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Why develop a Regional Lipid Guideline?

* Historically subregional guidelines (FATS/SLiMS/NEATS)
 Based on NICE - Guidelines (CG 71; 181)
- Technology Appraisals (TA 385;393;394; )
* Increasingly developing regional approach to Lipid management
- FH Genetic testing
- Primary Care FH searches
- Lipid Optimisation

e Useful to have a single regional resource that we can signpost to for
issues pertaining to Lipid Management



What have we learnt?

* Avoided “too much detail” = Secondary Care Guideline
e Single Sheet Summary — stick it on a wall
* Flowcharts — more of the same

e Colour coded sections
- Ease of access
- Ease of update

* Developed guidelines to cover the gaps
* Incorporated NICE approved AAC Pathways
* Googleable
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Contact with Reality

* Feedback mostly positive
* “Too Complicated”; “Don’t have time to wade through that”
* TA694; TA 733; TA 805

e Added :-

* Problem based Signposting to relevant section

* Updated Secondary Prevention beyond standard therapy

* Frailty Guidance

* Inclisiran FAQ

e 2023 Version with updates AAC pathway awaiting NTAG approval
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Result based reference guide and link to relevant guideline detail

Alternative lipid lowering options - beyond Atorvastatin

Medication

Notes

When to prescribe

Section link

Rosuvastatin

Water soluble statin

First line alternative medication

Ezetimibe

Additional if non HDLc above target or alternative if statin intolerant

Ezetimibe +
Bempedoic acid

Available as a single
tablet

Consider in non HDLc above target on Ezetimibe monotherapy

Evolocumab/

Secondary care

Secondary prevention: single event LDLc>4mmol/l; two or more events

Alirocumab presciption only LDLc>3.5mmol/l; Familial Hypercholesterolaemia LDLc>5mmol/I _
Green section
Primary or Seconda
Inclisiran y or Sec i Secondary prevention; LDLc 22.6mmol/!
care prescription
Guidance related to Interpretation of lipid profile
Parameter Value Clinical scenario Section link
HDL >5.9mmol/! Assessment for severe hypercholesterolaemia Peach section
non c
>2.5mmol/I Need to intensify lipid lowering in secondary prevention patients Green section
Triglycerides >5mmol/| Measure fasting lipid profile
Apolipobrotein Yellow section
po’pop Measured if fasting triglycerides >10mmol/I
B100
Total cholesterol >7.5mmol/l + Personal or first degree relative history of IHD/CVD event <60yrs OR
LDLc i + First /second degree relative with total cholesterol >7.5mmol/I or LDL>4.9mmol/I Peach section
>4.9mmo

(fasting lipid profile)

Consider Familial Hypercholesterolaemia

Lipoprotein (a)

Consider measuring if personal or first degree relative with history of IHD/CVD
<60yrs or lipoprotein (a)>200nmol/l in a first degree relative




AAC NICE Approved 1ry/2ry Pathway

Summary of National Guidance for Lipid Management for
Primary and Secondary Prevention of CVD

INITIAL CONSIDERATIONS:
Measure non-tasting

HDL-C, non-HOL-C,

and manage as needed

page 2.

» Consider secondary causes of hyperiipidaemia
N procs

 SmmoliL see page 2.

PRIMARY PREVENTION

‘et coesity.

CONDARY PREVENTION

‘Consider addtional risk factors, i present, together with ORISK score (treated for
systemic

(e g SLE).

=

PRIMARY PREVENTION

Atorvastatin 20mg daily

C <1 8mmoir "
“This scenano s not covered by NICE CG181
« M patients offer

(300 page 2 Extent of 4pdl lowering with avaitabie therapes)

(see page 2 Extent of ipid lowering with avasiable therapies)

* ¥ statin treatment is Contraindicated or not tolerated:

- Ezetmbe
- Ezetmbe

+

« Tiwo o moe otfver CVD risk factors.

LINKTO.

NAGEMENT
This guidance appiies 1o new paients and may ais0 e taken Mo CONSEAton

a
low- or ‘side offects

Ezetimibe, akrocumab.
LDL-C levels natly
of statins. Bempedoic 3ckd with ezetimibe i an Option when statin are.

LDL-C well encugh. Do not offer a fibcate,

EXTENT OF LIPID LOWERING WITH AVAILABLE THERAPIES
‘Appronimae reducton in LDLC
5 0

(Check NICE CG181 for exceptions).

TITRATION THRESHOLD / TARGETS

nonHOLC
<2 Smmoil (LOLC
<1 Bermoli)

FH or other inherted

other drug thecapy. y need

Giabetes. or eGFR less than 60 mL/miny1.73 m? andlor aluminunia.

statin s likely 10 give greater reduction in
7on-HDL-C or LDL-C than doubling the dose of the statin
A3,

particulary people who smoke or have ratsed BP.
Additional Risk Factors.

LoL S0% (range 25-70%).

LoL

+ severe cbesity (BMi>40kp/my) ncreases CVD risk.
« reated for HIV.
+ serious mental health problems.

adational LDL-C
outcome evidence is curently available.

(range

‘medication, conicosteroids of immuncsuppressant dnigs
. and other

non-giabetic hyperglycaemia

59, 9mmoiL)
recent risk factor changes e.9. quit smoking, BP or iipid treatment

ol
I QRISK < 10% over the next 10 years - Give iifestyle advice and ensure
rogutar

SPECIAL PATIENT POPULATIONS
Type 1

In addition to ful lipid profile, measure renal, thyroid and iiver profies (inchudng
albumin) and y causes

Measure baseline T or AST)
Measure CK f unexplained muscie pain before starting a statin

% in non-HOL.

and eGFR is 30 mLimin1.73m" o more.
Agree the use of higher doses with a renal specialist f éGFR is less than 30 mL/
o/t 73m

Monitoring
Repeat full kpid profie is non-fasting.
and then within

in primary care and do not
specialist services.” PCSKSi may be avadabie for prescribing
pathways.

3 months of every additonal up Straton and then again at 12 months. but not
agan uniess clincally indicated
WALT or AST are gr

WAL or AST.
+ Continue the statin and repeat in & month.
3

‘continue statin and repeat again in 6 months.




Basically......

 Measure full fasted lipid profile and assess risk
* Address Secondary causes / Lifestyle issues

* Primary Prevention
- Atorvastatin 20 mg OD
- Aim for 40% reduction from baseline NonHDL-C
- Up titrate and add Ezetimibe if not to target

* Secondary Prevention
- Atorvastatin 80 mg OD (start with 20mg if eGFR < 60 or interaction)
- Aim for NonHDL-C < 2.5 mmol/L [or LDL < 1.8 mmol/L]
- Consider additional therapy if eligible



Grouping of Statins

- Reduction in LDL

Dose 5 10 20 40 80
mg / day

Fluvastatin 21% 27% 33%
Pravastatin 20% 24% 29%

Simvastatin 27%

Atorvastatin
+ Ezetimibe



NICE QOF Indicators

CHOL 001 = 14 Points 70-95%
% CHD, PAD, CVA/TIA or CKD prescribed statin or alternative lipid lowering therapy

CHOL 002 = 16 Points 20-35%
% CHD, PAD, CVA/TIA with NonHDL < 2.5 or LDL < 1.8 mmol/I

DMO022 =4 Points 50-90%
% Patients with DM >40yr without CVD or mod/severe Frailty prescribed statin
(exclude T2DM with QRisk < 10%)

DMO023 = 2 Points 50-90%
% Patients with DM with CVD (excl haemorrhagic stroke) prescribed statin



Secondary Prevention Beyond Standard Therapy

Coronary Heart Disease / Peripheral Artery Disease / Ischaemic Stroke

on maximum tolerated lipid lowering therapy

Non HDL-C Non HDL-C
< 2.5 mmol/L 2.5-3.0 mmol/L
TG Optimise Lipid Lowering
> 1.7 mmol/L Therapy via AAC Pathway

Fasting Full Lipid Profile to Assess LDL-C* and Triglycerides (TG)

10- ZL[f)iLlfmol /L LDL-C LDL-C
+7G > 1.7 mmol/L 2.6 - 3.5 mmol/L 3.6 —4.0 mmol/L

+ on Statin Therapy

Commence Commence

Icosapent Ethyl Inclisiran
siRNA




Measure Fasting LDL if CVD + NonHDL not to target

* Non HDL < 2.5 mmol/L
- To Target; Consider Vazkepa if TG > 1.7mmol/L and LDL 1.0 — 2-6 mmol/L

* Non HDL 2.5 - 3.0 mmol/L
- Optimise Statin / Ezetimibe therapy
- Consider Vazkepa if TG > 1.7mmol/L and LDL 1.0 — 2-6 mmol/L

* NonHDL = 3.0 mmol/L
- LDL > 4.0 mmol/L
- LDL > 3.5 mmol/L

Refer for PCSK9i MaB

Refer for PCSK9i MaB if Very High Risk
Start Inclisiran if High Risk

Start Inclisiran

Consider Vazkepa if TG > 1.7mmol/L

- LDL > 2.6 mmol/L
-LDL=1.0- 2.6 mmolL

N2\ 20 20 20 Z



AAC Statin Intolerance Pathway

Statin Intolerance Pathway

Person at high CVD risk reports potential intolerance to recom led high intensity statin treatment

No

Non SRM: mﬂ-n—u PMR, Vit D deficiency.
‘Check bone profile, Vit D, CRP.
Measure Creatine Kinase (CK)
Assess severity of symptoms

+I- ropeat baseline assessment

Have symptoms resolved?
3 ves

NHS|

This resource relates to NICE guidance:
CG181, CG71, TA385, TA393/394,
TAB94, TA733, QS100

COLLABORATIVE

: 34 ves

X )
10 or 20 mg OD, or Rosuvastatin § or 10mg OD)

Statin-based Approaches

Sook specialist advice Urgently
and consider F . Salist advice and
NICE TA 393 ssessmont

https://www.englar
intolerance-pathwe

disease
Rafer 1o Lipid Management Pathway and related NICE guidelins (CG 181
a7 o

. statins were found (cften with &
siiar adverse efec (AE) eofle o placebo), however T is ot reiecied
in clnical practice where up 1o 75% of people started on a statin wil
discontinue treatment within 2 years.

Other defintion: any adverse evant (AES) considered unacceptable by
the patient, andicr some laboratory sbrommaiities, both atiributed 1o statin
troatment and leading 1o its Giscontinuation.

‘statn intolerance’ as they may not be truly statn related muscle toxcey
(SRM)
"

Non-Statin related musculoskeletal symptoms (Non SRM)
o 1 paters roport syrmptoms that are ot typcal o SRM (e g amymmetric
aistréuton

Ciassification of statin related muscle toxicity (SRM)

Person-centred approach to address statin intolorance
Initial Consultation Follow up
« Bo aware of ‘nocebo effect™ and « Follow up on agreed plan and
“statin rekictance™ address any issussiconcern
« Rorforce heaithy ifestyle habes + Advise patierts to contact you ¢
(5. exercise. recucing weight) they expenience musce symptoms
« Lister
* Explain LOLC targots
10 lower LDL-Cinan-HDL-C
« Discuss options 1o reduce LDL-C/
non-HOL-C with pros and cons

. of statns

« Evaluate and identty any risk factors
and address (0.g. dxg interactions)

« Work with patients to identify and
agree best options and next steps

Statin-basod approaches to Manage musclo symptoms

« Adopt parson-cantred approach as described above

* SRM s 3 spectrum from myaigia to severs myopathy
« SRM 0 - does not preciude statin therapy. consider reducing starting dose
+ SRM 1-3 manage according to patway

metabokc, deger yes
Vitamin D deficiency., polymyaigia heumatca. Check Bone profile, Vit D, CRP.

Considerations when starting a statin to reduce risk of SRM

o Check

discontrve
Ammmmummum.um__nmu.m
and consider

-wm(mus;-w m-m.iympm ety reer

w.unw_n-_ww(s—m:m bolow)

« Ask the person i they have had perssient generaksed unexplamed muscie
pain, whether associated of ot with previous ipid-iowering therapy. It
they have, measure CK. f CK levels are > x ULN do not start statin -
investigaton required
Do not measure CK if person is asymptomatic.

« Warn patients about AE3, specfically muscle symptoma. Advise pecple
Who are being reated wih a statin 1o seek medical advice If they deveiop
muscie symploms (pain, tenderness of weakness). f s occurs, measure
oK

Risk factors for SRM_and statin intolerance

factors

as Do not wa for uninary
yoggabin. Post recovery, manage as for SRMA
» Suatn "

« Therapy with
+ Apply a repetiive ‘De-Chaienge” - "Re-Challenge’ approach fo estabish If
symptoms are caused by a statin(s) and the best statin regemen for each patient.

« Patients who do not iolerate statine on a daily basis, allernate day or wice-weekly

langer hall-ives, useona

. o,u._yw_u-.u dose / frequency can be up-titrated siowly 1o

achieve LDL-C / non-HOL-C goals with minimai or no muscle compiaints.

Ris important to forat the.
MM:MMmeMLﬂ—C/MCuMW

LDL-C lowering options for pat toloranc:
* Rfr 1o the AAC Lipid Management Aigorithm. | here

suspected in patients oK
clevaton

. (NICE TA 385) therapy as per aigorithm

despte statn wihdrawal Requires
and avokiance of re-exposure 1o statins. Re-assess the need for ipid lowering
therapy - may be eigitie for trestment with PCSKS inhibitor (NICE TA 393, 384).

Non-muscle

 Consider bempedoc 3cd (NICE TA 604) as per aigorthn
+ Consider inclsran f eligble for veatment according to NICE TA733
+ Consider PCSKS: ¥ elgiie for reatment according fo NICE TA 363, 304

statin side effects

May vary between different statins. In cincal iials some side effects ofien assocaled wih statn's are not statistically dferent from placebo

(ALT or AST). May affect up 1o 1 in 10 statin users

Rarerside offocts incude: Hepatoloicy, new cnel Typs 2 Diabetes (benafes cutweighrak, o ot skop sat, e

« Femaie gendar =
« High intensiy exercise

apparant
Pancreatitis. Skin disorders including alopecia. Lupus-ik

suffciency, proteinuria, Neurccogritive
Bk s ACTH, kcraied hewmanhge (oot edence, bena cutlh et herm, el e dheodes
Sieep disturbance, headache, dizziness, fatigus, depr sexusl dysfunction

Management: If symploms appear statin related. mﬂ-mgt-d

change 1o

Liver enzyme sbnormaliies - minor increases in liver enzymes (<2x ULN) may be

assessment is warranted if levels exceed 3x ULN. that

rare adverse effects, such as tabdomyolysia.

intolerance-pathway/
waixrca

https://www.england.nhs.uk/aac/publication/



Statin Intolerance

* Affects up to 10% of patients
 Significant nocebo effect :- reinforced by health professionals

* More likely in certain subgroups (female, hypothyroid, alcohol
excess)

e Ask, reassure, advise
* Check Creatinine Kinase if symptoms suggestive of myalgia

* Aim for max tolerated dose (low better than no)

Re-try at lower dose after 4-6 week wash out period

Switch to Rosuvastatin 10 mg

Consider lower intensity statin

Use Ezetimibe as statin sparing agent or as monotherapy
Consider addition of Bempedoic acid to Ezetimibe if NonHDL



Additional Sections

* Severe Hypercholesterolaemia
- Simon Broome criteria
- Pathway

* Severe Hypertriglyceridaemia
- Use of Apo B100 alongside Full Fasted Lipid Profile

* Pregnancy
* FH in Children and Young People

e Supplementary
- Frailty
- Common Drug Interactions
- Lipid Clinic Referral Criteria
- Lipoprotein (a)
- Regional Lipid Clinics
- Inclisiran FAQ



FH Diagnosis

Simon Broome Criteria
1. Total Chol>7.50rLDL>4.9
2. Tendon Xanthoma

3. Family history of Premature MI*
Family history of hypercholesterolaemia®

* <60 yrif 1° Rel or < 50 yr 2°Rel
@ Total Chol > 7.5 or LDL > 4.9 in 1° / 2°Rel

1+2 = Definite FH
1+ 3 or 4 = Probable FH

Dutch Lipid Clinic Network score 26 used to
determine whether or not to do genetic testing




Referring FH

e Use Simon Broom Criteria to determine whether “could” have FH
- 1in 250 patients have FH =0.4%
- Population with Chol > 7.5 mmol/l = 4%
- Hypercholesterolaemia common in women > 50 yrs

* Don’t use DLCS; determines whether eligible for genetic testing
- LDL > 6.4 mmol/L + family history premature M| / LDL > 5.5 mmol/L
- LDL > 4.9 + personal Ml < 60 yr + family history
- Bilateral TX
-TG < 2.3 mmol/L

e Refer via A+G if
e > 30 yr with Chol > 9.0 mmol/L or NonHDL > 7.5 mmol/l or LDL > 6.5 mmol/L
e <30 yr with Chol > 7.5 mmol/L or NonHDL > 6.0 mmol/l or LDL > 4.9 mmol/L



Criteria for Lipid Clinic Referral

* All Regional Lipid Clinics offer A+G
* Refer if

* Clinical Diagnosis of FH according to SB criteria

- Relatives who require genetic testing (FH Nurses)
- Children with FH (Paediatric Clinic)

* Total Chol > 9.0 mmol/L or NonHDL-C > 7.5 mmol/L

* TG > 10 mmol/L (Urgently if > 20 mmol/L)

* Other Lipid disorders (Remnant / FCH / Familial HyperTG)
e Patients with CVD and NonHDL-C >4 mmol/L

 Patients for PCSK9i Mab therapy



Where can | find it?

e NTAG Website

https://ntag.nhs.uk/wp-content/uploads/2022/09/NEELI-edit-v2022.2-
FINAL-NTAG.pdf

e 2023 update awaiting NTAG approval

* Update existing weblinks


https://ntag.nhs.uk/wp-content/uploads/2022/09/NEELI-edit-v2022.2-FINAL-NTAG.pdf
https://ntag.nhs.uk/wp-content/uploads/2022/09/NEELI-edit-v2022.2-FINAL-NTAG.pdf

Any Questions?
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