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Objectives

• Brief review of primary prevention of CVD (no case study)
• New ASSIGN 2.0 tool (primary prevention)
• Statins (including intolerance) 

• Discuss the evidence and decision making for secondary prevention 
of CVD, through a few case studies
• Ezetimibe
• Bempedoic Acid 
• PSCK9is 
• Inclisiran
• Icosapent ethyl 

• Q&A
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Primary Prevention, including 
new ASSIGN 2.0 tool
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ASSIGN- Background to the Update (1)

• ASSIGN 1.0 was launched in February 2007 with SIGN Guideline 97
• https://www.sign.ac.uk/our-guidelines/sign-97-risk-estimation-and-the-prevention-of-cardiovascular-

disease/

• This was reaffirmed in SIGN 149 ‘Risk estimation and the prevention of cardiovascular disease’
• https://www.sign.ac.uk/assets/qrg149.pdf
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ASSIGN- Background to the Update (2)

• In recent years, MHRA judged that ASSIGN was a Medical Device (as it directly influenced patient 
treatment) and therefore needed regular recalibration

• ‘The ASSIGN tool was recalibrated in 2024 to acknowledge changing trends in population 
cardiovascular event rates and risk and the threshold defining high-risk is now 10%, consistent 
with the 10% risk threshold applied to the QRISK cardiovascular disease risk score by NICE. In the 
short term, this will mean inconsistency with SIGN 149: risk estimation and the prevention of 
cardiovascular disease, which recommends a 20% threshold for the original ASSIGN calculator’
• https://www.sign.ac.uk/our-guidelines/risk-estimation-and-the-prevention-of-cardiovascular-disease/
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Welsh P, Kimenai DM, Woodward M. 
Updating the Scottish national 
cardiovascular risk score: ASSIGN 
version 2.0. Heart. 2025 May 
23;111(12):557-564. doi: 
10.1136/heartjnl-2024-324852. 

ASSIGN- Background to the Update (3)
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New ASSIGN 2.0

• ASSIGN 2.0 now launched and hosted on the ‘Right Decision’ platform
• https://rightdecisions.scot.nhs.uk/assign-v20/

 DO NOT COPY

https://rightdecisions.scot.nhs.uk/assign-v20/
https://rightdecisions.scot.nhs.uk/assign-v20/
https://rightdecisions.scot.nhs.uk/assign-v20/
https://rightdecisions.scot.nhs.uk/assign-v20/


NB- Dummy case, using post-code of 
Stobhill Hospital where I work
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Statins in Primary Prevention

https://www.nice.org.uk/guidance/ng238 

NHS GGC Guidelines, 2025
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https://www.england.nhs.uk/aac/wp-
content/uploads/sites/50/2020/04/lipid-management-
pathway-v7.pdf 

Expected Lipid Lowering with Statins

PRIMARY PREVENTION

• Is the patient adherent with statins?
• They should achieve the recommended 

40% LDL-c reduction !

• If adherent and 40% LDL-c reduction is 
not met then intensifying statin 
therapy in primary prevention should 
be effective (e.g. increasing 
Atorvastatin to 40mg or 80mg)
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Consider FH and Lipid Clinic Referral if TC 
>7.5mmol/l

NHS GGC Guidelines, 2025
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Statin Intolerance (1)
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Statin Intolerance (2)
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Special Populations / Realistic Medicine

• Young

• Frail

• Women

https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/04/lipid-management-pathway-v7.pdf 
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Case Study 1 & 2: 

What’s the Target in Secondary 
Prevention and What to Do Next?
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Statins in Secondary Prevention

NHS GGC Guidelines, 2025
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Secondary Prevention

NHS GGC Guidelines, 2025

https://www.nice.org.uk/guidance/ng238 
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Mach F,  et al; ESC/EAS Scientific Document Group. 2025 Focused Update of the 2019 ESC/EAS Guidelines for the management of dyslipidaemias. 
Atherosclerosis. 2025 Oct;409:120479. doi: 10.1016/j.atherosclerosis.2025.120479. Epub 2025 Aug 29. PMID: 40885687.
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Case Study 1: Secondary Prevention
• 83yr old male

• Inferior STEMI

• Mild LVSD EF 48%

• PMHx- Ex-Smoker, Oesteo-arthritis, Frailty, 
Depression, Cognitive Impairment (mild)

• Aspirin 75mg daily

• Clopidogrel 75mg daily (6 months)

• Atorvastatin 80mg daily 

• Ramipril 2.5mg twice daily

• Bisoprolol 2.5mg daily

• Co-codamol 30/500mg PRN

• Sertraline 50mg daily
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• 43yr old male

• South Asian

• BMI 23 and cycles 5 miles a day to work

• PMHx- Three first degree relatives with CVD in 
50s, high cholesterol (untreated)

Case Study 2: Secondary Prevention
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Ezetimibe – Evidence Secondary Prevention 
(Post-ACS)

Cannon CP, et al ; IMPROVE-IT Investigators. Ezetimibe Added to Statin Therapy after Acute Coronary Syndromes. N Engl J Med. 2015 Jun 18;372(25):2387-97. doi: 
10.1056/NEJMoa1410489. Epub 2015 Jun 3. PMID: 26039521.
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Ezetimibe – Evidence Secondary Prevention 
(Post-ACS)

Cannon CP, et al ; IMPROVE-IT Investigators. Ezetimibe Added to Statin Therapy after Acute Coronary Syndromes. N Engl J Med. 2015 Jun 18;372(25):2387-97. doi: 
10.1056/NEJMoa1410489. Epub 2015 Jun 3. PMID: 26039521.
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Case Study 3: Secondary 
Prevention
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Secondary Prevention

• MIND THE GAP !!!!      (i.e. LDL-c ≥2 mmol/l, but <3.5mmol/l)

NHS GGC Guidelines, 2025
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Case Study 3: Secondary Prevention
• 64yr old 

• Male

• STEMI

• PPCI mRCA DES x 1 and dRCA DES x 1

• Staged PCI pLAD / D1 - V stenting

• Moderate LVSD

• PMHx- NSTEMI 2019 (PCI dRCA DES x1), 
hypertension, hyperlipidaemia, T2DM, Obesity

• Losartan 100mg daily

• Bisoprolol 2.5mg daily

• Amlodipine 5mg daily

• Prasugrel 10mg daily

• Aspirin 75mg daily

• Ezetimibe 10mg daily

• Bendroflumethiazide 2.5mg daily

• Sitagliptin 100mg daily

• Empagliflozin 25mg daily

• Metformin MR 1g twice daily

• Omeprazole 20mg 

• STATIN INTOLERANCE x 3
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Newer Therapies
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PCSK9i (1)

Sabatine MS, et al; FOURIER Steering Committee and Investigators. Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease. 
N Engl J Med. 2017 May 4;376(18):1713-1722. doi: 10.1056/NEJMoa1615664. Epub 2017 Mar 17. PMID: 28304224.
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PCSK9i (2)

Sabatine MS, et al; FOURIER Steering Committee and Investigators. Evolocumab and Clinical 
Outcomes in Patients with Cardiovascular Disease. N Engl J Med. 2017 May 4;376(18):1713-
1722. doi: 10.1056/NEJMoa1615664. Epub 2017 Mar 17. PMID: 28304224.
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PCSK9i (3)

Sabatine MS, et al; FOURIER Steering Committee and Investigators. Evolocumab and Clinical Outcomes in Patients with Cardiovascular Disease. 
N Engl J Med. 2017 May 4;376(18):1713-1722. doi: 10.1056/NEJMoa1615664. Epub 2017 Mar 17. PMID: 28304224.
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https://scottishmedicines.org.uk/medicines-advice/evolocumab-repatha-resubmission-114816/ 
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Bempedoic Acid (1)

Nissen SE, et al; CLEAR Outcomes Investigators. Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant Patients. N Engl J Med. 2023 Apr 13;388(15):1353-1364. doi: 
10.1056/NEJMoa2215024. Epub 2023 Mar 4. PMID: 36876740.
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Bempedoic Acid (2)

Nissen SE, et al; CLEAR Outcomes Investigators. Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant Patients. N Engl J Med. 2023 Apr 13;388(15):1353-1364. doi: 
10.1056/NEJMoa2215024. Epub 2023 Mar 4. PMID: 36876740.
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Bempedoic Acid (3)

Nissen SE, et al; CLEAR Outcomes Investigators. Bempedoic Acid and Cardiovascular Outcomes in Statin-Intolerant Patients. N Engl J Med. 2023 Apr 13;388(15):1353-1364. doi: 
10.1056/NEJMoa2215024. Epub 2023 Mar 4. PMID: 36876740.
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Bempedoic Acid (4)

https://scottishmedicines.org.uk/medicines-advice/bempedoic-acidezetimibe-nustendi-abb-smc2406/ 
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Inclisiran
• Injection every 6 months (need 

to be administered by healthcare 
professional)

• No outcome data yet (due late-
2026 / early-2027)

• Typically reserved for Lipid Clinic 
only for patients who do not 
tolerate or do not respond to 
PSCK9i

Ray KK, el at; ORION-10 and ORION-11 Investigators. Two Phase 3 Trials of Inclisiran in Patients with Elevated LDL Cholesterol. N Engl J Med. 2020 Apr 16;382(16):1507-1519. 
doi: 10.1056/NEJMoa1912387. Epub 2020 Mar 18. PMID: 32187462.
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Icosapent Ethyl 
(Vazkepa)

Bhatt DL, et al; REDUCE-IT Investigators. Cardiovascular Risk Reduction with Icosapent Ethyl for Hypertriglyceridemia. N Engl J Med. 2019 Jan 3;380(1):11-22. doi: 
10.1056/NEJMoa1812792. Epub 2018 Nov 10. PMID: 30415628.

• Probably not for routine use in patients 
following ACS, due to increased risk of AF 
and potentially bleeds

 DO NOT COPY



Thanks!

Questions?
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