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Current targets for LDL lowering



Inclisiran 

Mechanism of action: 

• Inclisiran is a small interfering RNA 

• Limits production of PCSK9, increasing uptake 
of LDL-cholesterol 

• Thereby lowering levels in blood

Eligibility: 

• Secondary prevention 

• LDL-c ≥2.6 mmol/L



Inclisiran – experience at ICHT

• ~300 patients Patients referred to secondary 
care for further lipid management 

Seen and assessed in Lipid clinic:
Baseline bloods taken, treatment options 
explored including suitability for inclisiran 

treatment  
  

Once approved, patients booked for 
initial inclisiran dose administered by 

Lipid CNS 

Review at 2 month follow up with 
repeat blood tests 

Subsequent doses to be given by 
General Practice 

*Subcutaneous injection*

*First two doses given three 
months apart, then every six 
months*



Inclisiran – experience at ICHT

Padam et al, 
Open Heart 2022



Inclisiran - experience at ICHT



Inclisiran



PCSK9I

Proprotein convertase subtilisin/kexin type 9 (PCSK9)

• Chaperones LDL-R to destruction circulating ↑, LDL-C

Evolocumab/Alirocumab
• Fully human anti-PCSK9 mAb

• ~60% ↓LDL-C

• Safe & well-tolerated in Ph 2 & 3 studies
• Subcut injection every 2 wks



PCSK9 mAbs and NICE

NICE TA394



PCSK9 mAbs and LDL-c lowering



PCSK9 mAbs and effect on the coronaries



Summary

• Inclisiran: 
• Good real-world experience 
• Good evidence of safety in renal impairment (CKD 3 and 4), but data 

limited in CKD stage 5

• PCSK9I: 
• Effective reduction of LDL-c of up to 60% 
• Good evidence of safety in renal impairment (CKD 3 and 4), but data 

limited in CKD stage 5
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Recommended resources

1. Summary of national guidance for lipid management, NHS England. lipid-
management-pathway-v7.pdf
2. Lipid optimisation pathway: secondary prevention in primary care and the 
community, NHS England. NHS England » Lipid optimisation pathway: 
secondary prevention in primary care and the community
3. Heart UK. HEART UK - The Cholesterol Charity
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Thank you for listening. 
Any questions?



ESC Guidelines
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