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1. Summary

The lipid guideline is a comprehensive guideline on the management of patients with lipid
disorders inclusive of Familial Hypercholesteroalemia (FH), and patients with primary and
secondary prevention of cardiovascular disease.

2. Purpose, Legal Requirements and Background

The purpose of the document is to standardise the management of lipid disorders across
Hull and East Riding region in primary and secondary care.

3. Responsibilities, Accountabilities and Duties

This guideline is applicable to all clinical staff involved in the management of lipids and
cardiovascular risk reduction in Hull University Teaching Hospitals NHS Trust and Primary
care networks within Hull and East Riding of Yorkshire.

4. Guideline Details
CVD Risk Optimisation Tool Kit

Treatment targets and goals for CVD prevention:

CVD Check List Recommendation

Document Family Premature heart disease is defined as onset <60 years in
history of premature first degree relatives and <50 years in second degree
heart disease relatives

Does the patient have | Refer to Simon Broome criteria & flow chart for Familial
Familial Hypercholesterolaemia — Appendix A (page 13)
Hypercholesterolaemia? | NICE CG71: https://www.nice.org.uk/guidance/cg71
History of Chronic Document stage of CKD, if applicable

kidney disease? https://www.nice.org.uk/quidance/ng203

Diabetes Type 1: hitps://www.nice.org.uk/quidance/ng17

Type 2: https://www.nice.org.uk/guidance/ng28

Target HbA1c level of 53 mmol/mol

Smoking Avoid exposure to tobacco in any form
https://www.nice.org.uk/guidance/ng209/

Overview | Tobacco: preventing uptake, promoting
quitting and treating dependence | Guidance | NICE
Refer to stop smoking service locally in Hull

Blood pressure https://www.nice.org.uk/quidance/ng136

Target: <140/90 mm Hg (if primary prevention and not
known to have documented hypertension, pregnancy,
diabetes or chronic kidney disease).
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Offer Ambulatory BP if clinic BP between 140/90 mmHg
and 180/120 mmHg.

Diabetes:

In patients with type 1 Diabetes: target <135/85 mmHg
In patients with type 1 Diabetes and end organ
involvement: target <130/80 mmHg

In patients with type 2 Diabetes: target <135/85 mmHg
Chronic kidney disease:

In adults with CKD and an ACR of >70 mg/mmol: target
< 130/80 mmHg

Lipids Primary prevention of CVD: Appendix B (page 15)
Target for High risk CVD (see list below) patients: >40%
reduction in Non- HDL-C from baseline

Secondary prevention of CVD: Appendix C (page 16)
Target: LDL-C goal of < 1.8 mmol/L

Statin Intolerance pathway: Appendix D (page 17)

Alcohol <14 Units per week

Body weight Healthy BMI 20- 25 kg/m2 and waist circumference <94
cm in men and <80 cm in women

Diet Healthy well balanced diet with a low intake of saturated
fat
Provide HEARTUK website information for heart healthy
diet

Eating for lower cholesterol | HEART UK - The
Cholesterol Charity

Physical activity Moderate intensity exercise minimum of 30 minutes- 60
minutes each day

Primary prevention of CVD

e Request a full non-fasting Lipid profile for both diagnosis and monitoring
patients with CVD risk.

e NICE CG181 recommends non HDL-c measured from a non-fasting blood in
preference to LDL- ¢ as the treatment goal for lipid lowering therapy. There are
distinct advantages in using non-HDL cholesterol measurements (a fasting
blood sample not needed, convenient for patients, cost effective. Non-HDL
cholesterol includes all cholesterol present in lipoprotein particles considered
to be atherogenic, (includes low-density lipoprotein (LDL), Lipoprotein (a),
intermediate-density lipoprotein and very-low-density lipoprotein) and has been
suggested to be a better tool for cardiovascular (CVD) risk assessment than
LDL-c.

e Systemic conditions like Diabetes, Hypothyroidism, Obstructive liver disease,
Nephrotic syndrome, Renal failure, Myeloma, pregnancy, medications
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(corticosteroids, Androgenic steroids, contraceptive therapy, Thiazides, non-
selective B-blockers, Retinoic acid derivatives, HRT, sertraline, atypical
antipsychotics, antiretroviral therapy), SLE, hypopituitarism may present with
dyslipidaemia.

e Do a full secondary screen for dyslipidaemia (U&E, LFT, TSH, HbA1c, urine
dipstick).

e Patients with Familial Hypercholesterolaemia, markedly elevated single risk
factors, in particular TC = 8 mmol/L and LDL-C = 4.9 mmol/L or BP 2180/110
mmHg, Diabetes with target organ damage (nephropathy) or a duration = 10
years or another additional risk factor, patients with type 1 Diabetes > 40 years
of age, Chronic kidney disease stage 3 A &B (eGFR 30-59 mL/min/1.73 m2)
with or without albuminuria are at high CVD risk.

e Estimate CVD risk using QRISK3 algorithm https://grisk.org/three/ on adults
aged up to 84 years of age.

e Document smoking status, diabetes status, family history of premature
coronary artery disease, chronic kidney disease, therapy for hypertension,
migraines, Systemic Lupus Erythematosus, regular glucocorticoid therapy,
Rheumatoid arthritis, atrial fibrillation, atypical antipsychotics, erectile
dysfunction, BMI and BP.

e Do notuse QRISK in:

- Patients with Familial Hypercholesterolaemia or inherited disorders of
lipid metabolism

- Patients with established CVD

- Patients with type 1 diabetes, or eGFR less than 60 mL/min/1.73 m2
and/or albuminuria.

- Patients aged = 85 (at increased risk of CVD because of age alone
particularly people who smoke or have raised BP).

e Patients with CVD risk of 2 10% (QRISK-3) need an informed discussion to
address modifiable risk factors including smoking cessation (if applicable),
moderation of ethanol intake, low saturated fat intake in the diet and moderate
physical activity (30-60 minutes each day). Use CVD risk tool (above) for further
information.

e |If a patient is being considered for lipid lowering treatment, ensure the drug is
appropriate to the individual patient, especially in elderly patients with
polypharmacy, multiple co-morbidities or in women of childbearing potential.

o |If lifestyle modification is inappropriate or ineffective, commence Atorvastatin
20mg once daily. Counsel the patient that statin drugs are generally safe but,
very rarely, they can cause muscle damage, so if they develop severe muscle
aches or muscle weakness to discontinue all lipid-lowering drugs and seek
medical advice.

e Review concordance with lipid lowering therapy, dietary, lifestyle changes and
repeat lipid profile, and LFT’s in 3 months.
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e Titrate lipid lowering therapy (Atorvastatin to 40 mg once daily + Ezetimibe
10mg daily) to achieve Non-HDL C target of >40% reduction from baseline in
all patients except for patients with Familial Hypercholesterolaemia. Assess
further response after 3 months.

e For Patients with possible Familial Hypercholesterolaemia, consider referral to
the Yorkshire and Humber FH service for FH genetic testing, if not done
already.

e In patients with Familial Hypercholesterolaemia, LDL-C target is >50%
reduction from baseline. Titrate Atorvastatin to 40 mg once daily + Ezetimibe
10mg daily. Assess response after 3 months.

¢ In patients with Familial Hypercholesterolaemia, if LDL-C is = 5mmol/L despite
maximal tolerated lipid lowering therapy (statins + Ezetimibe), refer to lipid clinic
for consideration of PCSK9 inhibitors.

e Do not routinely measure CK activity unless the patients in symptomatic or has
muscle pain before initiation of statin therapy.

Secondary prevention of CVD

e This category includes all patients with clinical Atherosclerosis e.g. Myocardial
Infarction, Acute Coronary Syndrome, Angina, Stroke, Transient Ischaemic
Attack, Peripheral Vascular Disease inclusive of revascularisation procedures,
Abdominal aortic aneurysm including surgery.

e Start High intensity statins in all patients with Acute Coronary syndrome as early
as possible, regardless of initial LDL-C values, unless there are any
contraindications or intolerance.

e Consider addition of ezetimibe 10 mg once daily after repeat lipid profile in 2-3
months, in all patients with ACS not treated to LDL-C target of < 2.0 mmol/L,
despite maximal tolerated dose of statins.

e Refer to lipid clinic for PCSK9 inhibitors initiation if:

- LDL —Cholesterol is persistently elevated = 4mmol/L in patients at high
risk of CVD and = 3.5 mmol/L if at very high risk of CVD, despite maximal
tolerated lipid lowering therapy (statins + Ezetimibe).

- High risk CVD is defined as a history of any of the following: acute
coronary syndrome (such as myocardial infarction or unstable angina
needing hospitalisation); coronary or other arterial revascularisation
procedures; chronic heart disease; ischaemic stroke; peripheral arterial
disease.

- Very high risk of CVD is defined as recurrent cardiovascular events or
cardiovascular events in more than 1 vascular bed (poly vascular
disease).

- Current lipid lowering therapy (statin + Ezetimibe 10mg daily) should
continue with PCSKOI therapy.
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e Initiate Inclisiran if:

- LDL-C =z 2.6 mmol/L (Non-HDL-C = 3.5mmol/L), despite maximal
tolerated lipid lowering therapy (statins + Ezetimibe).

- Current lipid lowering therapy (statin + Ezetimibe 10mg daily) should
continue with Inclisiran therapy

e Initiate Icosapent ethyl if:
Fasting triglycerides =21.7 mmol/L and <5.6 mmo/L on maximal tolerated
statin therapy and if LDL is between 1 mmol/L and <2.6 mmol/L

- Statin therapy should continue with Icosapent ethyl.

- lcosapent ethyl is obtained from the oil of fish. It is not known whether
patients with allergies to fish and/or shellfish are at increased risk of an
allergic reaction to Icosapent ethyl. Icosapent ethyl should be used with
caution in patients with known hypersensitivity to fish and/or shellfish. In
patients with hepatic impairment, alanine aminotransferase (ALT)
concentration should be monitored as clinically indicated before the start
of treatment and at appropriate intervals during treatment. Icosapent
ethyl was associated with an increased risk of atrial fibrillation or flutter
requiring hospitalisation in a double-blind placebo-controlled trial. The
incidence of atrial fibrillation was greater in patients with a previous
history of atrial fibrillation or flutter. Patients, particularly those with a
relevant medical history, should be monitored for clinical evidence of
atrial fibrillation or atrial flutter (e.g., dyspnoea, palpitations,
syncope/dizziness, chest discomfort, change in blood pressure, or
irregular pulse). Electrocardiographic evaluation should be performed
when clinically indicated. Treatment with lcosapent ethyl has been
associated with an increased incidence of bleeding. Patients taking
Icosapent ethyl along with antithrombotic agents, i.e., antiplatelet
agents, including aspirin, clopidogrel and/or anticoagulants, may be at
increased risk of bleeding and should be monitored periodically.

Statin intolerance

e In patients with intolerance or side effects to Atorvastatin therapy, see AAC
Statin Intolerance Algorithm for advice regarding adverse effects.
https://www.england.nhs.uk/aac/wp-content/uploads/sites/50/2020/08/Statin-
Intolerance-Pathway-NEW.pdf

e Consider Ezetimibe 10mg daily monotherapy (or in addition to maximal
tolerated dose of statins). Assess response after 3 months.

¢ Initiate Bempedoic acid 180 mg daily in combination with Ezetimibe 10 mg daily
when ezetimibe monotherapy does not achieve treatment targets. Assess
response after 3 months.
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¢ In patients with Familial Hypercholesterolaemia for primary prevention of CVD,
with statin intolerance, if LDL-C = 5mmol/L, despite maximal tolerated lipid
lowering therapy (statins + Ezetimibe), consider referral to lipid clinic for PCSK9
inhibitors initiation.

e For secondary CVD prevention with statin intolerance, refer to lipid clinic for
PCSKQ9 inhibitors initiation if, LDL-C = 2.6 mmol/L (Non-HDL-C = 3.5mmol/L)
despite maximal tolerated lipid lowering therapy (statins £ Ezetimibe).

Monitoring on lipid lowering therapy

Time Investigations

Baseline Full lipid profile, U&E, LFT, TSH, HbA1c,
urine dipstick

3 months post statin initiation Full lipid profile, LFT

6-9 months, statin Rx up titration or | Full lipid profile, LFT
addition of Ezetimibe
12 months and then annually Full lipid profile, LFT

CVD Lipid lowering treatment targets

Primary prevention | Familial LDL-C target >50%
of CVD Hypercholesterolaemia reduction from baseline
Primary Non FH or mixed | Non-HDL-C target >40%
hyperlipidaemia reduction from baseline
Secondary LDL-C target of < 1.8
prevention of CVD mmol/L or Non-HDL-C

target of < 2.5 mmol/L

Special considerations with lipid lowering therapy

e A fully informed discussion is indicated in female patients in the reproductive
age group prior to initiation of lipid lowering therapy inclusive of
contraindications to lipid lowering therapy (Statins, ezetimibe, PCSKOI,
Fibrates), need for screening children for Familial Hypercholesterolaemia
(Autosomal dominant inheritance with 50% risk of inheritance) and risks to the
foetus if lipid lowering therapy is continued.

e Patient who conceive on lipid lowering therapy should stop therapy immediately
and be offered urgent referral for foetal assessment.

¢ In female patients with heterozygous Familial Hypercholesterolaemia, there is
no indication to monitor lipid profile during pregnancy and breast feeding period.
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¢ Annual review needs to take into account all CVD risk factors, treatment to
target LDL-C/Non-HDL-C, concordance with lipid lowering therapy, diet and
lifestyle. If applicable, a discussion on screening immediate family and
conception plans is needed.

e For lipid lowering therapy initiation (or changes) in patients with chronic kidney
disease with eGFR< 30mL/min, consider referral to lipid clinic.

Amber 1 drugs Green drugs
Inclisiran Statins
Icosapent ethyl Ezetimibe
Bempedoic acid or Fibrates

Ezetimibe and Bempedoic
acid combination
treatment

Familial Hypercholesterolaemia

Familial Hypercholesterolaemia (FH) is an Autosomal dominant condition resulting in
high LDL-cholesterol levels from birth with premature coronary heart disease (CHD)
occurring in approximately half of men by age 50 and one third of women by age 60.
Lifetime exposure to LDL-C correlates with increased risk of cardiovascular disease.
The prevalence of heterozygous FH is 1 in 250. Early initiation of lipid lowering
treatment combined with lifestyle modification can virtually eliminate any additional risk
and potentially restore life expectancy to normal. The Yorkshire and Humber Familial
Hypercholesterolaemia service identifies individuals with FH through genetic testing
and offers cascade testing to family members where a pathogenic mutation has been
identified. The Yorkshire and Humber Familial Hypercholesterolaemia service is
based at 4 different Trusts including Huddersfield, Hull, Leeds and York and has a
standardised FH genetic testing pathway for adults with FH with agreed local
arrangements for the provision of Paediatric FH service. Refer to the primary care
pathway for identification of patients with FH and primary and secondary CVD
prevention pathway in the CVD risk optimisation tool kit for clinical management of FH.
The FH service based at Hull University Teaching Hospitals NHS Trust offers
extended service to the primary care networks in Hull, East Riding of Yorkshire, North
Lincolnshire and North East Lincolnshire.
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Yorkshire and Humber FH Service contacts:
Site Contact
Calderdale & Huddersfield | Ms Jillian Webster, FH nurse specialist
NHS Foundation Trust Dr Karen Mitchell, Consultant Chemical Pathology
Hull University Teaching Ms Paula Sutton - FH nurse specialists
Hospitals NHS Trust Ms Rachel Dunn- FH nurse specialist
Dr Deepa Narayanan- Consultant in Chemical
Pathology & Metabolic Medicine
Dr Robert Desborough- Consultant in Chemical
Pathology & Metabolic Medicine
Leeds Teaching NHS Ms Claire Burton, FH nurse specialist
Hospitals Trust Dr Michael Mansfield, Consultant in diabetes and
lipidology
Dr Kevin Stuart, Consultant Chemical Pathology &
Metabolic Medicine
York Teaching Hospitals Ms. Claire Tuson, FH nurse specialist
NHS Foundation Trust Dr Deepak Chandrajay, Consultant Chemical
Pathology & Metabolic Medicine
Paediatric Familial Hypercholesterolaemia pathway
Paediatric FH
pathway.pdf
Hypertriglyceridaemia Pathway
Hypertriglyceridaem
ia pathway.docx.pdi
Referral criteria to lipid clinic to HUTH
- Initiation of PCSK9 Inhibitors
- Not treated to LDLC targets despite maximal lipid lowering therapy
- Intolerance to 3 different statins
- Statin contraindication
- LFT abnormalities on statins
- Rhabdomyolysis on statins
- Possible Familial Hypercholesterolaemia
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- Patients with triglyceride concentration = 20 mmol/L or sustained triglyceride
=10 mmol/L in the absence of known secondary causes of dyslipidaemia and
history of pancreatitis

Electronic referral service

Choose and book service- For lipid clinic/ FH service referrals, via ERS, select lipid/
Familial Hypercholesterolaemia service under Endocrinology and refer to DOS for
Chemical Pathology service.

Advice and guidance- For advice and guidance queries regarding lipids or Familial
Hypercholesterolaemia, via ERS, select lipid service under Endocrinology.
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Appendix A

Referral pathway for adult patients with suspectet
Familial Hypercholesterolemia (FH)

This page is currently being
updated and will be replaced
when update complete.

Most recent available version -

PowerPoint Presentation (valeofyorkccg.nhs.uk)
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https://www.valeofyorkccg.nhs.uk/seecmsfile/?id=6188&inline=1&inline=1&inline=1

Appendix B: Primary CVD Prevention Pathway

Notes:

*High CVD risk- Familial

target organ damage (nephropathy) or a
duration = 10 years or another additional
risk factor, patients with type 1 Diabetes >
40 years of age, Chrenic kidney disease
stage 3 A &B (eGFR 30-59 mL/min/173
m2) with or without albuminuria

*#3 Ucereen for dyslipidaemia- U&E, LFT,
TSH, HbAlc, urine dipstick for proteinuria

***Simon Broome criteria for FH — Adults

with Total Cholesterol = 7.5mmol/Land

- fam'll\;'\ﬁ\i\s\férv of premature CAD
(<B0years of age) or hyperlipidaemia

- or confirmed pathogenic mutation
for FH or tenden xanthomas in
patient or relatives

& no secondary causes of dyslipidaemia

**+% pCEKg| s a red drug

Primary prevention of CVD lipid lowering pathway

Primary CVD prevention®; use QRISK risk assessment tool where appropriate; if CVD risk of = 10% |

If lifestyle modification is ineffective or inappropriate, and offer Atorvastatin 20 mg once daily

Review concordance with statins, dietary and lifestyle changes & repeat lipid profile and LFT’s in 3 months

No

Is this a patient with Familial Hype

ia (FH)***?

Yes

If Mon HDL-C targets not achieved,

Review diet, lifestyle, change in
clinical status, statin
concordance.

Titrate Atorvastatin to 40 mg
once daily * Ezetimibe 10mg
daily. Assess response after 3
months.

Statin contraindication/ or statin intolerance -

- see AAC Statin Intolerance Algorithm
for advice regarding adverse effects.

- Consider Ezetimibe 10mg daily monotherapy.

Assess response after 3 months.

- Consider Ezetimibe 10mg/ Bempedoic
acid****180 mg combination daily when
ezetimibe alone does not control non-HDL-

cholesterol. Assess response after 3 months.

Consider referral to FH service for genetic testing, if
not done already. If LDL-C targets not achieved:
Review diet, lifestyle, change in clinical status and
statins concordance.

Titrate Atorvastatin to 40 mg once daily +
Ezetimibe 10mg daily. Assess response after 3
months

If LDL-C = 5mmol/L, despite maximal tolerated
lipid lowering therapy (statins + Ezetimibe),
consider PCSK9| ****

Annual review when on stable lipid lowering therapy




Appendix C: Secondary CVD Prevention Pathway

Lipid lowering treatment pathway for secondary prevention of CVD

Is Simon Broome Criteria***
met?

v

Ye

b

Referral to dedicated FH clinic

Known Atherosclerotic CVD*

Check fasting lipid profile in 3 months

l

Target LDL-C £ 1.8mmol/L (or non-HOL = 2.5 mmaol/L)

consideration of FH genetics
Yes No |
Triglycerides 21.7 mmol/L Triglycerides = 1.7 mmol/L
No Yes Yes ‘
L 4
If LDL-C between 1 - 2.6 mmaol/L on statin
Monitor lipid profile annually therapy and fasting triglycerides 21.7 and <5.6 Repeat fasting lipid profile in 3 months

* rayocardial Infarction, Stroke, Transient Ischaemic attack, Peripheral vascular diseass, PCI/CABG

mmol/L initiate

Icosapent ethyl, if no contraindication If LDL-C not to target initiate either:
Inclisiran if LDL-C = 2.6 mmol/L

** Start Rosuvastatin 20mg daily if statin intolerance (refer to statin intolerance pathway | & atorvastatin 20mg od if CKD stage 3 & above or

. : _
==** vary high risk of WD is defined as recurrent cardicvasoular events or cardiovesoular events in more than 1 vascular bed (poly vascular dissase)

***simon Broome criteria for FH— Adults with Totzl Cholesterol = 7 5mmol/L and LDL-C = 4.2 mmal/L (pre B=) and either:
family history of premature CAD (<60years of 3ge) or hyperfipidasmia
or confirmad pathaogenic mutation for FH or tendon santhomas in patient or relatives & no szcondary causes of dyslipidaemia
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Appendix D: Statin Intolerance Pathway

= Siating ane Me comerstone for prevantion and Teaiment of candiovascuar [TV
disease with 2 subsEntal evidence of reduction of maorbidity and morzity.
Fesfer 0 Lipid Marcgement Patheay and reaied MICE guidalines (CG1E,
Ci371) for guikdance on Intiation, tiration and monkioning of siain MeEpy.

= |In dinkcal triaks, siating were found 0 be largely weil ierabed [often wil a
similar adverse efect (AE) proflie to placebo), howeaver fiks ks not refiected
In cirical practice where up to 75% of people started on 3 staEn wil
discormtinue Teatmnent within 2 years.

» Stopping statin therapy ks assocdated with an Increasad ek of major O
events and thene ks growing concem that clnicians are abling patens as
‘statin Imtolerant too guicky. Indesd stafin dscontinuation Is Sgnificanty
associated Wit negative media coverage.

Definition of Statin Intolsrancs

= IMOISTance 10 INLEl SL3N therapy |15 Genned by MICE a5 Me presences of
canically Signincant adverse STects at Nepresent an unacoeplanie nsk 1o
the patient or Mat may reduce compilance With tharEpy.

- (Othes definiion: any adverse event [ASs) consliered unacoaptanie by

the patient, andior some laboraiony abmomalities, both afirbuwied o satin

Emﬂbﬂnghmm@m

latad 1e aympt [SAMS5)

= SAMS are one of the principal reasons for statin non-aghenence andior
giscomtinuaton. However, nol all such sympioms should lead 1o a label of
‘siatin Intnlerance’ as they may not be truly stafn neated musce toodciy
[SRM) 35 demonsirated by nesoiufon on de-chalienge and necumence Wil
re-chailerge.

Mon-5tatin relat sletal aympt [Mon SRM)

- I patients report sympoms iat ane not typical of SRM (2.0, 3symimeTic

=

Conslderations when starting a atatin to reduce risk of SRM

- Chieck baseine fyokl, Iver and renal Tuncsion, any poéential dnug Imsacions,
and avoid The highest doses In &t iek groups [See sk Facions” below).

- Ask the parson If they hawe had persistent genesalisad unaxplained musde
pain, whesher assocated o not with previous lipkdHowsing therapy. If
they nave, maasure CHL I CK levels are = 4x UILN oo not start stafn -

required.
Do naT Mmeasura CH IT Derson 15 35y mOTomanc.

= Wam patents about ASS, spacifically MUSte symptoms. Advise peopia
WO 3re being raated with 3 statin o seck megical amice I they deveiop

muscle symploms (pain, tendemess of wealness ). T Tis ooows, measure
C¥ |see page 1)

Endogenious facTors Exoganiis Facins

~ Famae gender = Excesshva alcohol intake

= Asvanced 308 (= TS §TS) = High Intensity exenise

= Frality [reduced lean body mass) = Detydration

= History of musde disorder of high CK = Dnug Interactions with siatins

- Impaired renal or hepatc funcion {inchuding herbal medicnes)

Classification of stafin redated musche toxicity (SRM)

Artrwvic A er & D Pharr Thae 204 BESTTE

Phenotyps Ireo bchesrioee: Defnition
CH elevaton =4x ULN 1.5-25% Mo muscie sympboms:
Myaigls, boéerabis 1505100, 000 Bluscie symphoms wishoul
Fatient-years; S slevation
03-33%
Niyaigia, Imioi ek 02-2r1 000 Musce syriphomes, T <3 ULM,
compicie reschabion
on dechal emge
Myopaihy 400,000 T mievaion =dx ULN <1y LILM
Fatent-ysars = musde symploms, compiets
resodution on dechali=nges
Sewere rpopatny O.11% O mimvation =90y ULM <S50
ULN, musde syrmploms, compeeis
resoiution on dechalienge
Firashadormroiysis CL#-5.47100,000 CE elewniion >10x LN withi
= ol reral -
musce syrmphms. or
S =5l LILN
Autcdrmrrune-rmecated ~Zimilllon per Delection of HMGCR antbodes,
neciizEng myosis year HKEG TR expression In mescle
CEIRAN dopesy Showing aulcimrmuns
on dechal emge
HMGCR = 3-hydroay-3-metyightary coarsyme A reductass ULM = spoer et of norms

= SAM Is 3 spaciium from myaigha i severs myopathy
= SRM 0 - does ot preciude stabin ferapy, consider reducing starting dose
= SAM 1-3 manage according o pathway

= When SRMJ |5 suspected, wilout evidence of Impained renal funcion,
discontinue statin therapy Immedately and refer for cupatient aEsesEmEnt

Azzess and ireat possinie conimutony faciors and re-ass2ss the need for a statin,

IntEnsty IBsstyie MOANCtons and consier Atemathe i IoWEng regimers.

= If mabdomyniysls [(SRMS) |5 Suspectsd, Immediaiely stog statins, urgensy refer

to Inpatient assessment and managemean insudng Intravenous rehydEtion
as required to presenve renal functon. Do not wail for messurement of urinary
myoglobin. Pos NecovaTy, Manage 3s for SR

= Siatin Induced necrotizing aubtimmuns myosis (SINAM) (SRME) should be
suspecied In patients with progressive muscle weakness and ongoing Cx

therapy - may be elghie for femment wih PCSKS Inhibitor (MICE TA 383, 354,

Parson-centired approach to address stafin Iniclerance

Initlal Consultation Follow up
+ Be aa@re of Tocsho efeot™! and = Foilow up on agresd plan and
“siatin réluctanos™ HAOIESE 3y IEEUSECONCEL
~ Ralforce healthy IFestyle habits
(2.0 emancica, raducing weight)
= Listen o he concems of each patism. -
= Explain LOL-C argets and sraleges
o howver LD -Cinon-HDL-C

= Discuss oplons o redwce LDL-CY
rorHHDL-C with pros aned cons

= Expiain the benamis of sialins

» Evalusbes and idsntify any rsk fachors
and aodress (2.0 dnug Imeracions)

= Work with patiants bo identiy and
agres best options and next stepe

= Agopt persorn-cenired approach s descrined aDove.

- Thempy with 3 lower dose statin s prefemed to no-statin

- Appiy a repetive “De-Challenge” - “Re-Challenge" approach to establish i
SyMptoms ane cawsed by a statings) and the best statin regimen Tor each patier

~ Sadtch f0.3 different statin o re-challenga with e same siatin using a lower o

- Patients who do not tolerate st38ns on a daly besis, atemate day o twice-wes
dcesing ks @ good option.

= Rosuvastatin and aonvastatin have longer haif-Ives, pemiting thelr use on a
ron-daly regime.

- Adding ezetimibe %0 3 lower dose statin may be bether tolerated with robust
reduction of LOLAC § non-HOL-C .

= ONCE @ New regime Is iniarated. dose | frequency can be up-tirated siowy o
achieve LDL-C /non-HDL-C goais with minimal or no muscie complainis.

#Bmﬂrmmmmmﬁfﬂﬁmmmmaﬂ!
abowe approaches bul &y redudion of LDL-C /S nom-HDL-C Is beneficiall

- Rfer o the AAC Lipid Management Aigortthm. (click hare)

- Conskder azetmiDe, (NICE Ta 355) Iharapy 35 Per aigortnm

- Consider ezetimipe combined with bampeniic ackd (MICE TA534) a5 per aigont
- Conskder PCSHOE I aligibes for treatment according to NICE TA 353, 304

(23 Staln seluctancs men st vt of
Svarmon to teideg stetins (o fes withous i
eaposara]

May vary bebween diffzrent sialins. In clinical Tals some sife affects often associsied with sialins: are not siatisScaily diffarat from placso.
MosT commonly repormed: gastointesina dshurbance and asymptomatic Increases In hepalic transaminases (ALT or AST). May affect up to 1 In 10 st&8n users.

Rarer she STaCTS INCige:

, M cnset Type 2 Diabetes (Denefits ouUwesgh Mk, oo not SIop SEEn), REral INSUIMCENcy, prossinuna, Neunocognive

and NeurDiogical IMDEIMENTS (o SEar=nt [Nk rom RCTS), INMracana hasmoemags (conMicing evidence, pensfit outwaigh pessible harm), Imersttal ung dsease,
diZziness sexLEl dystuncIon,

Fancreatitis, Skin disorders Incuding alopacia, Lupus-Ike rEacion, Skeap dsturbance, headache.,

fatigue, depression,

Management: I syImpboirs appear statin related, consider de-challenge and re-challenge or change to a dfferent statin j2.g. hydroohillc Instead of Ipophilic).

Liver enzyme abnomalifes - minor Increases in IVer engymes {<2x ULM) may be sean within e first trss months of statin therapy, temporany
shudies have confinmed that the cardovascular benefits: of statin treatmest in high-isk populations oubaeigh T

assessment k= wamantad I levels emosad 3x UILML. Saveral
rare adverse effects, such a5 rhabdomyol yEs.

discominuation and furthe

Autieons: mmmammmmwwumarﬂm e . FEHEHJI.IE"{E
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Appendix E: Paediatric FH Pathway
Paediatric Familial Hypercholesterolaemia pathway

Child (25 yrs) with high cholesterol (LDL-C

4 ™
= 4 mmol/L ‘ Child of a parent (25 yrs} with possible Familial
Hypercholesterolaemia(FH)
hN A AN 1 A
‘ . - ~
Full 4 panel testing for FH Review genetics result, lipid profile, Referral to Paula Sutton, FH nurse specialist to review
exclude secondary causes family history & FH genetics.
\ l l J
l l " ™ . . o
) X If known mutation, cascade No mutation identified
( Mutation negative W Mutation Positive ‘ testing for pathogenic " parerl‘lt or FH genatics
. J L ) mutation identified in parent JRN not available )
Not Familial Hypercholesterolaemia I Is LDL-C 2 3.5 mmol/L and age 28 years ] - l ~
Review Polygenic SNP score for high risk Review lipid profile 8 -10
of polygenic hyperlipidaemia and Yes 1 1 No _years )
individualise treatment as per age, LDL- N
C, family history of premature heart Statnj therapy (> 8 yrs), address diet s age <8 yrs + LDL-C <3.5 mmol/L
| disease and Polygenic SNP score® and lifestyle
\ SN J
- 1 “ v ™
Ve Patients with LDLC = 5 mmol/L

Assess lipids, LFT in 3 months Address diet and lifestyle.

MNotes: ¥*No current published evidence b . Review lipid profile at 8-10
on the utility of Polygenic SNP score in 1 years of age.
children ( ) Start statins when LDL-C 2

Annual monitoring when on

3.5 mmol/L

stable lipid lowering therapy

J

or LDLC-C = 4 mmol/L with a
strong family history of
premature Coronary artery
disease, treat as highly
probable FH

N
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MNotes-

Secondary causes™

- High fat and
carbohydrate diet

- Diabetes

- Excess ethanol
intake

- Drugs**

- Dbesity

= Pregnancy

- Hypothyroidism

- Nephrotic

syndrome

- Renal failure

- Myeloma

- Hypopituitarism

= SLE

Drugs®*- corticosteroid,
androgenic steroids,
contraceptive therapy,
Thiazides, non-selective
B-blockers, Retinoic
acid derivatives, HRT,
sertraline, atypical
antipsychotics,
antiretroviral therapy

***Fenofibrate dose
adjustments neaded in
CKD patients. Check

'\ BNF

N

S/

Appendix F: Hypertriglyceridaemia Pathway

Hypertriglyceridaemia pathway

Non fasting lipid profile Triglycerides

l

p
{ Triglycerides = 4.5- 9.9 mmol/L Triglycerides = 10- 20 mmol/L

‘ ! “ ¥

Review secondary causes*®; review diet &lifestyle; optimise modifiable risk factors;
review history of pancreatitis or unexplained abdominal pain; informed discussion

with patient on increased risk and symptoms of pancreatitis; estimate CVD risk

(conventional CVD risk algorithms may underestimate risk ) & initiate statins if
needed

Triglycerides =20 mmol/L

/
v 4

Repeat fasting lipid profile within 2 weeks

Initiate Fenofibrate®*** 267 mg daily (check if there is no history of liver or renal
disease)

! \ )

If elevated Triglycerides = 10 mmol/L on
repeat fasting lipids - ™~
Referral to lipid clinic if
- Triglycerides > 20 mmol/L {urgent referral)
- Triglycerides = 10- 20 mmol/L in the absence of secondary causes of
> dyslipidaemia
- Previous history of pancreatitis

-
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Appendix G — Procedural Document Checklist for Ratification

The below document is to be completed following the development or amendment of any procedural document prior to ratification of the

document:
Document title: CVD Risk Optimisation and Lipid Lowering Therapy Guidelines
Type of procedural document: o
Guideline
(delete as appropriate)
Name of document author: Dr D Narayanan
Name of committee for document ratification: Clinical Support Health Group

Yes/No/
Checklist for the Review and Approval of Procedural Documents

Unsure
Title
Is the title clear and unambiguous? Yes
Is it clear whether the document is a policy, procedure, guideline or standard operating procedure? Yes
Document Control
Is the correct version number recorded on the policy? Yes
Is the document control box fully completed and accurate? Yes
Are keywords available to enable searches for the document on the Trusts intranet site? Yes
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Checklist for the Review and Approval of Procedural Documents

Yes/No/

Unsure
Contents
Is there a contents page available? Yes
Can the contents page take you to various sections within the document? Yes
Summary
Does the information summarise the content of the procedural document clearly, enabling the reader to be confident
that the correct document has been accessed? Yes
Purpose
Does this section outline the objectives and intended outcomes of the process/system being described? Is there a clear Yes
purpose stated for the procedural document?
Responsibilities, Accountabilities and Duties
Does thi.s 's'ection provide an overview of the individual, departmental and committee duties including levels of Yes
responsibility for document development?
Procedural documentation details
Does this provide details of the procedural documentation? Yes
If lengthy, is it presented in clearly defined subsections to make it easier for the reader to refer to? Yes
Process for Monitoring Compliance
Are there measurable standards to support monitoring compliance of the document? Yes
Is there a plan to review or audit compliance with the document? Yes
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Checklist for the Review and Approval of Procedural Documents

Yes/No/

Unsure
Has any plan to use clinical audit been discussed with the Clinical Audit Department and included in the Trust Clinical v
Audit Programme? es
Equality Impact Assessment (EIA)
Has an EIA been completed as part of the document development/review process? Yes
Has the EIA been approved by the Trust Equality and Diversity Lead? Yes
Has any privacy, dignity and respect issues been identified within the procedural document? If so does the document
. : Yes
indicate how these will be addressed?
Referencing
Is the type of evidence to support the document identified explicitly? Yes
Are key references cited? Yes

Are the references cited in full using the Harvard referencing style and in alphabetical order? The following are
examples of how fto cite references using the Harvard Style

e Books: Surname, Initial. (Year of publication) Title. Edition if later than first. Place of publication: publisher.
Series and volume number if relevant.

¢ Journal articles: Surname, Initial. (Year of publication) 'Title of article', Title of Journal, volume number (issue
number), page reference. doi: doi number if available OR Available at: URL (Accessed date).

¢ Web Pages: Surname, Initial or Organisation (Year that the site was published/last updated) Title of web page.

Available at: URL (Accessed: date).

Hull University Teaching Hospitals NHS Trust Page 23 of 25




Checklist for the Review and Approval of Procedural Documents

Yes/No/

Unsure

Further information can be found at: Open University (2022) Quick guide to Harvard referencing available at:
https://www.open.ac.uk/library/referencing-and-plagiarism/quick-quide-to-harvard-referencing-cite-them-right (Accessed
12/1/2022)
Are the links referenced in the procedural document working and take you direct to the source material? Yes
Are local/organisational supporting documents referenced? Yes
Development Process
Was the document reviewed before the agreed review date expired? Yes
If not please state reason for delay? NA
Do you feel a reasonable attempt has been made to ensure relevant expertise has been used? Yes
Is there evidence of consultation with relevant stakeholders and users detailed in the tracking document? Yes
Have the following been considered as part of the development of this document:

¢ Mental Capacity Act

e Privacy, Dignity and Respect

e Safeguarding

Yes

e Fraud
e Infection Control
e Training requirements

e Other relevant documents

Formatting
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https://www.open.ac.uk/library/referencing-and-plagiarism/quick-guide-to-harvard-referencing-cite-them-right

Checklist for the Review and Approval of Procedural Documents

Yes/No/

Unsure

Is the same font and size used throughout the document? (Arial 11) Yes
Is the line spacing set at multiple, 1.157? Yes
Are the headings and sub headings displayed using the following shape bullet point?

¢ 1 Heading

Yes

e 1.1 Sub Heading

e 1.1.1 Sub heading
Is the text set at left-hand margin? Yes
Has the page number been included? Yes
Does the procedural document refer to a person’s job title rather than personal names wherever possible? Yes
Are the margins set at ‘Moderate’? Yes
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