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Introduction
Welcome to the VESALIUS-CV clinical research study
Thank you for agreeing to take part in this clinical research study.
Everyone who takes part will be helping to increase knowledge and
understanding of how best to prevent heart attacks and strokes,
which could benefit future patients at risk.
This guide provides you with an overview of the appointments and
outlines your responsibilities during the clinical research study.
We have also provided instructions for what to do if you feel unwell
or experience any health changes at any time during the study.
At the back of the guide you will find a space to write down any notes
about things you want to remember, or questions that you would like
to ask the study doctor or study staff.

This guide does not replace the Informed Consent Form
(ICF) but is intended to provide a summary of its content.
A member of the study staff will also be able to answer any
questions you may have.

Joining the VESALIUS-CV
clinical research study
Everyone who joins the VESALIUS-CV clinical research study will
have been thoroughly assessed to ensure they are eligible and
have provided consent to participate. The ICF further explains
the information included in this guide. This clinical research study
involves a drug called evolocumab (the investigational study
drug) to investigate how well it works at preventing heart attacks
and strokes in people at risk of these, for example due to high
cholesterol, or other risk factors.

What is cholesterol and
what happens if you have
too much?
Cholesterol is a fatty substance found in your blood. Everyone needs
some cholesterol but if you have too much, it can lead to health
problems because it can cause the buildup of fatty deposits that
block the blood vessels. Having these blockages can make it more
likely that you will have a heart attack or stroke.
Lots of things can affect your cholesterol levels, including diet, body
weight, exercise habits and gender. Improving your diet and exercise
habits can help to lower your cholesterol. It can also be affected by
genetics and high cholesterol can run in families. Medications are
often needed to lower cholesterol.

What is the investigational
study drug?
The investigational study drug is a member of a new type of
treatment (called PCSK9 inhibitors); it works by lowering the
amount of ‘bad’ cholesterol in the blood.
So far, research has shown that the investigational study drug safely
reduces the risk of heart attacks and strokes in certain people:
those with cardiovascular disease who have already had a heart
attack, stroke or blood vessel problems in their arms and legs.
Based on this, the investigational study drug is already available as a
treatment option for these people.

What happens in the clinical
research study?
Now that you have agreed to participate in the clinical research study,
you will be randomly assigned, like flipping a coin, to receive either the
investigational study drug or placebo. The placebo looks exactly like
the investigational study drug but doesn’t contain any of the active
ingredients, so it has no effect. You will have an equal chance (1 in 2) of
receiving either the investigational study drug or placebo.
Both the investigational study drug and placebo will be given by
injection under the skin every 2 weeks and provided to you at no
cost. All other medical treatment (medications and procedures) will
be decided by your regular doctors, depending on your individual
requirements and situation.

On average, participants will take part in this study for about
4–5 years, with a minimum participation of at least 4 years,
depending on your time of enrollment.

What will happen during
your appointments?
The time you spend at the clinic will vary from one appointment to
another. The first appointment will involve detailed assessments but
after screening and Day 1, the appointments will be much shorter.
The study doctor or study staff will tell you more about the
assessments and what will happen at each appointment in
more detail. They will also be available at any time to answer any
questions or discuss any worries that you may have.
Below is an overview of the main procedures and assessments that
will take place during the study. This is followed by a description of
when they will take place.

Vital signs
This will involve recording your blood pressure and pulse rate.

Medical side-effects review
 his will involve a review of any side-effects you are
T
experiencing, which may or may not be related to the study
drug, and any appointments to other doctors or hospitals.

Review other medication you are taking

Optional DNA sample

 his will include a review of medications used for your
T
cholesterol and any other therapy you are using now or have
used in the past.

 ou may have been given the opportunity to take part
Y
in an additional part of the study on how genetics link to
cardiovascular disease and/or how well the investigational
study drug works. This part of the study is optional; if you agree
to participate, an additional blood sample will be collected.

Pregnancy test
I f you are able to get pregnant, you will be asked to do a
pregnancy test (using a sample of blood and/or urine) at the
start of the study and at appointments during the study.

Administration of the investigational study drug
or placebo
 ou will have already been given a placebo injection during
Y
your screening visit. The investigational study drug or placebo
will be given in the same way during the treatment period.

Optional biomarker sample
 ou may have been given the opportunity to take part in an
Y
additional part of the study on biomarkers. A biomarker is
something in your blood that can be used to measure the
level of disease and/or the e¬ffects of a drug on your body.
If you agree to participate, a single blood sample will be
collected on the same day you receive the investigational
drug or placebo for the first time. The sample will be used
for further research on cardiovascular disease.

Optional blood test
I f your clinic is participating, you may have been given the
opportunity to take part in a substudy about monitoring
levels of fatty substances in the blood. This substudy is
optional. People who choose to take part will have additional
blood tests to measure the amount of different fats in their
blood at day 1, year 1, year 2 and at the end of study.

Treatment compliance review
 ou will be asked if you have always taken your medication
Y
when required.

Schedule of assessments/procedures
The following tables describe when each of the assessments and
procedures will take place. You will have to attend the clinic for all
appointments unless otherwise stated.

During the treatment period: every 16 weeks
––

Review medical events you may have experienced

––

Review treatment compliance

Study Day 1

––

Review other medication you are taking

This is when you will start taking the study drug for the first time.
Assessments and procedures will include:

––

Injection device training (if required)

––

Administration of the investigational drug or placebo.

––

Review medical events you may have experienced

––

Review other medication you are taking

––

Injection device training

––		

Pregnancy test (only for women who may be able to
get pregnant)

––

Administration of the investigational drug or placebo

Final appointment

––

Optional blood test for fats (if applicable)

––

Vital signs: blood pressure and heart rate

––

Optional biomarker sample (if applicable)

––

Review treatment compliance

––

Optional DNA sample (if applicable)

––

Review medical events you may have experienced

––

Review other medication you are taking

––

Pregnancy test (only for women who may be able to
get pregnant)

––

Optional blood test for fats (if applicable)

During the treatment period: every 2 weeks
––		

Administration of the investigational drug or placebo.
Note that you can administer the treatment yourself at 		
home, or attend the clinic.

At the end of years 1 and 2 of the treatment period
––

Optional blood test (if applicable)

What if you feel unwell
during the study?
Throughout the study, the study doctor will be checking for any side
effects that you might experience from taking the study drug (which
could be the investigational drug, or placebo), or from any other
medicines that you are taking.
The clinic appointments are an opportunity for you to tell the
study doctor if you have been feeling unwell for any reason, at any
time, even if you think it might be nothing to be concerned about.
You should also report any appointments you have made to other
doctors or hospitals for any reason.
If you have a family member or caregiver looking after you, it is their
opportunity to tell the study doctor if they have noticed any changes
in your health.

If you experience any health problems or changes
between appointments, it is important to tell the study
doctor as soon as possible – even if you don’t think they
are anything to worry about. Do not wait until your next
appointment before notifying the study staff. The contact
details for study staff are listed on page 1 of the ICF.

What if you no longer want
to participate in the clinical
research study?
You can decide to stop participating in the clinical research study at
any time; your decision won’t affect your regular medical care. If you
want to stop taking part in the study, you will be asked to come back
for some additional tests and procedures. The study doctor will also
discuss your options with you:
+ You can stop taking the study drug but continue with all other
study tests and procedures. In this case, we would still like to
follow your medical course by review of your doctors’ records,
while respecting your wishes to not be contacted further.
+ You can stop the taking study drug but allow the study doctor
to collect information about your health by reviewing your
medical records, by contacting you, a family member, or a legal
representative, or through other means as allowed by local law
such as accessing public records.
+ You can completely leave the study and have no more contact
with the study doctor for study related procedures or questions
as of the date of your request.
The clinical research study may also be stopped early by the study
sponsor, and you could be taken off the study drug without your
consent, for reasons that could include:
+ Staying in the clinical research study could be harmful to you
+ You need additional medications not permitted during the
clinical research study

+ You are not able to complete the study procedures as required

Checklist for each appointment

+ You become pregnant
+ The clinical research study is stopped by the study sponsor for
any reasons that are not related to you
There may be other reasons that are not currently known.
If you stop taking part in the study, or the study ends early, you will
stop receiving the study drug. If you do decide to leave the clinical
research study altogether, the information collected during your
time in the clinical research study may still be used by the study
staff. Please refer to the ICF for further details.
However, we hope that once you have decided to take part and are
established in the clinical research study, that you will continue all
the way through to the end.
Your participation is valued, and you will be helping to increase our
knowledge and understanding of cardiovascular disease, which may
benefit people with this condition in the future.

Take this guide with you if you have written any questions at
the back that you want to ask.
If you have written down any occasions when you have felt
unwell, take this with you and tell the study doctor or study staff.
If you are considering taking any additional medicines, including
those you may purchase over the counter, make a note of the
names of these medicines to discuss with the study doctor.
Please allow plenty of time for traveling to the clinical
research study site.
If you are unable to attend your upcoming appointment,
contact the study staff to rearrange your visit.

Your notes and questions
Please use the space provided here to make a note of anything you
want to remember, or questions you would like to ask the study
doctor or study staff.

