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Commissioning Statement: Inclisiran? for treating primary

hypercholesterolaemia or mixed dyslipidaemia

Recommendation

GMMMG & NHS GM recommends the prescribing of inclisiran¥ in line with
the criteria in NICE Technology Appraisal 733 i.e. 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:

e There is a history of any of the following cardiovascular events:

o 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
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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

This recommendation aligns with the updated NHS England commercial
funding arrangement effective from 1 April 2025, under which inclisiran is
centrally funded. Practices purchase inclisiran at a nominal cost of £45 per
injection and are reimbursed £60 per administration, resulting in a net
reimbursement of £15 to support administration and associated costs. This
arrangement, along with significantly enhanced QOF incentives has been
provisioned by NHSE to aid implementation within primary care.
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https://www.nice.org.uk/guidance/ta733/chapter/1-recommendations

Background

The NHS Long Term Plan identifies cardiovascular disease (CVD) as a clinical
priority and the single largest opportunity to save lives over the next decade.?
NHS GM has also prioritised CVD prevention, aiming to tackle health
inequalities and improve population health. Elevated low-density lipoprotein
cholesterol (LDL-C) remains a proven and modifiable risk factor in CVD.

The evidence linking LDL-C reduction to major adverse cardiovascular events
(MACE) is now irrefutable. Studies demonstrate that a 1 mmol/L reduction in
LDL-C is associated with a 23% relative risk reduction in future MACE.3 This
causality has been robustly established through randomized controlled trials
(RCTs), cohort studies, and Mendelian randomisation studies.* These
findings reinforce the critical importance of LDL-C lowering in secondary
prevention strategies.

Efficacy
and Safety

Inclisiran has shown sustained LDL-C lowering action with maximum
exposure now extending out to 6.8 years and mean treatment duration of 3.7
years.® There are now over 12,000 patient years of exposure to inclisiran.®

In addition, data from Health Innovation Manchester informs us that between
Jan 2022 and November 2024, inclisiran has been administered to 2,385
patients across Manchester resulting in an overall LDL-C reduction of 46%.

Currently, there is no long-term patient-oriented outcome data available for
inclisiran. These outcomes are expected from the ORION-4 trial, likely
available in 2026-2027.% Due to this, PCSK9 inhibitors remain the preferred
option for eligible patients with significantly elevated LDL-C levels, as they
offer established benefits in reducing major adverse cardiovascular events.

No new safety signals have been noted.>’ Compared to PCSK9 inhibitors,
inclisiran had disproportional reporting odds in relation to muscle pain,
therapeutic ineffectiveness, injection-site reactions, and liver dysfunction.’

Yellow Card reports show General disorders and administration site
conditions to be the most commonly reported adverse reactions, followed by
musculoskeletal and muscle disorders, followed by skin reactions. Note that
the likelihood of experiencing an adverse drug reaction (ADR) cannot be
estimated from Yellow Card reports due to there being no information about
the actual number of doses given and other factors such as the ease of
recognising ADRs.

Cost
Effectiveness/

Affordability

NICE has deemed inclisiran cost-effective when used in secondary
prevention.!

Monitoring

Inclisiran initiation and management is primarily intended to be carried out
within the primary care setting where most patients with atherosclerotic
cardiovascular disease are currently managed.

It is administered as a subcutaneous injection into the abdomen, upper arm,
or thigh. The recommended dose is 284 mg inclisiran loading dose at 0
months and 3 months, then long-term maintenance every 6 months.

It is intended for administration by a Healthcare Professional, not the patient.

Although no additional monitoring is required, we recommend performing a
single liver function test after 3 months.
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Delivery Models

Inclisiran has been given a “Green” status by GMMMG i.e. suitable for
initiation and ongoing prescribing within primary care.

GMMMG (NHS GM) now regards inclisiran as a routine treatment for the
treatment of primary hypercholesterolaemia or mixed dyslipidaemia in line
with NICE guidance alongside statins and ezetimibe. There are no special
commissioning arrangements.

Under the new NHS England commercial arrangement effective from 1 April
2025, NHS GM practices purchase inclisiran at a nominal cost of £45 per
injection and receive a reimbursement of £60 per administration, resulting in
a net reimbursement of £15 per injection. This net reimbursement is intended
by NHS England to support practices in covering associated administration
costs and patient appointments. The current funding arrangement is in place
until 31 December 2027, after which it will be reviewed; however, any changes
will not affect patients already initiated on treatment prior to this date.

In addition, the 2025/26 Quality and Outcomes Framework (QOF) has
significantly increased support for cardiovascular disease prevention,
reallocating 141 QOF points (approximately £198 million) specifically to nine
CVD indicators, including lipid management. These enhanced QOF
incentives aim to further support primary care practices.

There are approximately 1900 people in GM currently receiving inclisiran and
data from GM Business Intelligence® informs that there are approximately
3700 people eligible to receive the drug or about 7 per practice on average.

Further information to support prescribers when prescribing inclisiran is
available on the GMMMG website at
https://gmmmag.nhs.uk/quidance/information-leaflets-for-primary-care/

A GM lipid lowering pathway is also available at <insert link for updated
pathway>

Patient
perspective

The ability to obtain inclisiran via a GP practice makes it convenient for most
people.

v_ drugs subject to additional monitoring requirements i.e. report all suspected side effects using the Yellow Card

scheme.
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