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1 Executive Summary

Policy Statement

NHS England does not routinely commission Infliximab (Remicade) and Adalimumab
(Humira) As Anti-TNF treatment options for adult patients with Severe Refractory

Uveitis.

In creating this policy NHS England has reviewed this clinical condition and the
options for its treatment. It has considered the place of this treatment in current
clinical practice, whether scientific research has shown the treatment to be of benefit
to patients, (including how any benefit is balanced against possible risks) and

whether its use represents the best use of NHS resources.

Equality Statement

NHS England has a duty to have regard to the need to reduce health inequalities in
access to health services and health outcomes achieved as enshrined in the Health
and Social Care Act 2012. NHS England is committed to fulfilling this duty as to
equality of access and to avoiding unlawful discrimination on the grounds of age,
gender, disability (including learning disability), gender reassignment, marriage and
civil partnership, pregnancy and maternity, race, religion or belief, gender or sexual
orientation. In carrying out its functions, NHS England will have due regard to the
different needs of protected equality groups, in line with the Equality Act 2010. This
document is compliant with the NHS Constitution and the Human Rights Act 1998.
This applies to all activities for which NHS England is responsible, including policy

development, review and implementation.

Plain Language Summary

Uveitis is the term used to describe inflammation of any structure within the eye that
when very severe may cause visual loss. The conditions are uncommon and at their
most severe only affect about 1 in 10,000 of the population. Uveitis accounts for

around 10% of visual impairment registrations.
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In severe cases treatment to try to prevent sight loss requires drugs that suppress
immune cells (the white blood cell that protect us from infection and damage to our
tissues). The drugs in standard use across the world include prednisolone (steroids)
and immunosuppressant drugs. These work in over 60% of patients. However for the
remainder of patients these drugs do not work or the patients suffer serious side

effects to the drugs that prevent them from being used to their full potential.

The next step in treatment is the use of a group of drugs known as ‘biologics’. These
are very specialised and are designed to focus on specific molecules released during

inflammation from cells and by doing so suppress inflammation.

Infliximab (Remicade) and Adalimumab (Humira) as Anti-TNF treatment options for
adult patients with Severe Refractory Uveitis have been considered by NHS England
which concluded that there was not sufficient evidence to support the routine

commissioning of this treatment/procedure.

2 Introduction

Uveitis, or inflammation of the uveal tract, is a term used to describe inflammation
inside the eye. It can lead to blindness either through direct damage to the light-

sensitive retina, or through secondary complications such as glaucoma.

3 Definitions

Uveitis: Uveitis is the term used to describe inflammation of any structure within the
eye. This policy is for patients with sight threatening and visually disabling uveitis
which represents a minority of cases and is typically chronic, persisting for more than
5 years.

Infliximab: Also known as Remicade is an anti-TNF alpha treatment licensed and
NICE approved for the treatment of adults with inflammatory arthritis.

Adalimumab: Also known as Humira is an anti-TNFalpha treatment licensed and
NICE approved for the treatment of adults with inflammatory arthritis. Adalimumab is

also licensed (but not NICE approved) for the treatment of juvenile arthritis (JIA).
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4 Aims and Objectives

This aims and objectives of this policy are to set out the NHS England commissioning
position for Infliximab (Remicade) and Adalimumab (Humira) as Anti-TNF Treatment

Options For Adult Patients with Severe Refractory Uveitis.

5 Epidemiology and Needs Assessment

The prevalence of uveitis is approximately 115.3/100,000 and the incidence is
approximately 52.4/100,000 (Gritsz & Wong 2004). It is estimated that uveitis
accounts for up to 10% of prevalent blindness in European and North American
population-based cohorts and is a significant public health problem (Suttorp-Schulten
and Rothova 1996) with significant impact on quality of life (Murphy et al 2005, 2007).
Of all patients with Uveitis in England we estimate 20% will have sight threatening
disease requiring systemic therapy. Of these 60% treated will respond to standard
immunosuppressant drugs including calcineurin inhibitors and anti-proliferative

agents in combination with low-dose corticosteroids.

Of the 40% that do not respond to the above treatment, further escalation of
treatment is available, prior to biologic use. This includes combining conventional 2nd
line agents and using sub optimally high doses of corticosteroids. The remaining 10%

remain unresponsive, estimated at around 220 new patients per annum in England.

6 Evidence Base

NHS England concluded that there was not sufficient evidence to support the routine
commissioning of this treatment for the indication. In the interests of transparency the

evidence base that was described by the CRG is set out in Appendix A of this policy.

7 Rationale behind the Policy Statement

The use of Adalimumab (Humira) and Infliximab (Remicade) as anti-TNF alpha
treatment options for adult patients with severe refractory uveitis has been
considered by NHS England who concluded that there was not sufficient evidence to

support the routine commissioning of this treatment/procedure.
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8 Ciriteria for Commissioning

NHS England does not routinely commission the use of Adalimumab (Humira) or
Infliximab (Remicade) as anti-TNF alpha treatment options for adult patients with

severe refractory uveitis
9 Patient Pathway

Not applicable.

10 Governance Arrangements

Not applicable.

11 Mechanism for Funding

NHS England will not routinely fund the use of Adalimumab (Humira) or Infliximab
(Remicade) as anti-TNF alpha treatment options for adult patients with severe

refractory uveitis.

12 Audit Requirements

Not applicable

13 Documents which have informed this Policy

Not applicable

14 Links to other Policies

This policy follows the principles set out in the ethical framework that govern the
commissioning of NHS healthcare and those policies dealing with the approach to
experimental treatments and processes for the management of individual funding

requests (IFR).

15 Date of Review
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This policy will be reviewed in April 2017 unless information is received which
indicates that the proposed review date should be brought forward or delayed.
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Appendix A

NHS England considered the available clinical evidence as described by the Clinical
Reference Group. NHS England concluded that there was not sufficient evidence to
support the routine commissioning of this treatment for the indication. In the interests
of transparency the clinical case that was put to NHS England by the Clinical

Reference Group is set out below for information.

“The Standardization of Uveitis Nomenclature (SUN) Working Group reported
consensus diagnostic terminology, inflammation grading schema and outcome
measures for uveitis in 2005.0ver the last 30 years, increasing published
evidence and patient engagement (in the UK through the Uveitis Information
Group and Birdshot Uveitis Society) has led to a global consensus that drug-
induced disease remission needs to be maintained with systemic corticosteroid
doses below 10mg prednisolone daily (Jabs et al 2005). To achieve this,
conventional second-line immunosuppressive drugs (e.g methotrexate,
mycophenolate mofetil, azathioprine, cyclosporine A and tacrolimus) (Lyon et al.
2009) have been employed. However, around a third of patients still fail to
achieve therapeutic remission as defined by SUN (Teoh et al 2008, Hogan et al
2007, Lee et al 2012, Murphy et al 2005) This is also demonstrated in the data
from the SITE (Systemic Immunosuppressive Therapy for Eye diseases) cohort
study funded by the National Eye Institute, one of the most formative data series

in this disease (Kempen et al 2009).

The use of systemic corticosteroids is often in high doses for long periods of time
(Howe et al 1994; Nguyen et al, 2011). This is shown to cause a number of
dermatological, haematological, endocrine, metabolic, fluid retention, inhibition of
the immune system, changes in the electrolyte balance, weight gain, diabetes,
musculoskeletal and gastrointestinal problems (Stanbury et al 1998).
Furthermore, topical ophthalmic, oral, and intravenous corticosteroids have also
been associated with ocular side effects such as increased intraocular pressure,
development of cataract, glaucoma, and even retinal and choroidal emboli
(Carnahan & Goldstein 2000). Therefore, the minimum dose necessary to control

the disease should be given and prolonged use avoided.

10
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There is a strong scientific rationale for the use of anti-TNF alpha agents based
on what is known about the biology of uveitis through experimental models and
experimental medicine (Caspi RR 2011, Dick et al 2004), and this has led to
monoclonal antibody therapies against anti-TNF alpha becoming the standard of
care in the treatment across the world of those refractory patients whose disease
either remains uncontrolled or who fail to achieve a 10mg dose-threshold of
corticosteroid-induced disease remission despite conventional

immunosuppression .

An evidence review carried out to evaluate the clinical effectiveness, safety and
cost effectiveness of the anti-TNF agents Infliximab and Adalimumab in adult
patients with idiopathic uveitis and uveitis associated with systemic diseases
identified 3 Adalimumab studies (2 open label trials and 1 case series) meeting

the inclusion criteria and none for Infliximab.

From the published literature currently available, there is some evidence that
Adalimumab helps reduce uveitis flares in patients with anterior uveitis
associated with ankylosing spondylitis (Scottish Intercollegiate Guidelines
Network -SIGN level 2+, grade D). Evidence of clinical effectiveness in patients
with sarcoidosis and other aetiologies of uveitis comes from a small sample case
series and an open label study respectively (SIGN level 3, grade D and SIGN
level 2-, grade D). No studies for infliximab were found. Well-designed studies
are needed and are ongoing to establish the accepted level of evidence for
clinical efficacy, safety and cost effectiveness ofinfliximab and/or Adalimumab in
adults with idiopathic uveitis and uveitis associated with systemic diseases.
Levy et al (2014) undertook a study to provide recommendations for the use of
anti-tumor necrosis factor a (TNF-a) biologic agents in patients with ocular
inflammatory disorders for which a systematic review of published studies was
performed and recommendations were generated using the Grading of
Recommendations Assessment, Development, and Evaluation group criteria.
The study concluded that Infliximab and adalimumab can be considered as first-
line immunomodulatory agents for the treatment of ocular manifestations of

Behcet's disease. Infliximab and adalimumab can be considered as second-line

11
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immunomodulatory agents for the treatment of uveitis associated with juvenile
arthritis. Infliximab and adalimumab can be considered as potential second-line
immunomodulatory agents for the treatment of severe ocular inflammatory
conditions including posterior uveitis, panuveitis, severe uveitis associated with
seronegative spondyloarthropathy, and scleritis in patients requiring
immunomodulation in patients who have failed or who are not candidates for
antimetabolite or calcineurin inhibitor immunomodulation. Infliximab and
adalimumab can be considered in these patients in preference to etanercept,

which seems to be associated with lower rates of treatment success.

A retrospective study of data from a multicentre ocular inflammation biologics
registry which included patients capturing routine clinical therapy and disease
states in uveitis within the United Kingdom was undertaken. Patients >18 years
who were given either adalimumab (40 mg/2 week) or infliximab (3-5 mg/kg/2
weeks) were included. Details of the methodology and analysis are provided in

appendix 3. The following key results were reported:

e All patients (n=41) on biologics showed clinical remission after a
mean (x SD) follow-up of 1.36(x 0.88) person years

e Higher proportion of patients (48.78%) showed improvement in
visual acuity as compared to patients (17.07%) showing worsening
in visual acuity after a mean (x SD) follow-up of 2.51(+ 2.01) and
4.38 (x 3.50) person years, respectively

e 88.89% of patients on biologics showed reduction in steroid dose to
<10 mg, followed by 75.85% of patients showing reduction in steroid
dose to <5 mg, and 45.16% completely stopping Prednisolone use
after a mean (x SD) follow-up of 3.06 (+ 2.32), 3.15 (+ 1.76), and
3.49 (x 1.59) person years, respectively

e 83.33% of patients on biologics showed reduction in the number
and/or use of IMT after a mean (£ SD) follow-up of 1.54 (£ 0.99)
person years.

¢ The median vision-related quality of life (VCM) scores decreased as

the follow-up time after the start of biologics increased.

12
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e The mean SF-36 PCS scores were below the average range (<47)
for the general population. With the exception of the SF-36 MCS
scores at 3 years, the SF-36 MCS mean scores were above the
average range (>47) for the general population.

e The vision-related quality of life (VCM) scores significantly
decreased with decrease in visual acuity scores of worse eye within

1 year of starting biologics (p=0.0064).

There is a strong scientific rationale for the use of anti-TNF alpha agents based
on what is known about the biology of uveitis through experimental models and
experimental medicine (Caspi RR 2011, Dick et al 2004). Anti-TNF alpha agents
have already become the standard of care in a range of inflammatory diseases
with comparable biological mechanism, including severe ankylosing spondylitis
and Crohn's disease (NICE TA143 and TA187].

The use of Infliximab and Adalimumab to treat uveitis is also supported by leading
experts from Germany, the US. France, Spain, Australia, Japan and Scotland.
The UK is playing a leading role in the conduct of these studies: including the
multinational industry-sponsored VISUAL randomised controlled trials of
Adalimumab in uveitis. Results from these trials are expected in 2015.

It is estimated that broader costs of blindness to the economy and society are
equivalent to each patient requiring ten hospital admissions a year (RNIB
Scotland, 2010)”.

13
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