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	Medicine details

	Name, brand name
	Icosapent ethyl (Vazkepa®)

	Manufacturer
	Amarin Corporation

	Licensed indication
	Indicated to reduce the risk of cardiovascular events in adult statin-treated patients at high cardiovascular risk with elevated triglycerides (≥ 150 mg/dL [≥ 1.7 mmol/L]) and

• established cardiovascular disease, or

• diabetes, and at least one other cardiovascular risk factor.
https://www.medicines.org.uk/emc/product/12964/smpc#PRODUCTINFO   (SPC accessed 20/07/22)


	Formulation
	 Icosapent ethyl 998mg oral soft Capsule. 
Oblong soft capsule, 25 x 10 mm, printed with “IPE” in white ink, with a light yellow to amber shell containing a colourless to pale yellow liquid.  (SPC accessed 20/07/22)

	Usual dosage 
	The recommended daily oral dose is 4 capsules taken as two 998 mg capsules twice daily taken with or following a meal.
Swallow the capsules whole; Do not break, crush, dissolve or chew the capsules (SPC accessed 20/07/22) 

	NICE, recommended dosage/schedule
	Dose as per SPC



	Disease and potential patient group 

	Brief description of disease
	Heart UK  What are Triglycerides - HEART UK - Cholesterol Charity (accessed 04/09/22)
Triglycerides

Triglycerides are a type of blood fat. They are our main source of energy and are essential for good health. But if you have too much in your blood, this can raise the risk of heart disease. 

High triglycerides are known to contribute to the risk of heart disease and other diseases of the heart and blood vessels, and very high triglyceride levels can cause serious medical conditions such as pancreatitis.

What are triglycerides?

Triglycerides are a combination of:

· three fatty acids (i.e. saturated fat, unsaturated fat or both – these are the building blocks of fats) 

· glycerol, a form of glucose (a simple sugar).

Triglycerides are our main source of energy and, as they are so important, we have two supplies: one from our diet and one made by the liver.

How do triglycerides get into the blood? 

When we eat foods containing triglycerides, such as meat, dairy products, cooking oils and fats, they are absorbed by our intestines and packaged into parcels of fats and protein called chylomicrons (a type of lipoprotein). These carry the triglycerides in the blood stream to our tissues to be used for energy straight away or stored for later. 

The body also makes its own supply of triglycerides in the liver. This form is carried in a different type of lipoprotein known as VLDL cholesterol.

Finding out your triglyceride levels

Triglycerides are measured with a simple blood test. Triglyceride levels should be measured when you have a cholesterol test as they can also contribute to your risk of developing heart disease, and other disease of the heart and blood vessels.

The triglyceride test measures the triglycerides carried in chylomicrons and VLDL cholesterol. National guidelines in the UK no longer recommend a fasting blood test (where you fast for a period of time before your blood test).

What should your triglyceride levels be?

HEART UK experts state that we should aim for a non-fasting triglyceride level below 2.3mmol/L.
If your doctor has asked you to fast for a test (usually for 10-14 hours) then your triglyceride level should be below 1.7mmol/L. This "fasting test" number is lower because only the triglycerides made by the liver and carried in the VLDL cholesterol will be measured – not the triglycerides you get from food. As you have not eaten, there will be no chylomicrons present in your blood.

 What can raise your triglycerides?
Triglycerides can be raised due to what doctors refer to as 'primary' and 'secondary' causes, explained below.  Some people have a combination of both.  

It is very important that your doctors investigate all these potential causes so that you can start treatment.

Primary causes of raised triglycerides

'Primary' refers to inherited (genetic) conditions which cause raised triglyceride levels. 

· familial hypertriglyceridaemia, where triglycerides are raised

· familial combined hyperlipidaemia (FCH), where both triglycerides and cholesterol are raised

· type 3 hyperlipidaemia, where both triglycerides and cholesterol are raised

· familial chylomicronaemia syndrome (FCS), a rarer condition where triglyceride levels are extremely high. 

Secondary causes of raised triglycerides

'Secondary' refers to the many other things that can influence triglyceride levels, including diet and lifestyle, certain medical conditions and medications.

Lifestyle causes include: 

· a sedentary lifestyle (lack of physical activity)

· an unhealthy diet, particularly diets high in saturated fats and added sugars

· alcohol – some people may be very sensitive even to small amounts of alcohol, and these can significantly raise their triglyceride levels.

Medical conditions include:

· kidney disease

· non-alcoholic fatty liver disease

· gout 

· pregnancy 

· an under-active thyroid.

Medications include: 

· Some diuretics

· steroids

· oral (tablets) oestrogen therapy

· retinoids 

· retrovirals.

High triglycerides and low HDL – an unhealthy pattern of blood fats

People with high triglyceride levels often have low HDL cholesterol (good cholesterol) as well. This is an unhealthy combination of blood fats that's often linked with premature heart disease.

It can be inherited, and often occurs in people who:

· are very overweight, especially if they carry their weight around their middle

· have Type 2 diabetes 

· have metabolic syndrome.
People with Type 2 diabetes usually have high LDL cholesterol (bad cholesterol) as well. This type of cholesterol is 'atherogenic', meaning it clogs up the arteries, leading to heart attacks and strokes. 

Lowering your triglycerides
Lifestyle changes
As with many conditions that raise blood fats, diet and lifestyle changes are the cornerstones of treatment. Triglycerides tend to be very responsive to changes in diet and lifestyle. 

Reach and maintain a healthy body weight

Regular exercise and losing weight if you need to can often lower triglyceride levels significantly.

Eat a healthy diet
· Cut down on saturated fats and replace these with unsaturated fats such as oily fish.

· Cut down on added sugars in food and drinks

· Drink alcohol in moderation, if at all. 

Medicines

If changes to your lifestyle don't lower your triglyceride levels enough or you have been diagnosed with a genetic condition, then you may need medication.

Statins are usually the first line of treatment. Cholesterol specialists may also prescribe medications such as fibrates and omega 3 acid ethyl esters.

 

High triglycerides- Ref Dr Callum Livingstone
Triglyceride is essentially an ordinary fat. It is present in the blood and its level fluctuates widely being highest after meals and lowest during fasting. Increased fasting triglyceride levels are a risk factor for blood vessel narrowing.




	Potential patient numbers per 100,000
	Table 1 NICE resource impact template Eligible population for Icosapent ethyl in Surrey Heartlands
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NICE estimates a 5% uptake of Icosapent Ethyl at year 5.
Potential patient numbers per 100,000 Surrey Heartlands at year 5 = 34
Table 2 showing approximate potential patient numbers per 100,000 at year 5 across all four alliances within Surrey Heartlands
Footprint

Guildford and Waverley

Northwest Surrey

Surrey Downs

East Surrey

Surrey Heartlands ICS

Potential numbers per 100,000 population at year 5

7

11

10

6

34

Figures derived from relative patient list sizes Apr 2022 and taken as a percentage of Surrey Heartlands ICS total as calculated on NICE resource impact table.


SUMMARY

	NICE recommendation

	Icosapent ethyl is recommended as an option for reducing the risk of cardiovascular events in adults. It is recommended if they have a high risk of cardiovascular events and raised fasting triglycerides (1.7 mmol/litre or above) and are taking statins, but only if they have:
established cardiovascular disease (secondary prevention), defined as a history of any of the following:

acute coronary syndrome (such as myocardial infarction or unstable angina needing hospitalisation)

coronary or other arterial revascularisation procedures

coronary heart disease

ischaemic stroke

peripheral arterial disease, and

low-density lipoprotein cholesterol (LDL‑C) levels above 1.04 mmol/litre and below or equal to 2.60 mmol/litre.

This recommendation is not intended to affect treatment with icosapent ethyl that was started in the NHS before this guidance was published. People having treatment outside this recommendation 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

There are currently no treatment options to reduce the risk of cardiovascular events in people taking statins who have controlled levels of LDL-C but raised levels of triglycerides. Icosapent ethyl is licensed for people taking statins who have raised triglycerides and a high risk of cardiovascular events, and who have either:

established cardiovascular disease (secondary prevention), or

diabetes and at least one other cardiovascular risk factor (primary prevention).

Clinical trial evidence suggests that icosapent ethyl reduces the risk of cardiovascular events, compared with placebo, in people with raised fasting triglycerides (1.7 mmol/litre or above) who are taking statins. The trial only included people with LDL-C levels above 1.04 mmol/litre and below or equal to 2.60 mmol/litre.

The cost-effectiveness estimates for icosapent ethyl are uncertain. Icosapent ethyl is unlikely to be cost effective for primary prevention, so it is not recommended for this. But the most likely cost-effectiveness estimates for secondary prevention are within what NICE normally considers an acceptable use of NHS resources. So, icosapent ethyl is recommended for secondary prevention in people with LDL-C levels above 1.04 mmol/litre and below or equal to 2.60 mmol/litre.

People must be taking a statin to have icosapent ethyl. People who cannot have statins are not covered by icosapent ethyl's marketing authorisation, so NICE cannot make any recommendations in this area.
Outcome of the REDUCE-IT trial: Comment by co-author Helen Garrood: Analysis of trial data and subsequent publications.
Icosapent ethyl (IPE) is a highly purified ethyl ester of eicosapentaenoic acid (EPA), developed by Amarin Pharma Inc.
The effect of Icosapent ethyl on cardiovascular health and mortality in hypertriglyceridemic patients with cardiovascular disease or at high risk for cardiovascular disease was studied in the REDUCE-IT trial.

REDUCE-IT (Reduction of Cardiovascular Events with EPA - Intervention Trial)
Randomised control trial, 8179 statin treated patients with qualifying triglycerides and LDL-C levels, duration 4.9 years, randomised to high dose Icosapent ethyl vs placebo (mineral oil)
Principal Findings

https://www.acc.org/latest-in-cardiology/clinical-trials/2018/11/08/22/48/reduce-it  (accessed 01/09/22)
The primary CV outcome of CV death, nonfatal myocardial infarction (MI), stroke, coronary revascularization, or unstable angina, for IPE vs. placebo, was 17.2% vs. 22.0% (hazard ratio [HR] 0.75, 95% confidence interval [CI] 0.68-0.83; p < 0.0001).
Secondary outcomes, for IPE vs. placebo:

· Change in TG levels at 1 year: -39.0 mg/dl vs. 4.5 mg/dl

· Change in LDL at 1 year: 2 mg/dl vs. 7 mg/dl

· CV death or MI: 9.6% vs.12.4%, p < 0.001

· All MI: 6.1% vs. 8.7%, p < 0.001

· Revascularization: 5.3% vs. 7.8%, p < 0.001

· All-cause mortality: 6.7% vs. 7.6%, p = 0.09

· Atrial fibrillation/flutter: 5.3% vs. 3.9% (hospitalisation for AF and Flutter 3.1% vs 2.1% p=0.004)
· Serious adverse bleeding events: 2.7% vs. 2.1%, p = 0.06

IPE=Icosapent ethyl   Placebo=mineral oil

Clinical End Points

A total of 1606 adjudicated primary end-point events occurred with an absolute between-group difference of 4.8 percentage points (95% CI, 3.1 to 6.5); the number needed to treat to avoid one primary end-point event was 21 (95% CI, 15 to 33) over a median follow-up of 4.9 years.
The risk of the key secondary composite end point of cardiovascular death, nonfatal myocardial infarction, or nonfatal stroke in a time-to-event analysis was also significantly

lower, by 26%, in the icosapent ethyl group than in the placebo group, corresponding to an absolute between-group difference of 3.6 percentage points in the rate of the end point and a number needed to treat of 28.

REDUCE-IT Cardiovascular Risk Reduction with Icosapent Ethyl for Hypertriglyceridemia. Bhatt et al https://www.nejm.org/doi/full/10.1056/nejmoa1812792 
Summary: The REDUCE-IT trial showed a significant 25% reduction in the primary composite CV outcome for IPE vs placebo (ARR=4.8%, RRR=22%, NNT=21) . The secondary outcomes however showed a significant increase in hospitalisation for AF and flutter (p=0.004) for IPE vs placebo and non-significant increase p=0.06 of serious adverse bleeding events.
As a result of the REDUCE-IT study. Icosapent ethyl was given a Class IIa Level B recommendation for a discrete cohort of high CVD risk patients with raised triglycerides in the 2019 ESC/EAS guidelines: 2019 ESC/EAS Guidelines for the management of dyslipidaemias (accessed 01/09/22)
‘The REDUCE-IT trial demonstrated that high dose icosapent ethyl significantly reduced the risk of ischaemic events, including CV death, by about one-quarter over a median follow-up of 4.9 years.’
Limitations and concerns

Limitations over the lack of reproducible trials showing similar results to REDUCE-IT and concerns over the mineral oil content of the placebo intervention arm (in REDUCE-IT) were voiced in the 2021 ESC CVD prevention guidelines
· Although REDUCE-IT demonstrated positive cardiovascular outcomes for a defined cohort of patients, the 2021 ESC Guidelines on cardiovascular disease prevention in clinical practice (accessed 01/09/22) voiced limitations that ‘REDUCE-IT was only one study that tested high dose icosapent ethyl and questions had been raised regarding the choice of placebo.’ 
The mineral oil content of the placebo intervention arm in REDUCE-IT was also investigated in the European Heart Journal.

·  Investigating contrasting results in REDUCE-IT and STRENGTH: partial answers but questions remain (accessed 01/09/22) The companion article concluded that ‘contrasting results of REDUCE-IT vs. STRENGTH may partly be explained by different effects of comparator oils (mineral vs. corn) on lipid traits and inflammation, while additional positive effects of EPA (icosapent ethyl) cannot be excluded.’ 
An Amarin funded review (manufacturers of Icosapent ethyl Vazkepa®) challenged the claims that the mineral oil content of the placebo arm (in REDUCE-IT) significantly affected the  primary and secondary outcomes of the REDUCE-IT study. 

· Mineral oil: safety and use as placebo in REDUCE-IT and other clinical studies (accessed 01/09/22) concluded that: ‘While some changes in select biomarkers were reported in REDUCE-IT patients randomized to mineral oil placebo, similar increases in lipid biomarkers within statin-treated patients have been seen in other contemporary lipid CV outcome trials, and importantly, no clinical impact of such biomarker changes in the REDUCE-IT placebo group was observed. Multiple analyses by distinct and independent groups conclude that even if theoretical mineral oil effects were real, such effects would be small and would not impact study conclusions or the robustness of the CV event risk reduction observed in REDUCE-IT.’
Conclusion: The REDUCE-IT trial showed a significant 25% reduction in the primary composite CV outcome for IPE vs placebo but a significant increase in hospitalisation for AF and flutter (p=0.004) for IPE vs placebo and non-significant increase p=0.06 of serious adverse bleeding events. Concerns have been raised around the mineral oil content of the placebo treated group adversely affecting the (placebo group) results which have been refuted by the company



	Cost implications*

	Cost of product: £144.21 (ex-vat; company submission) per pack of 120 capsules (one month’s supply)
Annual cost per patient: £1756 Icosapent ethyl + £15 statin = £1771 (costs as per NICE resource impact template)
Has dose escalation been considered as part of the NICE costing template? 
No dose escalation required.
Costing information
Table 3 NICE resource impact template Drug Costs for Icosapent ethyl in Surrey Heartlands
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Table 4 showing approximate potential costing information/100,000 population at year 5 across all four alliances within Surrey Heartlands
Footprint

Guildford and Waverley

Northwest Surrey

Surrey Downs

East Surrey

Costing information/100,000 population and per CCG (Icosapent ethyl + statin)
£12,397

£19,481

£17,710

£10,626

The costings are below the APC decision making threshold of £100,000 in any one place (alliance).
Availability of PAS and details (if appropriate): No 
Availability of homecare service (if appropriate): No 
*NICE funding requirements are based on Quality Adjusted Life Years (QALY) threshold. If there is evidence that the incremental cost rises above this threshold in the future, the APC may reconsider the commissioning status.

	Alternative treatments and cost per patient (per year / per month as appropriate)

	Other NICE recommended products:
NICE TA805 states, ‘The clinical experts confirmed that there are no treatments to reduce cardiovascular risk for people with elevated triglycerides who have statins with or without ezetimibe. Therefore, the committee agreed statins with or without ezetimibe was the appropriate comparator.’
Comment by Dr Callum Livingstone: Fibrates: Whilst the NICE lipid modification guidance (CG181) is not very supportive of the use of fibrates in cardiovascular risk reduction neither does it rule out their use stating that they should not routinely be prescribed. 
‘1.3.45 Do not routinely offer fibrates for the prevention of CVD’

Indeed, there is outcome evidence for the use of fibrates in cardiovascular risk reduction, albeit limited compared to that for statins. Fibrates would be expected to lower cardiovascular risk because of their LDL cholesterol-lowering and triglyceride lowering action.
To note:

Surrey Heartlands does NOT recommend fibrates for the prevention of cardiovascular disease, as per NICE CG 181 (updated September 2016)
Fibrates for this indication will therefore be considered BLACK on the traffic light system.
Options not reviewed by NICE but used in standard practice:
See Appendix 1 Table of Fibrates and Omega 3 preparations and their associated monthly costs
See Appendix 2 Graph of Omega-3-acid ethyl esters items for Surrey Heartlands CCG against other CCGs in England June 2022 data  (Open Prescribing available at: https://openprescribing.net/analyse/#org=CCG&orgIds=92A&numIds=0212000AB&denom=nothing&selectedTab=summary accessed 09/09/22)
See Appendix 3 Graph of Fibrate items for Surrey Heartlands CCG against other CCGs in England June 2022 data  (Open Prescribing available at: https://openprescribing.net/analyse/#org=CCG&orgIds=92A&numIds=0212000D0,0212000Q0,0212000P0,021200010&denom=nothing&selectedTab=summary accessed 09/09/2022)


	Impact to patients

	Adverse Effects: https://www.nice.org.uk/guidance/ta805 (accessed 20/07/22)
· In the REDUCE‑IT trial, similar proportions of people having icosapent ethyl (81.8%) and placebo (81.3%) reported adverse events. 
· In REDUCE‑IT, there were significant differences in the incidence of atrial fibrillation (5.3% icosapent ethyl, 3.9% placebo), bleeding-related events (11.8% icosapent ethyl, 9.9% placebo), constipation (5.4% icosapent ethyl, 3.6% placebo) and peripheral oedema (6.5% icosapent ethyl, 5.0% placebo). 
· The committee noted the concerns about some adverse events but concluded icosapent ethyl was generally well tolerated with manageable adverse events.
Special warnings and precautions for use
https://www.medicines.org.uk/emc/product/12964/smpc#gref (SPC accessed 20/07/22)
Allergies to fish and/or shellfish
Icosapent ethyl is obtained from the oil of fish. It is not known whether patients with allergies to fish and/or shellfish are at increased risk of an allergic reaction to icosapent ethyl. Icosapent ethyl should be used with caution in patients with known hypersensitivity to fish and/or shellfish.

Hepatic impairment
In patients with hepatic impairment, alanine aminotransferase (ALT) and aspartate aminotransferase (AST) concentrations should be monitored as clinically indicated before the start of treatment and at appropriate intervals during treatment.

Atrial fibrillation or flutter
Icosapent ethyl was associated with an increased risk of atrial fibrillation or flutter requiring hospitalisation in a double-blind placebo-controlled trial. The incidence of atrial fibrillation was greater in patients with a previous history of atrial fibrillation or flutter (see section 4.8). Patients, particularly those with a relevant medical history, should be monitored for clinical evidence of atrial fibrillation or atrial flutter (e.g., dyspnoea, palpitations, syncope/dizziness, chest discomfort, change in blood pressure, or irregular pulse). Electrocardiographic evaluation should be performed when clinically indicated.

Bleeding
Treatment with icosapent ethyl has been associated with an increased incidence of bleeding. Patients taking icosapent ethyl along with antithrombotic agents, i.e., antiplatelet agents, including acetylsalicylic acid, and/or anticoagulants, may be at increased risk of bleeding and should be monitored periodically

Swallowing Difficulties:
Patients with swallowing difficulties may find it challenging to swallow whole, 4 (25x10mm) capsules per day.
No other formulation is available.
Storage requirements: (SPC accessed 20/07/22)
· Bottle: keep the bottle tightly closed in order to protect from moisture.

· Blister: store in the original package in order to protect from moisture.
Authors note: Due to the hygroscopic nature of the medication it is unlikely to be suitable for compliance aid use.

	Impact to primary care prescribers

	1. The (NICE) clinical experts commented that icosapent ethyl might be used in secondary care but it would likely be used more in primary care. The committee concluded icosapent ethyl would likely be used mostly in a primary care setting.  
            https://www.nice.org.uk/guidance/ta805 (SPC accessed 20/07/22)

2. No current concerns with availability or supply.

3. Potential change in practice and impact on primary care in obtaining fasting lipid levels and LDL-C levels. Non-fasting lipids and non HDL-C levels are predominately the mechanisms currently used to monitor cardiovascular risk in primary care.
4. If patients’ eligibility is to be assessed in primary care it will be important that this is done by means of a fasting lipid profile, preferably more than one as triglyceride levels tend to fluctuate rapidly and widely. This will incur additional costs.
5. Triglyceride levels are not routinely undertaken as part of the cardiovascular risk assessment in primary care so identifying patients eligible for Icosapent ethyl may require a more proactive approach.

6. No baseline or ongoing monitoring required other than stated under, ‘Special warnings and precautions for use’.

	Impact to secondary care

	There are two issues of which a prescriber would have to be aware. These do not necessarily mean that prescribing of icosapent ethyl should be confined to secondary care, but GPs may wish to seek advice from secondary care before prescribing. 
1. Firstly, the NICE TA does not mention the need to identify and treat secondary causes of hypertriglyceridaemia (e.g., alcohol excess, dietary excess, poorly controlled diabetes) before prescribing icosapent ethyl. There is therefore potential for the drug to be prescribed inappropriately or prematurely if secondary causes are not ruled out. 
2. Secondly, a common difficulty encountered in hypertriglyceridaemic patients, which may confound assessment of patients’ eligibility for treatment using the NICE criteria and which NICE has not highlighted, is that when the serum triglyceride is >4.5 mmol/L it will not be possible to obtain a calculated LDL cholesterol result. This is an important issue because the higher the fasting triglyceride level the greater is the patient’s cardiovascular risk. If it is decided that the NICE criteria must be met, then some patients who would benefit from risk reduction will not be treated. 

Possible options when a calculated LDL cholesterol result is not available would include:
· Ignore the NICE LDL cholesterol criterion and choose to treat or otherwise based on clinical judgement.
· Conclude that the patient is not eligible for treatment, despite increased cardiovascular risk.
· Consider repeating the fasting lipid profile following a period of lifestyle intervention or increased antidiabetic treatment in the hope of decreasing the triglyceride to below 4.5 mmol/L and obtaining an LDL cholesterol result. 

· Base the decision on non HDL-cholesterol rather than LDL cholesterol result. Whilst objective, the drawback of this approach is that the non HDL-cholesterol concentration varies considerably depending on the triglyceride level and the amount of cholesterol contained in triglyceride rich lipoproteins. In other words, non HDL cholesterol is a very poor surrogate for LDL cholesterol 

· Pursue measurement of LDL cholesterol by a direct method. These are offered by only a small number of specialist labs in the UK and would require an expensive send away test. This would not be possible on the original specimen as it would have been discarded by the time the doctor sees the lipid profile results.

· Consider seeking clarification from NICE about an appropriate strategy∞
∞NB Clarification has been sought from NICE and we are awaiting a response. The APC will be updated in due course.

Are local Trusts commissioned to provide this service? NO

Consider if non-drug related activity is required i.e., additional resource / clinic capacities.  
· It is difficult to estimate numbers. Most of the eligible patients will currently be in primary care rather than in secondary care because patients with mild hypertriglyceridaemia tend to be discharged from the lipid clinic once options for additional lipid lowering treatments have been exhausted. This includes many patients with mild hypertriglyceridaemia.
· There is currently a capacity issue in that the Surrey lipid clinics are overstretched with long waiting times. Patients eligible for treatment with icosapent ethyl will not be considered highest priority for assessment in clinic as they will already be established on a statin, possibly ezetimibe as well, and will have LDL cholesterol <2.6 mmol/L. If these patients are referred to clinic it is likely, given the current situation, that there will be long delays in their being assessed in clinic.
· If patients’ eligibility is to be assessed in primary care it will be important that this is done by means of a fasting lipid profile, preferably more than one as triglyceride levels tend to fluctuate rapidly and widely. This will incur additional costs.
Any saving on drug costs / non-drug activity anticipated 
It is unlikely that there will be savings on drug costs because icosapent ethyl will not be replacing another drug. In patients taking fibrates or high dose fish oils for management of severe hypertriglyceridaemia it would be important for these patients to remain on these medications as icosapent ethyl does not have a place in management of severe hypertriglyceridaemia. 



	Impact to CCGs

	· Commissioners may be required to develop clinical system searches to identify the approved patient cohorts (as per NICE Icosapent ethyl TA805) as Triglyceride levels are not routinely undertaken as part of the cardiovascular risk assessment in primary care so identifying patients eligible for Icosapent ethyl may require a proactive approach.
· Commissioners may be required to  commission services to provide primary & secondary care with accurate  LDL-C levels (in patients with triglyceride levels >4.5mmol/L) in order to comply with the recommendations of NICE TA805 for patient eligibility.
· The NHSE, NICE endorsed,  AAC lipid management pathway adopted by Surrey Heartlands makes the following recommendation:

If baseline cholesterol is unknown in the setting of secondary prevention use the use Joint British Societies’ JBS3 consensus recommendation. 

Non-HDL-C = TC minus HDL-C
LDL-C = non-HDL-C minus (Fasting triglycerides* /2.2) 
*Valid only when fasting triglycerides are less than 4.5 mmol/L

Ref: https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/Summary-of-national-guidance-for-lipid-management-for-primary-and-secondary-prevention-of-cardiovascular-disea.pdf (accessed 05/09/22)


	Implementation

	Place in therapy: Secondary Prevention Pathway for Icosapent Ethyl plus Statin
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*Patients with Triglycerides > 4.5mmol/L
In patients where an accurate calculated  LDL-C level cannot be obtained due to serum triglycerides > 4.5mmol/L further guidance on eligibility for treatment with icosapent ethyl  can be obtained from the Lipid clinic via advice and guidance.
Please explain what will need to happen to ensure implementation within 90 days of publication.

· The drug should be approved for use in primary and secondary care. 
· Provide guidance for GPs on ruling out secondary causes of hypertriglyceridaemia.
· Encourage GPs to seek advice and guidance from the lipid clinics if they have questions about patients’ eligibility for treatment with icosapent ethyl.
Consider need for starting criteria, monitoring parameters, stopping criteria

· As discussed above, starting criteria may have to be agreed for patients in whom an LDL cholesterol is unavailable because of triglyceride levels > 4.5 mmol/L.

Place in therapy – current guidelines need updating / new guidelines or pathway required

· Currently Surrey Heartlands adopts the NHSE NICE endorsed AAC Lipid management pathway. Although it does discuss hypertriglyceridemia, it does not currently include icosapent ethyl or fibrates in its treatment options.  Clarification has been sought from the AAC lipid management pathway group as to whether there will be an update reflecting the publication of NICE TA805. The APC will be notified in due course. https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/Summary-of-national-guidance-for-lipid-management-for-primary-and-secondary-prevention-of-cardiovascular-disea.pdf 
Any barriers to implementation locally?

· The clinic capacity issue would be problematic if BLUE status were chosen as this could result in delays in patients being assessed and starting treatment.
Is there a cohort of patients that will need special consideration e.g., transition patients?

There are challenges in obtaining accurate LDL-C levels for patients with triglycerides >4.5mmol/L. The NICE eligibility criteria for Icosapent ethyl (based on LDL-C levels) may exclude this cohort of patients from therapy.  Clarification has been sought from NICE and we are awaiting a response. The APC will be updated in due course. In the meantime, GPs are encouraged to seek advice and guidance from the lipid clinics if they have questions about patients’ eligibility for treatment with icosapent ethyl.

	Recommendation to APC

	PbRe: NO
Recommended traffic light status (see attached guidelines): Green
Additional comments: n/a


References:
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Appendix 1 Table of Fibrates and Omega 3 preparations and their associated monthly costs

	Name
	Form
	Strength
	Usual dose
	Cost per 28 days

(Aug 2022 Drug Tariff)
	Current Formulary status (Surrey PAD Aug 2022)

	Icosapent Ethyl
	Oral soft Capsule
	998mg 
	Two capsules twice a day
	£144
	N/A

	Fenofibrate
	Micronized immediate release tablets
	160mg
	One tablet once daily
	£3.74
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Fenofibrate


	Micronized capsules
	200mg
	One capsule once daily
	£2.73
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Fenofibrate


	Micronized capsules
	267mg
	One capsule once daily
	£3.54
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Bezafibrate


	Immediate release tablets
	200mg
	one  tablet three times per day
	£7.24
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Bezafibrate


	Modified release tablets
	400mg
	One tablet once daily
	£7.12
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Ciprofibrate


	Tablets
	100mg
	One tablet once daily
	£122.53
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Gemfibrozil


	Tablets
	600mg
	One tablet twice daily, maintenance dose 3-4 tablets daily
	£45.38 - £90.76
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Gemfibrozil (Lopid)


	Capsules
	300mg
	One capsule twice daily, maintenance dose 3-4 tablets daily
	£17.79 - £35.58
	BLACK for CVD prevention
 BLUE for hypertriglyceridaemia (>10mmol/L)

	Omacor (Omega 3 acid ethyl esters)


	Capsules
	Eicosapentaenoic acid 460mg / Docosahexaenoic acid 380mg
	Two to Four capsules daily.
	£28.48-£56.96
	GREEN (with narrative) ‘raised triglycerides for the treatment of hypertriglyceridemia as an option when triglycerides are not controlled by statins or fibrates – considered GREEN 3rd line.’


Appendix 2 Graph of Omega-3-acid ethyl esters items for Surrey Heartlands CCG against other CCGs in England June 2022 data  (Open Prescribing available at: https://openprescribing.net/analyse/#org=CCG&orgIds=92A&numIds=0212000AB&denom=nothing&selectedTab=summary accessed 09/09/22)
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Appendix 3 Graph of Fibrate items for Surrey Heartlands CCG against other CCGs in England June 2022 data  (Open Prescribing available at: https://openprescribing.net/analyse/#org=CCG&orgIds=92A&numIds=0212000D0,0212000Q0,0212000P0,021200010&denom=nothing&selectedTab=summary accessed 09/09/2022)
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