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Identification of potential HeFH cases
All subjects registered with a previous measured
LDL-C = 4.9 mmol/L in Labka are identified. Initially,
subjects with LDL-C > 7.0 mmol/L will be invited.

' Exclusions:
i - Dead
i - Emigrated
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Identification of potential controls
A random gender and age-matched sample from
the Mational Register of Persons of the Faroe —_—
Islands is selected. Subjects must be without
evidence of HeFH.

Invitation
Potential participants are informed on the study
objective and invited by letter to attend a
diagnostic evaluation of HeFH and if eligible and
willing inclusion into the study.

Subjects willing to attend are asked to contact the
study coordinator to coordinate V1, fill in the
attached questionnaire relevant for HeFH and to
have a blood sample taken prior to V1.

Subjects not responding within 2 weeks should be
contacted by telephone 3 times.
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' Exclusions:
' = Non-responders

Sanna a Borg?!, Michael René Skjelbo Nielsen?, Christian Sgrensen Bork?, Erik Berg Schmidt?, Peter Sggaard?, Albert Marni Joensen??

i = Declines

____________________________

Screening blood sample
analyses?®

Cascade screening for HeFH
First-degree relatives to HeFH cases that have not
been identified as potential HeFH cases are
contacted and informed that hereditary
hypercholesterolemia is present within the family.

Sub-study

2. CardiacCT

1. Transthoracic echocardiography

3. Adipose tissue biopsy

First 150 eligible
. B controls without —

clinical FH

A

First 150 verified
HeFH cases

Background

Familial hypercholesterolemia (FH) is a
monogenic autosomal dominant genetic
disease characterized by highly elevated blood
levels of low-density lipoprotein cholesterol
(LDL-C). LDL-C is considered a causal factor in
the development of atherosclerosis and
subjects with FH not receiving appropriate lipid-
lowering treatment have a substantial higher
risk of developing premature coronary artery
disease (CAD) and death. FH is widely
underdiagnosed and undertreated in most
countries of the world.

The prevalence of FH in the Faroe Islands is
not known, but might be higher than in other
Nordic countries due to genetic drift.
|dentification of subjects with FH and detection
of markers of subclinical disease may be of
great value for risk stratification and to identify
those subjects with FH that require additional
and more aggressive treatment to lower their
risk of developing manifest atherosclerotic

cardiovascular disease (ASCVD).
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Physical examination Visit 1
1. Review of HeFH questionnaire
2. Clinical examination

D

Definite/probable HeFH

i 3. Obtain informed consent

__________________________

Possible HeFH
|

Collect blood sample
for genetic test if

visit

\  Exclusions: .
i = Declines to participate :

in the study

Genetic HeFH test

Eligible HeFH cases
1. Plan transthoracic echocardiography and cardiac
CT for eligible sub-study participants
2. Draw family tree for cascade screening based on
telephone call

Genetic HeFH test — Megative _ s Eine S e sis o = P-Glucose
advised to contact their primary - P—HbAl_c )
i physician. = P-Creatinine
= eGFR
Positive = P-Creatine kinase,
= P-ALAT
= P-Bilirubin
l = P-alkaline phosphatase
= P-T5H
CDILEE: ad;pc:se blio:;'zsy' = P-Albumin
an ood sample for - Po -
I storage and detailed Bkt netyreshilasK)
analyses®t & Detailed blood sample analyses
includes:
= Plasma lipids and lipoproteins
(total-cholesterol; LDL; HDL;
triglycerides; Apo-B; Lp(a))
= High-sensitive P-CRP

Objective
The overall objective of this project is to
Investigate whether potential early ECG and
echocardiographic indicators of subclinical
myocardial ischemia differ between subjects
with and without FH.
We hypothesize that subjects with FH and
especially those naive to statins have a higher
prevalence of abnormal frontal T-wave axis and
a lower global longitudinal strain (GLS) as
Indicators of subclinical disease compared to

subjects without FH.

The project is funded by the Faroese Research Council, the National Hospital of the Faroe Islands and Amgen

2 5creening blood sample
analyses includes:

= Total-cholesterol
= LDL-cholesterol
= HDL-cholesterol

Persons not eligible for
inclusion into the study or
specialised treatment in the

= Triglycerides
= Haemoglobin
» Thrombocytes

Potential subjects with FH will be identified
based on review of previously measured LDL-C
values compatible with FH. Potential
participants aged >18 years will be invited to
attend a physical examination including
diagnostic evaluation for FH. Subjects with
possible FH will have blood samples for genetic
testing and detailed lipid analyses taken. Also,
Information on medical history, lifestyle, social
factors and medication use will be collected and
a resting electrocardiograph (ECG) will be
obtained. Cascade screening within the families
of those subjects with verified FH will be
performed.

The first 150 identified subjects with verified FH
and 150 gender and age matched controls
without FH aged <75 years without known
ASCVD or atrial fibrillation/flutter will be invited
to have an echocardiography of the heart
performed. Study participants are currently

being enrolled into the study.

Identification of subjects with FH is important
to lower their risk of ASCVD by appropriate
lipid-lowering treatment, which is cost-
beneficial and has been associated with a
substantial risk reduction. This project is

expected to contribute with knowledge on

whether potential abnormal echocardiographic

GLS measures and ECG patterns such as
frontal T-wave are more prevalent in subjects
with FH compared to controls and thus may
be used to identify those subjects with
subclinical ASCVD that may benefit from more
aggressive medical treatment and

survelillance.




