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Editorial

Low Rates of Identification and Treatment of Familial
Hypercholesterolemia in France and Elsewhere: A Call for
Universal Screening

Gordon A. Francis, MD, FRCPC, and Liam R. Brunham, MD, PhD, FRCPC

Department of Medicine, University of British Columbia, Vancouver, British Columbia, Canada

See article by Berard et al., pages 744—752 of this issue.

Familial hypercholesterolemia (FH) is among the most
important causes of premature cardiovascular disease, but it is
underdiagnosed and undertreated worldwide." National
efforts to define the prevalence and treatment patterns of FH
are essential to gauge global progress in managing this con-
dition. In the current issue of the Journal, Bérard and
colleagues” present the first analysis of the prevalence and
management of FH in France. One of the key findings from
this report is their estimate of the frequency of heterozygous
FH in France as 1:120, higher than in many other countries.
However, this estimate may be influenced by the use of
imputation of baseline low-den51ty hpoproteln cholesterol
(LDL-C) in patients already receiving treatment.” By using a
fixed conversion for baseline LDL-C, their estimate of prev-
alence was approximately 1:250, similar to the prevalence in
most other countries.

Despite this high prevalence, they find very low rates of
identification of cases and inadequate treatment to currently
recommended lipid targets when identified. Similar patterns
have been observed in other parts of the world, including in
Canada, although data from Canada suggest somewhat better
treatment of lipids in these patients.” The LDL-lowering
achieved by patients in the French study may be a reflection
of the time of derivation of the data, between 1995 and 2005,
when recommended targets were less aggressive and before
high-intensity statins and ezetimibe were as widely used.

The low rate of identification of cases and low achievement
of recommended treatment targets for FH in France is
ascribed by the authors to being potentially related to the
perception, including among French physicians, that the
French are somehow uniquely protected against development
of ischemic vascular disease—the so-called French paradox
Although this is a potential component of the inertia in
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screening for and managing FH, similar low rates of identi-
fication and urgency of treatment of FH are unfortunately still
the case in many regions of the world.

There are multiple barriers to the diagnosis and treatment
of FH. These include a persistent lack of recognition by
treating physicians and the general population of when the
cause of elevated cholesterol is genetic as opposed to lifestyle
related, uncertainty regarding the optimal timing to initate
treatment when FH is identified, and what targets to aim for.
Other barriers are the lack of awareness and acceptance that
elevated LDL and other atherogenic particles (together
reflected in the non— hlgh density lipoprotein cholesterol
level) are directly causal in atherogenesis.

The discovery that loss-of-function mutations in propro-
tein convertase subtilisin/kexin type 9 lead to chronic lowering
of LDL-C and a marked reduction in coronary heart disease
events over a 15-year follow-up period” was a landmark in
underlining the benefit of lowering LDL-C from an early age.
This finding greatly informed our approach regarding when to
initiate lifelong treatment of FH, with a shift from the pre-
vious pattern of starting treatment at a largely arbitrary age in
adulthood, to initating treatment at a much younger age,
based on the understanding that cumulative LDL-C exposure
is a major driver of the atherosclerotic risk in FH. Based on
these findings, as well as studies showing the safety and effi-
cacy of statin therapy in children with FH such as the
Hypercholesterolaemia in Children and Adolescents Taking
Rosuvastatin  Open Label (CHARON) trial,®?  current
guidelines for the treatment of FH recommend screening for
the disease and initiating statin therapy between the ages of 8
and 10 years."’

All of this points to the question of how we effectively
identify FH in patients early in life so that treatment can be
initiated and the risk of premature coronary heart disease’’
can be brought down closer to that of individuals with
normal LDL-C levels. The current Canadian Cardiovascular
Society Position Statement on FH continues to recommend
cascade screening of ﬁrst—degree relatives of individuals with
diagnosed FH as the pnmary means to increase identification
of affected individuals.'’ This approach although also pro-

moted in many other parts of world, is dependent on the
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effective identification of index cases and the willingness of
family members to be screened.'” Therefore, family-based
screening is most effective when coupled with population-
based screening to provide a source of new index cases. The
same position statement also made the recommendation that
universal cholesterol level screening be considered for detec-
tion of FH in children, with reverse cascade screening of
parents when warranted.'” The latter was considered a weak
recommendation, based on moderate-quality evidence and in
light of the systematic challenges to instituting such a
program. However, universal screening of children has been
shown to be possible and effective, for instance when piggy-
backed onto programs such as those for routine childhood
immunizations.”© With mounting evidence of the under-
recognition and undertreatment of patients with FH world-
wide, the time is ripe for Canada to take the bold move of
instituting universal cascade screening for FH. Such a program
would need to be combined with increased education of the
public and physicians that very high cholesterol is not based
on lifestyle choices, that it carries a very high risk of premature
atherosclerosis and death, and that early and aggressive treat-
ment indeed makes a difference.
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