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• CVD: cardiovascular disease. 

• 1. British Heart Foundation. CVD statistics factsheet - UK. Available at: https://www.bhf.org.uk/-/media/files/research/heart-statistics/bhf-cvd-statistics-uk-factsheet.pdf?la=en&rev=0b648336c51b4e93abcf8f1bc3e5fc77&hash=2A148FB72D2BAFA8921BEFC8BAB719EC64B69185 (accessed September 2021).

CVD is responsible for 27% of all deaths in the UK1



• ASCVD, atherosclerotic cardiovascular disease; CV: cardiovascular; LDL-C: low-density lipoprotein.

• 1. ESC/EAS Guidelines for the management of dyslipidaemias. Mach F, et al. Eur Heart J 2020;41:111–188; 2. Borén J, et al. Eur Heart J 2020;41:2313–2330; 3. Ference BA et al. Eur Heart J 2017;38:2459–2472; 4. Boekholdt M, et al. JACC 2014;64:485–494.

Increased LDL-C levels are a proven, direct cause of ASCVD and CV events1-4
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• The cumulative arterial 
burden of LDL-C drives 
the development and 
progression of ASCVD2

• Patients who achieve 
very low LDL-C levels 
have a lower risk of 
major CV events than 
those who achieve 
moderately low levels4

Figure adapted from Boekholdt M, et al. JACC 2014.



HDL 
vs 

LDL

LDL, low-density lipoprotein; HDL, high-density lipoprotein.



Pathological process1

Adapted from: 1. Visentin S et al. Infants Born with Intrauterine Growth Restriction: Renal and Cardiovascular Follow-Up, Contemporary Pediatrics. IntechOpen, March 2012. Available at: 
www.intechopen.com/books/contemporary-pediatrics/cardiovascular-changes-in-fetuses-and-infants-with-intrauterine-growth-restriction (accessed February 2021).

SEQUENCES IN 
PROGRESSION OF 
ATHEROSCLEROSIS

Initial lesion
• Histologically ‘normal’
• Macrophage infiltration
• Isolated from cells

Fatty streak
• Mainly intracellular 

lipid accumulation

Intermediate lesion
• Intracellular lipid 

accumulation
• Small extracellular lipid pools

Atheroma
• Intracellular lipid 

accumulation
• Core of extracellular 

lipid

Fibroatheroma
• Single or multiple lipid 

cores
• Fibrotic/calcific layers

Complicated lesion
• Surface defect
• Hematoma-hemorrhage
• Thrombosis

ENDOTHELIAL DYSFUNCTION

NOMENCLATURE 
AND MAIN 
HISTOLOGY

EARLIEST ONSET

MAIN GROWTH MECHANISM

CLINICAL CORRELATION

From first decade From third decade From fourth decade

Growth mainly by lipid addition
Increased smooth 

muscle and 
collagen increase

Thrombosis and/or 
haemotoma

Clinically silent Clinically silent or event



•1. Gov.uk. Blog. Public health matters: The 10-year CVD ambitions for England – one year on. February 2020. Available at: publichealthmatters.blog.gov.uk/2020/02/06/the-10-year-
cvd-ambitions-for-england-one-year-on/ (accessed February 2021).



Cardiovascular disease: risk assessment and reduction, including lipid 
modification  (CG181)

July 2014

1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: https://www.nice.org.uk/guidance/cg181 (accessed February 2021).



Primary prevention – risk assessment

•CVD, cardiovascular disease.

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021).

•NICE CG181 provides guidance for risk assessment and reduction (including lipid modification) 

in cardiovascular disease.1

•Use a systematic strategy to identify those likely to be at high risk of CVD:1

• Estimate CVD risk and prioritise those with a 10-year CVD risk of 10% or more for a full formal risk 

assessment

• Review risk in over 40s on an ongoing basis

Opportunistic assessment should not be used as the main strategy to identify CVD in unselected 

people.1



Primary prevention – formal risk assessment

•CKD, chronic kidney disease; CVD, cardiovascular disease; eGFR, estimated glomerular filtration rate.

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021).

•Use QRISK2/3 risk calculator:1

• Up to 84 years old 

• Type 2 diabetes 

• Consider other factors not included in formal risk score 

•Do not risk assess:1

• Existing CVD or familial lipid disorder

• Type 1 diabetes 

• CKD (eGFR less than 60 and/or albuminuria)

• 85 years or older (assume they have CVD)

Discuss absolute risk of CVD including benefits and harms of treatment over a 10-year period.1



NHS Health Check programme1

•BP, blood pressure; CKD, chronic kidney disease; CVD, cardiovascular disease; DM; diabetes mellitus; eGFR, estimated glomerular filtration rate; FH, familial hypercholesterolaemia; 
HbA1c, haemoglobin A1c; IFG, impaired fasting glucose; IGT, impaired glucose tolerance. 

•1. PHE. NHS Health Check implementation review and action plan. Available at: www.gov.uk/government/publications/nhs-health-check-implementation-review-and-action-plan 
(accessed February 2021). 2. Heart UK. Facts and figures. Available at: https://www.heartuk.org.uk/ (accessed February 2021).  

• Over half of all adults in 

the UK have raised 

cholesterol (>5mmol/L)2

• More than 265,000 

people in the UK may 

have FH, but less than 

10% of these people have 

been diagnosed2

• It is estimated that 59,000 

children in the UK have 

FH; fewer than 600 of 

these are known2

https://www.heartuk.org.uk/


Lipid measurement and referral

•HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TC, total cholesterol; TG, triglycerides.

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021).

• Initially measure TC, HDL-C and non-HDL-C

• Before starting lipid modification therapy measure extended lipid profile to include TC, 

HDL-C, non-HDL-C and TG (…and LDL-C?)

• Refer to lipid specialist if the clinical findings, lipid profile (Simon Broome Criteria) and 

family history suggest a likely inherited cause



Changes to lipid efficacy assessment: 
switch to non-HDL-C1

• LDL-C Friedewald

• Poor calibration

• Complex adjustment matrix

• Non-HDL-C better for CVD risk and non 

fasting target monitoring

• NHS Health Check 

• Non-fasting rate

• DNA rate for fasting

• Move to HbA1c for DM

• GP workload pressure



Lipid profiles… the BIGGER picture

• HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; TC, total cholesterol; TG, triglycerides.

• 1. Glasziou PP et al. Ann Intern Med 2008;148(9):656–661. 

Patient A

• Total cholesterol 5.5
HDL-C: 2.4
LDL-C: 2.6
Non-HDL-C: 3.1
TG: 1.9
TC/HDL-C: 2.3

Patient B

• Total cholesterol 5.5
HDL-C: 0.7 
LDL-C: 4.0
Non-HDL: 3.8
TG: 4.9
TC/HDL-C: 7.8

95% confidence limits on a single cholesterol measurement are around ±14% of the true value1



BP, blood pressure; CVD, cardiovascular disease. 

Adapted from: 1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: www.nice.org.uk/guidance/cg181 
(accessed February 2021).

Optimal prevention seeks to minimise the 
risk from all known risk factors1

• Lifestyle changes underpin all 
strategies for risk factor 
management

• Aspirin is not recommended for 
primary prevention of CVD 

Primary prevention 
of CVD

Non-modifiable

Modifiable

Non-modifiable 
but treatment 

strategies help to 
reduce risk

Lifestyle 
changes (smoking 

cessation, 
diet, alcohol, 

exercise)

Hypertension
(BP management)

Lipid profile
(lipid lowering 

drugs)

Family history

Ethnic 
group

Diabetes 
(glucose 
control)

Chronic kidney disease

Age / sex



LDL cholesterol: the earlier, the better; the 
lower, the better1

CVD, cardiovascular disease; LDL-C, low-density lipoprotein cholesterol.

1. Fernández-Friera L et al. J Am Coll Cardiol 2017; 70(24):2979–2991.

• Plaque or coronary artery calcification was 

present in 49.7% of people without CVD 

risk factors

• As blood LDL-C levels rise, there is a linear and 

significant increase in the prevalence of 

atherosclerosis, ranging from 11% in the 

60–70 mg/dL subgroup to 64% in the 

150–160 mg/dL subgroup (P<0.001)

• Many middle-aged individuals with an 

LDL-C concentration of greater than 

50–60 mg/dL (1.3–1.6 mmol/L) are likely to have 

clinically manifested atherosclerosis



Reducing LDL-C can have a clinically 
relevant treatment effect1

LDL-C, low-density lipoprotein cholesterol.

1. Cannon CP et al. N Engl J Med 2015; 372(25):2387–2397. 

• The IMPROVE-IT study provides 

strong evidence that lowering LDL-C 

through the reduction of 

cholesterol absorption from the 

digestive tract results in an 

expected reduction in the risk of 

major vascular events

• There is a linear relationship 

between the magnitude of LDL-C 

reduction and the risk of major 

cardiovascular events

a: Gruppo Italiano per lo Studio della Sopravvivenza nell’Infarto Miocardico (GISSI Prevenzione); b: Antihypertensive and Lipid-Lowering Treatment to Prevent 
Heart Attack Trial–Lipid Lowering Trial (ALLHAT-LLT); c: Assessment of Lescol in Renal Transplantation (ALERT); d: Lescol Intervention Prevention Study (LIPS); 
e: Air Force/Texas Coronary Atherosclerosis Prevention Study (AFCAPS/TexCAPS); f: Cholesterol and Recurrent Events (CARE); g: Long-term Intervention with 

Pravastatin in Ischaemic Disease (LIPID); h: Prospective Study of Pravastatin in the Elderly at Risk (PROSPER); i: Anglo-Scandinavian Cardiac Outcomes Trial–
Lipid Lowering Arm (ASCOT-LLA); j: West of Scotland Coronary Prevention Study (WOSCOPS); k: Post-Coronary Artery Bypass Graft (Post CABG); l: 

Collaborative Atorvastatin Diabetes Study (CARDS); m: Heart Protection Study (HPS); n: Scandinavian Simvastatin Survival Study (4S). Adapted from Cannon et 
al. 2015.8



Lifestyle modifications

•CVD, cardiovascular disease.

•1. NHS. Lower your cholesterol. July 2018. 2. Heart UK. Healthy living. Last accessed: January 2021. 3. Young S. Perm J 2014; 18(4):89–92.  

•Encourage and educate patients on lifestyle changes they can make to help reduce their cholesterol 
levels and CVD risk:1,2

Healthy eating Regular exercise Reducing alcohol intake Smoking cessation

Use motivational interviewing techniques to help empower patients to make these changes.3

Suggest additional resources that may help patients with lifestyle changes, such as diet or exercise tracking 

apps or free nutrition and wellbeing counselling available in the community.3



“HEART UK has always promoted the 
importance of preventative care as the 
best way to maintain health and the 
NICE proposal that people with a 10% 
risk factor of CVD should be given 
statins is a positive development. 



On-treatment LDL-C and CHD events in statin 
trials1,2

•CHD, coronary heart disease; LDL-C, low-density lipoprotein cholesterol.

•Adapted from: 1. Rosenson RS. Expert Opin Emerg Drugs. 2004;9:269–279. 2. LaRosa JC et al. N Engl J Med. 2005;352:1425–1435.
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Reducing LDL-C improves cardiovascular 
outcomes

CHD, coronary heart disease; CVD, cardiovascular disease; LDL-C, low-density lipoprotein cholesterol.

1. Baigent C et al. Lancet 2010; 376(9753):1670–1681. 2. Mills EJ et al. QJM 2011; 104(2):109–124. 3. Cannon CP et al. N Engl J Med 2015; 372(25):2387–2397. 4. Ference BA 
et al. Eur Heart J 2017; 38(32):2459–2472.

• It is well established that lowering LDL-C 

decreases the number and risk of 

coronary events1–3

• Lowering LDL-C early in life provides a 

major opportunity to reduce the lifetime 

risk of CVD4

Approximately

10%
reduction in relative risk for

CHD for every 10 mg/dL

(0.26 mmol/L) decrease

in LDL-C4



Choose statin of high intensity and low acquisition cost

Reduction in low-density lipoprotein 
cholesterol1

•MHRA, Medicine and Healthcare products Regulatory Agency.

•Adapted from: 1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021).

Dose (mg/day) 5 10 20 40 80

Fluvastatin - - 21%1 27%1 33%2

Pravastatin - 20%1 24%1 29%1 -

Simvastatin - 27%1 32%2 37%2 42%3,4

Atorvastatin - 37%2 43%3 49%3 55%3

Rosuvastatin 38%2 43%3 48%3 53%3 -

1. 20‒30%: low intensity
2. 31‒40%: medium intensity
3. Above 40%: high intensity
4. Note advice from the MHRA about the increased risk of myopathy associated with high-dose (80 mg) simvastatin (Drug Safety Update May 2010)



Statin therapy – “the rule of 6” 

• LDL, low-density lipoprotein.



Primary prevention1

Consider atorvastatin 20mg:

• All adults with type 1 diabetes

• Over 85 years old 

GDG: “Why atorvastatin 20mg?”

• QALY £4,125 

• “Most clinically and cost effective option for primary 
prevention” 

•CKD, chronic kidney disease; CVD, cardiovascular disease; GDG, guideline development group; QALY, quality-adjusted life year. 

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: www.nice.org.uk/guidance/cg181 (accessed 
February 2021). 

• Offer atorvastatin 20mg to:

• Up to age 84 years with 10% or greater  
risk of CVD over 10 years

• CKD  

• Type 1 diabetes  

• Over 40 years old or

• For 10 years or 

• Concomitant nephropathy or CVD 
risk factors



Secondary prevention1

GDG: 
“Why atorvastatin 80mg?”

• QALY £4,875

• High intensity statins are cost effective as a group 
in secondary prevention 

• Simvastatin 80mg cost effectiveness /side effect 
profile 

•ACS, acute coronary syndrome; CKD, chronic kidney disease; CVD, cardiovascular disease; GDG, guideline development group; QALY, quality-adjusted life year. 

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: www.nice.org.uk/guidance/cg181 (accessed 
February 2021). 

• Start atorvastatin 80mg (unlicensed) daily in:

• Established CVD

• Established CVD and CKD

• Without delay in ACS

• Use lower dose of atorvastatin if:

• Potential drug interactions

• High risk of side effects

• Patient preference



Follow up and targets in primary and secondary 
prevention1

•HDL-C, high-density lipoprotein cholesterol; TC, total cholesterol. 

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021). 

• Measure TC, HDL-C and non-HDL-C at 3 months 

• Aim for a greater than 40% reduction in non-HDL cholesterol

• Consider annual reviews for all patients thereafter

• If not achieved 

• Optimise lifestyle measures (if not already achieved)

• Consider titrating dose of atorvastatin to 80mg where not already taking

• Consider combination therapy with ezetimibe  

• Discuss with patients (at medication review) on low/medium intensity statins the 
benefits/risks of high intensity statins



What about scenarios in which high intensity 
statins are not effective enough at lipid lowering?

•HDL-C, high-density lipoprotein cholesterol.
•1. NICE. Ezetimibe for treating primary heterozygous-familial and non-familial hypercholesterolaemia. TA385. February 2016. Available at: www.nice.org.uk/guidance/ta385 (accessed 

February 2021). 2. NICE. Lipid-modifying drugs. KTT3. January 2015, updated September 2019. Available at: https://www.nice.org.uk/advice/ktt3/chapter/About-this-key-therapeutic-
topic (accessed February 2021).       

Patients requiring 
other/ further 

treatment  options1,2

Any others?
Familial hypercholesterolaemia / 

mixed dyslipidaemia

Statin intolerance
Inability to reach non-HDL-C targets with 

statins

https://www.nice.org.uk/advice/ktt3/chapter/About-this-key-therapeutic-topic


• Too many patients, 
particularly those 
with ASCVD or other 
risk factors, have 
difficulties achieving 
treatment goals and 
remain at residual 
risk for a CV event4

Figure adapted from Fox KM, et al. Clin Res Cardiol 2018. 

Up to 80% of patients with ASCVD* who use moderate or 
high intensity statins do not achieve the recommended  
LDL-C goal† of <1.8 mmol/L1-3
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Sub-groups of ASCVD patients

Retrospective cohort study of 42,000 ASCVD patients on 

moderate- to high-dose statins2

• *Documented ASCVD included a history of acute MI, silent MI, unstable angina, coronary revascularisation procedures, clinically significant CHD, symptomatic peripheral arterial disease or cerebrovascular atherosclerotic disease.1

†The updated ESC/EAS Guidelines recommend an LDL-C reduction of ≥50% from baseline and LDL-C goals of 1.8 mmol/L and 1.4 mmol/L in high risk and very high risk patients, respectively.1

ASCVD: atherosclerotic cardiovascular disease; CKD: chronic kidney disease; CV: cardiovascular; DM: diabetes mellitus; LDL-C: low-density lipoprotein cholesterol; IS: ischaemia stroke; MI: myocardial infarction; PAD; peripheral artery disease.
1. ESC/EAS Guidelines for the management of dyslipidaemias. Mach F, et al. Eur Heart J 2020;41:111–188; 2. Fox KM, et al. Clin Res Cardiol 2018;107:380–388; 3. Kotseva K, et al. Eur J Res Prev Cardio 2019;26:824–835; 4. Ruscica M, et al. Expert Opin Drug Discov 2019;14:843–847.



Do not offer as monotherapy or in combination 
with statins the following…1,2

•CKD, chronic kidney disease.

•1. NICE. Cardiovascular disease: risk assessment and reduction, including lipid modification. CG181. July 2014, updated September 2016. Available at: 
www.nice.org.uk/guidance/cg181 (accessed February 2021). 2. NICE. Ezetimibe for treating primary heterozygous-familial and non-familial hypercholesterolaemia. TA385. February 

2016. Available at: www.nice.org.uk/guidance/ta385 (accessed February 2021).

• Fibrates (routinely)
• Nicotinic acid
• Bile acid sequestrants 
• Omega 3 fatty acid compounds 

• ….this includes  patients with 
• CKD
• Type 1 diabetes
• Type 2 diabetes 

• For Ezetimibe follow NICE (TA385) guidance (use statin where possible)

• For Bempedoic acid and Inclisiran follow NICE guidance



LDL-C, low-density lipoprotein; PCSK9, proprotein convertase subtilisin/kexin 9.

*Heterozygous familial or non-familial; †Patients categorised as high risk (history of any of the following: ACS, coronary or other arterial revascularisation, chronic heart disease, ischaemic stroke, 

peripheral arterial disease) or very high risk (recurrent CV events or CV events in more than 1 vascular bed).

1. NICE. Ezetimibe for treating primary heterozygous-familial and non-familial hypercholesterolaemia. TA385. February 2016. Available at: www.nice.org.uk/guidance/ta385 (accessed February 2021). 2.

NICE. Lipid-modifying drugs. KTT3. January 2015, updated September 2019. Available at: www.nice.org.uk/advice/ktt3/chapter/About-this-key-therapeutic-topic (accessed February 2021).       

Ezetimibe and PCSK9 inhibitors provide 
additional treatment options

● An option for treating primary 
hypercholesterolaemia* in adults 
in whom initial statin therapy is 
contraindicated or cannot be 
tolerated

WHICH OPTION?

Ezetimibe monotherapy1

● An option for treating primary 
hypercholesterolaemia* in adults in 
whom initial statin therapy has not 
appropriately controlled serum total 
or LDL-C, and 

● Alternative options to initial statin 
are being considered

Statin + ezetimibe1

● Primary non-familial 
hypercholesterolaemia OR mixed 
dyslipidaemia†

● Primary heterozygous-familial 
hypercholesterolaemia  

PCSK9 inhibitors2



The NICE guidelines recommend intensive reduction of 
non-HDL-C for the primary prevention of CVD1

• The NICE guidelines recommend starting with atorvastatin 20 mg for the primary prevention of CVD in 
patients who have a 10% or greater 10-year risk of developing CVD and aiming for a >40% reduction in 
non-HDL-C. In patients with established CVD, NICE recommend starting with atorvastatin 80 mg.1

If a person is not 

able to tolerate a 

high-intensity statin, 

aim to treat with the 

maximum tolerated 

dose1

If the original statin 

was not tolerated, 

another statin of similar 

intensity should be tried 

before resorting to a 

lower intensity group1

For patients at high 

risk of CVD who are 

intolerant of statins, 

advice should be sought 

from a specialist about 

other possible treatment 

options1

Patients with primary 

(heterozygous familial 

and non-familial) 

hypercholesterolaemia 

should be considered for 

ezetimibe treatment1

Alirocumab or 

evolocumab are 

recommended as 

options in certain 

patients with primary 

non-familial 

hypercholesterolaemia 

or mixed dyslipidaemia, 

or primary HeFH if 

specific LDL-C targets 

have not been reached2

Intensive reduction of non-HDL-C aims to reduce CV risk1

• CV: cardiovascular; CVD: cardiovascular disease; HDL-C: high-density lipoprotein cholesterol; HeFH: heterozygous familial hypercholesterolemia; LDL-C: low-density lipoprotein cholesterol; NICE: National Institute for Health and Care Excellence.

• 1. NICE clinical guideline CG181: Lipid modification. Available at: https://www.nice.org.uk/guidance/cg181 (accessed September 2021); 2. NICE. Lipid modifying drugs. Available at: https://www.nice.org.uk/advice/ktt3/resources/lipidmodifying-drugs-pdf-1632168482245 (accessed September 2021).



Bempedoic acid with ezetimibe for treating primary 
hypercholesterolaemia or mixed dyslipidaemia (TA694)

• Bempedoic acid with ezetimibe is recommended as an option for treating 
primary hypercholesterolaemia (heterozygous familial and non-familial) or 
mixed dyslipidaemia as an adjunct to diet in adults. It is recommended only 
if:

• statins are contraindicated or not tolerated
• ezetimibe alone does not control low-density lipoprotein cholesterol well 

enough and
• the company provides bempedoic acid and bempedoic acid with ezetimibe 

according to the commercial arrangement.

https://www.nice.org.uk/guidance/ta694


Bempedoic acid with ezetimibe in practice1,2

• Statins are contraindicated or not tolerated1

• Use of ezetimibe/bempedoic acid is not precluded when prior low-dose statin 
is used due to intolerance to higher-intensity statin (check SPC for 
interactions).2-4

• It is a simple once-daily oral therapy 3,4

• It can be used for primary and secondary prevention patients 3,4

• It can be used ahead of PCSK9i2

• Can be used either as a single tablet or a FDC with ezetimibe 3,4

1. Bempedoic acid with ezetimibe for treating primary hypercholesterolaemia or mixed dyslipidaemia (nice.org.uk) Accessed 14 November 2021

2. Statin-Intolerance-Pathway-NEW.pdf (england.nhs.uk) Accessed 14 November 2021

3. Nilemdo 180mg film-coated tablets - Summary of Product Characteristics (SmPC) - (emc) (medicines.org.uk) Accessed 14 November 2021

4. Nustendi 180mg/10mg film-coated tablets - Summary of Product Characteristics (SmPC) - (emc) (medicines.org.uk) Accessed 14 November 2021

https://www.nice.org.uk/guidance/ta694/resources/bempedoic-acid-with-ezetimibe-for-treating-primary-hypercholesterolaemia-or-mixed-dyslipidaemia-pdf-82609440519877
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/08/Statin-Intolerance-Pathway-NEW.pdf
https://www.medicines.org.uk/emc/product/11743/smpc
https://www.medicines.org.uk/emc/product/11744/smpc


Inclisiran for treating primary hypercholesterolaemia or 
mixed dyslipidaemia (TA733)1

• Inclisiran is recommended as an option for treating primary hypercholesterolaemia (heterozygous familial and 
non-familial) or mixed dyslipidaemia as an adjunct to diet in adults. It is recommended only if:

• there is a history of any of the following cardiovascular events:

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

• coronary or other arterial revascularisation procedures

• coronary heart disease

• ischaemic stroke or

• peripheral arterial disease, and

• low-density lipoprotein cholesterol (LDL-C) concentrations are persistently 2.6 mmol/l or more, despite 
maximum tolerated lipid-lowering therapy, that is:

• maximum tolerated statins with or without other lipid-lowering therapies or,

• other lipid-lowering therapies when statins are not tolerated or are contraindicated, and

• the company provides inclisiran according to the commercial arrangement.

1. Inclisiran for treating primary hypercholesterolaemia or mixed dyslipidaemia (nice.org.uk) Accessed 14 November 2021

https://www.nice.org.uk/guidance/ta733
https://www.nice.org.uk/guidance/ta733/resources/inclisiran-for-treating-primary-hypercholesterolaemia-or-mixed-dyslipidaemia-pdf-82611252825541


Inclisiran in practice

• Use for secondary prevention patients where LDL-C persistently 2.6 
mmol/l or more, despite maximum tolerated lipid-lowering therapy.1

• Or other lipid-lowering therapies when statins are not tolerated or 
are contraindicated.1

• It is a 6-monthly injection2

• Inclisiran is recommended only in research for treating adults who 
have no history of cardiovascular events.1

1. Inclisiran for treating primary hypercholesterolaemia or mixed dyslipidaemia (nice.org.uk) Accessed 14 November 2021

2. Leqvio 284 mg solution for injection in pre filled syringe - Summary of Product Characteristics (SmPC) - (emc) (medicines.org.uk) Accessed 14 November 2021

https://www.nice.org.uk/guidance/ta733/resources/inclisiran-for-treating-primary-hypercholesterolaemia-or-mixed-dyslipidaemia-pdf-82611252825541
https://www.medicines.org.uk/emc/product/12039


The NHS Accelerated Access Collaborative have published guidance for lipid management for 
primary and secondary prevention of CVD based on published NICE guidance1

• AAC: Accelerated Access Collaborative; CVD: cardiovascular disease; HDL-C: high-density lipoprotein cholesterol; NICE: National Institute of Health and Care Excellence; OD: once daily.

• 1. Khatib R & Neely D on behalf of the AAC Clinical Subgroup. June 2021. Pathway approved by NICE July 2021. Available at: https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/. (accessed September 2021).

Secondary prevention: 

1. If maximum tolerated dose of statin does not achieve 
non-HDL-C reduction > 40% of baseline value and/or 
non-HDL-C < 2.5 mmol/L after 
3 months consider adding ezetimibe 10 mg OD (NICE 
TA385)

2. If recommended statin treatment is 
contraindicated or not tolerated

• See AAC statin intolerance algorithm for advice 
regarding adverse effects

• Ezetimibe 10 mg monotherapy may be 
considered. Assess response after 
3 months

• Ezetimibe 10 mg / bempedoic acid 
180 mg combination may be considered when 
ezetimibe alone does not control 
non-HDL-C well enough. (NICE TA694)



The NHS Accelerated Access Collaborative have published guidance for lipid 
management for primary and secondary prevention of CVD1

• AAC: Accelerated Access Collaborative; CVD: cardiovascular disease; HDL-C: high-density lipoprotein cholesterol; NICE: National Institute of Health and Care Excellence; OD: once daily.

• 1. Khatib R & Neely D on behalf of the AAC Clinical Subgroup. June 2021. Pathway approved by NICE July 2021. Available at: https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/. (accessed September 2021).

Management: 

• If statin therapy is contraindicated, not tolerated 
or not effective, consider first ezetimibe, then 
ezetimibe / bempedoic acid, then Inclisiran or 
PCSK9 inhibitor. 

• Use of ezetimibe /  bempedoic acid is not 
precluded when prior low-dose statin is used 
due to intolerance to higher-intensity statin 
(check SPC for interactions). 



• *This resource relates to NICE guidance: CG181, CG71, TA385, TA393/394, QS100.

• 1. Khatib R & Neely D on behalf of the AAC Clinical Subgroup. June 2021. Pathway approved by NICE July 2021. Available at: https://www.england.nhs.uk/aac/publication/statin-intolerance-pathway/. (accessed September 2021).

The NHS Accelerated Access Collaborative have also published a 
statin intolerance pathway1* based on published NICE guidance

Consider further options

(For example, add ezetimibe, 
or give as monotherapy and if needed 

add bempedoic acid, ahead of Inclisiran or PCSK9i) 
noting that statin intolerance does not preclude the use 

of low-dose statins



• Systematically search records for people
– <30 years old with a total cholesterol >7.5 mmol/L, and
– ≥30 years old with a total cholesterol >9.0 mmol/L

Diagnosis and management of familial 
hypercholesterolaemia1,2

•*In adults; values are different for children aged <16 years. †Before 60 years in 1° relative and before 50 years in 2° relative. 

•LDL-C, low-density lipoprotein cholesterol; MI, myocardial infarction; TC, total cholesterol.

•1. NICE. Familial hypercholesterolaemia: identification and management. CG71. August 2008, updated October 2019. Available at: www.nice.org.uk/guidance/cg71 (accessed 
February 2021). 2. NICE CKS. Hypercholesterolaemia - familial. September 2020. Available at: cks.nice.org.uk/topics/hypercholesterolaemia-familial/ (accessed February 2021).

Possible
TC >7.5 mmol/L or LDL >4.9 mmol/L, and
• Family history of MI†, or
• Family history of raised cholesterol

Simon Broome criteria*

Definite
TC >7.5 mmol/L or LDL >4.9 mmol/L, and
• Personal/family history of tendon xanthomata
• DNA-based evidence of an LDL receptor mutation, familial 

defective apo B-100, or a PCSK9 mutation

Offer high-intensity statin and aim for >50% reduction in LDL-C 

• People with a clinical diagnosis of familial hypercholesterolaemia (FH) are referred for specialist assessment to include 
DNA testing

• Once an accurate diagnosis has been made, people with FH can receive appropriate treatment, and cascade testing 
can be started to affected family members



PCN CVD DES 2022/2023

CVD-03: Percentage of patients aged between 25 and 84 years of 

age and with a CVD risk score (QRISK2 or 3) greater than 20 percent, 

who are currently treated with statin

CVD-04: Percentage of patients aged 29 and under with a total 

cholesterol greater than 7.5 OR aged 30 and over with a total 

cholesterol greater than 9.0 who have been referred for assessment 

for familial hypercholesterolaemia



Summary

• CVD, cardiovascular disease; FH, familial hypercholesterolaemia; PCSK9, proprotein convertase subtilisin/kexin 9. 

• Lowering cholesterol is important for reducing the risk of CVD  

• Consider how to target young adults for early intervention in lowering high cholesterol levels

• Lifestyle modifications 

• Dietary recommendations:

• Reduce intake of foods high in saturated fat

• Replace some saturated fats with unsaturated fats

• Increase (soluble) fibre intake

• Plant stanol esters 

• Next steps after lifestyle intervention? 

• Statins are currently recommended for those: 

• Diagnosed with a CVD 

• With at least 1 in 10 chance of developing CVD within the next 10 years

• Consider other agents including ezetimibe and PCSK9 inhibitors

• Remember FH



Any further questions...

ahmetfuat nhs.net


