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ABSTRACT

It is well-known that elevated low-density lipoprotein cholesterol (LDL-C) is a causal risk factor for atheroscler-

otic cardiovascular disease (ASCVD), statins are cornerstone drugs for the cause-based treatment of ASCVD, which has created a
new era for ASCVD therapy. However, statin intolerance is not clinically uncommon, which there are several issues with confu-
sion and misunderstandings. Hence, a file named Chinese Expert Consensus on the Diagnosis and Management Strategy of Pa-
tients With Statin Intolerance, like a navigator, has recently been published written by a team of experts from the Cardiovascular
Metabolic Medicine Professional Committee, Expert Committee of the National Center for Cardiovascular Diseases aiming to en-
hance the standardized clinical application of statins and improve the prevention and clinical outcome. In this article, author

briefly summarized the key points of above consensus in order to helping to comprehending the content of the consensus sugges-

tions.

therosclerotic cardiovascular disease

(ASCVD) is the number one killer of hu-

man health and life. Abnormal choles-
terol metabolism, especially elevated levels of low-
density lipoprotein cholesterol (LDL-C), is a patho-
genic risk factor for ASCVD."! Therefore, lowering
LDL-C treatment is referred to as the pathogenesis
treatment of ASCVD. The clinical application of
statins, a class of drugs not available in the 1980s,
has ushered in a new era of pathogenesis treatment
for ASCVD.

Over 40 years of extensive research on statins
suggests that statins have clinical value in reducing
the incidence and events of ASCVD for both
primary and secondary prevention, and they are the
cornerstone drugs recommended by numerous
guidelines at home and abroad for lipid manage-
ment and the prevention and treatment of ASC-
VD."l At the same time, as chemical drugs with a
clear molecular structure and target, statins also
have certain adverse reactions. Against the back-
ground of the continuous emergence of new lipid-
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lowering drugs, the phenomenon of statin intoler-
ance (referred to as statin intolerance) has gradu-
ally attracted attention, with certain precision con-
trol issues in diagnosis and management. In this
context, the Cardiovascular Metabolism Committee
of the National Cardiovascular Experts Committee
organized experts in related fields in China to for-
mulate the Chinese expert consensus on the clinical
diagnosis and management of statin intolerance
(hereinafter referred to as the statin intolerance ex-
pert consensus), which was published in domestic
and foreign journals,"”* aiming to provide clinical
guidance for the diagnosis and management of stat-
in intolerance based on data from the Chinese pop-
ulation in a comprehensive and systematic manner.
First, the consensus of statin intolerance experts
comprehensively reviewed the safety data of stat-
ins in the Chinese population, especially safety data
from randomized controlled studies in the Chinese
population. It is well known that the overall safety
of statins is good, but there are racial differences in
tolerability, and there is a lack of detailed analysis
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of data related to the Chinese population. The con-
sensus of statin intolerance experts addresses this
deficiency. Overall, the incidence of statin-related
adverse reactions in the Chinese population is
7.46%, with rates of liver and muscle symptoms
both below 1.5%."! Studies have shown that there is
no significant difference in the incidence of adverse
reactions to statins between Chinese and non-Chin-
ese populations.

Next, a historical review of the identification and
definition of statin intolerance was conducted by
the experts on statin intolerance. It showed the ex-
pert recommendations on the diagnostic criteria
and management of statin intolerance from various
academic groups worldwide. The analysis of the
differences in definitions played a role in summar-
izing, concluding, and comparative analysis, con-
tributing to a macro understanding of the global re-
search status of statin intolerance. In fact, the offi-
cial documents related to statin intolerance origin-
ated from the National Lipid Association Statin In-
tolerance Panel in 2014. They initially defined the
basic concept of statin intolerance as having appro-
priate scientific evidence to prove clinical or labor-
atory adverse experiences related to statin therapy,
manifested as pain, injury, or risk, with discontinu-
ation or dose reduction being confirmed as reason-
able. Subsequently, expert consensus on statin intol-
erance was published in Taiwan (China), Japan,
Canada, and other countries and regions,'** high-
lighting the biggest difference in diagnostic criteria
among these consensus statements.

It has been confirmed that statin intolerance can
be divided into partial intolerance and complete in-
tolerance. The former refers to the inability to toler-
ate any type or dose of statin drugs, while the latter
refers to the inability to tolerate certain doses of cer-
tain statins. The expert consensus on statin intoler-
ance is based on the past suggestions of Chinese
scholars, which have clarified the definition, classi-
fication, diagnostic criteria, and management re-
commendations for statin intolerance in the Chinese
population.”? The definition states that patients ex-
perience one or more statin-related adverse reac-
tions after taking statin drugs, which can be im-
proved by dose reduction or discontinuation of stat-
ins, but reappear after re-starting. The diagnostic
criteria must simultaneously meet the following
four elements: (1) clinical manifestations: subjective
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symptoms (such as muscle pain, weakness) and/or
abnormal levels of liver and muscle standard indic-
ators in laboratory tests; (2) types and doses of stat-
in drugs used: patients cannot tolerate more than
two types of statin drugs, one of which is at the low-
est daily dose; (3) timing and causality: adverse re-
actions occur after starting or increasing the dose of
statins, subside after discontinuation, and reappear
upon re-administration; and (4) exclusion of other
possible causes: the likelihood of being related to
other diseases or drug interactions is low.

Regarding the treatment of statin intolerance, the
expert consensus on statin intolerance fully com-
bines the basic characteristics and data of the Chi-
nese population, and proposes a processing flow-
chart with Chinese characteristics. The core spirit is
to strictly grasp the diagnostic criteria, exclude pos-
sible subjective feelings, cognition, and the impact
of the nocebo effect, and preserve the application of
statin drugs as much as possible, such as switching
to low doses, natural statins, etc. Emphasizing the
standardization and individualization of treatment,
distinguishing between partially intolerant and
completely intolerant use of statins. The combina-
tion of low-dose statins with cholesterol absorption
inhibitors is considered the most practical and
simplest way to deal with it.["”

In conclusion, the author firmly believes that in
the real-world clinical practice, despite the many
challenges related to statin intolerance, this expert
consensus resembles a "navigator" for lipid man-
agement in the Chinese population. It can help im-
prove people's scientific understanding of statin in-
tolerance, standardize the clinical use of statins, and
enhance the rate of lipid control and the prevention
and treatment level of ASCVD in our country.
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