
TA366. Pembrolizumab for
advanced melanoma not 
previously treated with 
ipilimumab
Pembrolizumab (Keytruda) is a human-
ised monoclonal antibody. It acts on the
programmed cell death protein-1
immune-checkpoint receptor pathway,
blocking its interaction with ligand on the
tumour cells. This allows reactivation of
antitumour immunity. It has a marketing
authorisation in the UK as monotherapy
“for the treatment of advanced (unre-
sectable or metastatic) melanoma in
adults”. Pembrolizumab is administered
intravenously for 30 minutes at a dose
of 2mg per kg every three weeks until
disease progression or unacceptable
toxicity. 

The acquisition cost of pem-
brolizumab is £1315 per 50mg vial
(excluding VAT; company’s submission).
The company has agreed a patient access
scheme with the Department of Health.
This scheme provides a simple discount
to the list price of pembrolizumab, with
the discount applied at the point of pur-
chase or invoice. 

Key conclusion
Pembrolizumab is recommended as an
option for treating advanced (unre-
sectable or metastatic) melanoma that
has not been previously treated with ipil-
imumab, in adults, when the company
provides pembrolizumab with the dis-
count agreed in the patient access
scheme. 

Pembrolizumab is likely to provide
improved short-term clinical effectiveness
and a better tolerability profile compared
with ipilimumab. The long-term benefits
compared with ipilimumab and the effec-
tiveness compared with dabrafenib and
vemurafenib are highly uncertain. 

The most plausible incremental cost-
effectiveness ratios (ICERs) were less
than £50 000 per quality-adjusted life
year (QALY) gained. The Committee con-
cluded that pembrolizumab meets all the
criteria to be considered a life-extending,
end-of-life treatment.

TA367. Vortioxetine for treating
major depressive episodes
Vortioxetine (Brintellix) is an antidepres-
sant that is thought to exhibit its clinical
effect through direct modulation of
receptor activity and inhibition of the
serotonin transporter. Vortioxetine has a
marketing authorisation in the UK “for
the treatment of major depressive
episodes in adults”.

Vortioxetine is administered orally.
The recommended starting dosage is
10mg once daily in adults younger than
65 years, and 5mg once daily in adults
65 years and older. Depending on how the
symptoms respond, the dose may be
increased to a maximum of 20mg once
daily or decreased to a minimum of 5mg
once daily. Treatment for at least six
months is recommended after the symp-
toms resolve. The price of a pack (28
tablets) of 5mg, 10mg or 20mg tablets is
£27.72 (excluding VAT; company’s sub-
mission). Costs may vary in different set-
tings because of negotiated procurement
discounts.

Key conclusion
Vortioxetine is recommended as an
option for treating major depressive
episodes in adults whose condition has
responded inadequately to two antide-
pressants within the current episode.

The Committee emphasised that
there was no convincing clinical-effective-
ness evidence to show that vortioxetine
was more or less effective than other anti-
depressants. The Committee was satis-
fied, based on all the evidence, that a
scenario assuming equal efficacy could
be considered for the purposes of assess-
ing the cost effectiveness. The Committee
highlighted that, across all of the com-
pany’s scenarios using its revised eco-
nomic model, and when assuming equal
efficacy between treatments, the ICERs
for vortioxetine compared with other anti-
depressants were £9000 per QALY
gained or below. Therefore, the
Committee agreed that treatment with
vortioxetine was a cost-effective use of
NHS resources.

TA369. Apremilast for treating
moderate to severe plaque 
psoriasis
Apremilast (Otezla) is a small-molecule
inhibitor of phosphodiesterase 4 (PDE4).
Apremilast down-regulates the inflamma-
tory response by modulating the expres-
sion of cytokines and mediators
associated with psoriasis (including
tumour necrosis factor-alpha and inter-
leukin-23). Apremilast has a marketing
authorisation in the UK “for the treat-
ment of moderate to severe chronic
plaque psoriasis in adult patients who
failed to respond to or who have a con-
traindication to, or are intolerant to other
systemic therapy including ciclosporin,
methotrexate or psoralen and ultraviolet-
A light (PUVA)”.

Apremilast is administered orally. The
recommended dosage is 30mg twice daily
after an initial titration schedule. A single
10mg dose is given on the first day of
treatment; this is titrated to 30mg twice
daily over five days (see the summary of
product characteristic for the dose titra-
tion schedule). The price of apremilast is
£265.18 for a 14-day treatment initiation
pack (4×10mg, 4×20mg, 19×30mg) and
£550.00 for a 28-day pack (56×30mg
tablets) (excluding VAT; MIMS online,
accessed March 2015). According to the
company submission, the cost of 18
months of treatment with apremilast is
estimated at £10 644. Costs may vary in
different settings because of negotiated
procurement discounts.

Key conclusion
Apremilast is not recommended within its
marketing authorisation for treating pso-
riasis, that is, for treating adults with mod-
erate-to-severe chronic plaque psoriasis
that has not responded to systemic ther-
apy, or systemic therapy is contraindi-
cated or not tolerated. 

The Committee concluded that the
incremental cost-effectiveness ratios
(ICERs) for apremilast for moderate and
severe psoriasis were not within the range
considered to be a cost-effective use of
NHS resources.
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