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	Medicine details1

	Name, brand name and manufacturer
	Dimethy fumarate (Skilarence)

Almirall

	Licensed indication
	www.medicines.org.uk
Dimethyl fumarate (Skilarence®) is indicated for the treatment of moderate to severe plaque psoriasis in adults in need of systemic medicinal therapy.
Other preparations of dimethyl fumarate are available:

· Tecfidera® is produced in the same strength and formulation as Silkarence® but is only licensed for use in multiple sclerosis

· Fumiderm (an unlicensed special from Europe) has been used to treat psoriasis by secondary care



	Formulation
	Gastro-resistant tablet

	Usual dosage
	The maximum dosage is 240 mg 3 times daily given orally, after an initial titration schedule. In the first week, 30 mg is taken once daily. In the second week, 30 mg is taken twice daily. In the third week, 30 mg is taken 3 times daily. From the fourth week, a single 120-mg daily dose is given and increased weekly for 5 weeks, until the maximum daily dose is reached up to 720mg/day.
This is the current dose considered by NICE as part of the NICE evaluation.  Subsequent changes in the license following NICE publication will need to be considered by the Prescribing Clinical Network and will not be routinely funded by local commissioners.


	Disease and potential patient group 

	Brief description of disease2
	Psoriasis is a skin condition that causes red, flaky, crusty patches of skin covered with silvery scales.

These patches normally appear on your elbows, knees, scalp and lower back, but can appear anywhere on your body. Most people are only affected with small patches. In some cases, the patches can be itchy or sore.

Psoriasis affects around 2% of people in the UK. It can start at any age, but most often develops in adults under 35 years old. The condition affects men and women equally.

The severity of psoriasis varies greatly from person to person. For some people it's just a minor irritation, but for others it can have a major impact on their quality of life.

Psoriasis is a long-lasting (chronic) disease that usually involves periods when you have no symptoms or mild symptoms, followed by periods when symptoms are more severe

	Potential patient numbers per 100,0003
	The population eligible for dimethyl fumarate is assumed to be people with active psoriasis who are eligible for TNF inhibitors.

Potential number of patients eligible for treatment with dimethyl fumarate at CCG level (using national assumptions)

	CCG

Total population (Adult)
Proportion of people with plaque psoriasis

People eligible for biologic treatments* 

Estimated number of people expected to be treated with dimethyl fumarate in 5 years’ time
Surrey Downs

222,789
3,509
89
9
Surrey Heath

75,395
1,187
30
3
East Surrey

141,058
2,222
57
6
Guildford & Waverley

162,618
2,561
65
7
Crawley

84,566
1,332
34
3
North West 

267,170
4,208
107
11
Horsham & Mid Sussex

179,732
2,831
72
7
*dimethyl fumarate is not a biologic treatment but has been included in the NICE costing template alongside the biologic treatments and apremilast


SUMMARY

	Guidance4

	1. Recommendations 
1.1 Dimethyl fumarate is recommended as an option for treating plaque psoriasis in adults, only if the disease: 
· is severe, as defined by a total Psoriasis Area and Severity Index (PASI) of 10 or more and a Dermatology Life Quality Index (DLQI) of more than 10 and 
· has not responded to other systemic therapies, including, ciclosporin, methotrexate and PUVA (psoralen and long-wave ultraviolet A radiation), or these options are contraindicated or not tolerated. 
1.2 Stop dimethyl fumarate treatment at 16 weeks if the psoriasis has not responded adequately. An adequate response is defined as: 
· a 75% reduction in the PASI score (PASI 75) from when treatment started or 
· a 50% reduction in the PASI score (PASI 50) and a 5-point reduction in DLQI from when treatment started. 
1.3 When using the PASI, healthcare professionals should take into account skin colour and how this could affect the PASI score, and make the clinical adjustments they consider appropriate. 
1.4 When using the DLQI, healthcare professionals should take into account any physical, psychological, sensory or learning disabilities, or communication difficulties, that could affect the responses to the DLQI and make any adjustments they consider appropriate. 
1.5 These recommendations are not intended to affect treatment with dimethyl fumarate that was started in the NHS before this guidance was published. People having treatment outside these recommendations may continue without change to the funding arrangements in place for them before this guidance was published, until they and their NHS clinician consider it appropriate to stop. 
Why the committee made these recommendations: 
Clinical trial results showed that dimethyl fumarate improves severe psoriasis more than placebo but, when compared indirectly, it is less effective than systemic biological therapies and apremilast. The modelling of treatment sequences was not considered reliable enough for decision-making. 

However, the cost effectiveness of dimethyl fumarate followed by best supportive care compared with best supportive care alone was comparable with the respective cost-effectiveness estimates in previously published appraisals of the biologicals and apremilast. Also, dimethyl fumarate is less costly than biologicals and apremilast, and would likely provide sufficient savings per quality adjusted life years lost when compared with these treatments. 

Some patients might choose to have dimethyl fumarate. Dimethyl fumarate should be used when the psoriasis is severe and has not responded to other systemic non-biological therapies, or when these treatments cannot be taken.


	Cost implications3,4,

	Cost:

The list price is £89.04 (excluding VAT) for a titration pack (that is, 42 x 30-mg tablets) and £190.80 (excluding VAT) for a pack of 90 x 120-mg tablets. Costs may vary in different settings because of negotiated procurement discounts.
Dose titration:
After initial titration. maintenance doses are individually titrated according to tolerance and response. Average maintenance doses are estimated to range from 360mg (source: Almirall company submission) to 480mg (source: Evidence Review Group report). 

Annual cost:

Maintenance dose:

Monthly cost
Yearly cost (VAT 20% will be added onto all prescriptions.)
360mg/day (3 tablets/day)
£190.80/month

£2480.40/year (excluding VAT)

480mg/day (4 tablets/day)
£237.44/month
£3086.72/year (excluding VAT)
720mg/day maximum dose (6 tablets/day)
£356.16/month
£4630.08/year (excluding VAT)


	Alternative treatments and cost per patient per year5

	Other NICE recommended products:
Based on the list price:

1st year (including loading dose) (All via homecare so no VAT except infliximab which is given by intravenous infusion in hospital and a day care tariff will be applied)

Prices below are before PAS prices have been applied. The prices of all the biosimilars have further reduced recently but these prices are commercially confidential
Drug cost

Purchase quantity (taken from BNF) 

Cost taken from BNF. 

Cost per dose (after induction)
Quantity per dose

Annual Cost in year 1
Adalimumab

(Humira)

2 pre filled packages : 50 mg/1ml

£704.28

£352.14

50 mg BI weekly

£9,156

Etanercept

(biosimilar cost)

4 pre filled packages : 50 mg/1ml

£656.00

£164.00

50 mg once weekly

£5,300
Infliximab (biosimilar cost)

100 mg/1ml

£377.00

£377.00

4 Vials every 8 weeks

£9,802

Ustekinumab

(Stelara)

1 pre-filled syringe:

90mg/ml

£2147.00

£2147.00

45mg-90mg every 12 weeks (weight based dosing)

£8,588

Ixekizumab (Taltz)

1 pre filled pen/syringe

80mg/ml

£1125.00

£1125.00

80mg every 4 weeks

£14,625

Secukinumab (Cosentyx)

2 pre filled pen/syringe 150mg/ml

£1218.78

£1218.78
300mg every month (2 injections required per month)
£19,500
Apremilast

56, 30mg tablets

£550.00

£9.82

30 mg twice daily

£7,150



	Impact to patients

	· An additional treatment option for plaque psoriasis would be valued by patients.

· Dimethyl fumarate will not be delivered under homecare arrangements so the provider will be required to make arrangements for access to treatment for patients.
· Dimethyl fumarate is a tablet taken orally which gives an added advantage for the patient.
· Patients currently taking Fumiderm (unlicensed special from Europe) should be switched to Skilarence if NICE criteria were met at initiation. 

	Impact to primary care prescribers

	· This is a PbRe drug and is commissioned by CCGs for use in secondary care. There should be no prescribing in primary care.

· Primary care prescribers should be aware that their patient is receiving dimethyl fumarate and ensure that this is recorded in the patient’s notes in order to be alert to potential side-effects and interactions with other medicines prescribed in primary care. This will ensure that GP records, which are accessed by other healthcare providers, are a true and accurate reflection of the patient’s medication.

	Impact to secondary care

	· The initiation, administration and on-going treatment is managed by secondary care. 

· Homecare arrangements will be managed by the trust. 
· Dimethyl fumarate will not be available under homecare arrangements so the provider will be required to make arrangements for access to treatment for patients.
· An additional treatment option for plaque psoriasis would be valued by clinicians.

· Patients currently taking Fumiderm (unlicensed special) should be switched to Skilarence if NICE criteria were met at initiation.
· Fumiderm should not be invoiced to the commissioner and if a patient continues to take Fumiderm, the cost of treatment will continue to be at the providers own financial risk.
· Dimethyl fumarate (Skilarence) should be prescribed and invoiced by brand so as to avoid confusion. Dimethyl fumarate (Tecfidera) is also used in multiple sclerosis and the responsible commissioner is NHS England for that indication.

	Impact to CCGs

	· The technology is commissioned by clinical commissioning groups (CCGs).

· Providers are NHS hospital trusts.
· VAT (20%) will be added onto all invoices for dimethyl fumarate (Skilarence)
· Dimethyl fumarate (Skilarence) is PbRe and if a patient meets NICE criteria, treatment can be initiated and invoiced to the commissioner. 
· Revision to psoriasis pathway discussed with specialists at the Dermatology clinical network October 2017. (See attached)

	Implementation

	· NICE TA implementation must be within 90 days of publication – 6 December 2017
· Blueteq forms to be developed
· Optimise RX message for CCGs using this prescribing software.

	Recommendation to PCN

	PbRe: Y
Recommended traffic light status:
· RED for dimethyl fumarate (Skilarence®)
· BLACK for Fumiderm (unlicensed special) in new patients. People currently having Fumiderm and are not appropriate to switch, may continue treatment without change to the funding arrangements in place for them, until they and their NHS clinician consider it appropriate to stop.

Additional comments:

Medicines Management Team Comments:
The Dermatologists commented on the use of Dimethyl Fumerate outside NICE guidance PASI<10 and this will be discussed at the next Dermatology Clinical Network in January. One of the specialists from Epsom has offered to lead on this review for PCN.

There has also been discussion about looking at the number of lines of treatment available within the Psoriasis pathway and a clinical lead would need to be identified to bring this to PCN. 
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