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Health Innovation KSS — CVD Prevention Team compiled this resource document. created September 2022,
updated December 2022, September 2024 and July 2025.

Contact email: kssahsn.cvdprevention@nhs.net

Join the CVD Central mailing list: anyone is welcome to click here to: join our mailing list

Join our new FutureNHS CVD Central Community of Practice - you will be able to find the recordings and full copy
of the slides from a range of topics from CVD webinars



mailto:kssahsn.cvdprevention@nhs.net
https://forms.office.com/e/bYSBMcRq6W
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Introduction

High cholesterol is a significant risk factor for developing heart and circulatory diseases. In addition
to behaviour changes, there are several treatment options for high cholesterol.

Lipid optimisation is an important aspect of CVD prevention and there are several new therapy
options available if statins are not tolerated or effective in reducing cholesterol to target. These
include Ezetimibe, Bempedoic Acid, PCSK9 inhibitors and Inclisiran (plus icosapent ethyl for
hypertriglyceridaemia). The lipid management pathway can be found here

Inclisiran was added to the NICE endorsed lipid management pathway in October 2021 as a
secondary prevention option for patients treated with a maximum tolerated dose of statins and LDL
>2.6 mmol/L. Inclisiran should be delivered as part of a lipid management pathway, in support of
improving CVD prevention in England which has been recognised as a priority reflected by the
introduction of two new lipid management incentives into QOF

Inclisiran is an effective LDL-C lowering therapy that can help primary care practices achieve QOF
cholesterol targets recommend by NICE as a treatment option for high-risk patients with sub-optimal
lipid management®. It's given by injection every three to six months.

This document aims to provide some guidance in relation to some of the operational questions and
issues that may arise when looking to implement Inclisiran.


https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
https://www.ahsnnetwork.com/programmes/cardiovascular-disease/lipid-management-and-familial-hypercholesterolemia/lipid-management-pathways/
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Lipids optimisation pathway for secondary prevention in
primary care and the community:

Obtain full Lipid Profile, liver
transaminase, HbA1c, and eGFR

Is the patient on high
dose, high intensity statin®?
(atorvastatin 80mg or
rosuvastatin 20mg)

Initiate / increase to high dose high
intensity statin??, if possible and
re-enforce lifestyle and diet measures, using
shared decision making and taking account
of polypharmacy, comorbidity, and frailty

l

Is LDL-C < 2mmol/L
or non-HDL-C <
2.6mmol/L?

Check adherence to statin and

lifestyle measures’

Shared-decision about escalating
lipid-lowering treatment after an informed
discussion about options, benefits and risks

Assess
eligibility for
injectable
therapies:

* Inclisiran - if
LDL-C >
2.6mmol/L

OR

* PCSK9i
(mAB)* if
LDL-C >
4mmol/L (or >
3.5mmol/L if
FH or recurrent
events)

Consider
ezetimibe
10mg daily and
reassess within
2-3 months

Consider
adding
ezetimibe
10mg daily to
maximum
tolerated statin
to reduce CV
risk, even where
the lipid target

has been
achieved'

Check triglyceride levels
& manage according to
national guidance

At any point consider
icosapent ethyl in addition
to statins +/- other lipid
lowering therapies if fasting
triglycerides >1.7 mmol/L
AND LDL > 1.04 mmol/L
and 2.6 mmol/L

If statin
intolerant -
offer
ezetimibe.
Reassess within
2-3 months and,
if not achieving
target, consider
bempedoic
acid and
injectable
therapies in line
with eligibility
criteria

Review annually, including obtaining a full lipid profile, assessing
treatment to target, adherence to therapy and offering support for

diet and other lifestyle measures

Lipid lowering therapies should be
offered to all patients with established
CVD (NICE):

e aim to achieve LDL-C and non-HCL-C
targets as a minimum, greater reductions
are encouraged

e lower targets are recommended post-
acute event (please see Lipid optimisation

pathway following an acute
cardiovascular or peripheral disease
event)

e do not de-escalate therapy except
where there are issues of tolerability or
drug interactions

e where an individual qualifies for
injectable therapies, as per NICE
technology appraisals, consider these in
preference to ezetimibe to prevent lipid
levels being lowered but remaining above
the LDL-C target and below thresholds for
initiating injectable therapies

e consider FH If TC>7.5mmol/L or LDL-
C>4.9mmol/L or non-HDLC>5.9mmol/L
with a personal or family history of
confirmed CHD (<60 years) and no
secondary causes

o this pathway aligns to NICE guidance
NG238

Source: NHS England » Lipid optimisation
pathway: secondary prevention in primary
care and the community



https://www.nice.org.uk/guidance/ng238?UID=529407656202487233626
https://www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community/
https://www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community/
https://www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community/
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Quality Outcome Framework (QOF) 2024/25

High cholesterol is one of the most significant risk factors for CVD. Globally, a third of ischaemic
heart disease is attributable to high cholesterol. It is estimated to account for 7.1% of deaths and
3.7% of disability-adjusted life years (DALYS) in England.

With a heightened focus on the role of cholesterol within secondary prevention QOF has two
cholesterol indicators (worth 82): NHS England » Changes to the GP Contract in 2025/26

CHOLO003. Percentage of patients on the QOF Coronary Heart Disease, Peripheral Arterial Disease,
Stroke/TIA or Chronic Kidney Disease Register who are currently prescribed a statin, or where a
statin is declined or clinically unsuitable, another lipid-lowering therapy

e CHOLO004. Percentage of patients on the QOF Coronary Heart Disease (CHD),
Peripheral Arterial Disease (PAD), or Stroke/ Transient Ischaemic Attack (TIA)
Register, who have a recording of LDL (Low-density Lipoprotein) cholesterol in the
preceding 12 months that is 2.0 mmol/L or lower or where LDL cholesterol is not
recorded a recording of non-HDL (High-density Lipoprotein) cholesterol in the
preceding 12 months that is 2.6 mmol/L or lower

CHOLO003 (Based on NICE 2022 menu ID: NM212)
CHOLO003 Rationale:

1) The aim of this indicator is to ensure that all patients with established cardiovascular disease,
defined as Coronary Heart Disease, Peripheral Arterial Disease, Stroke/TIA or Chronic
Kidney Disease receive treatment to reduce cholesterol in line with NICE guidelines,
summarised here: NHS Accelerated Access Collaborative » Summary of national guidance
for lipid management

2) Treatment with a statin is recommended as first line therapy for the secondary prevention of
CVD. Options recommended by NICE when a statin is declined or clinically unsuitable due
to contraindications or intolerance include:

a) Ezetimibe, with the addition of bempedoic acid if a sufficient fall in cholesterol is not
achieved with ezetimibe monotherapy.

b) PCSKOQ inhibitors for people with an LDL persistently above 3.5 or 4.0 mmol/L depending
on their CVD risk profile.

c) Inclisiran for people with an LDL persistently 2.6mmol/L or above.

iii. Where a statin is declined or clinically unsuitable due to contraindications or intolerance,
these treatments will be included as a ‘success’.

CHOL004 (NICE 2023 menu ID: NM252)

CHOLO004 Rationale:


https://www.england.nhs.uk/long-read/changes-to-the-gp-contract-in-2025-26/#annex-c-cvd-prevention-indicators-2025-26-qof-points-and-thresholds
https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
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1)

The purpose of the indicator is to introduce an interim outcome measure for the use of lipid
lowering treatments outlined in CHOLOO1, for patients with established cardiovascular
disease. This aims to ensure that all patients with established cardiovascular disease,
defined as Coronary Heart Disease, Peripheral Arterial Disease, or Stroke/TIA are
considered for intensification of therapy where there is an insufficient reduction in cholesterol
with first line therapy, usually a statin.

The aim of managing LDL cholesterol to 2.0 mmol/L or lower or non-HDL cholesterol to 2.6
mmol/L or lower is aligned with the NICE guideline NG238 for Cardiovascular disease: risk
assessment and reduction, including lipid modification. The full guideline can be found here:
Overview | cardiovascular disease: risk assessment and reduction, including lipid
modification | Guidance | NICE

Where there is an insufficient reduction in cholesterol, treatment should be intensified in line
with NICE guidance which is summarised here: NHS Accelerated Access Collaborative »
Summary of national quidance for lipid management

Patients may be considered for the addition of ezetimibe or injectable therapies in line with
the NICE inclusion criteria for the individual agents — for example, for inclisiran, patients must
have an LDL= 2.6mmol/L and for the use of PCSK9i(mabs), an LDL cholesterol > 3.5 or
4mmol/L depending on their risk profile. Where statin intolerance exists and ezetimibe
monotherapy is ineffective, the addition of bempedoic acid may be considered in line with the
statin intolerance pathway: NHS Accelerated Access Collaborative » Statin intolerance

pathway

For those working in clinical practice, it may be useful to create yourself a handy ‘lipids management
folder’ by printing out the documents from the 3 links below, so you can refer to them when you see
patients for lipid management in your clinic. To note the lipid clinic referral form is available on all
NHS Sussex and Kent & Medway GP clinical systems (Emis and SystmOne) via Ardens templates:

Documents to print (3 links below):

1.
2.
3.

National Lipid Management Pathway
Lipid Clinic Referral Form
Inclisiran Pathways

Implementing Inclisiran in a GP Practice setting
Inclisiran Pathways — for GP Practice MDT Team

The Inclisiran Pathways were created for practices, to set out the eligibility criteria and guidance for
the MDT Team to refer to at the GP Practice. The pathways will hopefully help practices to set up a
system for patients through MDT working from Inclisiran initiation to follow up.


https://www.nice.org.uk/guidance/ng238
https://www.nice.org.uk/guidance/ng238
https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
https://www.england.nhs.uk/aac/publication/statin-intolerance-pathway/
https://www.england.nhs.uk/aac/publication/statin-intolerance-pathway/
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.england.nhs.uk%2Faac%2Fwp-content%2Fuploads%2Fsites%2F50%2F2020%2F04%2Flipid-management-pathway-v7.pdf&data=05%7C02%7Ckssahsn.cvdprevention%40nhs.net%7Cd3deb2c8a77e47c3756508dc83dd8ded%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638530235114506027%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=3ZghW%2FfzCdH%2F%2Blvk7kdhjdUb8gn2Im1rCEYJLoau%2BFo%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fmcusercontent.com%2Fb0ead1c0b96d915130a08d852%2Ffiles%2F82bcfe85-de66-3d25-c80a-92251fe3b9fb%2FLipid_Clinic_Referral_Form_Final.docx&data=05%7C02%7Ckssahsn.cvdprevention%40nhs.net%7Cd3deb2c8a77e47c3756508dc83dd8ded%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638530235114518550%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=I%2Bf8bqu8zVS1%2FzVIURQLyvtKPCxBPSrAHAdYev1aC%2B8%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fmcusercontent.com%2Fb0ead1c0b96d915130a08d852%2Ffiles%2F561fdec5-e722-07b2-d139-59fc070ee87a%2FInclisiran_pathways.01.pptx&data=05%7C02%7Ckssahsn.cvdprevention%40nhs.net%7Cd3deb2c8a77e47c3756508dc83dd8ded%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638530235114525776%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=baxRcWbTskA88QbMq8YvdbnuUVuLVoHnqxIAbNCiWK8%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fmcusercontent.com%2Fb0ead1c0b96d915130a08d852%2Ffiles%2F561fdec5-e722-07b2-d139-59fc070ee87a%2FInclisiran_pathways.01.pptx&data=05%7C02%7Ckssahsn.cvdprevention%40nhs.net%7Cd3deb2c8a77e47c3756508dc83dd8ded%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638530235114525776%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=baxRcWbTskA88QbMq8YvdbnuUVuLVoHnqxIAbNCiWK8%3D&reserved=0
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Inclisiran Pathway: Secondary Prevention

v

Clinician running lipid clinics at Practice Presentation Diagnosis Treatment Follow-up Maintenance
Primary Care Secondary Prevention Initial doses Maintenance dose 3 months (90 days) after Maintenance dose
v Run search on GP system History of ASCVD : first initial dose Blood test every 6 months and
Practice nurse Review case notes Lipid management H e fg) ceeeeaees e 3 (Fasting full lipid profile) Annual CVD Review
A Invite into clinic review in clinic i : and review
Start 3 months 6 months 9 months :
PN : Y o~ Y, ~ o~ : RPN Y o~ PN i O
Ao H A 7 A b4 A = A

A A A A A A A N A

Inclisiran 284mg (pre-filled syringe) is administered as a subcutaneous
injection into the abdomen (preferred) or upper arm or thigh

Inclisiran is recommended by NICE for patients with atherosclerotic Cardiovascular Disease (ASCVD) with a
history of any of the conditions below.

Licensed Indication:

LEQVIO® is indicated in adults with primary
hypercholesterolaemia (heterozygous familial and non-familial) or
mixed dyslipidaemia, as an adjunct to diet:’

«in combination with a statin, or statin with other lipid lowering
therapies, in patients unable to reach LDL-C goals with the
maximum tolerated dose of a statin, or

+alone or in combination with other lipid lowering therapies in

patients who are statin intolerant, or for whom a statin is
contraindicated.

NICE TAG (reimbursed population):
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

* 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
» peripheral arterial disease,

Inclisiran FACTS:

» Drug undetectable within 48 hours (t1/2 9 hrs, no accumulation)
* LDL reduction apparent within 14 days; in 90 days up to 52%
further reduction in LDL-C levels, in addition to maximum oral

Low-density lipoprotein cholesterol (LDL-C) concentrations are persistently 2.6 mmol/l or more, despite maximum therapy.
tolerated lipid-lowering therapy, that is: » No known side effects (injection site mild and transient)
*  Maximum tolerated statins with or without other lipid-lowering therapies or, other lipid-lowering therapies when » No known drug interactions

statins are not tolerated or are contraindicated « No data on pregnancy, breast feeding, severe

hepatic impairment

4 & Health Innovation
KJ J

Kent Surrey Sussex - _ ) o _ _ 1
Inclisiran Pathway and Practice pathway slides created by Jen Bayly on behalf of NHS Sussex and HI KSS (09/23 updated with clinical input from Novartis 08250) kssahsn.cvdprevention@nhs.net
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Inclisiran: Practice pathway

Inclisiran initiation and management is intended to be carried out predominantly within the primary care setting where

most patients with ASCVD are currently managed

Clinician running lipid clinics at Practice Presentation Diagnosis Treatment Follow-up Maintenance
Primary Care Secondary Prevention Initial doses Maintenance dose 3 months (90 days) after Maintenance dose
v Run search on GP system H History of ASCVD H f : first initial dose Blood test H every 6 months and
Practice nurse Review case notes : Lipid management : H 6 ) @ [ 3 : (Fasting full lipid profile) : Annual CVD Review
|4 Invite into clinic review in clinic e and review
: : Start 2 months 6 months 9 months :
PN : PN Y P PN RPN PN L~ hd O
- H - H - - - - - H -
A : A H A A A A A T A A
Inclisiran 284mg (pre-filled syringe) is administered as a subcutaneous
injection into the abdomen (preferred) or upper arm or thigh

Inclisiran Consultation: Clinician running lipid clinics Inclisiran ordering and administering: Practice Nurse

Primary Care Pathway Practice Pathway

PC 1: Run search on GP system for eligible patients. PP 1: Order Inclisiran injection from AAH to the GP practice

PC 2: Review patient case notes to check CVD history and if PP 2: Invite patient in to administer first dose injection

eligible PP 3: Advise patient next initial dose is in 3 months, order next

PC 3: Invite patient/s in for a lipid management review dose, invite patient in to administer second initial dose

PC 4: At consultation discuss prevention, risk factors, lipid level PP 4: Complete blood form for full lipid profile and book in patient
results, lifestyle and lipid lowering therapy options as per eligibility. for fasting blood test 3 months (90 days) after first initial dose. (can
PC 5: Provide verbal and also written information on Inclisiran and be on same day as second dose (preferred), or days before, or after
discuss how the medicine works, the aim to reduce LDL-C levels, second initial dose)

the administration, side effects, follow up blood tests and review, PP 5: Book patient in for review of lipid management with lipid

etc. clinician

Printable CVD Central - Summary of Inclisiran Patient Information 1 week after blood test

May 2023 PP 6: Commence routine 6 monthly maintenance doses and annual
PC 6: For CVD assessment: check sitting and standing BP CVD review plus bloods (including Non-Fasting full lipid profile)

readings, pulse rate, pulse rhythm

PC 7: Agree preferred treatment option with patient, advise of next
steps * Inclisiran Implementation and FAQs Resource Pack to support

PC 8: Write initial first dose Inclisiran prescription and print for the Primary Care available to download directly from: CVD Central
nurse or lead who orders it from AAH via the GP practice AAH =Health Innovation Kent Surrey Sussex
account.

¢ ¢ Health Innovation . ) ) P
47 Kent Surrey Sussex Inclisiran Pathway and Practice pathway slides created by Jen Bayly on behalf of NHS Sussex and HI KSS (09/23 updated with clinical input from

Novartis 08250) kssahsn.cvdprevention@nhs.net

As Inclisiran is classed as an MHRA black triangle ¥ drug, any
suspected adverse reactions should be reported via the Yellow card
scheme

Missed doses

* Planned dose missed by less than 3 months: Administer Inclisiran
and continue as per original dosing schedule

*  Planned dose missed by more than 3 months: Start new dosing
schedule i.e., initial dose, second dose at 3 months, followed by a
dose every 6 months.

Storage / Shelf-life

*  No special storage conditions (do not freeze)
+  Shelf-life = 3 years.

Fasting blood test: Patient advice

On the day (prior) to having the fasting lipids blood test

Can have:

Water

Medicines

Tea without sugar or milk

Avoid having any fat or sugar 2
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FAQs: Inclisiran for the optimisation of Lipids in secondary prevention of Atherosclerotic

Cardiovascular Disease

General
Information:

Q: What are the licencing details for Inclisiran?
A: Inclisiran (Leqvio®) is recommended by NICE as an option for lipid lowering therapy
in adults with ASCVD not achieving lipid lowering targets.

Q: How do report a concern or incident relating to Inclisiran?
A: Side effects and incidents related to Inclisiran should reported to MHRA via the
Yellow Card scheme here: Yellow Card

Eligible
patients:

Q: How do | identify eligible patients?
A: They may be identified from an annual QOF review or by running searches such as
Ardens.

Q: How many patients are likely to be eligible for optimisation and what will the
impact on workload be?

A: From local and national analysis, 2 — 4 patients per 1000 population are likely to be
eligible for Inclisiran.

Q: Is there an order in which these patients should be assessed?

A: Although there is no specific order to assess patients, risk stratification for those with
multiple CV events, CVD in multiple vascular beds, or those with very high non-HDL-C
on maximal tolerated treatment would be appropriate.

Ordering:

Q: How do | order Inclisiran?

A: To ensure practices receive the £15 per dose reimbursement they should order
inclisiran directly to the GP practice from the wholesaler AAH (£45 per pre-filled
syringe). Note: the reimbursement amount increased from £5 to £15 from April 2025.
Details on the funding and supply of Inclisiran are available here: NHS England »
Funding and supply of inclisiran (Leqvio®)

Storage and

Administration:

Q: Are there any specific storage requirements for Inclisiran?
A: Inclisiran does not require any special storage conditions. It should not be frozen

Q: Where can | find more information about Inclisiran for our clinical team?
A: Detailed information including NICE guidance, mode of action, administration and
side effects are included later in this document

Q: How should Inclisiran be administered?
A: The recommended dose is 284 mg Inclisiran administered as a single subcutaneous
injection: initially, again at 3 months, followed by every 6 months.

Q: Are there additional resources about Inclisiran for patients?
A: Additional information and links to resources are included later in this document.

Q: Are there any additional resources to support practices in the use of this
medicine?

A: Some areas provide additional payments via Locally Commissioned Service (LCS).
Please check with your local PCN /ICB.



https://yellowcard.mhra.gov.uk/
https://www.england.nhs.uk/long-read/funding-supply-inclisiran-leqvio/
https://www.england.nhs.uk/long-read/funding-supply-inclisiran-leqvio/
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Resources & Evidence

Clinical trial data demonstrates it leads to a further 50-60% reduction in LDL cholesterol. Whilst
there is limited long-term data for Inclisiran yet, The Orion3 published in January 2023
provides further reassurance. Link here: Orion 3 Lancet Jan 2023

The data in ORION-8 represents the largest long-term safety and efficacy follow-up trial with
LEQVIO to date:

ORION-8 is a 3-year open-label extension study from the pivotal trials, including 3,274 eligible
patients with ASCVD, ASCVD risk equivalent or HeFH who completed either the Phase 2
ORION-3 study or one of the three Phase 3 studies (ORION-9, ORION-10 or ORION-
11).ORION-8 pre-specified lipid goals: ASCVD <1.8 mmol/L (<70 mg/dL); ASCVD risk
equivalent <2.6 mmol/L (<100 mg/dL).® With over 12,000 patient-years exposure and >20,000
injections, the safety profile of LEQVIO® remains consistent, with no new safety signals
identified.

There is overwhelming evidence of the benefit of LDL cholesterol reduction and lowering LDL
cholesterol is irrefutably associated with a reduced risk of further cardiovascular events.

Inclisiran is now considered normal clinical practice and has an established position in
national, NICE, and local lipid pathways. Therefore, the potential risk in prescribing Inclisiran
for an individual GP should be minimal.

General Information - Drug Details:

Drug Name: Inclisiran

Brand Name: Leqvio®

Drug Form: Solution for injection in pre-filled syringes

Drug Strength: 284 mg (equivalent to 300 mg inclisiran sodium)

Each pre-filled syringe contains inclisiran sodium equivalent to 284 mg inclisiran in 1.5 ml
solution

Inclisiran is indicated in adults with primary hypercholesterolaemia (heterozygous familial and
non-familial) or mixed dyslipidaemia, as an adjunct to diet:

- in combination with a statin, or statin with other lipid lowering therapies, in patients
unable to reach LDL-C goals with the maximum tolerated dose of a statin, or

» alone or in combination with other lipid lowering therapies in patients who are statin
intolerant, or for whom a statin is contraindicated.

Drug dose: The recommended dose is 284 mg inclisiran administered as a single
subcutaneous injection: initially, again at 3 months, followed by every 6 months.

Intended Duration of Use: Long-term


https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fmcusercontent.com%2Fb0ead1c0b96d915130a08d852%2Ffiles%2F503f99bc-2e2f-eb98-8bd5-1c365e49ea21%2FOrion_3_Lancet_Jan_2023.pdf&data=05%7C02%7Cjennifer.bayly%40nhs.net%7C4d231287bfae4f53491e08dcc2ae25b1%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638599300403990706%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=5aROxptsea10ZnGUmkpp79hAEA4pSS0X30T7r7n1mSg%3D&reserved=0
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Incident Reporting

The MHRA runs the Yellow Card scheme, which collects and monitors information on
suspected safety concerns involving healthcare products, such as, a side effect with a
medicine. The scheme relies on voluntary reporting of problems by healthcare professionals
and members of the public to enable issues to be identified that may not be known about.

To report an incident related to Inclisiran please visit: Yellow Card

If you are not able to submit a report via the website, please send an email with as much
information as possible (excluding patient identifiable data) to yellow.card@mhra.gov.uk

Eligibility for Inclisiran:

Inclisiran is recommended for patients with existing Atherosclerotic Cardiovascular
Disease (ASCVD)

This includes:

e Acute Coronary Syndrome (such as myocardial infarction, or unstable angina requiring
hospitalisation)

e coronary or other arterial revascularisation procedures

e coronary heart disease

e ischaemic stroke

e peripheral arterial disease

e low-density lipoprotein cholesterol (LDL-C) concentrations are persistently 2.6 mmol/l
or more, despite maximum tolerated lipid-lowering therapy, that is:
o maximum tolerated statins with or without other lipid-lowering therapies or,

o other lipid-lowering therapies when statins are not tolerated or are

contraindicated
Lipids Optimisation

e Not all secondary prevention patients requiring optimisation will be eligible for Inclisiran
because their LDL-C is below the NICE cut off level for treatment. If the last non-HDL-
C is <2.6 mmol/L then the patient is to target and does not require further optimisation
(as long as triglycerides also <1.7 mmol/L). Simply arrange an annual check for total
cholesterol and non-HDL-C.

e If the last LDL >2.0 or non-HDL-C is > 2.6mmol/L then review their notes to see if

there have previous attempts to optimise lipid levels.


https://yellowcard.mhra.gov.uk/
mailto:yellow.card@mhra.gov.uk
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e Consider change to high intensity statins if not already taking (atorvastatin or
rosuvastatin)

e Consider up-titration of high intensity statins if not already tried.

e Consider addition of Ezetimibe 10mg if not already tried and its addition is likely to
result in an LDL-C reduction to less than 2.0. Where an individual qualifies for
injectable therapies, as per NICE technology appraisals, consider these in preference
to Ezetimibe to prevent lipid levels being lowered but remaining above the LDL-C
target and below thresholds for initiating injectable therapies’

e If despite this LDL-C remains at >2.6 mmol/L then consider Inclisiran.
Eligible patients may be identified during annual QOF or other LTC reviews.
Alternatively, patients may be identified by searches including EMIS, Ardens and System One.
Identifying patients eligible for Inclisiran and planning for
impact on clinical workload
Searches

Patients may be identified during annual QOF or other LTC review. Alternatively, they may be
identified by computer searches.

e Ardens
e EMIS
e System One

Ardens Example:

Ardens: Population reporting > Ardens > 4.10 conditions-cardiovascular (v18.8) > medication
- Inclisiran

Ardens searches have been updated to include a non-HDL proxy. This means that the Ardens
search will now look for CVD diagnosis + LDL-C >2.5 OR non-HDL >3.4 + maximum
tolerated statins.

The non-HDL proxy of 3.4 mmol/L is in line with European guidance which can be found here:

Section 4.6.1.3 non high density lipoprotein cholesterol - table 10: 2021 ESC Guidelines on
cardiovascular disease prevention in clinical practice

EMIS Example:

In EMIS search is in folder 5.1 — Conditions/Cardiovascular/CVD/Inclisiran

10


https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Fgbr01.safelinks.protection.outlook.com%2F%3Furl%3Dhttps*3A*2F*2Facademic.oup.com*2Feurheartj*2Farticle*2F42*2F34*2F3227*2F6358713*3Flogin*3Dtrue%26data%3D05*7C01*7Cheather.bowles*40wessexahsn.net*7Ca8b4485936fb41ea778f08da60c22a2f*7C83777d80488347de82e432532846a82d*7C0*7C0*7C637928684289529603*7CUnknown*7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0*3D*7C3000*7C*7C*7C%26sdata%3DdcZ4kRbTi*2FHXFqDcQ*2BY7wurwug3qXUOEXQiDSmIt*2FCg*3D%26reserved%3D0__%3BJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUl!!N3hqHg43uw!phOOevNhCc6j0oDOVRUk6NV_rq9ptQQzf6xNFCI-vh8IeeS0qUZzqq7xtJyq9sKALGxSx6xRZHOD09pCK95qS1n94ZKKwWkv%24&data=05%7C01%7Cheather.bowles%40wessexahsn.net%7C0de0c6e1f623489286b708da60c3a378%7C83777d80488347de82e432532846a82d%7C0%7C0%7C637928690623967057%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=TrE2GLMyNh7mIMUZN6sGU%2B95j8CANeDVsPbTjwOxG5s%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Furldefense.com%2Fv3%2F__https%3A%2Fgbr01.safelinks.protection.outlook.com%2F%3Furl%3Dhttps*3A*2F*2Facademic.oup.com*2Feurheartj*2Farticle*2F42*2F34*2F3227*2F6358713*3Flogin*3Dtrue%26data%3D05*7C01*7Cheather.bowles*40wessexahsn.net*7Ca8b4485936fb41ea778f08da60c22a2f*7C83777d80488347de82e432532846a82d*7C0*7C0*7C637928684289529603*7CUnknown*7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0*3D*7C3000*7C*7C*7C%26sdata%3DdcZ4kRbTi*2FHXFqDcQ*2BY7wurwug3qXUOEXQiDSmIt*2FCg*3D%26reserved%3D0__%3BJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUlJSUl!!N3hqHg43uw!phOOevNhCc6j0oDOVRUk6NV_rq9ptQQzf6xNFCI-vh8IeeS0qUZzqq7xtJyq9sKALGxSx6xRZHOD09pCK95qS1n94ZKKwWkv%24&data=05%7C01%7Cheather.bowles%40wessexahsn.net%7C0de0c6e1f623489286b708da60c3a378%7C83777d80488347de82e432532846a82d%7C0%7C0%7C637928690623967057%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C3000%7C%7C%7C&sdata=TrE2GLMyNh7mIMUZN6sGU%2B95j8CANeDVsPbTjwOxG5s%3D&reserved=0

CVD Central: Resource Pack

Example Case Study from a GP Practice on Expected
Eligible Patients

The average practice will identify 2 to 4 eligible patients per 1000 population. For example,
in this case study, the Ardens search was run in a practice of 11,500 patients with a CVD
prevalence of 6% and only 39 eligible patients were identified (not all of whom may in reality
be eligible for, or accepting of, further treatment).

In the above example that would mean 13 patients having an informed discussion with an
appropriately trained and skilled clinician each year for 3 years. The first two doses are given
3 months apart and then every subsequent 6 months. It is expected that maybe as few as
22.5% of patients will start the treatment but workload is calculated in the event of 100% of
patients accepting.

Example modelling of patient contact

Year 1:
13 informed discussions
39 doses given.

Year 2:
13 informed discussions
65 doses given

Year 3:
13 informed discussions
81 doses given.

Informed discussion appointments will be reduced by identifying unsuitable patients e.g. other
life-limiting illnesses, the impact on nursing appointments could be much lower again
depending on patient uptake.

Risk Stratification of Eligible Patients

Practices may simply work through the list of eligible patients but if there is a concern about
the workload, it may be worthwhile briefly reviewing the records to risk stratify patients.

Those at highest risk would be those with recurrent CV events, for instance admission with
Acute Coronary Syndrome following Percutaneous Coronary Intervention (PCI) of Coronary
Artery Bypass Graft (CABG).

Patients with ASCVD in multiple vascular beds, for instance coronary heart disease and stroke
or stroke and peripheral arterial disease, will be considered at higher risk.

Another way of risk stratifying patients would be to start with those with the highest non-HDL-
C despite maximal tolerated lipid lowering therapy.
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Although the Ardens Inclisiran search only includes those who have ever been prescribed a
statin, it would obviously be worthwhile including those who have always declined a statin or
where a statin was never initiated because it was contraindicated.

A systematic approach to the identification of people who will benefit from lipid optimisation is
recommended; this will also identify those individuals who will benefit from novel therapies
such as Inclisiran.

Identify patient cohort

The UCLPartners CVD Proactive Care Frameworks provide a platform for optimising clinical
care and self-care for people with these high-risk conditions, supporting primary care teams
to do things differently and at scale. such as:

e enable practices to prioritise clinical activity by stratifying patients who are at the
highest risk

o deploy the wider workforce to reduce the workload for GPs

« improve the personalised care offer for patients.

They are free and can be downloaded directly into a practices clinical system and help identify
the individuals who would benefit from a review and possible referral.

The following slide packs include pathways and resources to support clinicians treating
patients with single or multiple cardiovascular conditions.

e Atrial Fibrillation

e Heart Failure

e Hypertension

e Lipid management including Familial Hypercholesterolaemia
e Type 2 Diabetes

The frameworks include:

1. Comprehensive search tools to risk stratify patients — built for EMIS and SystmOne

2. Pathways that prioritise patients for follow up, support remote delivery of care, and
identify what elements of LTC care can be delivered by staff such as Health Care
Assistants and link workers.

3. Scripts and protocols to guide Health Care Assistants and others in their
consultations.

4. Training for staff to deliver education, self-management support and brief
interventions. Training includes health coaching and motivational interviewing.

5. Digital and other resources that support remote management and self-management

Full details regarding funding and supply of Inclisiran are available here: NHS England »
Funding and supply of inclisiran (Leqvio®)
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https://s42140.pcdn.co/wp-content/uploads/AF-Framework-January-2024-Version-6.pdf
https://s42140.pcdn.co/wp-content/uploads/HF-pathway-NOV23-v2.pdf
https://s42140.pcdn.co/wp-content/uploads/Hypertension-framework-January-2024-Version-6.pdf
https://s42140.pcdn.co/wp-content/uploads/Cholesterol-Framework-Jan-2024-Version-10-1.pdf
https://s42140.pcdn.co/wp-content/uploads/DIABETES-January-2024-Version-5.pdf
https://www.england.nhs.uk/long-read/funding-supply-inclisiran-leqvio/
https://www.england.nhs.uk/long-read/funding-supply-inclisiran-leqvio/
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Resources and Clinical Information

Inclisiran Patient Booklet

o “A patient’s guide to Inclisiran (Leqvio®)” produced by Novartis, April 2022
https://www.health.novartis.co.uk/resources-and-training/cardio-
metabolic/product/inclisiran-resources/#dwell

o Package leaflet — information for the patient: Inclisiran ¥ (LEQVIO®) Public Home

Novartis UK
For HCPs

o HCP Inclisiran Portal: Inclisiran ¥V (Leqgvio®) Resources | Novartis UK HCP Portal

Nice Guidance

e NICE TA733: Inclisiran for treating primary hypercholesterolaemia or mixed
dyslipidaemia: Inclisiran | Guidance | NICE

« The NICE-endorsed national lipid management pathway, which includes
Inclisiran can be found here: National Lipid Management Pathway

NHS England guidance

o NHS England » Lipid optimisation pathway: secondary prevention in primary care and

the community
e NHS England » Funding and supply of inclisiran (Leqvio®)

Introducing Inclisiran to the Lipid Management Pathway:

Professor Ahmet Fuat MBChB PhD FRCGP FRCP (London) FRCP (Edinburgh) FPCCS
PGDiP Cardiology, describes his experience of using the novel therapy Inclisiran for patients
in North East and North Cumbria: AHSN | Introducing Inclisiran into the Lipid Management
Pathway - YouTube

Health Innovation KSS: Inclisiran to support Primary Care Webinar

Discussing how Inclisiran fits within the NICE Lipid Management pathway, some of the
operational considerations and shared examples of patients who would benefit from Inclisiran
treatment. You can find the links to the October session below:

o 6th October 2022 - Click here to view the recording.
e Click here to access the slides

Health Innovation Manchester CVD Prevention Toolkits:

e CVD Prevention: Lipid Pathway — Resources for Health and Care - Health Innovation
Manchester
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https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-resources/#dwell
https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-resources/#dwell
https://www.health.novartis.co.uk/public/medicines/cardio-metabolic/inclisiran
https://www.health.novartis.co.uk/public/medicines/cardio-metabolic/inclisiran
https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-resources
https://www.nice.org.uk/guidance/ta733
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.england.nhs.uk%2Faac%2Fwp-content%2Fuploads%2Fsites%2F50%2F2020%2F04%2Flipid-management-pathway-v7.pdf&data=05%7C02%7Ckssahsn.cvdprevention%40nhs.net%7Cd3deb2c8a77e47c3756508dc83dd8ded%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638530235114506027%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=3ZghW%2FfzCdH%2F%2Blvk7kdhjdUb8gn2Im1rCEYJLoau%2BFo%3D&reserved=0
https://www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community/
https://www.england.nhs.uk/long-read/lipid-optimisation-pathway-secondary-prevention-in-primary-care-and-the-community/
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.england.nhs.uk%2Flong-read%2Ffunding-supply-inclisiran-leqvio%2F&data=05%7C02%7Cellie.mason3%40nhs.net%7C0e9f539f6d214ab8b49f08ddad9f9743%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638857623536677647%7CUnknown%7CTWFpbGZsb3d8eyJFbXB0eU1hcGkiOnRydWUsIlYiOiIwLjAuMDAwMCIsIlAiOiJXaW4zMiIsIkFOIjoiTWFpbCIsIldUIjoyfQ%3D%3D%7C0%7C%7C%7C&sdata=Rm72yXCKc9qaJZB3ArFv6TDsbzhMJT3Z3ZKbO8CnSd0%3D&reserved=0
https://www.youtube.com/watch?v=5Lgw37mzY-0&t=329s
https://www.youtube.com/watch?v=5Lgw37mzY-0&t=329s
https://youtu.be/4h00mfUZ48E
http://improvement.kssahsn.net/wp-content/uploads/2022/10/Inclisiran-Webinar-Slides-October-2022.pdf
https://healthinnovationmanchester.com/cvdprevention-lipidpathway-resources/
https://healthinnovationmanchester.com/cvdprevention-lipidpathway-resources/
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Inclisiran for managing high cholesterol: A guide for patients.

There are several tablets now available to lower cholesterol levels in the blood, including
statins (e.g., atorvastatin, rosuvastatin, and pravastatin), ezetimibe and bempedoic acid.

If you can’t take any of these medicines, or your cholesterol levels are still too high when
you're taking them, your healthcare professional might talk to you about considering medicines
which are injected, either instead of tablets or in addition to them.

Inclisiran (brand name Leqvio®) is one of the injectable medicines currently available for
lowering cholesterol levels.

How Inclisiran works:

Low density lipoprotein (LDL) is a substance in the body which carries cholesterol from the
liver to cells that need it. LDL is sometimes known as “bad” cholesterol because high levels
lead to fatty build-up inside the arteries, which increases the risk of heart disease (also known
as cardiovascular disease, or CVD).

Inclisiran lowers the levels of a type of protein called PCSK9 in the cells of the liver, and by
doing this increases the number of LDL-receptors. These receptors act as “dump trucks” to
help get rid of LDL (“bad”) cholesterol from the blood stream so that they can be broken down
in the liver.

The less LDL cholesterol in the bloodstream, the lower your risk of major adverse
cardiovascular events.

What Inclisiran is used for:

Inclisiran is used in addition to your cholesterol-lowering diet if you are an adult with a high
cholesterol level in your blood (primary hypercholesterolaemia, including heterozygous
familial and non-familial, or mixed dyslipidaemia).

Inclisiran is given: - together with a statin (a type of medicine that treats high cholesterol),
sometimes combined with another cholesterol-lowering treatment if the maximum dose of the
statin does not work well enough, or - alone or together with other cholesterol-lowering
medicines when statins do not work well or cannot be used.

How is inclisiran given?

Inclisiran is given as an injection under the skin and will be administered by your healthcare
professional.

When you start treatment, you will be given a single injection, followed by another injection 3
months later. After these first two injections, Inclisiran will be given every 6 months.

Treatment with Inclisiran is intended to be long-term so will continue indefinitely unless you
and your healthcare professional decide there is a reason to stop. It should also be taken
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alongside any other cholesterol-lowering medicines that you are currently taking. Do not stop
your statin or other cholesterol-lowering tablet unless you have been told to do so.

Important information

Inclisiran is a new-in-class drug, so it acts in a different way from all the other cholesterol-
lowering drugs. It has its effect by reducing the gene expression of the PCSK9 protein. By
reducing the expression of the PCSK9 protein, you have more LDL receptors to help remove
LDL-C from your blood stream.

Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.
Common (may affect up to 1 in 10 people)

e Injection site reactions, such as pain, redness, or rash.

Reporting of side effects If you get any side effects, talk to your doctor, pharmacist, or nurse.
This includes any possible side effects not listed in the package information leaflet. You can
also report side effects directly via the Yellow Card Scheme at: www.mhra.gov.uk/yellowcard
or search for MHRA Yellow Card in the Google Play or Apple App Store. By reporting side
effects, you can help provide more information on the safety of this medicine

Where can | find more information?

The following resources are available online to download and access electronic versions, or
your GP practice may send them to you in a link by text message, they are also available to
order for free in hard copies.

Inclisiran patient information

This summary guide was adapted from “A patient’s guide to Inclisiran (Leqvio®)” produced
by  Novartis, April 2022. This  full document can be found at:
https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-
resources/#dwell

Package information leaflet for patients: Leqvio, INN-inclisiran (medicines.org.uk)

Further information on how cholesterol increases the risk of heart disease and how it can be
managed can be found on these websites:

e Heart UK: The cholesterol charity - www.heartuk.org.uk, Including Tackling Cholesterol
Together (heartuk.org.uk), helpful animation for patients to better understand their
cholesterol. Plus a diet quiz - All quizzes - HEART UK

e NHS Health A to Z - www.nhs.uk/conditions/high-cholesterol/

e British Heart Foundation - www.bhf.org.uk/informationsupport/risk-factors/high-
cholesterol
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https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-resources/#dwell
https://www.health.novartis.co.uk/resources-and-training/cardio-metabolic/product/inclisiran-resources/#dwell
https://www.medicines.org.uk/emc/files/pil.12039.pdf
http://www.heartuk.org.uk/
https://protect-eu.mimecast.com/s/AzMCCvYvXUJv0cnAQg7?domain=heartuk.org.uk
https://protect-eu.mimecast.com/s/AzMCCvYvXUJv0cnAQg7?domain=heartuk.org.uk
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.heartuk.org.uk%2Fcholesterol%2Fanimation&data=05%7C02%7Cginny.common%40nhs.net%7C69a704767e5640c48ed208dc84aea164%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638531132908262960%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=1ixU7ZCPRYEcuT8%2FKNxqNzNgnj5vV6KUrHGiDFjfplI%3D&reserved=0
https://gbr01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fwww.heartuk.org.uk%2Fquizzes%2Fall-quizzes&data=05%7C02%7Cginny.common%40nhs.net%7C69a704767e5640c48ed208dc84aea164%7C37c354b285b047f5b22207b48d774ee3%7C0%7C0%7C638531132908274116%7CUnknown%7CTWFpbGZsb3d8eyJWIjoiMC4wLjAwMDAiLCJQIjoiV2luMzIiLCJBTiI6Ik1haWwiLCJXVCI6Mn0%3D%7C0%7C%7C%7C&sdata=7xxSDjhHIgBXWdPmetZrSwEvnW1lDiu8HNVQ51S8tXY%3D&reserved=0
http://www.nhs.uk/conditions/high-cholesterol/
http://www.bhf.org.uk/informationsupport/risk-factors/high-cholesterol
http://www.bhf.org.uk/informationsupport/risk-factors/high-cholesterol

