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Abstract

Statin intolerance is a clinical syndrome whereby adverse effects (AEs) associated with statin therapy [most commonly
statin-associated muscle symptoms (SAMS)] result in the discontinuation of therapy and consequently increase the risk
of adverse cardiovascular outcomes. However, complete statin intolerance occurs in only a small minority of treated pa-
tients (estimated prevalence of only 3-5%). Many perceived AEs are misattributed (e.g. physical musculoskeletal injury
and inflammatory myopathies), and subjective symptoms occur as a result of the fact that patients expect them to do so
when taking medicines (the nocebo/drucebo effect)—what might be truth even for over 50% of all patients with
muscle weakness/pain. Clear guidance is necessary to enable the optimal management of plasma in real-world clinical
practice in patients who experience subjective AEs. In this Position Paper of the International Lipid Expert Panel (ILEP),
we present a step-by-step patient-centred approach to the identification and management of SAMS with a particular
focus on strategies to prevent and manage the nocebo/drucebo effect and to improve long-term compliance with
lipid-lowering therapy.
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Introduction

Lipid-lowering and cardiovascular disease
reduction

Reduction of the circulating concentrations of apolipoprotein
B (ApoB) containing lipoproteins, notably low-density lipopro-
tein cholesterol (LDL-C), has been consistently demonstrated
to be effective in the primary and secondary prevention of
cardiovascular (CV) disease (CVD) across a wide range of
clinical study designs.>? Statins reduce the endogenous
production of cholesterol by inhibiting 3-hydroxy-3-methyl-
glutaryl-coenzyme A reductase (HMGCR), upregulate hepatic
LDL-receptors and reduce the risk of major adverse CV events
(MACE).® Analysis of data from multiple randomized con-
trolled trials (RCTs) suggests that each 1 mmol/L reduction
in LDL-C with statin therapy produces a relative reduction
of about 25% in the rate of major vascular events during each
year of treatment.® Although statin therapy is generally well-
tolerated, in some patients, it is associated with adverse
effects (AEs).** Evidence from RCTs has causally linked statin
therapy with myopathy [diagnosed by the combination of
muscle weakness or pain and elevated circulating levels of
creatine kinase (CK), rhabdomyolysis,®>® increased incidence
of new-onset diabetes (NOD),>” temporary elevations of
alanine aminotransferase (ALT)]%; there are also some
suggestions of an association between statins (and low and
extremely low levels of LDL-C) and haemorrhagic stroke;
however, recent evidence has not confirmed this link.2
Observational studies and case reports have also shown
associations between statin therapy and additional AEs,
including serious liver injury, memory loss, cataract, and
kidney injury.>” However, for these symptoms, causality has
not been demonstrated.’

Statin-associated AEs are sometimes sufficiently severe to
lead to the discontinuation of treatment®*! with
statin-associated muscle symptoms (SAMS) being cited as
the most frequent reason for stopping therapy!? and the
incidence of SAMS increasing with treatment intensity.®
However, muscle pain has many potential causes and is a
common symptom in older adults who are likely to be eligible
for statin therapy.'® Therefore, misattribution of effects not
caused by statins is likely to occur.

The phenomenon of ‘statin intolerance’ and the associated
cessation of therapy (or reduction in dose) is associated with
increased risk of myocardial infarction and coronary heart
disease’® and a composite outcome of myocardial infarction,
stroke, or death.’® A recent meta-analysis by the Lipid and
Blood Pressure Meta-analysis collaboration (LBPMC) Group,

and the International Lipid Expert Panel (ILEP) has demon-
strated that intolerance occurs worldwide in between 5.9
and 7.0% (depending on the diagnostic criteria used) of
statin-treated patients worldwide.® It is therefore imperative
that practitioners have clear guidance about how to manage
muscle symptoms in individuals on statin therapy. The clear
aim of the guidance should be to enable patient-centred dis-
cussions about the benefits and risks of treatment to ensure
that lipid-lowering therapy (LLT) is not stopped inappropri-
ately and that effective CV risk-reduction strategies are made
available for individuals who cannot tolerate statin therapy at
the necessary intensity to ameliorate their CVD risk.

The nocebo/drucebo effect on SAMS

Definitions

In addition to misattribution of aches and pains, a substantial
proportion of SAMS result from the action of taking medi-
cines and the expectation that medicines cause side effects.
It has frequently been observed in clinical trials that more
AEs are reported when open-label statins are used than when
patients are blinded to their treatment.’” A systematic review
of trials that included both open-label and blinded phases es-
timated that between 38% and 78% of SAMS-related statin
intolerance could be attributed to expectation alone.’

It is clear that neurobiological mechanisms can contribute
to percived AEs.*® However, the definition and name of this
phenomenon requires clarification. The term ‘placebo effect’
describes a beneficial action that results from the expectation
that an inert substance will do good. Conversely, the term
‘nocebo effect’ refers to harm resulting from an inert sub-
stance as a result of expectation. These terms are commonly
applied to the beneficial and AEs of drugs (e.g. muscle pain
on statin therapy is often attributed to the ‘nocebo effect’).
However, this application is problematic because drugs are
not inert substances; by definition, they have pharmacological
actions. Placebo/nocebo effects can only be truly quantified in
clinical trials, which include an arm, in which participants re-
ceive no treatment (in addition to a ‘placebo’ and an active
comparator), and this is a rare situation.*”*°

To overcome this difficulty, in 2018 the ILEP have intro-
duced the concept of the drucebo (DRUg + plaCEBO) effect,
which compares symptom intensity when using a drug under
blinded and open-label conditions and gives quantitative
insight into the extent to which symptoms may result from
expectation alone.'” Beneficial effects caused by expectation,
rather than the pharmacological action of the drug
(analogous to placebo), are termed ‘positive drucebo effect’,
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whereas AEs (analogous to nocebo) are termed ‘negative
drucebo effect’. These terms are better suited to dealing with
drugs than ‘placebo’ and ‘nocebo’ and can often be estimated
using existing trial data'’*° (Figure 1). However, in recogni-
tion of the widespread use of the term ‘nocebo’ in relation
to drug therapy, we will use the term nocebo/drucebo
throughout this paper. Strictly, the terms are not synony-
mous, but in the context of preventing and managing AEs
(the focus of this paper), it is not essential to differentiate
between them. Prevention and management of the
nocebo/drucebo effect is essential to achieving optimal LLT
and management of CV risk in a large number of patients.

Available data
The recent Self-Assessment Method for Statin Side-effects Or
Nocebo (SAMSON) Trial employed a novel and inventive ap-
proach to quantifying the nocebo/drucebo effect in individual
patients.?® The study recruited patients (n = 60) who had re-
cently ceased taking statins as a result of AEs (predominantly,
but not exclusively, SAMS). Over the course of 12 months,
participants alternated in random order between 1 month
periods of ‘no treatment’, placebo tablets, and
statin-containing tablets and reported the intensity of their
symptoms each day using a smartphone app.2° The inclusion
of a period of ‘no treatment’ in SAMSON allowed a true
estimation of the ‘nocebo effect’, that is, the difference in
symptom intensity between taking nothing and taking an in-
ert ‘placebo’ tablet.'® This study design, in which patients’
crossover between treatments and act as their own ‘control’,
is often referred to as an ‘n-of-one’ trial.?° The authors
noticed that symptom severity was similar in the periods of
statin use and when patients were taking ‘placebo’ tablets.
However, symptoms were substantially lower in the periods
of ‘no treatment’. This clearly demonstrates that real symp-
toms result from the action of taking tablets but that the
symptoms are not caused by the pharmacological agent
(the statin) in medicines.?° In addition to the important dem-
onstration of the nocebo/drucebo effect, the SAMSON trial
also demonstrated a useful approach to advance patient care.
Graphical presentations of patient’s scores during the differ-
ent study periods were shared with them at the end of the
trial. These were used to help inform patient-centred deci-
sion making. Six months after the trial was completed, partic-
ipants were followed up, and over half had restarted statin
therapy or planned to do s0.2° Despite some limitations in
the trial (time of and way of statin intolerance diagnosis,
the number of patients included, and their characteristics),
we believe it is a very useful approach (however difficult in
clinical practice) to confirm the nocebo/drucebo approach.?*
A similar study, statinWISE, enrolled 200 patients who had
stopped or were considering stopping statin therapy.2? Unlike
SAMSON, statinWISE did not include a ‘no-treatment’ arm.
Participants were randomized to six 2 month periods of ator-
vastatin 20 mg daily or placebo. No difference was observed

between the severity of AEs during periods of statin therapy
or placebo. Two-thirds of participants were able to resume
statin therapy.?

Statin intolerance—definition and consequences

To ensure that statin therapy is only ceased when there is
credible evidence of a causal relationship between statin
therapy and symptoms, various organizations have devel-
oped definitions and diagnostic criteria for statin intolerance.
In 2015, ILEP published a position paper, in which a unified
definition of statin intolerance was proposed.?® This defini-
tion characterized statin intolerance based upon four criteria:
(i) the inability of the patient to tolerate at least two different
statins at the lowest available dose, (ii) intolerance associated
with confirmed statin-related AEs or significant biomarker ab-
normalities (e.g. elevated CK), (iii) improvement of symptoms
or resolution of upon dose decrease or discontinuation of
statins, and (iv) the exclusion of predisposing factors such
as drug—drug interactions, thyroid disorders, vitamin D
deficiency, and pre-existing neuromuscular disorders.?®> The
position paper extensively reviewed the risk factors for statin
intolerance and differentiated between complete statin
intolerance (intolerance to any statin at any dose) and partial
statin intolerance (intolerance to some statins at some
doses).>>?* Definitions of statin intolerance have also been
suggested by the National Lipid Association (NLA),? the Euro-
pean Atherosclerosis Society (EAS),® the Luso-Latin American
Consortium,?® and the Canadian Consensus Working Group.>’
Importantly, this latter definition identifies that statin intoler-
ance occurs when AEs lead ‘to failure of maintenance of ther-
apeutic goals, as defined by national guidelines’?” (Table 1).

It should be noted that all current definitions depend upon
a range of clinical observations and characteristics. Although
CK is commonly used as an objective marker of myopathy,
it cannot be considered as a specific marker for statin intoler-
ance, and indeed no specific and selective biomarker tests for
statin intolerance exist. Elevated CK can occur as a result of
exercise, genetic variants, and deficiencies in coenzyme Q10
and vitamin D.2 A large number of alternative biomarkers
have been suggested, including lactate dehydrogenase, fatty
acid-binding protein 3 (FABP3), myosin light chain 1 (MLC1),
myosin light chain 3 (MYL3), and skeletal muscle troponin |
(sTnl). However, these have not yet resulted in clinically
useful tests.?®

The need for a patient-centred approach

The ‘n-of-1" approach used in the SAMSON trial (refer to The
nocebo/drucebo effect on SAMS section) provides an
extremely useful demonstration of the influence of the
nocebo/drucebo effect on individuals.?° However, the proto-
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Figure 1 Nocebo, drucebo, and pharmacological effects explained.17 The nocebo effect refers to adverse effects experienced when taking an inert
substance (i.e. the difference in symptom intensity between no treatment, and an inert tablet), and is analogous to the placebo effect (albeit with
adverse rather than desired symptoms). The drucebo effect is defined as the difference in the frequency or intensity of symptoms between blinded
and open-label use of a drug. The difference between symptoms experienced with an inert tablet and an apparently identically drug-containing tablet
represents the true pharmacological effect of the drug. Image created using Biorender.com and originally published in European Heart Journal®®

(reused with permission—Licence No. 5203820225699).

col used in the study takes a year to administer and may be
hard to implement in clinical practice owing to the logistics
of placebo use, randomization and unblinding. Additionally,
allocating high-risk patients to periods of placebo or no treat-
ment is undesirable and would be expected to increase their
CV risk by increasing exposure to LDL-C.

Statin-intolerance guidelines (Statin intolerance—defini-
tion and consequences section) provide objective means to
identify patients with true, complete statin intolerance and
to differentiate these individuals from those who might in-
deed be able to tolerate statin treatment. However, in clinical
practice, it may take several months to achieve a tolerable
regimen of statin and/or combination therapy. In patients
at very high and extremely high risk of CVD, this delay might
significantly increase the risk of CVD events.*

However, a formal diagnosis of either statin intolerance or
the nocebo/drucebo effect does not guarantee good patient
care. The SAMSON?® and statinWISE? trials have demon-
strated that sharing symptom data with patients allows
between half and two-thirds of patients to resume statin
therapy, although even these approaches leave a substantial
proportion of patients without life-saving LLT. More gener-
ally, the long-term persistence of statin therapy is very poor.
A holistic and patient-centred approach is therefore required
to enable patients to use LLT to reduce their life-long expo-
sure to LDL-C, particularly in patients with subjective symp-
toms in the absence of abnormal biomarkers, when the
nocebo/drucebo effect is the likely cause.

Any approach to CV risk-reduction must be based on the
premise that ‘lower (and earlier) is better for longer’ with re-
spect to LDL-C3° but must also recognize that not all patients
may be willing to take guideline-recommended doses of

statins, at least initially and that ‘any is better than none’
when considering LLT. Furthermore, current understanding
around the nature of SAMS should be exploited proactively
to prevent the emergence of symptoms, rather than imple-
menting an approach that reacts to symptoms when they
occur.

Objectives and organization of this International
Lipid Expert Panel position paper

In this Position Paper of the ILEP, we present a step-by-step
patient-centred approach to the identification and manage-
ment of SAMS (the most common reason for statin
discontinuation®?3! with a particular focus on strategies to
prevent and manage the nocebo/drucebo effect and to im-
prove long-term compliance with LLT.

Where appropriate, the level of evidence and the strength
of recommendations are categorized accordingly (Tables 2
and 3). While working on this position paper, we strictly
followed the ILEP scientific policy on the preparation of the
recommendations. Briefly, (i) the idea on this paper was
suggested by Prof. Maciej Banach (M.B.), and Dr Peter
Penson (P.P.), which was formally sent to the Steering
Committee of the ILEP (refer to www.ilep.eu for details) for
approval. Next, (ii) official e-mail to all ILEP members were
sent, inviting them to be a part of the Writing Committee
(WC) of this paper, in which we also presented the concrete
tasks to be performed and the detailed schedule on how to
work with the paper. After establishment of the WC, (iii) M.
B. & P.P. started to work on the main content and scientific
assumption of the paper, which were next presented to the
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members of the WC (due to pandemic time both using online
platforms and via e-mails). Next, (iv) together with selected
members of the WC, we worked on the draft version of the
recommendations, which were next extensively discussed
with all the WC members, putting specially emphasis on the
management figures and tables with recommendations. In
case of disagreement, each recommendation was voted. In
the next step (v), the final draft of recommendations was sent
to all ILEP members for the internal review process and
approval. Each comment and suggestion from the ILEP
members was responded and discussed.

Rather than using an n-of-1 approach to definitively diag-
nose the drucebo/nocebo effect, the guidelines recommend
strategies that will reduce the likelihood of symptoms in all
patients. When symptoms do occur, objective strategies are
used to distinguish between patients with serious adverse
events requiring statin discontinuation and those with
subjective symptoms and normal biomarkers. Appropriate

strategies are proposed for the management of each group.
Our approaches aim to achieve the optimal reduction of CV
risk, either through continued statin therapy or by the use
of combination therapy or alternative drugs and manage-
ment strategies. The overall approach is presented as an algo-
rithm (Figure 2), each stage of which is elaborated below.

A step-by-step approach to avoiding
and managing the nocebo/drucebo
effect with statin treatment

The following recommendations address the prevention and
management of the nocebo/drucebo effect and serious ob-
jective AEs during the initiation of statin therapy and thor-
ough follow-up.

Table 1 Available definitions of statin intolerance

Author

Year

Definition

Reference

National Lipid Association

International Lipid Expert Panel

Canadian Consensus Working Group

European Atherosclerosis Society

Luso-Latin American Consortium

2014

2015

2016

2015

2017

Inability to tolerate at least two statins: one statin at the lowest
starting daily dose and another statin at any daily dose, due to either
objectionable symptoms (real or perceived) or abnormal laboratory
determinations, which are temporally related to statin treatment and
reversible upon statin discontinuation

(1) The inability to tolerate at least two different statins — one statin at
the lowest starting average daily dose and the other statin at any dose.
(2) Intolerance associated with confirmed, intolerable statin-related
adverse effect(s) or significant biomarker abnormalities.

(3) Symptom or biomarker changes resolution or significant
improvement upon dose decrease or discontinuation.

(4) Symptoms or biomarker changes not attributable to established
predispositions such as drug-drug interactions and recognized
conditions increasing the risk of statin intolerance

A clinical syndrome, not caused by drug interactions or risk factors for
untreated intolerance and characterized by significant symptoms and/
or biomarker abnormalities that prevent the long-term use and
adherence to statins documented by challenge /dechallenge/
rechallenge, where appropriate, using at least two statins, including
atorvastatin and rosuvastatin, and that leads to failure of
maintenance of therapeutic goals, as defined by national guidelines
The assessment of SAMS includes the nature of muscle symptoms,
increased creatine kinase levels and their temporal association with
initiation of therapy with statin, and statin therapy suspension and
rechallenge

() Pharmacologic (la) inability to tolerate at least two statins at any
dose, OR (lb) inability to tolerate doses higher than 5 mg of
rosuvastatin; 10 mg atorvastatin; 20 mg of simvastatin; 20 mg of
pravastatin; 20 mg of lovastatin; 40 mg of fluvastatin; or 2 mg of
pitavastatin, AND

(Ic) symptoms or CK changes NOT attributable to established
drug-drug interactions and recognized conditions increasing the risk
of statin intolerance

(I) Symptomatic (lla) intolerable muscle symptoms (muscle pain,
weakness or cramps, even with normal or mildly changed CK) OR (lIb)
severe myopathy (SAMS 4)

(1) Etiologic (llla) plausible time relationship (0-12 weeks) with the
introduction of statin, dose increase or introduction of a drug
competing for the same metabolic pathway, AND/OR

(Illb) resolution or improvement of symptoms after discontinuation of
statin (usually in 2-4 weeks), AND (llic) with worsening in less than
4 weeks after the new exposure (rechallenge)

25

23,24

27
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Initiation of statin therapy

In general, the management of treatment-associated AEs is
typically reactive. However, the extensive data available relat-
ing to statin therapy permits a more proactive approach, in-
cluding steps to prevent AEs from occurring and to reducing
the likelihood of misattribution of unrelated symptoms.
Therefore, prescribers should consider the nocebo/drucebo
effect at the point of initiating therapy. Furthermore, patients
should be given sufficient information about the rationale
and benefits of therapy to allow them to make informed de-
cisions about their future care, should symptoms occur. We
propose the use of a personalized lipid intervention plan
(PLIP) to aid in this process.>?

Personalized lipid intervention plan

The PLIP is a one-page document designed to provide impor-
tant information in an accessible manner (Figure 3). It aims
to promote patient-centred decision making by informing pa-
tients about the benefits of lipid-lowering treatment. This is
accomplished quantitatively by using a locally validated risk
calculator to estimate the individual’s current 10 year risk of
CVD with and without statin therapy (however, it is important
to recognize that secondary prevention patients are not in-
cluded in many prediction tools® and can be at extremely high
risk of recurrent events?>3%). The PLIP also provides a candid
explanation of the likelihood of AEs, including the important
information that muscle symptoms are common but are rarely
caused by statins.>® The PLIP also contains details of the pa-
tient’s specific dose of statin therapy and their personal LDL-
C target to act as an aide-memoire, and to assist the patient
in follow-up conversations, thereby potentially improving
long-term compliance. Generic lifestyle advice is provided
based upon the American Heart Association (AHA) 7-item
‘Life’s Simple 7’ tool.>® Motivational interviewing has been
demonstrated to improve long-term compliance with statin
therapy,®” and the provision of information in the PLIP will
aid motivational interviewing conversations with patients.

Reversible risk factors for SAMS

Bearing in mind the fact that any AEs that occur during treat-
ment (causal or otherwise) may limit adherence and compli-
ance, every effort should be made to avoid muscle symptoms
and the misattribution of symptoms to statin therapy. Where
known reversible factors that predispose to SAMS exist, these
should be corrected or discussed with the patient prior to
commencing statin therapy.>® A comprehensive overview of
reversible risk factors has been provided elsewhere,*® and
these are briefly summarized below in this section.

Exercise is commonly undertaken as a result of lifestyle
advice given at the time of onset of statin therapy and might
be associated with muscle pain and elevated CK.3%*° Muscle
symptoms resulting from exercise can easily be misattributed
to statin therapy. Exercise should clearly be encouraged dur-

ing any consultation regarding the management of CV risk.
However, patients should be made aware of the likely muscle
symptoms and potentially be provided with a personalized
exercise schedule to minimize the likelihood of injury through
inappropriate exertion, especially if they have previously
been very sedentary.

Thyroid disorders, and in particular hypothyroidism, predis-
pose patients to SAMS?>2%3%: therefore, if a thyroid disorder
is suspected, based upon the patients’ clinical history, this
should be investigated and managed appropriately before
commencing statin therapy.

Several non-randomized studies**™* have associated SAMS
with vitamin D deficiency. A recent RCT comparing vitamin D3
and placebo did not show improved adherence to statin ther-
apy over the 36 month follow-up in vitamin D3-treated patients
but showed improvement in secondary endpoints, suggesting
that vitamin D3 supplementation may be beneficial, improving
the persistence of statin therapy over a 24 month period in
older adults on long-term statin therapy, especially for those
on simvastatin.3®*> Although inconclusive, these data should
be borne in mind when commencing potentially vitamin D de-
ficient patients on statin therapy.

Polypharmacy is very common in patients treated with
statins®® and the risk for drug—drug interactions is high. Par-
ticular care should be taken with some antifungal medicines,
macrolide antibiotics, human immunodeficiency virus (HIV)
protease inhibitors, sildenafil, nefazodone, calcium channel
blockers, cyclosporine, danazol, amiodarone, or ranolazine.>®
It may be necessary to switch to alternative long-term medi-
cines or to complete short courses of drugs before commenc-
ing statin therapy. Given that AEs arising at any point during
therapy may limit adherence, great care should be taken in
all statin-treated patients to avoid drug—drug interactions
throughout the duration of treatment. This is especially
important now, during the coronavirus pandemic, as some
drugs used for coronavirus disease (COVID-19) may increase
the risk of drug—drug interactions with statins (including
antiretroviral drugs lopinavir/ritonavir, macrolides, and
tocilizumab), as we described in detail in previous ILEP
recommendations.*’

A family history of AEs of statins may indicate a genetic
susceptibility to SAMS.3? Multiple mechanisms may underlie
such effects. Polymorphisms of CYP450 enzymes (the main
pathway for the metabolism of some statins) may be
responsible,*® in which case the patient may be able to toler-
ate alternative statins. In most of the cases of genetic predis-
position to statin intolerance, patients may also be intolerant
to other drugs used for CVD.**™>! Routine testing for poly-
morphisms is not warranted at present (although it may fea-
ture increasingly in the future to aid personalized medicine).
However, any known polymorphisms should be taken into
account when prescribing statins, with prescribers seeking
advice from specialized medicines information services, if
necessary.
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Table 2 Classes of recommendation

Classes of
Recommendations

Definition

Evidence and/or general agreement that a given
treatment or procedure is beneficial, useful, effective.

Conflicting evidence and/or a divergence of opinion
about the usefulness/efficacy of the given treatment or
procedure.

Weight of evidence/opinion is in favour of

lass 11
Class Ila usefulness/efficacy.

Usefulness/efficacy is less well established by
evidence/opinion.

Evidence or general agreement that the given
treatment or procedure is not useful/effective, and in
some cases may be harmful.

Table 3 Level of evidence

Suggested Wording

to Use

Is recommended/ is
indicated

Should be considered

May be considered

Is not recommended

Level of evidence Definition

Data derived from multiple randomized clinical trials or their meta-analysis

studies

Data derived from single randomized clinical trial or large non-randomized

Data from preclinical or in vitro studies
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Identification and Management of the

Nocebo/Drucebo Effect with Statin Therapy in Clinical Practice
Overall Pathway

Statin therapy indicated by relevant clinical guidelines

Patient-centred discussion about benefits and potential risks- Provision of Personalised Lipid Intervention Plan (PLIP)

PLIP

Identify and address reversible risk factors for SAMS and abnormal liver function

!

Initiate lipid-lowering therapy J

Continue Statin therapy

———No AE———

IBiomarker abnormalities OR intolerable SAMS——_ Measure CK & ALT

2 conti
| _Continue New Onset Diabetes |

Therapy

{ ALT >3 x ULN

x ULN

{ CK >4 ULN without SAMS |

l—@ SAMS & CK>4 X ULN |
l—@-‘/ CK>10XUIN |

\ 4

(Intolerable SAMS & CK <74‘:® “Stop Statin for 2-4 weeks until symptoms resolve.

'Complete Statin Intolerance

Ezetimibe
Ezetimib e
zetimibe Ezetimibe + bempedoic acid
or
Ok *._Ezetimibe + nutraceuticals
| PCSKol MoAb PCSK9I or Inclisiran

v

Follow-up
_ (Safety)

—Patient reports AE1

{ History of timing and severity

1

* MEDS Approach to statin-associated symptoms

SAMS-CI £ 6

M 'i Minimise disruption to LLT

E .: Education and counselling |

D lf Diet, lifestyle and nutraceuticals )
S | Symptomsand biomarkers )
) |

No abnormalities & tolerable SAMS

< Calculate SAMS-Cl —
Reduce dose for 2-4 weeks g

| Immediately start ezetimibe in high- and very high- | SAMS-CI >6

risk patients

> " . SLAP management of SAMS
Stop statin for 4 weeks, until biomarker ;

normalisation investigate other causes of CK |

b li / ;
abnofmality - S Switch Statins
Monitor » Rechallenge ) L { Lower dose )
_ Biomarkers % ¥4 —_———————
A Alternate Days

“ /7 Polypharmacy
/ P with non-statin therapy /

4—No, not at any dose: IsANY'statin™s ]

Routine follow-up for
safety and efficacy

4—Lipid Target Met-

tolerated
Y .
Yes
|
) l Escalate therapy (as appropriate to patient)
1) Achieve maximal tolerated statin therapy
Follow-Up R
———Target not met: 2) Add Ezetimibe
(Efficacy)

3) Add PCSK9 inhibitor
4) Consider Bempedioc acid, inclisiran

Figure 2 International Lipid Expert Panel (ILEP) algorithm for the management of the nocebo/drucebo effect in statin-intolerant patients. Note that
SLAP proposes a range of options to be considered in a patient-centred manner, rather than a set of actions which should be enacted in a particular
order. Abbreviations: AE, adverse effects; ALT alanine aminotransferase; CK, creatine kinase; PCSK9I, proprotein convertase subtilisin kexin type 9 in-

hibitors; SAMS, statin-associated muscle symptoms; MoAb,

upper limit of normal.

monoclonal antibody; SAMS-CI, statin-associated muscle symptoms—clinical index; ULN,
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Routine follow-up of statin therapy for safety and
efficacy

Patients receiving LLT should be routinely followed up to
evaluate the efficacy and safety of their treatment. Safety
follow-up involves asking about the history of AEs.
Treatment-emergent effects and their management are con-
sidered later (Managing adverse effects section). Efficacy
follow-up should ensure that lipid targets are met, if neces-
sary, by escalating therapy by achieving a maximally tolerated
statin dose and by using additional evidence-based drugs
(Evidence-based lipid-lowering formulary section), including
ezetimibe, monoclonal antibody inhibitors of PCSK9,
bempedoic acid, and inclisiran (Figure 2).

Managing adverse effects

We propose the MEDS (Table 4) approach to the initial
management of all patients with suspected AEs on statin
therapy.’®3? This relies on Minimizing disruption to therapy;
Educating the patient regarding the benefits of statin therapy,
using Diet and nutraceuticals to complement pharmaceutical
lipid-lowering, and monitoring Symptoms and biomarkers.
The approach is designed both to enable the practitioner to
gain an appreciation of the likely cause of the symptoms
and to facilitate patient-centred care.

Minimize unnecessary disruption to lipid-lowering therapy
(MEDS Step 1)

Cessation of statin therapy is associated with poor clinical
outcomes.**® Even short-term cessation of therapy from 4
to 6 weeks has been associated with rebound inflammation®?
and instability in atherosclerotic plaques.>® The approach of
stopping statin therapy for 4—6 weeks (dechallenge) followed
by a return to statin therapy (rechallenge) is very helpful
when determining the causality of potential AEs of statins
and in order to prevent harm to the patient if severe AEs
are suspected (however it does not exclude the nocebo/
drucebo effect). It has been demonstrated that
dechallenge/rechallenge after SAMS allows approximately
2/3 of patients to resume statin therapy.>* However, clinical
practice shows that when dechallenge with dose adjustment
results in the relief of symptoms, rechallenge rarely occurs
within 4-6 months and often not for 3—-6 months or longer
(partly as a result of infrequent visits of the patient to their
treating physician).>® Therefore, after discontinuation of
statins, non-statin LLT should be initiated immediately.?®
Particularly in high-risk patients, dechallenge may increase
the risk of CV events (due to LDL-C visit to visit variability
and instability of atherosclerotic plaques®®). Therefore, when
possible, statin therapy should be continued (even at the
lowest doses or by employing alternate-day administration).
Consideration should be given as to whether reversible risk

factors associated with SAMS, such as drug—drug interactions
(Reversible risk factors for SAMS section), have emerged
since the initiation of statin therapy, and if so, these should
be addressed.

Educate the patient about the benefits of statin therapy
(MEDS Step 2)

When patients present with symptoms suggesting statin
intolerance, the opportunity to re-emphasize the proven
benefits of statin therapy should be taken. An appropriate
and succinct form of words is suggested in the National
Institute for Health and Care Excellence (NICE) guidelines
for the reduction of CVD risk, which state: ‘Tell the person
that any statin at any dose reduces cardiovascular disease
CVD risk’.>” The calculation of the individual’s heart age,
and demonstration how this would be altered by addressing
modifiable risk factors (including cholesterol), might also be
an effective option.>® Furthermore, the PLIP should be used
as a focus of discussion to provide the patient with clear
information about the benefits and risks of therapy.

Diet and nutraceuticals (MEDS Step 3)
When optimal lipid-lowering cannot be achieved because of
statin intolerance, diet and nutraceuticals may be helpful in
additionally lowering LDL-C. In fact, lifestyle changes might
affect LDL-C in an number of ways. However, a suitable
well-balanced diet seems to be the most effective approach
(and may reduce LDL-C by >10%; in contrast, regular exer-
cises reduce LDL-C by 5-7% and weight loss by 8-10%).>°
Unfortunately, only about 20% of our patients are adherent
to lifestyle changes.>®

A wide range of nutraceuticals have demonstrated
lipid-lowering effects and have been proposed for use in
statin intolerance.®® They include red yeast rice (RYR), berga-
mot, berberine, artichoke, soluble fibres, garlic, soy deriva-
tives, and plant sterols and stanols.®®® It should be noted
that the extent of lipid-lowering achieved with nutraceutical
therapy is generally modest (usually up to 25%) in comparison
to statins, and, except for RYR, omega-3 fatty acids and phy-
tosterols, CV outcomes trials have not been conducted.®?
However, many nutraceuticals have additional pleiotropic
effects, which would be expected to be of benefit in the pre-
vention of CV disease. These include anti-inflammatory®® and
antioxidant effects and beneficial effects on arterial stiffness
and endothelial function.®® Thus, nutraceuticals (especially
in combination) are likely to be a useful additional means of
achieving lipid targets in statin-intolerant patients. Readers
are directed to recent comprehensive reviews on this topic
for further guidance.59-5%6465

Symptoms and biomarkers (MEDS Step 4)

A detailed history of symptoms should be taken, and bio-
markers (including ALT and CK) should be measured. A
multi-step approach to symptoms in statin intolerance3%®
has been presented previously, and is adapted here. By
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Outline for Personalised Lipid Intervention Plan (PLIP)

Why have | been prescribed lipid-lowering medicines?
You have been prescribed one or more medicines which have been proven in clinical trials to reduce the risk of:

These diseases are caused by a process called’
‘atherosclerosis’ in which ‘bad cholesterol’ builds
up in the walls of blood vessels, preventing the
supply of blood to the heart, brain and other vital

il «|

Enmanaan

organs
Heart Attack Stroke l.!rggnt. Drugs which reduce ‘bad cholesterol’ make it less
Also called Acute coronary Syndrome or hospitalisation likely you will experience these diseases.

Myocardial Infarction

How should | take my medicines?

You have been prescribed{drug strength and form). You should take i'dosek,) at the same time each day

How will this treatment benefit me?

Your risk of having a heart attack over the next 10 years has been calculated asI;X%
If you take the medicine as prescribed, this risk would fall to Y% | c

How will | know if the medicine is working

Your treatment is aiming to reduce your ‘bad cholesterol to below (Z mmol/l.) You should have regular blood
tests. If your tretment does not achieve this target, your doctor may suggest additional drugs

What side effects should | expect?

All effective medicines can cause side-effects. When you start taking a ‘statin’ to lower your ‘bad cholesterol’
your doctor will take some blood tests to ensure that the drug is working safely in your body.

Statins can cause muscle pain in a very small number of people. However, muscle pain has many causes other
than statins. If you experience this symptom please speak to your doctor.

Most muscle pain in people taking statins is caused by other factors (such as minor injuries) or can be resolved
by changing the dose or switching to a different drug. With further investigation and good-quality care, the vast
majority of patients can take statins without side effects. For the small number of patients who are unable to take
statins, other drug options are available.

What else should | know?
You can reduce your risk of heart disease and stoke by optimising your lifestyle. This may include:!

e Stopping smoking if you are a smoker (your doctor or pharmacist can help)

e Read nutrition labels on food. Eat a healthy diet of fruit, vegetables, beans, nuts, whole-grains, legumes, fish.
Limit sweetened drinks, highly processed foods, processed meat and salty foods. Avoid trans fats which are
found in some baked and fried foods.

e Try to get at least 150 minutes of moderate aerobic exercise, or 75 minutes of vigorous exercise each week

e Move around during the day, and avoid prolonged periods of sitting.

e If you are overweight, try to lose weight by reducing the calories in your food, and undertaking more activity
physical activity to burn calories

In some patients, ‘nutraceuticals’ (medicines made from natural products and food) may help in controlling your

‘bad cholesterol’. Please speak to your doctor or pharmacist before starting any treatment, to ensure that it is

suitable for you.

| Selected summary of AHA Life's Simple 7 guidance: https://www.heart.org/en/healthy-living/healthy-lifestyle/my-life-check--lifes-simple-7

Figure 3 Proposed template for the personal lipid intervention plan (PLIP).

considering the timing, history, and severity of symptoms, the  ation. Furthermore, the information gathered aids the manage-
clinician can ensure patient safety by identifying rare cases of ment of alternative causes of AEs initially attributed to statin
serious AEs requiring further investigation or statin discontinu-  therapy. Each of the steps is elaborated in further detail later.
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Timing The temporal relationship between treatment admin-
istration and effect provides important information about the
likelihood of a causal relationship between statin therapy and
symptoms. This focus on timing addresses the ‘temporality’
aspect of Bradford Hill’s criteria for causation.®” The following
facts should be established:

e When dose-limiting symptoms were first experienced by
the patient.

e When statin therapy was initiated, and if (and when) any
increases in dose have occurred.

¢ |f alternative causes of symptoms are suspected, the timing
of possible secondary causes should be established.3°

It has been estimated that over 75% of SAMS appear within
the first 12 weeks of treatment and that 90% occur within
6 months.3® Therefore, symptoms emerging after a longer
duration of therapy are unlikely to be caused by statins un-
less they are precipitated by a drug—drug interaction or some
other change in circumstances (e.g. worsening thyroid, renal
and/or liver function).?” Because of the latency of onset
and cessation of drug effects, AEs that occur immediately
upon starting statin therapy or resolve immediately upon
withdrawing therapy are unlikely to be caused by
statins.'®27-%8 A rigorous approach to studying the temporal
relationship between statin therapy and muscle pain can be
achieved by dechallenging (stopping or reducing statin
therapy for a period of time) and rechallenging (restarting
therapy with the same or a different statin) as part of the cal-
culation of the SAMS-Clinical Index (Managing patients with
no biomarker abnormalities and tolerable SAMS section).®®

The timing of symptom onset should also be considered in
determining the likelihood of causality in the case of non-
muscle-related AEs of statins. In a registry study conducted
in the USA, the onset of elevated liver enzymes (alanine ami-
notransferase (ALT) or aspartate transaminase (AST) >5x up-
per limit of normal (ULN) and/or alkaline phosphatase (ALP)
>2 ULN) did not occur before 1 month of therapy, and the
median latency of onset was around 5 months.”%”*

History A full clinical and family history is necessary in order to
identify conditions and circumstances that predispose to

Table 4 MEDS approach to treating all patients with statin intolerance

statin intolerance. In many cases, these are modifiable (refer
to Reversible risk factors for SAMS section) and should be
addressed where possible. Based on the history, we might also
learn whether there is any family history of statin intolerance
and therefore whether we might suspect a genetic predispo-
sition. Consideration should also be given to alternative
causes of muscle pain, in particular peripheral arterial disease,
which can be investigated by measuring the ankle-brachial
index.

Severity An estimation of the severity of the symptoms
resulting in statin intolerance is very important. This enables
the physician to exclude the possibility of the symptoms
resulting from rare serious illnesses. Furthermore, it supports
a person-centred approach, allowing the patient to balance
the potential benefits of treatment with any associated
discomfort.

Patients should be asked about the tolerability of their
symptoms. At the same time, the beneficial effects of treat-
ment should be emphasized [refer to Educate the patient
about the benefits of statin therapy (MEDS Step 2) section],
and in case of symptom tolerability, to motivate the patients
to continue statin therapy (in most cases myalgia disappears
after few weeks of therapy).’%*° Where SAMS is suspected,
CK should be monitored, although it should be appreciated
that this biomarker quantifies muscle damage and is not
specific to SAMS.

The diagnostic information collected in the step-by-step
approach can be used to categorize patients according to
the nature and severity of their statin intolerance. This
categorization then suggests the optimal approach to the
management of the patient’s condition.

Managing patients with no biomarker
abnormalities and tolerable SAMS

When biomarker abnormalities are absent, it is likely to be
safe to continue with statin therapy in most of the cases
(with reduced dose, alternative day therapy, or combination
therapy).>® Further diagnostic information can be collected
to aid future management. The SAMS clinical index (SAMS-CI)

Step

Brief description

Rationale

M Minimize

Minimize disruption to lipid-lowering therapy

E Educate Ensure the patient has sufficient knowledge
about the proven benefits of statin therapy

D Diet/nutraceuticals Offer advice about dietary and nutraceutical
approaches to lipid modification

S Symptoms/biomarkers Monitor symptoms and relevant biomarkers

Cessation of therapy is associated with
increased incidence of adverse CV events

To enable the patient to make an informed
decision about continuation of therapy

To provide additive or synergistic reduction in
LDL-C, and potentially to prevent dose
escalation

To enable effective symptomatic management
and early identification of severe adverse effects
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is a validated tool for assessing the likelihood that SAMS in an
individual patient are caused or worsened by statin use.®®
The SAMS-Cl is easy to apply and has good inter-rater
reliability. The SAMS-CI considers the location and patterns
of the muscle symptoms and the timing of symptoms relative
to starting, stopping statin therapy. A low SAMS-CI score
indicates that it is unlikely that the symptoms are caused by
statins.’®%%72 |n such cases, the symptoms are likely to be ex-
plained by the nocebo/drucebo effect and/or obviously other
causes of muscle pain. The SAMS-CI should be calculated in
this patient group (this involves dechallenging and
rechallenging statin therapy). The results should be used in
the context of patient-centred care, and strict recommenda-
tions are probably not appropriate. However, where
SAMS-Cl is <6, and there is a very low likelihood of a causal
effect of statins on the patient’s symptoms; after excluding
other reasons, the revisiting patient education with the PLIP
is recommended. When there is an increasing likelihood of
causality (SAMS-CI > 6), then the SLAP (Switch drugs, Lower
dose, Alternate-day dosing, Polypharmacy) management
algorithm (SLAP technique for the patient-centred manage-
ment of SAMS section) may be most appropriate.

Managing patients with biomarker abnormalities
and/or intolerable SAMS

In patients with intolerable SAMS or clearly abnormal
biomarkers, dose reduction, cessation of statin therapy and
further investigation may be necessary to ensure patient
safety. In the following sections, we provide guidance for
specific groups of patients.

Patients with new-onset diabetes (NOD)

While patients are less likely to present with NOD than SAMS
as a side effect, tests performed as part of biomarker investi-
gations may reveal NOD. In this case, there is no reason to
stop statin therapy. In the Justification for the Use of Statins
in Primary Prevention: An Intervention Trial Evaluating Rosu-
vastatin (JUPITER) trial, the average time from randomization
to diagnosis of type 2 diabetes (T2DM) was only 5.4 weeks
shorter in the rosuvastatin group than the control group
(84.3 vs. 89.7 weeks).”® However, the role of statins in causing
NOD is largely irrelevant to the management of these pa-
tients, as the JUPITER investigators concluded that the CV
and mortality benefits of statin therapy by far exceed the di-
abetes hazard, including among those at higher risk for devel-
oping diabetes.”® The meta-analysis by Preiss et al.”* showed
that intense statin treatment is beneficial since it significantly
outweighs the risks of NOD—there was one additional case of
T2DM for every 498 patients treated for 1 year compared
with one fewer patient experiencing a CV event for every
155 patients treated for 1 year.”*”® These results confirmed
the previous observations that the harm associated with

possible NOD is 5.4x less than the benefits associated with
the prevention of coronary deaths or myocardial infarctions
for each mmol/L reduction in LDL-C.”® Thus, continued statin
therapy is recommended in patients with NOD.”®”” Consider-
ation should be given to informing patients at high risk of
NOD (particularly those with impaired fasting glucose, but
also metabolic syndrome, obesity, family history of type 2
diabetes) of the risk at the time of statin initiation and
monitoring plasma glucose (Table 5).

Patients with elevated ALT (>3 times ULN)
The incidence of ALT elevation on statin therapy is low and
temporary and can usually be resolved by reducing the dose
of statin without the need to stop treatment. After 2—4 weeks,
it is usually possible to return to the original dose.>®

Discontinuation of statin therapy due to ALT elevation is
one of the most commonly observed reasons for therapeutic
inertia.?> Based on data from the most recent meta-analysis
(22 studies with 195 602 subjects were included) the authors
showed that in patients with chronic liver hepatitis, the levels
of ALT and AST were reduced slightly following statin therapy,
however this reduction was not significant.”®

The prescriber should consider the use of the SLAP
algorithm to maximize long-term adherence to LLT (SLAP
technique for the patient-centred management of SAMS
section) (Table 6).

Patients with SAMS and CK < 4 ULN and intolerable muscle
pain

In this situation (which might result from extreme nocebo/
drucebo effects) intolerable muscle pain requires cessation
of statin therapy, even in the absence of objective markers
of muscle damage, and irrespectively of causality confirma-
tion with statin therapy or not. Nevertheless, efforts must
be made to restore LLT as soon as possible to avoid unneces-
sarily elevated CV risk. In high-risk patients, ezetimibe should
be started immediately to reduce exposure to LDL-C*
(Table 7).

Patients with CK > 4 ULN without SAMS

In patients with biomarker abnormalities (CK > 4 x ULN)
without SAMS, statin therapy should be stopped for at least
four weeks, after which biomarkers should be re-investi-
gated. If biomarkers have normalized, statin rechallenge
should occur at a lower dose (and in combination therapy
with ezetimibe based on the CVD risk), and all elements of
the SLAP algorithm (SLAP technique for the patient-centred
management of SAMS section) can be considered (Table 8).
It is always very important to differentiate significant CK
elevations as an effect of statin therapy compared with other
possible reasons (e.g. intensive exercise, drugs, viral infec-
tions, alcoholism, muscle damage, hypothyroidism, connec-
tive tissue and/or rheumatological disorders, acute coronary
syndromes); we cannot also exclude so-called idiopathic hy-
per-CK-aemia’® (Table 9).
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Patients with SAMS and CK > 4 ULN & with CK > 10 x ULN
Patients with extremely elevated CK levels (>4 and especially
those with >10x ULN) are likely to be completely intolerant
to statin therapy. Statin therapy should be immediately
stopped, and management strategies for individuals with
complete statin intolerance (Management strategies in
patients with complete statin intolerance section) should be
employed. These patients should always be carefully exam-
ined to determine the cause of extremely elevated CK levels
(Table 10).

Management strategies in patients with complete
statin intolerance

When patients are unable to tolerate any statin at any
dose (about 3-5% of patients with statin intolerance) be-
cause of intolerable AEs,® non-statin drugs from the
Evidence-Based Lipid-Lowering Formulary should be consid-
ered (Evidence-based lipid-lowering formulary section). In
patients with a family history of statin intolerance, and
those at high risk of statin intolerance, taking into account
recognized risk factors of statin intolerance (e.g. elderly pa-
tients, liver/kidney impairment, and polypharmacy), starting
with the combination therapy of lower statin dose and
ezetimibe—with the doses recommended for the patient’s
risk—might be considered. The specific choice of drug will
depend upon patient characteristics, CVD risk, comorbidi-
ties and concomitant medications, in addition to consider-
ations of drug availability, reimbursement and cost.
However, ezetimibe (Ezetimibe section) should form the ba-
sis of the initial stages of therapy. Ezetimibe can be used as
monotherapy, or in combination with bempedoic acid
(Bempedoic acid section), or nutraceuticals (Nutraceuticals
section), as well as with PCSK9 inhibition-based therapies
—monoclonal antibody PCSK9 inhibitors (Monoclonal anti-
body inhibitors of PCSK9 section) and inclisiran (Inclisiran
section) may be used (Table 11, Figure 2).

SLAP technique for the patient-centred
management of SAMS

We propose the acronym SLAP (Table 12) to summarize
potential approaches to the management of partial statin
intolerance (a group comprising 95% of patients with statin
intolerance).®® It is not necessary to follow these steps in
that order, but the most appropriate approaches should
be chosen based on patient characteristics and
comorbidities.

While being strongly convinced that ‘lower is better for
longer’ and ‘the earlier on target, the better’3%°98%81 with re-
spect to LDL-C, our recommendations are patient-centred
and recognize that not all patients may be willing to take

guideline-recommended doses of statins and that ‘any is
better than none’ when considering LLT. Where initial dosing
strategies do not meet LDL-C targets, then consideration
must be given to escalating therapy over time to optimize
therapy.

In response to correspondence on this topic,’’” the SAM-
SON lead investigators have advised against strategies such
as dose reduction on the basis that they reinforce the idea
of causality in the patient’s mind, especially as they are of-
ten applied when symptoms are most intense (and there-
fore likely to decline regardless of subsequent
management).®2 However, we believe that these have to
be balanced against the necessity of patient-centred care,
and if a patient is willing to continue LLT (albeit of subop-
timal intensity), this is a better outcome than them taking
no treatment at all. It should also be noted that in SAM-
SON, the investigators had very strong evidence of the
likely causality of the symptoms, owing to their rigorous
and innovative 12 month randomized assessment of symp-
toms under different conditions. These data are not avail-
able in routine practice, and therefore, practitioners cannot
be as confident that reported symptoms are not caused by
the drug in any way. Thus, dose reduction (and similar)
strategies are prudent.

Switch between statins

While statin intolerance may sometimes occur as a class ef-
fect; it may also manifest as a response to a particular
drug. In such situations, switching from one statin to an-
other may be sufficient to resolve the symptoms of
intolerance.?>®° Statins are metabolized by a range of
mechanisms (Table 13). Changing from one statin to an-
other may resolve symptoms that result from individual
variations in metabolism or drug—drug interactions. Statins
vary in their physicochemical properties. Atorvastatin, sim-
vastatin, fluvastatin, lovastatin, and pitavastatin are lipo-
philic, whereas pravastatin and rosuvastatin are hydrophilic.
Switching from a hydrophilic to a lipophilic drug, or vice
versa, may be useful in patients with SAMS; however, it
cannot be treated as a rule, as it might happen that
switching from one lipophilic statin to another might cause
relief of the symptoms.5#232* Dechallenge of statins and
rechallenge (including with a different statin) in the
PROSISA (Prevalence Of Statin-Associated Muscle Symptoms
In Italy) study allowed 2/3 of participants to resume statin
therapy after initially reporting AEs.>*

Lower dose

Dose reduction is a common approach to the management of
SAMS!®77 and can provide valuable insight as to whether an
AE is dose-dependent (pharmacological) or idiosyncratic. It is
critically important to remember that even the lowest dose
of statin might be important in the prevention of CVD events;
therefore, we should do our best to avoid statin discontinua-
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Table 5 ILEP recommendations on the management with new-onset diabetes (NOD)

Recommendations

Class Level

If NOD occurs, it is recommended to continue statin therapy at the

indicated dose.

In patients at risk of developing NOD, moderate-intensity statin
therapy and/or combination therapy, depending on the risk, may

be considered.

All individuals on a statin who have major risk factors for NOD,
particularly impaired fasting glucose, should be informed about

the risk and monitored for hyperglycemia.

Table 6 ILEP recommendations on the management with elevated level of ALT

Recommendations

Class Level

If ALT rises to <3x ULN, statin therapy should be continued, and
re-checking liver enzymes may be considered after 4 weeks,

especially with ALT >2x ULN.

If ALT rises to >3x ULN statin therapy at a lower dose (step-by-
step dechallenge) may be considered. Ezetimibe may be started
immediately, taking into account the patient’s baseline risk and

lipid profile.

Re-challenge of statin therapy with original dose may be

considered after 2-4 weeks.

SLAP algorithm is recommended to maximize long-term

adherence to lipid-lowering therapy

ALT, alanine aminotransferase.
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Table 7 ILEP recommendations on the management with patients with intolerable SAMS and CK < 4 ULN

Recommendations

Class Level

If intolerable muscle pain occurs, discontinue statin therapy for 2-

4 weeks until symptoms have resolved.

Immediately start ezetimibe in high-risk and very high-risk

patients.

Rechallenge with statin therapy is recommended.

SLAP algorithm is recommended to maximize long-term

adherence to lipid-lowering therapy.

ALT, alanine aminotransferase; CK, creatine kinase; SAMS, statin-associated muscle symptoms.

Table 8 ILEP recommendations on the management with patients without SAMS and CK > 4 ULN

Recommendations

Class Level

In patients with CK >4x ULN without SAMS, statin therapy
should be stopped for at least 4 weeks, after which biomarkers

should be re-investigated.

Statin rechallenge at a lower dose or combination therapy with

ezetimibe may be considered after CK normalization.

SLAP algorithm is recommended to maximize long-term

adherence to lipid-lowering therapy.

ALT, alanine aminotransferase; CK, creatine kinase; ILEP, International Lipid Expert Panel; SAMS, statin-associated muscle symptoms.

tion. Equally important is that when we need to reduce the LDL-C target achievement, especially in high-risk to extremely
dose due to confirmed SAMS, we should always consider high-risk patients.’®?%3° Furthermore, if low statin doses are
adding ezetimibe (and/or other non-statin LLT), to allow tolerated, the dose can be slowly escalated.
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Table 9 The most common causes of CK elevation

Muscle
Chronic diseases Medications Toxins trauma/disorders Others
Endocrine disorders Statins Ethanol Hyponatraemia Muscle dystrophies Ethnicity (black
Hyperthyroidism Fibrates Cocaine Hypokalaemia Metabolic and Americans may
Hypothyroidism Antiretrovirals Heroin Hypophosphataemia  mitochondrial disorders have elevated
Hypoparathyroidism Beta-blockers Amphetamine of muscle baseline
Acromegaly Clozapine Inflammatory CK levels)
Cushing syndrome Angiotensin myopathies Intensive exercise
Connective tissue receptor blocking Others Surgery
disorders agents Familial elevated CK Malignancy
Rheumatological Hydroxychloroquine Sarcoid myopathy MacroCK

diseases Isotretinoin
Cardiac disease Colchicine
(heart failure, valvular,  Steroids
tachycardia,

myocarditis, ACS)

Acute kidney disease

Viral illnesses

Celiac disease

Motor neuron diseases
Charcot-Marie-Tooth

Ssevere chills
Predisposition to

disease malignant
Other congenital diseases  hyperthermia
Intramuscular injections Idiopathic
Needle electromyography  hyperCKaemia
Seizures

Table 10 ILEP recommendations on the management with SAMS with CK > 4 ULN

Recommendations

Class Level

advice sought.

Where serious muscle damage is suspected, or CK >10 ULN,

statin therapy should be stopped immediately and (multi)specialist

individuals with complete statin intolerance (Section 2.6).

After symptoms release, treatment should follow the guidance for

Ila

CK, creatine kinase; ILEP, International Lipid Expert Panel.

Alternate-day dosing

Similar to the approach of dose reduction is the strategy
of the use of alternate-day-dosing of statins, rather than
the more usual once daily dosing. Several RCTs have in-
vestigated this approach, and the results have been com-
bined in a meta-analysis conducted by the LBPMC
Group.® Overall, 13 studies (1023 patients) were included
in the analysis, and there was no statistically significant
differences in lowering of LDL-C or triglycerides between
daily and alternate-day dosing of atorvastatin and rosuva-
statin. Both regimens were well tolerated.®® While there
is no outcomes data to support this approach, it may be
a reasonable strategy to improve the persistence of statin

therapy in patients with mild SAMS and in need of a
statin.

Clinical practice with statin intolerance patients sometimes
forces the physicians to use statins with a long elimination
half-life (for rosuvastatin it is approximately 19 h, for atorva-
statin 14 h, and for pitavastatin 12 h), even every third day
(twice a week) at the lowest doses in order to maintain
treatment.®*

Polypharmacy: combination therapy drugs from evidence-
based lipid-lowering formulary

When patients can tolerate a reduced (or alternate-day)
statin dose, but therapeutic targets are not met, add-on
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Table

11 Summary of the ILEP recommendations on the management with SAMS

Recommendations

If a statin-based regimen is not tolerated at any dosage (even after

rechallenge), ezetimibe should be considered.

In patients with the family history of statin intolerance, and those
being on the SI risk, starting with the combination therapy of lower
dose of statin and ezetimibe (with the doses suitable for the given

CVD risk) might be considered.

In patients with complete statin intolerance, ezetimibe may be

considered immediately after statin discontinuation.

In secondary prevention, patients with acute coronary syndrome
(ACS) and with complete statin intolerance, combination therapy
with ezetimibe and PCSK9 inhibitors may be considered

immediately after statin discontinuation.

If a statin-based regimen is not tolerated at any dosage (even after
rechallenge), a PCSK9 inhibitor added to ezetimibe should be

considered.

If a statin-based regimen is not tolerated at any dosage (even after
rechallenge), bempedoic acid or fixed combination of bempedoic

acid with ezetimibe may be considered.

If a statin-based regimen is not tolerated at any dosage (even after

rechallenge), inclisiran added to ezetimibe may also be considered.

Class

Level

CVD, cardiovascular disease; ILEP, International Lipid Expert Panel; SAMS, statin-associated muscle symptoms.

therapy with non-statin lipid-lowering agents may be
appropriate,®® in line with clinical evidence and guidance.
While the term ‘polypharmacy’ often implies unnecessary
use of multiple medicines, in the contest of LLT, there is
strong evidence that additional lipid-lowering targets make
the attainment of targets more likely and, when used
appropriately, result in better clinical outcomes. In the
evidence-based lipid formulary (Evidence-based lipid-lower-
ing formulary section), we briefly summarize the evidence

for the use of ezetimibe (Ezetimibe section), monoclonal an-
tibodies of PCSK9 (Monoclonal antibody inhibitors of PCSK9
section), inclisiran (Inclisiran section), bempedoic acid
(Bempedoic acid section), and nutraceuticals (Nutraceuticals
section). The choice of a particular drug from this list will
likely depend on both patient-specific factors and local cost
and reimbursement policies, especially for PCSK9 inhibitors
and inclisiran. Physicians may consider the use of
lipid-modifying nutraceuticals [Diet and nutraceuticals
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Table 12 SLAP approach to managing partial statin intolerance

Step Brief description

Rationale

S Switch statin

partitioning  chemistry
caused intolerance

L Lower dose Reduce daily dose of statin

A Alternate-day dosing Consider alternate-day dosing

o

Polypharmacy
efficacy on hard outcomes

Rechallenge patient with a different statin.
Consider using a drug with
(hydrophilic  vs.
lipophilic) or metabolic pathway to drug which

Add another lipid-lowering drug with proven

Some adverse effects may be drug- rather than
class-specific.

Patient may be unwilling to be rechallenged
with a drug they associate with adverse effects

alternative

Adverse effects are dose-dependent.

Adequate LDL-C reduction may be possible with
a lower dose

Adverse effects are dose-dependent.

Adequate LDL-C reduction may be possible with
alternate-day dosing

If adequate LDL-C reduction cannot be achieved
with monotherapy, polypharmacy is
appropriate

LDL-C, low-density lipoprotein cholesterol.

(MEDS Step 3) section] and should remember that
patients may be self-medicating with these agents in any
event.

Evidence-based lipid-lowering
formulary

This section summarizes the evidence for non-statin lipid-
lowering drugs, which might be used in combinations with
low-dose statins in the case of partial statin intolerance and
may replace statins in the case of complete intolerance.

Ezetimibe

Ezetimibe reduces the intestinal absorption of cholesterol by
blocking the Niemann—Pick Cl-like 1 protein on epithelial
cells. In the IMPROVE-IT trial, ezetimibe (10 mg/day) was
demonstrated to result in a further reduction in CV events
in combination with statin therapy in 18 144 patients with
ACS.® The primary endpoint was a composite of CV death,
nonfatal myocardial infarction, unstable angina requiring
rehospitalization, coronary revascularisation (>30 days after
randomization), or nonfatal stroke, and median follow-up
was 6 years. The hazard ratio (HR) was 0.936 [95% confidence
interval (Cl) 0.89-0.99, P = 0.016],%° and the benefits of the
therapy were higher with the higher baseline risk of patients
(e.g. with diabetes).?® A recent secondary analysis of
IMPROVE-IT data focusing on patients >75 years of age,
demonstrated that this group had the greatest absolute ben-
efit from adding ezetimibe to statin therapy.®” A combination
of statin and ezetimibe may be particularly helpful in this
population as older adults are among those most at risk of
AEs of high-dose statins.?32>27

Thus, ezetimibe is an excellent choice as an add-on when
treatment targets cannot be met with statin therapy.

Table 13 Pharmacokinetic and chemical properties of statins

Drug Lipophilicity Metabolism

Atorvastatin  Lipophilic Hydroxylation, oxidation, CYP3A4

Fluvastatin Lipophilic CYP2C9 > CYP 2C8, CYP 3A4

Lovastatin Lipophilic CYP3A4

Pitavastatin Lipophilic Glucuronidation, UGT1A3, UGT
2B7 > CYP2C8, CYP 2C9

Pravastatin Hydrophilic  Sulfation, hydroxylation, oxidation

Rosuvastatin ~ Hydrophilic  Biliary excretion, CYP2C9, CYP2C19

Simvastatin Lipophilic CYP3A4

Modified from Rosenson et al."®

Ezetimibe may also be useful as monotherapy when a patient
suffers complete statin intolerance (it might be applied im-
mediately after discontinuation, especially in very high-risk
patients), and in combination therapy (as indicated, based
on the risk and LDL-C goal) in all those with partial statin in-
tolerance. As monotherapy, ezetimibe effectively lowers
LDL-C (by 15-20%)%8 and Lp(a) by 7% (there is still some in-
consistency in the available data on this context),®® although
outcomes data for monotherapy are lacking.°® The recom-
mendations on how to use ezetimibe in statin-intolerant
patients are presented in Table 11.

Monoclonal antibody inhibitors of PCSK9

Proprotein convertase subtilisin/kexin type 9 (PCSK9) is a reg-
ulatory protein that binds to LDL-receptors on hepatocytes
and promotes their inactivation by internalization into the cy-
toplasm of the cell. Inhibition of PCSK9 increases available
LDL-receptors on hepatocytes, which results in more exten-
sive removal of circulating LDL particles. PCSK9 has been
targeted by the use of monoclonal antibodies (described
below)®? and by siRNA in the case of inclisiran (Inclisiran
section).”®

Monoclonal antibody inhibitors of PCSK9 (of which
alirocumab and evolocumab are currently licensed) substan-
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tially reduce circulating concentrations of LDL-C (by about
60% in monotherapy), and they represent a substantial
advance in the management of dyslipidaemias.’? They are
injected subcutaneously every 2—4 weeks. Particularly en-
couraging results have been observed in individuals with
statin intolerance.9>*%> The GAUSS-3 trial recruited partici-
pants with confirmed statin intolerance, in whom 24 weeks
of treatment with evolocumab was associated with a 53% re-
duction in LDL-C. It is encouraging that muscle-related symp-
toms were reported in only 21% of participants treated with
evolocumab.®®  Similarly, the  ODYSSEY-ALTERNATIVE
trial demonstrated that 24 weeks of treatment with
alirocumab reduced mean LDL-C by 45%.% Although these
lipid-lowering actions are not equivalent to outcomes data
and therefore should be interpreted cautiously in
clinical-decision making, it should be noted that PCSK9
inhibition has been demonstrated to significantly reduce CV
events against a background of statin therapy in the
FOURIER?® and ODYSSEY-Outcomes® trials with evolocumab
and alirocumab, respectively. PCSK9 inhibitors opened a new
era in the management of statin-intolerant patients, who of-
ten have high CV risk owing to highly elevated level of LDL-C
at baseline (even >180 mg/dL as it was observed in both
trials with PCSK9 inhibitors®®°?), which is associated with a
very high risk of CV events.**

Unfortunately, PCSK9 inhibitors are very costly, and avail-
ability and reimbursement are challenging in many parts of
the world. However, their remarkable effectiveness in LDL-C
lowering, impressive safety and emerging profile of outcomes
reduction makes these agents a critical part of statin intoler-
ance management. That is why, based on the approach ‘the
lower, the better’, but especially ‘the earlier the better’,
especially for statin intolerant patients after acute coronary
syndrome (ACS), there is a recommendation not to delay
rechallenge (such a delay often lasts for several months in
clinical practice and may increase the risk of atheroma
plaque instability and recurrent CV events), but to start
combinationtherapy (ezetimibe and PCSK9 inhibitors) imme-
diately after statin discontinuation (if reimbursement criteria
allow)® (Table 11).

Inclisiran

In contrast to the monoclonal antibody inhibitors of PCSK9
(Monoclonal antibody inhibitors of PCSK9 section), inclisiran
is a synthetic small interfering RNA (siRNA) that binds to
the mRNA for PCSK9 and thus acts as an inhibitor of transla-
tion, reducing PCSK9 production and thereby improving clear-
ance of LDL-C.* Inclisiran was evaluated in 501 patients in
the ORION-1 RCT, which was conducted in patients with ele-
vated LDL-C and a high risk of CVD.'® Participants received
either a single dose of inclisiran (200, 300, or 500 mg) or
two doses, 90 days apart (100, 200, or 300 mg).**® Following

180 days of treatment, LDL-C was significantly reduced from
27.9% to 41.9% in patients receiving the single-dose and
35.5% to 52.6% in patients receiving the two-dose
regimen.'®® Follow-up studies (pooled analysis of the data
from ORION 9-11 trials) have demonstrated that the LDL-C
lowering effect of two doses of inclisiran persists for over
18 months and reduces LDL-C by as much as 55%/70
mg/dL.1°* The ORION development program (ORION 1-18
studies) includes patients with very high CV risk with
atherosclerotuc cardiovascular disease (ASCVD) and/or het-
erozygous familial hyperchoesterolaemia (HeFH) similarly to
PCSK9 inhibitors studies, subjects with risk equivalents of
ASCVD, those with homozygous hypercholesterolaemia
(HoFH) (both adults and adolescents) as well as patients with
hepatic impairment, renal failure (including patients with
chronic kidney disease and eGFR between 15 and 30 mL/min),
and healthy volunteers.®* Interestingly, there are no specific
studies dedicated to statin intolerant patients, however the
way the drug is administered (2 doses/year) makes it ex-
tremely useful both for patients with statin intolerance, statin
nonadherence, as well as those that are not willing to use
statins®>*°2 (Table 11). We obviously need to wait for the re-
sults of the ORION-4 CV outcomes trial (primary estimated
completion date is December 2024) to see whether this
significant LDL-C reduction, as well as improved adherence,
will be associated with the significant reduction of CV
events.?*1%2 |nclisiran was approved for use in the European
Union in December 2020, but has not yet been approved by
the FDA.

Bempedoic acid

Bempedoic acid (ETC-1002) is a novel lipid-lowering agent
inhibiting adenosine triphosphate-citrate lyase (ACLY), an en-
zyme involved in cholesterol biosynthesis two steps upstream
of 3-hydroxy-3-methylglutaryl-coenzyme A reductase.®® It is
a prodrug converted into the active compound (bempedoic
acid-coenzyme A) by long-chain acyl-CoA synthetase-1
(ASCV1L) in the liver. Due to the high first-pass effect, the
systemic exposure to bempedoic acid is low, which could
therefore explain less frequently observed muscle-related
symptoms.’®® Early studies with hypercholesterolemic pa-
tients showed LDL-C reduction LDL-C reduction by 26.6% in
doses up to 120 mg daily.2% It was also well-tolerated as
monotherapy in patients with statin intolerance and de-
creased LDL-C by 28.7% using doses up to 240 mg a day.'%®

When added to ongoing low- to moderate-intensity statin
therapy, 120 and 180 mg of bempedoic acid once daily
produced incremental LDL-C lowering (by 17.3% and 24.3%,
respectively) compared with placebo (—4.2%) in a phase llb
multicentre, double-blind, randomized study of 12 week
duration.’® Importantly, AEs did not differ among the three
groups, including muscle-related events, and in fact, the lat-
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ter were less common in the active treatment group. Of note,
10% of patients had a history of statin discontinuation due to
muscle-related symptoms before inclusion.’®” Bempedoic
acid 120 or 180 mg alone reduced LDL-C by 27 to 30% in
statin tolerant and intolerant patients in another Phase 2b
study, and it was significantly greater effect compared with
ezetimibe monotherapy.®® The combination of both agents
reached 43% and 48% LDL-C reduction, respectively. The
tolerability profile was similar in all treatment groups.*®®

In the Evaluation of the Efficacy and Safety of Bempedoic
Acid (ETC-1002) as Add-on to Ezetimibe Therapy in Patients
With Elevated LDL-C (CLEAR Tranquility) Phase 3, multicentre,
double-blind, placebo-controlled study, 269 patients were
randomized to bempedoic acid 180 mg or placebo (2:1) for
12 weeks after a 4-week run-in of ezetimibe 10 mg/day.*®°
All patients had a history of statin-associated symptoms. Con-
comitant lipid-lowering drugs were used by 44.8%, and about
one-third were on low-dose or very low-dose statins (higher
than low-dose statin was an exclusion criterion). Bempedoic
acid as an add-on to ezetimibe reduced LDL-C by 28.5% more
than placebo (+5.0%). Subgroup analyses suggested greater
LDL-C reduction in statin non-users than users (—34.7% vs.
—20.5%, respectively). The study drug was safe and
well-tolerated with a similarly low rate of muscle symptoms
in both groups.*®®

The effectiveness at LDL-C reduction and tolerability of
bempedoic acid as an add-on to maximally tolerated statin
therapy was further confirmed in the CLEAR Harmony
Trial.''° Patients randomized to receive bempedoic acid
180 mg once daily (n = 1488) or placebo (n = 742) had similar
rates of AEs and serious AEs during a 52 week period irre-
spective of the intensity of statin therapy. Importantly, the
rate of muscle disorders was not significantly increased
(13.1% vs. 10.1%), although the incidence of AEs leading to
discontinuation of the study drug was slightly higher in the
bempedoic acid group (10.9% vs. 7.1%). There was a higher
incidence of gout (1.2% vs. 0.3%) and a lower incidence of
new-onset or worsening diabetes (1.2% vs. 0.3%). The mean
LDL-C level was reduced by 16.5% at Week 12.**° All these
positive results were confirmed in the Phase 3 trials pooled
analysis of 3623 patients, including 614 patients with statin
intolerance.’" Patients with statin intolerance had a mean
(SD) baseline LDL-C level of 144.4 (38.8) mg/dL and the per-
centage changes in LDL-C levels at week 12 were —23.0% in
the bempedoic acid group and 1.5% in the placebo group
(difference —24.5%). The decrease in LDL-C levels with
bempedoic acid was sustained during long-term follow-up
with difference of —22.2% at Week 24."** All studies also
showed significant improvements in TC, non-HDL-C and ApoB
levels, and no significant changes in TG and HDL-C levels. No-
tably, reduction of high-sensitivity C reactive protein (hs-CRP)
up to —42% was statistically significant in the vast majority of
the studies, and no worsening of glycaemic control has been
observed in patients with diabetes.**?

In summary, for patients unable to use optimal intensity
statin therapy, bempedoic acid has a good potential of fur-
ther lipid-lowering in various clinical settings, including as
an add-on to very low-dose, low-dose, and moderate-dose
statins, in combination with ezetimibe or as a monotherapy.
Whether LDL-C reduction with bempedoic acid translates into
improved clinical outcomes remains to be demonstrated by
ongoing clinical outcome study CLEAR Outcomes (the first
CV outcomes trial with statin intolerant patients only)
expected to be completed in 2022. Results of a large
Mendelian randomization study showed associations be-
tween genetic variants mimicking ACLY inhibitors with a
lower risk of CVD.*** Bempedoic acid has been demonstrated
to be safe and to effectively lower LDL-C in combination
therapy with ezetimibe.''* Both bempedoic acid, and fixed
combination with ezetimibe, were approved by the United
States Food and Drug Administration (FDA) (February 2020)
and the European Medicines Agency (EMA) (April 2020),
and soon should be an important part of the therapy of
patients with statin intolerance (Table 11).

Nutraceuticals

If not considered previously, nutraceuticals may be consid-
ered as part of the approach to lipid-lowering [Diet and nu-
traceuticals (MEDS Step 3) section], especially in patients
with statin intolerance. Here in these guidelines, we adopted
(with some modifications) the 2018 ILEP recommendations
on the wuse of nutraceuticals in statin-intolerant
patients®®**>11€ (Table 14).

Limitations and cautions

With the exception of the use of PCSK9 inhibitors in
statin-intolerant patients, there is relatively little evidence
from RCTs measuring clinically relevant outcomes in
statin-intolerant patients. Until long-term outcomes trials
results are available to provide answers to all the questions
addressed in these recommendations, expert consensus,
based upon existing evidence, is probably the best approach
to make treatment decisions. The purpose of this consensus
document is to provide such recommendations. Medical pro-
fessionals are encouraged to consider our recommendations
when making decisions regarding the treatment of patients
with lipid disorders and statin intolerance. However, the posi-
tion paper does not override in any way the individual re-
sponsibility of healthcare professionals to make appropriate,
accurate and patient-centred decisions, considering the pa-
tient’s medical history, and in consultation with the patient
and/or, where appropriate, their guardian or caretaker. It is
also the responsibility of health professionals to verify the
doses, rules and regulations applicable to drugs, and devices

Journal of Cachexia, Sarcopenia and Muscle 2022; 13: 1596-1622
DOI: 10.1002/jcsm.12960

858017 SUOWWIOD A1) 8|qeo![dde au Aq peuienob ae sapiie YO 9sn JO SNl J0j AIq1T8UIUO A8]IM UO (SUORIPUOD-PUR-SLLIBY/LICD"AB | 1M ARIq 1 Ul |UO//SdhY) SUORIPUOD pue SWe 1 8y} 89S *[£202/T0/6T] Uo Ariq1Taulluo A8|IM ‘Ledeiced JO A1sieAlun AQ 0962T WSdI/Z00T 0T/I0p/L00" A8 | 1M Ae.q 1 |Bul [Uo//Sdny Wiy papeojumoa ‘g ‘ZZ0Z ‘600906TZ6ESET



1616

P.E. Penson et al.

Table 14 Summary of the ILEP recommendations on the application of nutraceuticals in statin intolerant patients

Recommendations

Expected
. Active Daily | Effects
Nutraceuticals Doses on LDL- Safety Issues
C
Up to 1,200 mg 15% Due to content of monacolin K
Red Yeast Rice (up to 3 mg of t0 -25% some adverse effects typical for
monacolin K) * statins might appear
Should be avoided in patients
0, with phytosterolemia and those
Phytosterols 800-2,400 mg t0 —10% who are heterozygous for
variants of ABCGS and ABCGS
and other genes
Bergamot 500-1,500 mg 1% No safety concerns
to —25%
Possible interfering with thyroid
6% function and fertility;
Soy Products 25-100 g to —10% labsorption of calcium,
magnesium, copper, iron, and
zinc
Fish oil supplementation might
Polyunsaturated be proarrhythmic (the risk of
-3% . I . .
Omega-3 Fatty 24 ¢ t0 7% atrial fibrillation) especially in
Acids** patients at the risk of
arrhythmias
Berberine 500-1,500 mg ~15% No safety concerns
’ to —25%
. -15t0-23 Good tolerability in short-
Artichoke 1,800 mg/day % medium tZrm

ILEP, International Lipid Expert Panel; LDL-C, low-density lipoprotein cholesterols.
‘Maximum recommended doses as dietary supplement recommended by the draft (2021) recommendations by the European Food
Safety Authority (EFSA).

°Attention should be paid to increased risk of atrial fibrillation.

115,116

at the time of their prescription or use. The authors of this
position paper are aware that the use of recommendations
depends on several judgement calls that take account of
the values and preferences of the patient.

Conclusions

Statins are usually very well tolerated; however, in common
with all medicines, statins, may cause AEs in some patients.

Statin intolerance occurs when side effects attributable to
statin therapy lead to discontinuation or suboptimal use
of these drugs. However, many cases of subjective AEs
are misattributed to statins or occur as a result of the
nocebo/drucebo effect. To overcome these barriers to ef-
fective CV risk reduction, this position paper has presented
a step-by-step approach to the management of the
nocebo/drucebo effect, with a particular focus on the pre-
vention and management of subjective symptoms such as
SAMS.
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