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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
Scotland. The advice is summarised as follows:

ADVICE: following a resubmission
budesonide (Cortiment®) is accepted for restricted use within NHS Scotland.

Indication under review: in adults for induction of remission in patients with mild to moderate
active ulcerative colitis (UC) where aminosalicylate (5-ASA) treatment is not sufficient.

SMC restriction: for use in patients with UC who present with active left-sided disease and/or
proctosigmoiditis who are not suitable for oral prednisolone, as an alternative to budesonide
rectal formulations or off-label oral budesonide.

In two phase Ill studies, budesonide (Cortiment®) significantly increased combined clinical
and endoscopic remission at eight weeks compared with placebo. However, there are no
comparative data with other oral or rectal preparations.

Overleaf is the detailed advice on this product.

Chairman,
Scottish Medicines Consortium

Published 10 October 2016 1



Indication
In adults for induction of remission in patients with mild to moderate active ulcerative colitis
(UC) where aminosalicylate (5-ASA) treatment is not sufficient.

Dosing Information

The recommended dose is budesonide 9mg orally daily, in the morning, for up to eight weeks.
Tablets should be swallowed whole with a glass of water and must not be broken, crushed or
chewed as the film coating is intended to ensure prolonged release. They can be taken with
or without food. When treatment is discontinued, it may be useful to gradually reduce the
dose.

Product availability date
April 2015

Summary of evidence on comparative efficacy

Budesonide is a glucocorticoid used in the treatment of inflammatory bowel disease. It has a
topical anti-inflammatory activity but does not reduce cortisol levels to the same extent as
systemic glucocorticoids. This formulation has a multi-matrix (MMX) structure covered by a
gastro-resistant coating that dissolves in intestinal fluids with a pH >7 and releases budesonide
at a controlled rate throughout the colon. It is licensed for induction of remission in adult patients
with mild to moderate active ulcerative colitis (UC) where aminosalicylate (5-ASA) treatment is
not sufficient.' The submitting company has requested that SMC considers budesonide for
patients with UC who present with active left-sided disease and/or proctosigmoiditis who are not
suitable for oral prednisolone, as an alternative to budesonide rectal formulations or off-label
oral budesonide.

The key evidence for this formulation comes from two similar randomised, double-blind,
placebo-controlled, phase Il studies (CORE | and Il) in adults with active mild to moderate
UC.?® Each study also included an active control group: oral mesalazine in CORE | and a
different formulation of oral budesonide in CORE Il. The studies were designed to compare
budesonide MMX groups with placebo only and not also with the active control groups. Eligible
patients were adults aged 18 to 75 years, with active mild to moderate UC for at least six
months and a UC Disease Activity Index (UCDAI) score of 24 to <10. Eligible patients were
randomised equally to receive budesonide MMX (Cortiment®) 9mg once daily, budesonide MMX
(Cortiment®) 6mg once daily, placebo or active-control (mesalazine [Asacol®] 800mg three times
daily in CORE | and budesonide EC [Entocort®] 9mg once daily [licensed for Crohn’s disease
but not UC]) in CORE Il for eight weeks. Patients receiving 5-aminosalicylic acid (5-ASA) at
screening underwent a washout before randomisation and concomitant use of 5-ASA was not
allowed during the study periods.

In both studies, the primary outcome was combined clinical and endoscopic remission at week
8. This was defined as a total UCDAI score <1, with a rectal bleeding score of 0, stool frequency
score of 0, mucosal appearance score of 0 (no sign of mucosal friability on full colonoscopy)
and a 21 point reduction in baseline endoscopic index score at week 8. All efficacy analyses



were performed in the modified intention-to-treat (mITT) population which included all
randomised patients who received at least one dose of study medication and who had active
histologically confirmed disease at baseline (this was not a specified inclusion criterion but was
confirmed centrally after randomisation). The studies were designed and powered to compare
both doses of budesonide MMX with placebo only. Results will not be presented for the
budesonide MMX 6mg dose since this is not licensed.??

At eight weeks, the proportion of patients achieving the primary outcome was significantly
higher with budesonide MMX 9mg compared with placebo in both studies. Details are presented
in the table below.

Table 1: Results of primary outcome in mITT population of CORE | and Il studies®?

Budesonide Placebo Active control*
MMX 9mg
CORE | (n=123) (n=121) (n=124)
Combined clinical and 18% (22/123) 7.4% (9/121) 12% (15/124)

endoscopic remission

Difference versus placebo: % | 10% (2.2 to 19) 4.7% (-2.7 to 12),

(95% CI), p-value p=0.0143 p=0.220
OR versus placebo (95% CI) 2.71 1.71
(1.19t0 6.16) (0.72 t0 4.08)
CORE Il (n=109) (n=89) (n=103)
Combined clinical and 17% (19/109) 4.5% (4/89) 13% (13/103)

endoscopic remission

Difference versus placebo: p-

p=0.0047

p=0.0481

value

OR versus placebo (95% CI) 4.49
(1.47 to 13.72)

Not reported

* active control was mesalazine (Asacol®) 800mg three times daily in CORE | and budesonide EC
(Entocort®) 9mg once daily in CORE I
Cl: confidence interval; OR: odds ratio

A pooled analysis of CORE | and Il found that the primary outcome, combined clinical and
endoscopic remission, was achieved by significantly more budesonide MMX 9mg than placebo
patients (18% [41/232] versus 6.2% [13/210]); odds ratio 3.3 (95% CI: 1.7 to 6.4), p=0.0002.*

Combined clinical and endoscopic remission was achieved by significantly more budesonide
MMX 9mg than placebo patients in the subgroup of patients from the pooled analysis with
proctosigmoiditis (23% [19/81] versus 11% [9/82]; odds ratio 2.5 [95% CI: 1.1 to 6.0], p=0.0349)
and Ieft-sid4ed disease (20% [13/64] versus 3.2% [2/62]; odds ratio 8.9 [95% CI: 1.9 to 42.6],
p=0.0018).

The key secondary outcomes included clinical improvement (defined as a 23 point reduction in
the UCDAI score) and endoscopic improvement (defined as a 21 point reduction in the UCDAI
mucosal appearance subscore) at eight weeks. There were no significant differences between
budesonide MMX 9mg and placebo in terms of clinical improvement in CORE | (33% versus
25%; 34% in active control) or CORE Il (42% versus 34%; 33% in active control). The studies
used hierarchical statistical testing and, since results for clinical improvement were not
significant, formal statistical analyses of subsequent outcomes were not performed. Endoscopic
improvement was achieved by 41% of budesonide MMX 9mg patients compared with 33% of



placebo patients (33% of patients in active control) in CORE |, and by 42% versus 31% (and
37%) respectively in CORE 11.>*

Symptom resolution (defined as UCDAI stool frequency and rectal bleeding subscores of 0) was
achieved by 28% (35/123) of budesonide MMX 9mg patients, 17% (20/121) of placebo patients
and 25% (31/124) of mesalazine 2.4g patients in CORE |, and by 24% (26/109) of budesonide
MMX 9mg patients, 11% (10/89) of placebo patients and 18% (19/103) of budesonide EC 9mg
(Entocort®) patients in CORE Il. Histologic healing (defined as a total histologic score of 0 or 1
for all biopsy specimens) was achieved by 4.1% (5/123) of budesonide MMX 9mg patients,
6.6% (8/121) of placebo patients and 11% (14/124) of mesalazine 2.4g patients in CORE |, and
by 17% (18/109) of budesonide MMX 9mg patients, 6.7% (6/89) of placebo patients and 14%
(14/103) of budesonide EC 9mg (Entocort®) patients in CORE 1.3

An additional phase lll, double-blind, randomised study (CONTRIBUTE) compared budesonide
MMX with placebo in patients with mild to moderate UC not adequately controlled with oral
5-ASA treatment. Eligible patients had a UCDAI score of 24 to <10 and an inadequate response
to an oral 5-ASA for 2six weeks before randomisation. They were randomised to receive
budesonide MMX 9mg orally daily (n=230) or placebo (n=228) for eight weeks and previous
5-ASA treatment was continued. The primary outcome was combined clinical and endoscopic
remission at eight weeks (defined as UCDAI score <1, with a rectal bleeding score of 0, stool
frequency score of 0 and mucosal appearance score of 0) which was achieved by significantly
more budesonide MMX than placebo patients: 13% versus 7.5% respectively, p=0.0488. In
terms of secondary outcomes, clinical remission did not differ significantly between treatments
but eggoscopic remission and histologic healing were significantly better with budesonide
MMX.>

Summary of evidence on comparative safety

Safety results were presented from the pooled analysis of the CORE | and Il studies.” Adverse
events were reported in 56% (144/255) of budesonide MMX 9mg daily and 53% (138/258) of
placebo patients. These were considered to be drug-related in 27% (69/255) and 25% (65/258)
of patients respectively. They were serious in 2.7% (7/255) and 3.1% (8/255) of patients
respectively and lead to discontinuation in 15% (39/255) and 17% (43/258) of patients
respectively.

The incidences of adverse events were similar with budesonide and placebo. The most
commonly reported adverse events were exacerbations of UC (13% and 14%); headache (11%
and 10%); nausea (5.1% and 4.3%); abdominal pain (3.5% and 5.8%) and nasopharyngitis
(1.6% and 2.3%).

Glucocorticoid related adverse events were reported in 9.0% of budesonide and 10% of placebo
patients, the most common of these being sleep change (2.7% and 4.3%), mood change (2.7%
and 3.9%) and insomnia (2.4% and 3.1%).



Summary of clinical effectiveness issues

This is the first oral formulation of budesonide to be licensed for UC, specifically for mild to
moderate active UC where 5-ASA treatment is not sufficient. The submitting company has
requested that SMC considers budesonide MMX for patients with UC who present with active
left-sided disease and/or proctosigmoiditis who are not suitable for oral prednisolone, as an
alternative to budesonide rectal formulations or off-label oral budesonide.

In the key CORE | and Il studies, there was a significantly higher rate of combined clinical and
endoscopic remission with budesonide MMX 9mg than placebo. This primary outcome was
considered strict in order to minimise the placebo response and resulted in lower remission
rates for budesonide MMX than in other UC studies at eight weeks.” There were no significant
differences between budesonide MMX 9mg and placebo in the key secondary outcome, clinical
improvement, in both studies and further statistical testing was not performed.>®* Subgroup
analyses were used to support the proposed positioning by the company. In pooled analysis of
CORE | and Il, 28% of budesonide MMX 9mg and 30% of placebo patients had left-sided
disease and 35% and 39% respectively had proctosigmoiditis. The studies were not powered for
subgroup analyses which were performed post-hoc. In addition, randomisation of patients in the
studies xvas not stratified, leading to potential imbalances between groups in the extent of
disease.

More than half of study patients in CORE | and Il had prior use of a 5-ASA but were not required
to have an insufficient response to 5-ASA, only a UCDAI score of 4 to 10, to be eligible for
enrolment. Since patients had sufficient washout of previous treatment and were not allowed to
take any concomitant medicines during the studies for their disease, the treatment effect of
budesonide MMX when used in combination with other treatments is limited to the
CONTRIBUTE study that has only been published in abstract form.*%°

In CORE I and Il, 3.9% and 19% of randomised patients respectively were not included in the
mITT population used in the efficacy analyses, mainly due to not having histological evidence of
active disease at baseline (3.3% and 15% respectively). In addition, approximately a third of
patients did not complete the eight week study period, mainly due to treatment failure,
withdrawal of consent or adverse events.**

There are no comparative data with other medicines for UC. The company submission
considered rectal formulations of budesonide (eg foam) as a key comparator and, since a mixed
treatment comparison was considered inappropriate, the company presented a naive indirect
gualitative comparison and an adjusted indirect comparison (using the Bucher method) of
budesonide MMX with budesonide rectal foam which suggested that the medicines had similar
clinical effectiveness. However, differences in the patient populations, durations of treatment
and definitions of remission, as well as the use of an unlicensed dose of budesonide rectal foam
substantially affect the validity and robustness of these comparisons.

Available results are for treatment for eight weeks. These support induction treatment but there
are no data for maintenance treatment. Budesonide MMX is therefore only licensed for the
induction of remission. There are no data on repeated courses of budesonide MMX. The
summary of product characteristics (SPC) states that when treatment is discontinued, it may be
useful to gradually reduce the dose at the discretion of the treating physician. However
budesonide MMX is only available as a 9mg tablet which must be swallowed whole to ensure



the prolonged release.! Therefore the options for gradually reducing the dose would be limited
to increasing the dosing interval.

Budesonide MMX would offer a licensed formulation of oral budesonide for inducing remission
in mild to moderate UC but there are no comparative data with other oral or rectal preparations.

Summary of comparative health economic evidence

The company submitted a cost-minimisation analysis of budesonide MMX for UC patients who
have left sided disease and/or proctosigmoiditis who are not suitable for oral prednisolone and
who would otherwise receive budesonide rectal foam or off-label budesonide oral therapy. The
comparator was a weighted average of budesonide rectal foam (Budenofalk®, assumed to have
58% market share) and off-label oral budesonide (Entocort® CR capsules and Budenofalk®
gastro-resistant capsules, both with 21% market share).

The assumption of comparable efficacy was based on the indirect comparisons of budesonide
MMX and budesonide rectal foam described above, with the assumption that this would support
comparable efficacy of budesonide MMX with both the rectal foam and off-label oral budesonide
treatments. A one-year time horizon was used and it was assumed that 70% of patients would
require 1 course of treatment lasting 8 weeks and 30% would require 2 courses. The analysis
included only the medicine acquisition costs of budesonide MMX, rectal foam and off-label oral
formulations of budesonide. Medicines wastage was included for budesonide rectal foam and
budesonide MMX where the number of packs required was rounded up. No wastage was
included for the other treatments. There were no specific administration or monitoring costs
associated with budesonide MMX or comparators.

The results of the analysis showed that budesonide MMX is cost-minimising versus a weighted
average comparator of other budesonide treatments, with estimated savings of £57. The total
cost for budesoninde MMX was estimated to be £195 and for the weighted average comparator
the total cost was £252. The results were also presented comparing the cost of budesonide
MMX with each comparator (table 2).

Table 2: Results comparing budesonide MMX with individual comparators

Annual treatment cost Incremental cost/saving
. of budesonide MMX vs
per patient
comparator
Budesonide MMX (Cortiment®) £195 -
Off-label oral budesonide (Budenofalk®) £164 £31
Off-label oral budesonide (Entocort®) £216 -£21
Budesonide rectal foam (Budenofalk®) £297 -£81

The following limitations were noted:

¢ The comparators included may not fully reflect clinical practice. Existing oral budesonide
preparations are generally not used for these patients in practice as they are not
licensed in this indication. There may be some limited use of budesonide rectal foam,
but experts noted that other steroid foam preparations are also available and these were
not included in the company’s analysis.

e There is a lack of direct study evidence comparing budesonide MMX with the other
formulations of budesonide. The indirect comparisons provided by the company have a
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number of limitations meaning the conclusion of comparable efficacy which underpins
the cost-minimisation analysis is particularly uncertain.

Despite the limitations outlined above, the economic case has been demonstrated.

Summary of patient and public involvement

The following information reflects the views of the specified Patient Group.
e A submission was received from Crohn’s & Colitis UK, which is a registered charity.

e The patient group has received 4.6% pharmaceutical company funding in the past two
years, but none from the submitting company.

o Ulcerative colitis causes inflammation and ulceration of the inner lining of the rectum and
colon. Symptoms include urgent and frequent diarrhoea, cramping pains, fatigue, fever,
weight loss and anaemia. This can severely affect self esteem, impair social function and
impact on intimate relationships and school, work and leisure activities.

e Current commonly used treatments are anti-inflammatory medications including 5-ASAs,
corticosteroids and immunosuppressants. Corticosteroids often cause distress due to
possible side effects including, mood disturbance, insomnia, moon face and acne.
Treatments administered in the form of enemas or foams can be difficult and embarrassing
for patients.

e Cortiment is an oral medicine, which is preferable to using rectally administered treatment. It
may reduce the side effects experienced with standard corticosteroids. Choice in medication
and how it is administered is important for someone living with a remitting and relapsing
condition they have to manage throughout their lifetime.

Additional information: guidelines and protocols

The National Institute for Health and Care Excellence (NICE) published clinical guideline 166:
“Ulcerative colitis: management” in June 2013.° For inducing a remission in patients with mild to
moderate disease, this guideline recommends a stepped approach, guided by the site of
inflammation. The first step for patients with proctitis or proctosigmoiditis, offer a topical 5-ASA
or consider adding an oral 5-ASA or consider an oral 5-ASA alone, taking patient’s preferences
into account and explaining that this is not as effective as a topical 5-ASA alone or combination
treatment. For patients with left-sided or extensive ulcerative colitis: offer a high induction dose
of an oral 5-ASA, consider adding a topical 5-ASA or oral beclometasone dipropionate taking
patient’s preferences into account. The second step for all patients with mild to moderate UC is
to consider adding oral prednisolone to 5-ASA therapy if there is no improvement within four
weeks of starting or if symptoms worsen. Oral tacrolimus can be considered for addition to oral
prednisolone if there is an inadequate response after two to four weeks.

The European Crohn’s and Colitis Organisation (ECCO) published the “Second European
evidence-based consensus on the diagnosis and management of ulcerative colitis Part 2:
current management” in 2012.° For patients with mild to moderate left-sided active UC, this
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guideline recommends initial treatment with a 5-ASA enema l1g/day combined with oral
mesalazine >2g/day. Topical therapy with steroids or 5-ASA alone as well as monotherapy with
oral 5-ASA is considered less effective than oral plus topical 5-ASA therapy. Topical mesalazine
is considered more effective than topical steroid. Systemic corticosteroids are appropriate if
symptoms of active colitis do not respond to mesalazine.

The British Society of Gastroenterology (BSG) published “Guidelines for the management of
inflammatory bowel disease in adults” in 2011.'° This guideline recommends that for patients
with active left-sided or extensive UC treatment with oral mesalazine 2.4 to 4.8g daily or
balsalazide 6.75g (delivering 2.4g mesalazine) daily are effective first-line therapy for mild to
moderately active disease. Topical mesalazine combined with oral mesalazine >2 g/day is more
effective than oral therapy alone for both left-sided and extensive disease. Prednisolone 20 to
40mg daily is appropriate for patients with moderately active disease, in whom mesalazine has
been unsuccessful. The dose of prednisolone should be reduced gradually according to severity
and patient response, generally over eight weeks.

Additional information: comparators

Rectal budesonide, off-label oral budesonide and other rectal or oral corticosteroids.

Cost of relevant comparators

Drug Dose Regimen Cost per course (£)
Budesonide MMX 9mg orally once daily for 8 weeks 140
(Cortiment®)
Budesonide rectal foam 2mg rectally daily for 8 weeks 228
(Budenofalk®)
Budesonide gastro-resistant 9mg orally once daily for 8 weeks 166
caspules (Entocort®)*
Budesonide gastro-resistant 9mg orally once daily for 8 weeks 126
caspules (Budenofalk®)*
Prednisolone rectal foam One dose once or twice daily for 2 78 t0 312
weeks, continued for a further 2
weeks if good response
Hydrocortisone acetate rectal | One dose once or twice daily for 2 to 28 to 47**
foam (Colifoam®) 3 weeks and every second day
thereafter

Doses are for general comparison and do not imply therapeutic equivalence. Costs from eVadis on 3
June 2016. *Budesonide gastro-resistant capsules (Budenofalk® and Entocort®) are not licensed for use
in ulcerative colitis but were considered as comparators by the company. **For comparison, the cost for
hydrocortisone acetate rectal foam (Colifoam®) is based on 8 weeks of treatment.



Additional information: budget impact

The submitting company estimated there would be 1,616 patients eligible for treatment with
budesonide in year 1 and 1,635 patients in year 5. A discontinuation rate of 16.40% was applied
each year.

The gross impact on the medicines budget was estimated to be £63k in year 1, rising to £64k in
year 5. As medicines were assumed to be displaced, the net medicines budget impact was
estimated to be a saving of £19k in all years.

Other data were also assessed but remain commercially 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 statements/Policy Statements
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http://www.clinicaltrials.gov/
http://www.scottishmedicines.org.uk/About_SMC/Policy_statements/Policy_Statements

Drug 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.

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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