expert input
mentioned all of these comparators except etanercept, and suggested that tildrakizumab may be
seen as an option at second or later lines and may displace the majority of comparator biologics,
without any clear indication of preference against a key comparator. No estimates on relative use
were provided.

Pairwise comparisons were provided for tildrakizumab against individual comparators. On the
assumption of comparable clinical effectiveness, a cost-minimisation approach was taken for
comparison to adalimumab and ustekinumab. A cost-utility analysis was used against all other
comparators.

The economic analysis utilised a Markov state-transition model structure, with a 14-week cycle
length and 10 health states (plus an absorbing state of death). Health states were defined
according to PASI status and stage of treatment (induction, maintenance or best supportive care).
All patients entered the model in the induction state for the first cycle, and were distributed
according to PASI status. Patients achieving a PASI 75 response transitioned to the maintenance
state, whilst the remainder transitioned to best supportive care. A constant discontinuation rate
was applied within the maintenance phase, at which point patients transitioned to best supportive
care. Patients could transition to the death health state at any time. The perspective was relevant
to NHSScotland and a 5-year time horizon was applied.

Direct evidence was only available against placebo and etanercept, so the NMA described above
was used for comparison to the key treatments within Scottish clinical practice. Treatment
discontinuation data were obtained from the UK BADBIR observational study and assumed to be
consistent across all treatments, while resource use and costs data were applied from a
retrospective cohort of 76 patients from a London teaching hospital. Utility estimates were
derived using EQ-5D-3L data from the reSURFACE 1 clinical study, and pooled across the study
arms according to PASI status. Adverse event rates were assumed to be consistent and minimal
between the interventions, and neither costs nor disutilities were included in the analysis.

A patient access scheme (PAS) was submitted by the company and was assessed by the Patient
Access Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland.
Prices for the other medicines were obtained from the British National Formulary (except for
biosimilar adalimumab, which used MIMS) and dose and duration estimates were obtained from
the applicable SPCs. Costs of best supportive care were based on the publication from the
retrospective study mentioned above, after adjusting to 2016/2017 prices. PAS discounts are in
place for secukinumab, guselkumab, brodalumab and ixekizumab.

The results presented versus the comparators where a PAS is in place do not take account of the
PAS for the comparators or the PAS for tildrakizumab but these were considered in the results



used for decision-making at NDC. SMC is unable to present the results provided by the company
which used an estimate of the PAS price for the comparators due to commercial confidentiality
and competition law issues.

Incremental cost-effectiveness ratios (ICERs) were provided for each cost-utility analysis as a
pairwise comparison, and incremental costs were provided for the two cost-minimisation
analyses. The base case results and key sensitivity analyses, are presented in the table below. Due
to commercial in confidence concerns SMC is unable to present any of the cost-minimisation
analyses results.

Alongside ICERs, the company used a net-monetary benefit approach within the cost-utility
analyses. Net-monetary benefit allows the level of benefit to be communicated as either positive
(suggesting that tildrakizumab could be deemed a cost-effective use of resources) or negative
(suggesting the cost savings are insufficient to justify the reduction in patient outcomes provided),
depending on the relevant willingness-to-pay threshold (such as £20,000 or £30,000 per Quality-
adjusted life year [QALY]), as selected by the submitting company). SMC does not specify a formal
willingness-to-pay threshold and these estimates are therefore only indicative.

Table 2 Cost-utility analysis results for tildrakizumab versus comparator (list price analysis)

Medicine Pairwise ICER (list NMB @ £20,000 NMB @ £30,000
price)

Secukinumab* Dominated -£1,346 -£1,732

Guselkumab* Dominated -£2,167 -£2,542

Brodalumab* SW Quadrant -£185 -£972

Ixekizumab* SW Quadrant -£99 -£886

*Comparators associated with a patient access scheme (PAS); QALYs: Quality-adjusted life years; ICER:
Incremental cost-effectiveness ratio; NMB: Net monetary benefit at £20,000 or £30,000 threshold (positive
values indicate a benefit for tildrakizumab over comparator); SW Quadrant: south-west quadrant;
Dominated: indicates a higher cost and lower QALY gain for tildrakizumab versus the comparator.

Results from the sensitivity analyses suggest that the model is sensitive to the value of baseline
utilities, background mortality rates, relative effectiveness of the treatments and the cost of best
supportive care. The extent of sensitivity to these parameters varied depending on the
comparator, with comparisons to brodalumab and ixekizumab most affected by individual
changes. However, the use of a conservative but plausible combined scenario also resulted in
negative monetary benefit when compared to secukinumab and guselkumab (Table 3).



Table 3: Key cost-utility analysis sensitivity analyses for tildrakizumab versus comparators at

list prices
Comparator list price
Guselkumab Secukinumab Brodalumab Ixekizumab
ICER INMB ICER INMB ICER INMB ICER INMB
Additional | Dominated | -£6,179 | Dominated | -£5,692 | Dominated | -£4,983 | Dominated | -£4,897
treatment * * * *
line
Later-line | Dominated | -£2,322 | Dominated | -£1,501 SW -£573* SW -£487*
utilities * * Quadrant Quadrant
Higher Dominated | -£2,168 | Dominated | -£1,347 SW -£202* SW -£102*
mortality * * Quadrant Quadrant
Higher Dominated | -£2,748 | Dominated | -£1,347 | Dominated | -£1,634 SW -£1,548
best- * * * Quadrant *
supportive
care costs
Combined | Dominated | -£3,482 | Dominated | -£2,736 SW -£2,035 SW
scenario * * Quadrant * Quadrant '£2;057

INMB: Incremental net monetary benefit at £20,000 threshold (positive values indicate a benefit for
tildrakizumab over comparator); SW Quadrant: South-West Quadrant — meaning tildrakizumab is both less
costly and less effective. *NMB at £30,000 threshold was negative (indicating tildrakizumab is inferior to
comparator at this threshold); Dominated: indicates a higher cost and lower QALY gain for tildrakizumab
versus the comparator.

The limitations to the analysis are as follows:
e Costs of best supportive care are based on outdated data and may not reflect current clinical
practice. These may underestimate the resource implications in this setting. As such, the

sensitivity analysis using higher costs may have been a more appropriate figure to use in the

base case cost-effectiveness results.
e Based on the results of the NMA, some uncertainty exists regarding the relative effectiveness

of tildrakizumab with key comparators.

e Asimplifying assumption was taken with the model structure to assume patients only receive

one line of therapy before best supportive care. Although this reduces complexity in the

model, scenario analyses suggest this may overestimate the cost-effectiveness of

tildrakizumab against some comparators.

e Utilities within the best supportive care state are assumed to be equivalent to the baseline
utility of patients within the reSURFACE 1 clinical study, despite the majority being biologic-

naive and therefore potentially unrepresentative. However these estimates do not have a

substantial impact on the model outputs.

e An additional simplifying assumption was taken in combining the health states of PASI 90 — 99

and PASI 100 as used in previous submissions; however, the limited difference in utility

suggests the impact of this approach is minimal.

Despite these limitations, the economic case was demonstrated.
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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.

e We received patient group submissions from The Psoriasis Association and the Psoriasis
and Psoriatic Arthritis Alliance (PAPAA). PAPAA is a registered charity and The Psoriasis
Association is a charitable incorporated organisation.

e The Psoriasis Association has received 5.63% pharmaceutical company funding in the past
two years, with none from the submitting company. PAPAA has not received any
pharmaceutical company funding in the past two years.

e Psoriasis is a relentless and debilitating disease, which affects all parts of an individual’s
life. Many patients find that the visible nature of their psoriasis impacts greatly on their
quality of life, causing them embarrassment and low self-esteem, and preventing them
from doing activities such as sports, socialising and holidays. Additionally, the itching, pain
and discomfort can be a burden on day-to-day life and often causes issues with sleep and
concentration, affecting work and school.

e Of the treatments that are available, many people will find some relief which can last for
years. However, although there have been huge advancements in therapy, there are
always going to be individuals who find the therapies either do not work or begin to fail.

e Tildrakizumab would offer an alternative therapy which could lead to improved quality of
life, and enable patients to experience independence and participate in activities with their
loved ones. Effective treatment could also lead to renewed employment opportunities,
which could mean patients’ are better able to provide for their families. Additionally, owing
to its dosing regimen Tildrakizumab could enable patients to plan events around treatment
and travel without the worry of transporting injections.

Additional information: guidelines and protocols

The British Association of Dermatologists (BAD) guideline for biologic therapy for psoriasis has
recently been updated in 2017. This guidance recommends offering biologic therapy to patients
requiring systemic therapy, when methotrexate and ciclosporin have failed, are not tolerated or
are contraindicated, and when psoriasis has a large impact on physical, psychological and social
functioning as well as having extensive disease (BSA >10% or PASI 210 or at least moderate on
PGA) and/or severe disease in localised sites and associated with significant functional impairment
and/or high levels of distress. Biologic therapy can be considered earlier in the treatment pathway
(eg if methotrexate has failed, is not tolerated or is contraindicated) in patients who meet the
disease severity criteria and also have psoriatic arthritis or have persistent psoriasis. The guideline
makes recommendations on the choice of biologic, including the following first-line agents:
ustekinumab, adalimumab (particularly in patients with psoriatic arthopathy) and secukinumab (in
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patients with or without psoriatic arthritis). For those not responding to first-line treatment, any
licensed biologic can be considered for second-line use, giving consideration to disease and patient
factors. The guideline also recommends that infliximab should be reserved for patients with very
severe disease (PASI 220 or DLQI >18).

The Scottish Intercollegiate Guidelines Network (SIGN) guideline on Diagnosis and management of
psoriasis and psoriatic arthritis in adults was published in 2010.8 This guidance recommends that
patients with severe psoriasis who have failed to respond to, or have a contraindication to, or are
intolerant of phototherapy and systemic therapies including ciclosporin and methotrexate, should
be offered biologic therapy unless they have contraindications or are at increased risk of hazards
from these therapies. Adalimumub, etanercept, ustekinumab and infliximab are recommended.

Good practice points note that the use of biologic treatments should conform to British
Association of Dermatologists (BAD) guidelines. The comparative long-term safety of systemic and
biologic treatments for severe psoriasis is currently being investigated in a five-year treatment
register, the British Association of Dermatologists Biologic Interventions Register (BADBIR)
(www.badbir.org). Patients on biologic therapies should be offered the opportunity to join the
long term safety register BADBIR.

The National Institute for Health and Care Excellence (NICE) published a clinical guideline on the
assessment and management of psoriasis in 2012, which were reviewed in 2017.° The guideline
makes broadly similar recommendations as the SIGN guideline regarding the use of biologics.

Additional information: comparators

Adalimumab, brodalumab, etanercept, guselkumab, ixekizumab, secukinumab and ustekinumab.

Cost of relevant comparators

‘ Medicine ‘ Dose Regimen Cost per year (£)

tildrakizumab Initially 100mg First year: 16,205
subcutaneously (SC), then
100mg after 4 weeks, then Subsequent years: 14,043
maintenance 100mg every 12
weeks. A dose of 200mg may

provide greater efficacy.

brodalumab 210mg SC at weeks 0, 1, and First year: 17,280

2, then every 2 weeks.
Subsequent years: 16,640
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ixekizumab

160mg SC at week 0, then
80mg at weeks 2, 4, 6, 8, 10
and 12, then 80mg every four
weeks.

First year: 19,125

Subsequent years: 14,625

secukinumab

300mg SC at weeks 0, 1, 2, 3
and 4 and then monthly.

First year: 19,500

Subsequent years: 14,625

guselkumab

100mg SC at weeks 0 and 4,
then every 8 weeks.

First year: 15,750

Subsequent years: 14,625

ustekinumab

45mg (or 90mg) SC at weeks 0
and 4, then every 12 weeks.

First year: 10,735

Subsequent years: 9,304

etanercept

25mg SC twice weekly or
50mg SC weekly, alternatively
50mg twice weekly for up to
12 weeks, followed by 25mg
twice weekly, alternatively 50
mg once weekly.

8,366 to 10,296

adalimumab

80mg SC at week 0, then
40mg SC every two weeks.

First year: 8,319

Subsequent years: 8,011

Doses are for general comparison and do not imply therapeutic equivalence. Costs from BNF online
on 02 April 2019. Costs calculated using a bodyweight of 70kg and the full cost of vials/ampoules
assuming wastage. Costs do not take any patient access schemes into consideration. The number

of doses in subsequent years is variable for some medicines due to their dosing schedule, the

average yearly cost has been calculated. SC=subcutaneously.

Additional information: budget impact

The submitting company estimated the population eligible for treatment to be 4,458 patients to

which an estimated uptake of 0.5% (22 patients) in year 1 and 4.25% (189 patients) in year 5 was

assumed.

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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This assessment is based on data submitted by the applicant company up to and including
14 June 2019.

*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
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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.
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