ACCELERATED
NACCESS
COLLABORATIVE

1 o N o
Implementing the latest 0:0:0:0.
Lipid Management 02e%:%°
Pathway — a clinical OO
perspective ...
8 March 2022 The meeting will start at 12:00pm . . ’ . N

and will be recorded

#ZeroCVD
@AACinnovation The AHSNNetwork




ACCELERATED
NCCESS
COLLABORATIVE

e 1

Welcome to this webinar from the Accelerated
Access Collaborative (AAC) and Academic Health
Science Network (AHSN) on lipid management

Prof.Julia Newton

Medical Director, Academic Health Science Network for the North East and North Cumbria
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1 Welcome and introduction Prof.Julia Newton
2 CVD prevention: the national picture Dr Shahed Ahmad
3 Introduction to the latest lipid management Dr Rani Khatib
pathway

Dr Jaimini Cegla

4 Roundtable clinical discussion: Common Dr Peter Green
clinical scenarios in the lipid management Dr Rani Khatib
pathway Dr Matt Fay

5 Q&A All

6 Closing remarks Prof.Julia Newton
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Objectives of today’s event

Highlighting the importance of

optimal lipid management as . Hear from clinical practitioners on . Provide you with an opportunity
part of the overall approach to their experiences on managing to reflect on these experiences
the prevention and patients using the revised lipid and how you could embed these
management of i management pathway i practices locally.

Cardiovascular Disease (CVD)
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CVD prevention: the national picture

Dr Shahed Ahmad

National Clinical Director for Cardiovascular Disease Prevention, NHSE&I

Recorded presentation
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Introduction to the latest lipid management pathway

Dr Rani Khatib

Consultant Pharmacist in Cardiology & Cardiovascular Research, Leeds Teaching Hospitals NHS Trust
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National Lipid Management & Statin Intolerance
Pathways

Dr Rani Khatib
Consultant Cardiology Pharmacist
Leeds Teaching Hospitals NHS Trust

Visiting Associate Professor, University of Leeds

National Clinical Champion for PCSK9i & Lipid Optimisation
Accelerated Access Collaborative, NHS England

Co-Chair Cardiology Group, UKCPA

Member of Science Committee European Society of Cardiology, ACNAP

NHS|
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T: @DrRaniKhatib | E: r.khatib@leeds.ac.uk
W: https://medicinehealth.leeds.ac.uk/medicine/staff/507/rani-khatib
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National Instfitute for National Institute for National Institute for
NICE (i ise Scence NICE NICE Mo once NICE NICE [momstive s e NICE NICE [toretpweser NICE
guideline guidance guideline T

Cardiovascular disease: risk Evolocumab for treating Familial Inclisiran for treating primary
assessment and reduction, primary hypercholesterolaemia: hypercholesterolaemia or
including lipid modification hypercholesterolaemia and identification and mixed dyslipidaemia

mixed dyslipidaemia management
Clin‘\f:al guideline Technology appraisal guidance
easticporpuidaidarcelcaitl Technology appraial uidance Cinicalguidoline oot gk pusdamat 713

Published: 22 June 2}')16 Published: 27 August 2008

! .

NICE et S, NICE [ e S e NIcE NICE Mot s e ence NICE
n n n
=rf uidance HH M
suidance guidance - * Underutilisation of
lipid lowering
therapies.
. . Bempedoic acid with
Ezetimibe for treating /';\::rmo;:]ymab for treating ezetimibe for treating o
?rinjlg rly hec;cerozyégoqls'— | hypercholesterolaemia and ﬁ;',?;?gm.estemmemia or * Statinintolerance
amiliatand non-famiiia mixed dyslipidaemia mixed dyslipidaemia

hypercholesterolaemia

Technology appraisal guidance

Technology appraisal guidance
Published: 28 April 2021

. N Published: 22 June 2016
Technology appraisal guidance . )
www nice orguk/guidance/ta3?3
Published: 24 February 2016
www.nice.org.uk/guidance/ta385
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How did it start?

Limited Pathways

Inconsistent pathways for patients with
elevated LDL-C across England

Measuring LDL-C

An LDL-C measurement is required to
initiate a PCSK9 inhibitor, but this is not

routinely recorded

O
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Patient identification

There are almost no policies, incentives
or initiatives to drive cholesterol
measurement or management

Restricted prescribing
Prescribing of PCSK9 inhibitors is
restricted to secondary care. This
limited number of prescribers often
creates long wait times.

Limited awareness
Some clinicians are unaware of the

unmet need which can be addressed
with PCSK9 inhibitors

NHS
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Summary of National Guidance for Lipid Management for
Primary and Secondary Prevention of CVD
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INITIAL CONSIDERATIONS:

sshagnace 2. Measure BMI.

+ Measure nnn-iastlng ﬂ.'.l'.l' Hpa'd pmﬁ.‘e l[tmal cholesterol, HDL-C non-HDOL-C, triglycerides) and HbA1c as part of an initial baseline assessment. = Consider seconda
’ with contraindications/drug jakasee

» Identify and &

PRIMARY PREVENTION
Consider statin tharapy for adults who do not hawe established CVD but fall into the categories

below. Use QRISK risk assassment tool whare appropriate (see page 2, ‘Primary Fraveantion
Risk Assessment)

*_—

Age 584 Type2 | [Type 1 diabetes, if they have one Age 285
BQRISK || diabetes | |or more of the following: <60 years
210% & ORISK | |+ Over 40 years mLimin/1.73n7 | | if appropriate
aver next =10% 9 andlor considar
10 years | | over next | | * 130 diabetes for =10 years albuminuria | | comorbidities,
10 years + Have established nephropathy frailty & life
+ Have othar CWVD risk factors expectancy

v + + . 2

Identify and address all modifiable risk factors - smoking, diet, obesity, alcohal intake,
physical activity, blood pressure and HbA1c.

2 2

SEVER AL
1§ PC=T7 Emmaoll andfor LDL
-BmmolfL andlor non-HDL-O
moliL, a personal andior fa
idiory of confirmed CHD (<60 yearly
mﬂmmmmm
(pnmumwmj
Joi not use QRISK risk assessment tool

mptomatic peripheral arterial dis:
Take a lipid sample on admi

, alcohal intake,

[ 1

DIAGNOSIS AND REFERRAL
Take fasting blood for repeat lipid
profile to measure LDL-C.

Use the Simon Broomsa or Dutch
Lipid Clinic Network (DLCN) criteria
ta make a clinical diagnosis of FH.

Consider additional risk factors, if present, together with QRISK score (treated for HIV,
severe mental illness, taking medicines that cause dyslipidaemia, systemic inflammatory disorder
{e.g. SLE), impaired fasting glycaemia, recent change in risk factors)

PRIMARY PREVENTION

If lifestyle madification is ineffective or inappropriate offer stafin treatment.
Atorvastatin 20mg daily

+ Measure full lipid profile again after 3 manths (non-fasting).
+ High intensity statin treatment should achieve reduction of nan-HDL-C = 40% from basaline. If
not achieved after 3 months;
- discuss treatment adherence, timing of dose, diet and lifestyle
- If at higher risk (based on comorbidities, risk score or dlinical judgement — see page 2
‘Additional Risk Factors’) consider increasing the dose every 2-3 months up to a maximum
dose of atorvastatin BOmg daily.
- For haw ta increase in people with CKD see ‘Special Patient Populations’ (page 2).

+

« If patients on a high-intensity statin have side effects, offer a lower dase or an alternative statin
{see page 2 ‘Extent of lipid lowsring with avaiable therapies’)

« If maximum tolerated dase of statin does not achieve non-HDL-C reduction > 40% of baseling
value after 3 months consider adding Ezetimibe 10mg daily (NICE TA385)

« If statin treatment is contraindicated or nat tolerated;
- Sea AAC Statin Intolerance Algorithm for advice regarding adverse effects (click here)
- Ezetimibe 10mg monotherapy may be considered. Assess response after 3 months,
- Ezefimibe 10mg/bempedeic acid 180 mg combination may be considered when ezetimibe

alone does not control non-HDL-C/LDL-C well enough (NICE TAG94).

3

If nan-HDL-C reduction remains < 40% of baseline despite maximal tolerated lipid lowering
therapy {including people with intolerances and contraindications) consider referral to specialist
lipid management clinic according to local arrangemants

Refer io Lipid Clinic for furthar
assessment if clinical diagnosis of FH
or if TC>2.0mmoal/L and/or
LOL-C =8.5mmalL andiar
non-HOL-C =7 .5mmal/L of
Fasting triglycerides > 10mmolL
(regardless of family history) (page 2)

SECONDARY PREVENTION

Do not delay

atin treatment in secondary p

Prescibe .ihqh inten:

anaging modifiable

v

TREATMENT TARGETS IN FH
If clinical diagnosis of FH andior
other risk factors present follow the

Aim to achieve at leasf a 50%:
raduction of LDL-C for non-fasting
nen-HDL-C) from baseline.

Consider specialist referral for
further treatment andior
consideration of PCSKSi therapy IF
they are assessed to ba at very high
risk of a coronary event**
OR: tharapy is not tolerated
R LDL-C remains =Smmal/L

arimary prevention)

- (W LDL-C remains =3 Smmol/L
(sfrondary prevention)

despie maximal tolerated statin afid
ezetimibe therapy.

ny of the following:
= Establishad coronary heart g
= T or mEg other CVD ngffa

defined as

after 3 months

Measure full lipid profile again after 3 months (non-fasting).
High intensity statin treatment should achieve reduction of non-HDL-C > 40% from baseline. If not achieved

- discuss treatment adherence, timing of dose, diat and lifestyle measures
- W started on less than atorvastatin B0mg and the person is judged to be at higher risk (based on

comorbidities, risk scone or dinical judgement - see page 2 “Additional Risk Faciors’), consider increasing
to 80mg atorvastatin. For how o increase in paople with CKD see 'Special Patiert Populations” (page 2).

If non-HOL-C baseline value is not available®, consider target non-HDL-C < 2. 5mmaliL {approximately

equivalent to LDL-C < 1.8mmollL) as recommended by Jaint British Societies (JBS3).

“this scenario is not covered by NICE CG181

If patients on a high-intensity statin have side effects, offer a lower dose or an alterative statin

(see page 2 ‘Exlent of lipid Jowering with available therapies’)

v

manirmum tolerated dose of statin does not control non-HDL-CALDL-C well enough after 3 manths confirm
n adherence, then consider the fallowing options based on shared decision making® with the patient

despite other lipid lowering therapies

consider Injectable therapies - arange
a fasting blood test and assess aligibility

criteria (TA33/394, TATI3)

nat be prescrbed concmently

o Khatib R & Neely D. 2021. National Lipid Mar Pathway. A

ilable from https://www.

.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/. A

d 17 Sept 2021

w

| L 2 h 4 v
If recommended statin treatment is Ezetimibe 10mg daily Injectable therapies*
contraindicated or not tolerated - follow (NICE TA385). Reassess | | If non-HDL-C > 2 SmmaliL:
AAC Statin Intolerance Algorithm for after three months. If Amange fasting blood test to
advice regarding adversa effects (click hera) | | non-HDL-C remains = measure LDL-C 1o assess
4' 2. 5mmaliL; consider eligibility:
injectable therapies I
If statin intalerance is confirmed, consider: ar]range a ;;sﬁngpmm - '““:?_':“m';: '“h";LDL'C
- Ezetimibe 10mg monctherapy. Assess test and assess aligiiity :mn"lm md:l‘;d it
response after 3 months (TA3ES) ing therapy (TA733)
- Ezatimibe 10mg/bempedoic acid 180 mg 9
combination when ezetimibe alone does not r_’ oR
cantral nan-HDL-C sufficiently. (NICE TAG94) - PCSKSI - see overleaf
* See overleal for information to for LOL-C thresholds.
* support shared decision making (TA3034)
If non HDL-CG remains > 2.5mmoal/L = Inclisiran and PCSKS should | if eligibility criberia are not

mat, consider ezetimibe
10mg daily (if not
previously considared)
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MANAGEMENT PID LO = AVAILAR B AR
This guidance applies to new patients and may also be taken into consideration

Approximate reduction in LOL-C

for those already on statins at their annual review. If 40% reduction of non-HDL-C
not achieved, offer high intensity statins. Discuss with people wha are stable on a mgiday s 10 20 a0
low- or medium-intensity statin the likely benefits and potential risk of side effects 2% | ai%
if changed 1o a high-intensity statin when they have a medication review and % | %
agree with the person whether a change is needed.

Ezefimibe, aliracumab, evolocumab or inclisiran can be added when patients’
LDL-C levels are not lawered enaugh with the maximally tolerated dose

of statins. Bempedoic acid with ezetimibe is an option when statins are
contraindicated or not tolerated, and whean ezetimibe alone does ot control
LDL-C well encugh. Do not offer a fibrate, nicatinic acid, bile acid binder ar
omega-3 fatty acids alone or in combination with statin, for the prevention of CVD
{Check NICE CG181 for exceptions).

QRISK3 is the current version of the QRISK calculator. www.arisk org/thres

- Do not use this risk assessment toal for people with established CVD or those
wha are at high risk of developing CVD because of FH or ather inherited
disarders of lipid metabalism.

- Do not use a risk assessment tool o assess CVD risk in people with type 1
diabetes, or eGFR less than B0 mLimin/1.73 n# andior albuminuria.

- Consider people aged & B5 at increased risk of CVD because of age alone
particularty people who smoke or have raised BP.

Additional Risk Factors

Note, standard CVD risk scores including QRISK may underestimate risk in

people who have additional risk because of underlying medical conditions or

treatments. These groups include the following groups of people;

+ severe obesity (BMI=40kgim?) increasas CVD risk

+ treated for HIV

« serious mental health problems

- taking medicines that can cause dyslipidaemia such as antipsychotic
medication, corticosteroids or inmunnsupptassml drugs

+ autoimmune disorders such as 5L, and other systemic inflammatory disorders

+ nan-diabetic hyperglycaemia

+ significant hypertriglyceridaamia (fasting triglycerides 4.5-9 9mmaliL)

« recent risk factor changes e.q. quit smoking, BP or lipid treatment

Consider socio-econamic stalus as an additional factor contributing to CVD risk.

If QRISK < 10% over the next 10 years - Give lifestyle advice and ensure
regular review of CVD risk in line with guidance.

SPECIAL PATIENT POPULATIONS
Type 1 Diabetes
While NICE recommends offering statins to pasients with Type 1 diabetes as detailed
in the algarithm, it also states o consider statin in all adults with typa 1 diabetes.

[ Low intensity statins will produce an LDL-C reduction of 20-30%

[ Medium intensity statins will produce an LDL-C reduction of 31-40%

[ High intensity statins will produce an LDL-C reduction above 40%

I simvastatin 80mg is not recommended due to risk of musce toxicity

* Rosuvastatin may be used as an alternative to atorvastatin if compatible with
ather drug therapy. Some people may need a lower starting dose [see BNF).

+ Lowdmedium intensity stafins should only be used if intolerance or drug interaclions.

+ Ezetimibe when combined with any statin is likely to give greater reduction in

non-HDL-C or LOL-C than doubling the dose of the statin.

PCSKSi (NICE TA393, TA304) alane ar in combination with statins or ezetimi
Moduce an additional LDL-G reduction of approximataly 50% (range 25-70%

€ produces an

fnd HbAlc to exclude secondary causes and co-marbidities,
E baseline liver transaminase (ALT or AST) before starting a stati

Primary Prevention Secondary prevention
Lipid Profile ALT or AST Lipid Prafile ALT or AST
L L v v

b L4 + b4
If <40% non-HOL-C reduction, up titration required. Repeat full lipid

profile and ALT or AST within 3 months of each up-titration of statin
‘dose or addition of ezetimibe as required

v L v v
i o
Prowvide annual medication reviews for peopie iaking stafing io discuss affectivanass of therapy,
medicines adherance, Feshyde modifcadion and address CVD Ak faciars.
wmmmmmmwmmmmmethn of pid
Iowering therapy and any medicines nan-adh

Monitoring
Repeat full lipid profile is non-fasting.
Jeasure liver ransaminase within 3 months of starting treatment and then withi
ponthe of every additional up titration and then again at 12 monthe, but not

Chronic Kidney Disease

Offer atorvastatin 20mg for the primary or secondary prevention of CVD to
peaple with CKD (eGFR less than 60 mLmin/1 73m* andior albuminuria)
Increase the dose if a greater than 40% reduction in non-HDL-C is not achieved
and eGFR is 30 mL/min/1_73m# or mare.

Agree the use of higher doses with a renal spacialist if aGFR is less than 30 mLf
min'1.73m*

ABEREVIATIONS

ALT: alaning aminumeslerase LDL-G: luw density Bpoprobes of iolesbes ol
AST: aspariate aminotransferase non-HDL-C: non-high density lipoprotein cholesterol
CHD: coronary Nearn disesse PCSKEI proprotesn CONYETEsS SUDDISN Kexin &
CKD: chronic kidney diseasa monccional antbady inhibor
CVO: oo s ke i s SLE: wysbenic: lupus syl bosus
FH: lamilial hypechueslerolaemia SPC: sunmany of protuc] chim sclesslics

TC: total cholestenol

TITRATION THRESHOLD / TARGETS
..
NICE titration threshold JBS3

Intenaify lipid lowerning therapy if non-HOL-C
non-HDL-C reduction fram basaling <2 SmmoliL (LDL-C
|= legs than 40% <1.8mmaollL)
Optimise kipsd lowering therapy to
achieve at least 50% reduction in
LOL-C {or non-HOL-C.}

gseline cholesterol is unknown in the setting of secondary prevention wse
use Mot British Societies’ JBS3 consansus recommendation.

Non-HDING = TC minus HOL-C

LDL-C = nonMei:C minus (Fasting triglycerides™2.2)

svalid only when fastielcerides are less thand o

SPECIALIST SERVICES

Scope of specialist service available locally may include; lipid clinic, PCSKSi
clinic (offering initiation and subsequent follow up), FH genetic diagnosis and
cascade testing, lipoprotein apheresis service. NICE eligibility criteria for PCSKSi
and fasting LDL-C thresholds are summarised balow.

NICE TA393 Alirocumab
NICE TA394 Evolocumab High risk ! Very high risk *
Frimary non-FH ormied  §00EEE L ERL LOLC=4.0 LOLC>35
mmaliL mmalfL
LDLC =5.0 LOLC =35
mmol/L mmobil

mﬁm ACE, cororary ar other arlerial revasculansabion procedures; CHD,
ischasmic PAD. ‘Hucmrun C’U:uenls CW everils in more than 1 vascular bed (hat is,

pahyvascular diseass).

Bempedoic acid'ezetimibe and inclisiran are available in primary care and do not
require initiation by specialist services." PCSKSi may be available for prescribing
in primary care: see local initiation pathways.

TRIGLYCERIDES

Refer o lipid clinic for urgent specialist review i not a result of
excess alcohol or poor glycaemic control. At sk of acute pancreatitis.

FRepeat the TG measurement with & fasting test (after an interval of 5
days, but within 2 weeksa) and review for potentlal secondary causes
of hyperlipidsemia. Seek specialist advice if the TG concentration
remains > 10mmolire. At risk of soute pancreatils

if non-fasting triglycenides are greater than 4.5mmaoliL. repeat with
a fasting TG messuremeant Be aware that the CVD risk may be
underestimated by risk assessment tools, optimiss the management
of other CVD nisk factors present and seek specialist sdvice if non-
HOL-C concentration (s = 7.5 mmoliitre.

STATIN INTOLERANCE

Statin intolerance is defined as the presence of clinically significant adverse
effects fram statin therapy that are considered to represent an unacceptable risk
to the patient or that may result in adherence 1o therapy being compromised.
For people who are intolerant of the recommended statin treatment see the NHSE
AAC statin intolerance algorithm, available on the NHSE AAC page (Click here)

Ralnrancae

JBE3. 2004, wwn s drisk comipagesiS him
Kirsten & all 2008, Haspital ANBERT-EI2
Mavaress of Al 2015 Annaks af remal mecdne 10 )40-51
Soon Jun Hang &t al. 2018 Clinical therapeutios 40(2): 226241 24
MIGE 2016, TASE wyown l:=.Dri u-.iu sanslaiis

HIGE 2018 TAZIS noonn M T

NICE 2016, TAS www rice prg U pudancs TATGL

KICE M4 Ceai W
L

HICE 202 1. ThdSd

NIGE U, LATSS www. (ICE 0 L guadance’ | A7 55
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Haemorrhagic stroke?
No increase in risk, although SPARCL
suggested a possible increase in risk
with prior stroke

Cataract?

Effects on cognition?
No evidence for increased risk

No evidence that statins adversely
affect cognitive function

x 1 x
Statin Therapy
X |

Overview of the relative
prevalence of the main
types of adverse effects
reported with statin therapy

Muscle symptoms
Double-blind RCTs: 01-0.2%
Non-blinded observational
studies: 7-29%

Effects on liver
Clinically relevant effects are
very rare (~1 per 100,000)

Dysglycaemia,

new-onset diabetes
RCTs: ~0.1 per year; individuals with
metabolic syndrome or prediabetes
are at greater risk

Proteinuria
Low frequency of mild proteinuria:
no evidence of clinically significant
deterioration of renal function

Adapted from Mach F, et al. 2018.

* RCT: randomised controlled trial; SPARCL: Stroke Prevention by Aggressive Reduction in Cholesterol Levels trial.

e 1.Mach F, et al. Eur Heart J 2018;39:2526—2539.



A Prevalence of Statin intolerance — Meta-analysis’

Together

» Prevalence of statin intolerance (according to

international definitions) is 9.1% & lower

“Inability to tolerate a dose of statin required to sufficiently
reduce an individual’'s CV risk, limiting the effective

treatment of patients at risk of, or with, CVD.” interational Lipid
Expert Panel

“.. any adverse effects relating to the quality of life and
leading to the decision to decrease or stop the use of an
otherwise beneficial drug”. The National Lipid Association

“an inability to tolerate =2 statins at any dose or an inability
to tolerate increasing doses. Symptomatic criteria include
intolerable muscle symptoms [with or without CK changes]
or severe myopathy, and they must appear in the first 12
weeks after initiating treatment or following an increase in
dose” The Luso-Latin American Consortium & the Canadian Consensus Working Group

1. European Heart Journal, ehac015, https://doi.org/10.1093/eurheartj/ehac015
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176 studies
4,143,517 patients
Asian race Age
™25.4% ™33.1%
Black race Age 2 65 years
129.3% \ / 131.2%

Obesity . Female

£30.6% ~ B NAT.9%
Hypothyroidism ) _ Depression

137.6% — L 312.2%

Diabetes mellitus =" & Chronic liver disease

126.6%

Antiarrhythmics >

131.2% / = ~ \ 125.2%

Alcohol consumption Calcium channel blockers
N22% N35.5%

Exercise High stsatin dose
123.2% N37.5%

i Arterial Duration of statin
[ Smoking j[ hypertension )[ therapy j

[ White race ] (Caucasian racej( Hispanic race ] [ Warfarin ]




Statin Intolerance Pathway

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

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

onsider other potential side effec statins NO New ons£t or worsening of muscle symptoms since startirig

* Be re of Statin Reluctance and Nocebo Effe G— (pain, tenderness or weakness)
. ‘Person Centred Care’ box at page 2 ‘
NO YES *Symmetrical pain and/or weakness in large proximal muscle groups,
Muscular symptoms not related to statins D <ymptoms typical for Statin Related Muscle toxicity (SRM)% -t worsened by exercise

‘ ‘ **Consider other causes if new onset of muscle symptoms
on SRM: Consider other causes e.g. PMR, Vit D déficiency. Measure Creatinine Kinase (CK) of > 2 weeks duration in a person previously tolerant of statin
Check bone profile, Vit D, CRP. Assess severity of symptoms o = therapy for > 3 months

oo

No clinical concern
CK <4x ULN

v ! ve

Intolerable symptoms CK > 1"« and < 50x ULN CK > 5x ULN
and/or clinical concern and/or CK > 4x and < 10x ULN

Improvement within 2 weeks NO
Resolved within 6 weeks —p
Patient happy to continue

Stop statin for 4-6 weeks <S_

Renal function =)  Stop statin and consider
Document time to symptom onset and time to resolution 5i

able/normal eGFR

Has CK normalised? Consider Swtin induced necrotising
autoimmune myZathv (SINAM)

NO

Non-SRM. Consider other causes

Have symptoms

‘ YES Seek specialist advice Urgently
NO and consider PCSK9i seek specialist advice and
Wait for 2 weeks before rechallenge — Has the patient been symptom free for at least 2 weehg? inpatient assessment
(NICE TA 393, 394)
‘ YES
Reassess and restart wih lower dose/alternative statin (see page 2 - ‘Statin-based Approaches’) Abbreviations
Offer low or moderate dose of a jiigher intensity statin (Atorvastatin 10 or 20 mg OD, or Rosuvastatin 5 or 10mg OD) CK = Creatinine Kinase
‘ ‘ CRP = C-Reactive Protein
eGFR = Estimated Glomerular Filtration Rate
No recurrence of muscle sympt@ms Recurrence of muscle symptoms PMR = Polymyalgia Rheumatica
Titrate at 8 weeks intervals to achieve approfiate targets Short time to onset SINAM = Statin Induced Necrotising Autoimmune Myopathy
‘ Symptoms intolerable SRM = Statin Related Muscle Toxicity
ULN = Upper Limit of Normal Range

Symptoms tolerable Vit D = Vitamin D

Treatment goals achieved Consider further options

Patient happy to continue (For example co-administering ezetimibe or 2= (nonotherapy) — Please refer to page 2 for more details
see page 2 - ‘Statin-bas=- Spproaches’ IF NOT EFFECTIVE




Person-centre~: approach to address stau: intolerance

Introduction

. Statins are the cornerstone for prevention and treatment of cardiovascular (CV)disease with a substantial Phenotype Ineidence

Classification <i statin related muscic toxicity (SRM)

Initial Consultation Follow up

Definition

evidence of reduction of morbidity and mortality. Refer to Lipid Management Pathway and related NICE :
guidelines (CG181,CG71) for guidance on initiation, titration and monitoring of statin therapy. CK elevation < 4x 1.5-26% No mi ocebo effect’1 and “statin . Follow up on agreed plan and addre
ULN issues/concern.
« Inclinical trials, statins were found to be largely well tolerated (often with a similar adverse effect ((AE) No muscle symptoms 190/100,000 Patient- Muscle sympt gfe healthy lifestyle habits(e.g. exercise, ~+  Advise patients to contact you if they expeence
profile to placebo), however this is not reflected in clinical practice where up to 75% of people started on a years; 0.3-33% g weight) muscle symptoms
statin will discontinue treatment within 2 years. n to the concerns of each patient . Ongoing patient education and regular revie
Myalgia, intolerable 0.2-2/1,000 complete resolution plain LDL-C targets and strategies to lower helps addressing concerns around medicine
. Stopping statin therapy is associated with an increased risk of major CV events and there is growing challenge DL-C/non-HDL-C safety and underline the importance of adherencd
concern that clinicians are labelling patients as ‘statin intolerant’ too quickly. Indeed, statin discontinuation : . iscuss options to reduce LDL-C/non-HDL-C with
AR ; : - : CK elevation > 4x ULN <} 0x . . .
is significantly associated with negative media coverage. 5/100,000 Patient- ULN + muscle symptom pros and cons (1) Nocebo effect is negative expectations of the
Myopathy ’ - : . Explain the benefits of statins patient regarding a treatment leading to reporting more
. . years complete resolution on K " 3 X A "
Definition of Statin Intolerance de-challenge Evaluate & identify any risk factors and address  negative effects even if they are prescribed
- (e.g. drug interactions) a placebo.
- Intolerance to initial statin therapy is defined by NICE as the presence of clinically significant adverse CK elevation > 10x ULN < 50; Work with patients to identify and agree best
effects that represent an unacceptable risk to the patient or that may reduce compliance with therapy. Severe myopathy 0.11% ULN, rlnuscle s;l/m_ptomsv options and next steps (Z)Statir_\ reluctapce is an attitudina_l state
complete resolution on of aversion to taking statins (often without
de-challenge prior exposure).

. Other definition: any adverse event (AEs) considered unacceptable by the patient, and/or some laboratory
abnormalities, both attributed to statin treatment and leading to its discontinuation.

CK elevation > 10x ULN with
evidence of renal impairment +
muscle symptoms or CK > 50x
ULN

Rhabdomyolysis 0.1-8.4/100,000

Statin-; iated muscle sympt (SAMS)

Statin-based approaches to manage muscle symptoms

Adopt person-centred approach as described above
Therapy with a lower dose statin is preferred to no statin
Apply a repetitive “De-Challenge” - “Re-Challenge” approach to establish if symptoms are caused by a

. SAMS are one of the principal reasons for statin non-adherence and/or discontinuation. However, not all
such symptoms should lead to a label of ‘statin intolerance’ as they may not be truly statin related muscle
toxicity(SRM) as demonstrated by resolution on de-challenge and recurrence with re-challenge.

Detection of HMGCR antibodies,

Non-Statin related musculoskeletal symptoms (Non SRM) Autoimmune- o HMGCR expression in muscle statin(s) and the best statin regimen for each patient
mediated necrotising ~2/million per year biopsy showing autoimmune witch to a different statin or re-challenge with the same statin using a lower dose or frequency
myositis (SINAM) myositis, incomplete resolution

. If patients report symptoms that are not typical of SRM (e.g. asymmetric distribution, failure to resolve with
de-challenge despite normal CK) consider other musculoskeletal disorders, metabolic, degenerative or
inflammatory e.g. Vitamin D deficiency, polymyalgia rheumatica. Check Bone profile, Vit D, CRP.

on de-challenge

HMGCR = 3-hydroxy-3-methylglutaryl coenzyme A reductase ULN = upper limit of normal

. SRM is a spectrum from myalgia to severe myopathy

Considerations w*.cn starting a statin to reducc risk of SRM

SRM 0 - does not preclude statin therapy, consider reducing starting dose

It is important to note that camiguascular benefits have not been proven for all the abg#® approaches but any

reduction of LDL-C/non-HDL-C is'®

SRM 1-3 manage according to pathway

Py . hen SRM4 is suspected, without evidence of impaired renal function, discontinue statin therapy . . . . . .
statin -in / tig:tsiglrflrit;z‘i’:zzng;h:;a:pr::-egg:lz ?:iz?f Lﬂ:risoulﬁsCaKs-;;Cpfol::/:tliare > ULN dono mediately and refer for outpatient assessment. Assess and treat possible contributory factors and LDL-C |ower|ng Optlons for patlents with genuine statin
: ) adgess the need for a statin. Intensify lifestyle modifications and consider alternative lipid lowering intolerance

medical advice if they develop muscle symptoms (pain, tenderness or weakness). If this occurs,
re CK (see page 1).

Refer to the AAC Lipid Management Algorithm. (click here)
ed in patients with «  Consider ezetimibe, (NICE TA 385) therapy as per algorithm

. Consider PCSKOi if eligible for treatment according to NICE TA 393, 394

Exogenous Factors

NICE TA 393, 394).

Non-muscle related statin side effects ‘

e effects often associated with statins are not statistically different from placebo.

lowering therapy - may be eligio®e reatment with PCSK9 inhibits

€ Lnale gender . Excessive alcohol intake

anced age (> 75yrs) . High intensity exercise

ty (reduced lean body mass) . Dehydration

bry of muscle disorder or high CK . Drug interactions with statins (including
. Impd&red renal or hepatic function herbal medicines)
Vitamin D deficiency

May vary be

M st commonly reported: gastrointestinal disturbance and asymptomatic increases in hepatic transaminases (ALT or AST). May affect up to 1 in 10 statin users.

Rarer side effects include: Hepatotoxicity, new onset Type 2 Diabetes (benefits outweigh risk, do not stop statin), Renal insufficiency, proteinuria, Neurocognitive and neurological impairments (no apparent link from RCTs),
Intracranial haemorrhage (conflicting evidence, benefit outweigh possible harm), Interstitial lung disease, Pancreatitis, Skin disorders including alopecia, Lupus-like reaction, Sleep disturbance, headache, dizziness, fatigue,

depression, sexual dysfunction.
M. ~agement: If symptoms appear statin related, consider de-challenge and re-challenge or change to a different statin (e.g. hydrophilic instead of lipophilic).
Liver en._,"me abnormalities - minor increases in liver enzymes (< 2x ULN) may be seen within the first three months of statin therapy; temporary discontinuation and further assessment is warranted if levels exceed 3x ' ‘_N. Several
studies have cu..”~med that the cardiovascular benefits of statin treatment in high-risk populations outweigh the rare adverse effects, such as rhabdomyolysis. —
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Authors: Dr Rani Khatib & Dr Dermo

endorsed by NICE July 2020. Please refer to the Lipid



https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
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”Roundtable clinical discussion:

Common clinical scenarios in the lipid management pathway

Prof.Julia Newton Dr Jaimini Cegla

Consultant in chemical pathology and metabolic medicine,

Medical Director, Academic Health Science Network for Imperial College Healthcare NHS Trust

the North East and North Cumbria
Dr Peter Green

GP Governing Body Member, NHS Kent & Medway CCG
Dr Rani Khatib

Consultant Pharmacist in Cardiology & Cardiovascular
Research, Leeds Teaching Hospitals NHS Trust

Dr Matt Fay

GP Principal, The Willows Medical Practice, and Clinical Chief
Executive, Affinity Care PCN
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Q&A

Prof.Julia Newton

Medical Director, Academic Health Science Network for
the North East and North Cumbria
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The roundtable panel is also joined by:

Mahmoud Khodadi
Chief Pharmacist & Partner — Affinity Care

Clinical Lecturer — Bradford Pharmacy School

Paul Sullivan

Operational Lead for Diabetes, Affinity Care



ACCELERATED
NACCESS
COLLABORATIVE

Closing remarks

Prof. Julia Newton

Medical Director, Academic Health Science Network for the North East and North Cumbria
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Next steps after today’s event

See the NICE endorsed AAC Speak to your local AHSN for Reflect on the experiences you

revised lipid management more information on support for have heard today and how you
pathway online here: . optimising the lipid : could start to translate this
| management pathwayinyour i i locally.
https://www.england.nhs.uk/aa : locality: i Start speaking to colleagues
c/publication/summary-of- :  https://www.ahsnnetwork.com/ : inyour PCNs and ICSs to see
national-guidance-for-lipid- i about-academic-health- i what's happening locally on

manaqement/ Science_networks I|p|d management.



https://www.ahsnnetwork.com/about-academic-health-science-networks
https://www.england.nhs.uk/aac/publication/summary-of-national-guidance-for-lipid-management/
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Stay up to date — scan the QR codes below

o E -"@ Access the slides and a recording of this and
B e "l:ru'i"~ other webinars

E https://healthinnovationmanchester.com/resources-aac-lipid-management/

a0

Access the Virtual Town Hall event survey and provide your feedback

https://forms.office.com/r/FFDvBghK8t

Learn more about the AHSN’s national programme for Lipid
Management

https://www.ahsnnetwork.com/about-academic-health-science-
networks/national-programmes-priorities/lipid-management-and-fh

For more information email: england.lipidsPHM@nhs.net



https://healthinnovationmanchester.com/resources-aac-lipid-management/
https://www.ahsnnetwork.com/about-academic-health-science-networks/national-programmes-priorities/lipid-management-and-fh
https://forms.office.com/r/FFDvBghK8t
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Thank you for your time

This meeting has now finished

For additional support, please contact:
england.lipidsPHM@nhs.net

Today’s slides and FAQ will be shared with you after the event
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