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Broberg, H Trege; Goéingenkliniken, Hassleholm: G Stehn, C Lindgren, M Akerberg, M Ulfvik;
Alingsas lasarett, Alingsas: H Nordstrom, J S6rbo, L Back, V Carter; Hjarthuset AB, Varberg:
T Carlsson, C Nemeczek, A Nemeczek, A Sterner-Bengtsson; Tva medicinare, Jarfalla: P-A
Lagerbéack, B-O Tengmark, B Bjurman, L Eng-Sjoberg; Capio City Klinik 2, Lund; C-J
Lindholm, U-B Ericsson, J Thulin, K Hansson, E Assarsson, M Broberg; Lindesbergs lasarett,
Lindesberg: A-S Eriksson, A Stenberg, T Fraser, D Ticic, A Gunnarsson, H Lindrooth, K
Molander; PRIM site, Orebro: E Ackefelt-Frick, M Berglund, R Ellervik-Forest, P Fardelin, F
Freire, E Norgren-Holst, K Eriksson, U Larsson, H Samuelsson, L Gar6, J Kjellberg-Eriksson,
A EKkI6f, E Carlsson, L Irvhage, P Jaensson, E Melander, | Nordin-Olsson, B Strandell, H
Udd, A Krantz; Universitets Sjukhuset, Malmd: A Gottsater, A Alhadad, M Eriksson, B
Palmquvist; Bergslagssjukhuset, Fagersta: E Hammarstrom, P Nicol, S Holmstrém, |-B
Svennberg, | Ojakangas, | Andersson; Danderyds Sjukhus, Danderyd: K Knudsen-Malmqvist,
N Ostlund-Papadogeorgos, H Tjerneld, M Nilsson, C Andersson, M Asperen; City Heart,
Stockholm: C Hoglund, L Hjelmaeus, R Zlatewa, | McLain, E Lindemann, B Rangman;
Skelleftea lasarett, Skellefted: J-H Jansson, B Norrfors, L-M Lundmark, M Olofsson; City Site,
Stockholm: B-O Tengmark, S Gunvarsdotter, C Andersson, M Dewerand; Silentzvagens
Vardcentral, Uddevalla: G Dahlen, B Polhem, K Johansson; Ladulaas Kliniska Studier,Skene:
K Berndtsson-Blom, R Andersson. K Davidsson, | Wiklund; me3plus Clinical Trials,
Goteborg: C-P Anderberg, D Curiac, F Enqvist, D Norberg, E Dahl, H Akesson: Bollnas
halsocentral, Bollnds: U Sundstrém, H Frostebro, M Broman; Hassleholms Sjukhus,
Héassleholm: | Timberg, M Stjernberg, P Wikstrém; Blekinge Sjukhuset, Karlshamn: S
Jensen, M Framby, A Glaas, C Olsson; Oskarshamns Sjukhus, Oskarshamn: U Mathiesen,

K Fehling, U Robertsson; Stockholm Heart Center, Stockholm: A G Olsson, P L6f, S



Gunvarssdotter, L Bastani. Merck clinical liaison D Kush, J Anderson, J Fable. Northwest
Lipid Metabolism And Diabetes Research Laboratory, Seattle, USA S Marcovina, H

Gong.



Supplementary Table 1
Baseline characteristics of participants included in comparisons of A: summary PIL versus

standard PIL; and B: modified PIL versus standard PIL.

A
Characteristic Summary PIL Standard PIL
% %

Age (years) <60 3% 3%
260 <70 22% 23%
270 74% 73%

Sex Male 68% 68%
Female 32% 32%

Prior disease Ml 42% 43%
Stroke 24% 23%
PAD 21% 21%
Diabetes 26% 26%

MI: myocardial infarction; PAD: peripheral arterial disease



B

Characteristic Modified PIL Standard PIL
% %
Age (years) <60 6% 6%
>60 <70 23% 23%
270 71% 71%
Sex Male 68% 68%
Female 32% 32%
Prior disease Ml 37% 36%
Stroke 20% 20%
PAD 23% 24%
Diabetes 29% 28%

MI: myocardial infarction; PAD: peripheral arterial disease



Appendix 1: Original Participant Information Leaflet

See next page.



PARTICIPANT INFORMATION LEAFLET

HPS2-THRIVE

Treatment of HDL to Reduce the Incidence
of Vascular Events

INVITATION TO JOIN A LARGE
MEDICAL RESEARCH PROJECT

A randomised study of ER niacin/laropiprant for the prevention of cardiovascular events in patients
with vascular disease

You are being invited to take part in a research study. Please take time to read the following
information carefully and discuss it with friends or relatives if you wish. You are entirely free to
decide whether or not to take part in this trial. If you choose not to take part, the standard of care
given by your own doctors will not be affected.

e Part 1 tells you the purpose of the study and what will happen to you if you wish to take part.

e Part 2 gives you more detailed information about the conduct of the study.

If there is anything that is not clear, or if you would like more information, please call
Freefone (0800 585323) or speak to the local HPS2-THRIVE research nurse.

Please see reverse for a summary of the main information contained in this booklet.

Coordinated by:

Clinical Trial Service Unit, University of Oxford
Email: thrive@ctsu.ox.ac.uk

Website: www.ctsu.ox.ac.uk/hps2-thrive

Reference: HPS2-THRIVE Protocol V4.0 _2008-04-18

HPS2-THRIVE Patient Information Leaflet V6.0_2008-04-18.doc



Part 1

Cholesterol, heart disease and strokes

People who have already had a circulatory problem such as a heart attack or stroke are at
increased risk of developing further circulatory problems. One of the causes of this circulatory
disease is having too much LDL (bad) cholesterol in the blood. We know that lowering this bad
cholesterol in the blood with drugs such as statins reduces the risk of a heart attack or stroke.
Everybody in this study will therefore be given tablets to lower their bad LDL cholesterol. However,
despite effective LDL-lowering treatments, some people still suffer recurrent heart or circulatory
problems. This study hopes to find a way of reducing these risks even further.

Does raising good cholesterol with niacin prevent heart attacks and strokes?

As well as LDL (bad) cholesterol there is also HDL (good) cholesterol in the blood. In general,
people with higher levels of good HDL cholesterol have fewer heart attacks, strokes or circulatory
problems than people with lower levels. Niacin is a medication that increases the amount of good
cholesterol in the blood. However, although niacin has been in use for more than 50 years, it is still
not clear whether it prevents heart attacks and strokes. Part of the difficulty has been that patients
treated with niacin frequently develop flushing (reddening) of the skin, and sometimes other side-
effects, making it difficult for people to take their tablets regularly. Extended release (ER)
preparations of niacin reduce these side-effects but do not completely avoid them.

A new treatment, laropiprant (formerly MK-0524), has been developed which reduces the flushing
caused by niacin. It works by blocking the dilatation of the blood vessels in the skin responsible for
the flushing. Therefore laropiprant has been combined in a single tablet with extended release
(ER) niacin to make it easier for people to take these treatments regularly. This combination is
known as ER niacin/laropiprant (formerly MK-0524A).

What HPS2-THRIVE hopes to answer and how

The aim of HPS2-THRIVE (Treatment of HDL to Reduce the Incidence of Vascular Events) is to
find out whether long-term treatment with ER niacin/laropiprant in people who have survived a
heart attack, stroke or some other circulatory problem produces benefits by raising HDL (good)
cholesterol. It is hoped that this will prevent heart attacks, strokes or the need for arterial bypass
procedures (known as revascularisation) but this is as yet unknown.

In order to find out if ER niacin/laropiprant is beneficial, people taking part in the study will be put
into 2 groups. This will be done randomly and one group will receive active ER niacin/laropiprant
tablets and the other will receive a dummy version which looks and tastes identical. Neither you,
nor your nurse or doctor will know whether you are taking the active or the dummy version. At the
end of the study the outcome in the 2 groups will be compared. This type of research is called a
randomised double-blind study.

Providing effective LDL-cholesterol lowering for all participants

In HPS2-THRIVE everyone will also be asked to take one tablet daily to lower their LDL cholesterol.
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This will be either simvastatin alone or a single tablet containing the combination of simvastatin and
a drug that also lowers cholesterol called ezetimibe. Which type you are provided with will depend
on your previous statin treatment (if any), and your level of LDL (bad) cholesterol. If simvastatin 40
mg alone does not lower your LDL cholesterol enough, you will be given the combination tablet
containing ezetimibe 10 mg plus simvastatin 40 mg (known as ezetimibe/simvastatin 10/40 mg).

All participants will therefore have effective LDL cholesterol-lowering treatment which aims, if
possible, to get LDL cholesterol levels to below about 2.0 mmol/L (the currently recommended
target). Both simvastatin and ezetimibe have previously been shown in large trials to be safe and
effective treatments for lowering LDL cholesterol levels in people with circulatory problems.

Why have | been chosen?

HPS2-THRIVE will involve a total of 20,000 men and women. About 7,500 will be from the UK,
plus a further 12,500 from Scandinavia and China. Like you, they are being invited to take part
because they have already had some circulatory problem. This invitation has been sent either
because you have participated successfully in previous trials (such as the Heart Protection Study)
or, with the permission of your own doctor, because your medical records suggest you might be
suitable for the study.

Do | have to take part?

If you are suitable, it is up to you whether you take part. If you do decide to take part in this study,
you would, of course, be free to withdraw from the study treatment at any time without necessarily
giving any reason (and without adversely affecting the medical care you can expect from your own
doctors). In particular, at the end of the first few months, you will have the chance to withdraw if
you have any second thoughts about being in the study or have any problems with study
treatments.

What will happen to me if | take part

Everyone taking part will have agreed to do so voluntarily, knowing that it may involve them in
taking study treatments for at least 4 years. If you agree to take part, the study nurse will need to
see you in the clinic 3 or 4 times in the first 6 months and then 6-monthly. You will be asked some
guestions about your medical history, have a blood sample taken and measures of your height,
weight and blood pressure. If you are eligible and wish to enter the study, you will be asked to sign
a Consent Form and be given a copy to keep.

If you are not on a statin for your cholesterol you will be given study simvastatin 40 mg daily to
take regularly. Alternatively, if you already take a cholesterol-lowering statin tablet, you will be
asked to stop this and take study simvastatin 40 mg daily instead (with or without ezetimibe
depending on the dose of statin you have been taking previously). If you are initially given
simvastatin 40 mg alone and this is found not to lower your cholesterol enough, it will be changed
to the combination of simvastatin and ezetimibe at the second visit.

For your early visits it will be helpful if you could fast. This means avoiding any food or drink (other
than water) for at least 4 hours before the clinic. This helps with the reliability of the blood tests and
these visits would be scheduled at a time of day to make it easy for you. At these visits the nurse
will measure your cholesterol and give you these results.
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Early in the study, you will be given a treatment-pack containing active ER niacin/laropiprant tablets.
You will be asked to take one tablet a day for the first 4 weeks increasing to two tablets a day for the
following four weeks. The study tablets are to be taken with food in the evening or at bedtime. After
8 weeks of taking laropiprant tablets plus the LDL-lowering tablet you would visit the clinic again.
You would then decide if you are willing to continue taking study tablets for at least 4 years. The
purpose of this part of the study is to make sure that the ER niacin/laropiprant agrees with you. If
you do get side-effects at this stage, it may not be appropriate for you to continue in the study.

If you decide to continue, you will be given a further supply of study tablets and an appointment for 3
months time. Throughout the rest of the study, there will be three tablets to be taken each day, the
LDL-lowering tablet (simvastatin or ezetimibe/simvastatin) and two tablets which contain either
active ER niacin/laropiprant or a similar looking inactive dummy substance called a “placebo”.
Whether or not a participant receives active or dummy tablets (placebo) will be determined randomly
(like tossing a coin). Each participant will have a 50% chance of receiving active ER
niacin/laropiprant combination tablets and a 50% chance of receiving placebo (“dummy”) tablets.
The type of study treatment being taken will not generally be known by you or your doctor. This
information will be known only by certain staff at the coordinating centre in Oxford, but it would be
made available to your doctor if this were ever medically necessary. This design helps ensure that
reliable information will be obtained about the effects of these potentially important treatments.

After the first 6 months you would need to attend for an appointment every 6 months. It will not be
necessary to fast for these clinic visits. At every visit (each lasting 20-30 minutes), the study nurse
will ask how your health has been since the last appointment, take a blood sample and provide
you with more study treatment as required. In the unlikely event of a problem, we may need to ask
you to return for an extra visit.

Expenses

You will be offered travel expenses for attending the study clinics.

What do | have to do?

If you agree to enter the study you will be asked to take study tablets daily for at least the next 4
years. The number of extra tablets will increase to 3 in the early stages (but you will no longer need
to take your prescribed ‘statin’ if you were taking one). One tablet will be to control the LDL (bad)
cholesterol and the other 2 will be to increase the HDL (good) cholesterol. Only half the participants
will get active HDL raising tablets, but everyone will receive active tablets to control their LDL
cholesterol.

For the study to get reliable results it is important that as many people as possible continue taking
the study tablets during the whole study. If you think you may find that difficult it may be best if you
do not join the study.

Similarly, if you think that you may have difficulty attending the study clinic appointments then it is
probably best that you do not enter this trial. If you do decide to enter, your GP will be informed.

If you do join the study, we would like you to attend the specially set up study clinics 3-4 times in the
first 6 months and then every 6 months. These visits will be extra to any visits to the doctor you may
need. Occasionally people may be asked to attend for extra visits if you have a problem with the
study tablets. If you are unable to attend on any occasion, or if you have any other queries or
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guestions about the study you can telephone (Freefone 0800 585323) and either rearrange your
appointment or talk to one of the study doctors or nurses.

What is the drug that is being tested?

The drug being tested is a combination of niacin and laropiprant, the combination is called ER
niacin/laropiprant. Laropiprant is a new drug which has been well tolerated in previous smaller
clinical studies. Laropiprant is being used in this study to reduce any flushing that may occur with
niacin. Prior to starting this study about 3000 people have received doses of either laropiprant or
ER niacin/laropiprant. As it is a new combination drug, you will be asked to report any adverse
effects you think may be due to the treatment.

What are the side-effects and risks of taking part?

Laropiprant is not known to have any particular side-effects, but it is possible there may be some,
as yet unknown, side-effects.

Niacin is a drug that has been used to treat cholesterol for over 50 years. However, its use has
been limited by skin flushing (defined as a feeling of warmth, redness, itching and/or tingling) as
well as other side effects it can produce. Even though laropiprant should reduce any flushing due
to the niacin, some people (20-30% in the first week) taking ER niacin/laropiprant may still
experience flushing episodes. These episodes are more likely to occur within the first few days of
starting treatment and then usually disappear by the end of the first week. They may then recur if
you miss the tablets for a few days and then restart. Although occasionally unpleasant, these
flushing episodes are not dangerous.

Some people may also experience other side-effects due to niacin, including: gastrointestinal
symptoms (tummy upset, nausea or diarrhoea); headaches; skin rashes and rarely allergic
reactions. Occasionally niacin can also cause liver problems (fewer than 1 in 100 patients) and this
will be monitored by a regular blood test every time you come to the clinic. These liver problems
usually resolve when treatment with niacin is stopped but rarely can make people unwell. Niacin
can also increase blood sugar levels particularly in people with diabetes. The significance of such
changes is unclear, but will be monitored during the study.

The simvastatin and ezetimibe are generally well tolerated although occasional side-effects have
been reported. Very occasionally they can cause a muscle problem called ‘myopathy’ which
causes muscle pain and/or weakness with abnormal blood tests, but this is rare (typically less than
1 in 10,000 affected per year among people of European origin but, information from the study so
far shows rates of about 1 or 2 per 1000 per year in Chinese people). The risk may be increased
slightly by taking additional niacin. If, after joining the study, you were to develop some
unexpected symptoms — in particular soreness or weakness of your muscles which is not
the result of exercise or some other activity — you should to contact your study nurse, or
one of the doctors at the coordinating centre (24 hour Freefone 0800 585323) in order to
obtain advice.

Effects of other treatments on taking part?
Certain medications when taken with simvastatin can increase the risk of the muscle side-effects.

The most common of these are the antibiotics erythromycin and clarithromycin, but certain other
drugs should also be avoided with study treatment including: fibrate cholesterol-lowering tablets,
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verapamil, amiodarone, ketoconazole and itraconazole (your GP should be aware of this). People
already taking these tablets will not be suitable to join the study. Also, if you have a history of
cancer, other than skin cancer, in the last 5 years you would not be eligible for the study. People
taking warfarin tablets are able to join the study but may need some extra anticoagulant (INR)
checks when starting or stopping study treatments. Other tablets which people with a history of
heart or circulatory problems commonly take are not known to interact with study treatments.

What are the possible benefits of taking part?

We hope that both the study treatments may help you by reducing the risk of a heart attack or
stroke, however, this cannot be guaranteed. The information we get from this study may help us to
treat future patients with heart disease better, and, if successful, may help to prevent many
thousands of heart attacks, strokes and bypass procedures around the world.

What happens at the end of the study?

When the research study finishes we will inform you and your GP of the study results. Based on
these, you will then be able to decide whether or not you should take ER niacin/laropiprant
regularly. After the study finishes we will no longer continue to provide study medication for you.
But, if the study results suggest you would benefit, your GP should be able to prescribe the
treatments. We will also publish the study results in a professional medical journal as soon as
possible after the study finishes. You would not be identified individually in any published report.

What if there is a problem?

Any complaint about the way you have been dealt with during the study or any possible harm you
might suffer will be addressed. The detailed information on this is given in Part 2. The contact
number for complaints is Freefone 0800 585323.

Will my taking part in this study be kept confidential?

Yes. All the information about your participation in this study will be kept confidential. The details
are included in Part 2.

Contact Details

Any questions about the study should be directed to the coordinating centre in Oxford
either by telephone
(24-hour Freefone service: 0800 585323)

or by post to:
HPS2-THRIVE, CTSU, Richard Doll Building, Old Road Campus, Roosevelt Drive, Oxford,
OX3 7LF.

Alternatively you can e-mail us on thrive@ctsu.ox.ac.uk
This completes Part 1 of the Information Sheet.

If the information in Part 1 has interested you and you are considering participation,
please continue to read the additional information in Part 2 before making any decision.
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Part 2

What if new information becomes available?

Sometimes during the course of a research project relevant new information becomes available
about the treatment that is being studied. If this happens we will tell you and your own doctor about
it, and you can discuss whether you want to continue in the study. A study doctor is available
through the 24-hour Freefone service (0800 585323) if either you or your GP need to discuss any
new information.

What will happen if | don’t want to carry on with the study?

You are free to withdraw from study treatment or from follow-up at any time. However, in order to
obtain results that are as reliable as possible we would like to keep in contact with you at least by
telephone to find out your progress. If you decide to stop the study treatment, we shall ask you to
continue attending the study clinic if at all possible.

What if there is a problem?

If you have a concern about any aspect of this study, you should ask to speak with the researchers
who will do their best to answer your questions (24-hour Freefone service: 0800 585323). If you
remain unhappy and wish to complain formally, you can do this through the NHS Complaints
Procedure. Details can be obtained from the hospital.

In the unlikely event of you being harmed as a result of taking part in HPS2-THRIVE, insurance
cover is provided by Merck & Co., Inc. who provide the study medication. Compensation for any
injury caused by taking part in the study will be provided in accordance with the guidelines of the
Association of the British Pharmaceutical Industry (ABPI). Compensation would be paid where the
injury probably resulted from your taking the study drugs (or from any test or procedure) in line with
the protocol. Any payment would be without legal commitment. We would not be bound by these
guidelines where the injury resulted from a drug or procedure outside the trial protocol or if the
protocol was not followed. In addition, you would retain the same rights of care as any other
patient treated in the National Health Service.

Will my taking part in this study be kept confidential?

Information collected about you for the study will be entered directly onto a computer where it is
stored securely, using encryption. This information will then be transferred to the central
coordinating office at Oxford University where it will be stored long-term on computers protected by
firewalls and in a secure building. In the central databases, personal information is stored
separately from study information to which it is linked by a unique number. Access to study
information is restricted to authorised study personnel on a need to know basis, and is controlled
by usernames and passwords.

The coordinating centre would seek information from participants’ own doctors and from NHS and
other central registries about any serious illnesses (such as heart attacks, strokes, cancers etc)
that occur (this requires patient identifiable information to be sent to these bodies). All information
received would be used, in confidence, only for medical research purposes and for routine
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regulatory and audit purposes. Nurse monitoring staff from the coordinating centre in Oxford may
occasionally ask your permission to be present during your clinic visit to ensure procedures are
being properly followed. Authorised people from regulatory agencies, the drug company and NHS
bodies may look at the study information to ensure that the study is being carried out correctly but
will be bound by rules of confidentiality.

Involvement of the General Practitioner/Family doctor (GP)

Your GP will be notified of your participation in the trial. Other medical practitioners not involved in
the research who may be treating you should be made aware of your participation in this trial. You
will be provided with a small card to carry giving details of the study. Your GP may be asked for
additional medical details or given feedback on study findings.

What will happen to any samples | give?

Blood samples taken in the clinic will be used to check cholesterol levels, for safety checks and for
central storage for trial related measures. A liver blood test will be done at every visit and if there
are possible muscle problems a muscle blood test will also be done. Samples sent to the central
laboratory are identified by a unique number linked in the computer to other study information.

You would also be asked if you are willing to allow us to store samples of your blood and urine for
future analyses (including of your genes). This would be entirely optional and you would receive
more information and a separate leaflet about this if you decide to take part in the trial.

Will any genetic tests be done?

This would be an entirely optional part of the trial and you would receive more details about this
and asked to sign an additional consent form if you decide to take part.

What will happen to the results of the research study?

It is intended to publish the results of the research study in the appropriate scientific journal. No
individual participant would be identified in any report or publication.

Who is organising and funding the research?

HPS2-THRIVE has been designed, and is coordinated, by Oxford University’s Clinical Trial Service
Unit. It involves the collaboration of many doctors and nurses around the country as well as in
Scandinavia and China. The study design has been reviewed and agreed by independent
Research Ethics Committees, which include people from outside the medical profession. An
independent Data Monitoring Committee will review various outcomes among participants during
the study, and will inform the organisers if any important new information has emerged that needs
to be provided to participants and their doctors.

Packaged study treatment has been provided free by Merck & Co., Inc. who also provide a grant to

Oxford University to run the study. The study is, however, conducted independently of the
pharmaceutical company who have no say in its day-to-day running.
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Who has reviewed the study?

This study was given a favourable ethical opinion for conduct in the NHS (or private sector) by the
Thames Valley Multicentre Research Ethics Committee.

Please keep this information leaflet for your own records.

THANK YOU FOR TAKING THE TIME TO READ THIS SHEET

Summary of invitation to take part in
HPS2-THRIVE

e Having circulatory problems increases the risk of subsequent heart attacks and strokes

e Statins and ezetimibe lower LDL (bad) cholesterol, and this benefits people who have survived a
heart attack or stroke. Everyone in this study will be given LDL-lowering treatment

¢ Niacin raises HDL (good) cholesterol but side-effects include flushing of the skin

e ER niacin/laropiprant contains extended release niacin combined with laropiprant to reduce the
flushing, and make the niacin easier to take.

e Half of those taking part in the study will be given active ER niacin/laropiprant and half will be
given a dummy (placebo) version. Neither you nor your doctors will know which, and this will be
decided randomly (like tossing a coin)

e The purpose of HPS2-THRIVE is to find out whether raising HDL cholesterol with ER
niacin/laropiprant prevents heart attacks and strokes in people with circulatory problems who are
already on treatment to lower LDL-cholesterol

e If ER niacin/laropiprant is shown to be safe and effective for people with circulatory disease, then
its widespread use could lead to the prevention of many thousands of heart attacks and strokes
and the saving of many lives

e With your help we can answer this question reliably with HPS2-THRIVE

If you have any questions about the study then please contact the coordinating centre on:
Freefone 0800 585323

THANK YOU FOR YOUR HELP
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Appendix 2: Invitation letter with one-page trial summary

See next page.



Attachment: T15-2A

Local Trust headed paper

T15-2A: Letter to Patient invitation to participate Department of General Medicine

(patient identified from hospital records) _ Ambridge Hospital
Ambridge Hospitals NHS Trust

[Date] CTSU coordinating centre

Freefone: 0800 585323
Email: thrive.ctsu.ox.ac.uk
[Patient address]

Dear [title] [Patient Name]

HPS2-THRIVE: Treatment of HDL to Reduce the Incidence of Vascular Events

| am writing to invite you to consider taking part in a clinical trial. HPS2-THRIVE is a study
of the prevention of heart attacks and strokes in people with circulatory problems. The
purpose of this study is to assess whether raising HDL cholesterol (the good sort) with
niacin is useful for preventing heart attacks and strokes in people with circulatory disease.
Niacin, which increases HDL cholesterol, has been available for many years, but its use
has been limited by side-effects particularly flushing of the skin. It has now been combined
with a new drug (laropiprant) which reduces this flushing making it easier to tolerate. It is
known that people with naturally higher levels of good HDL cholesterol have fewer heart
attacks and strokes. It is hoped that raising HDL cholesterol with these tablets will be
beneficial, but this is not yet known.

This invitation has been sent to you - with the knowledge of your own doctor — since your
medical records suggest you have had circulatory problems, and therefore might be
suitable for this study. Please read the enclosed information. If you think you would be
suitable, it is then up to you whether or not you would like to take part.

The HPS2-THRIVE clinic is held in the Long Building (block 26), Ambridge Royal
Infirmary. A provisional appointment with the local study nurse has been made for
you on:

Friday, 20 November 2006 at 2.00 p.m.

Please let us know as soon as possible whether or not you would like to attend this
appointment. You can do this by telephoning free of charge on 0800 585323 (Monday to
Friday, 9 a.m. to 5 p.m.) or by returning the enclosed form in the reply-paid envelope. If
the appointment is not convenient then you can change it when you call us. Please arrive
15 minutes prior to your appointment time as there will be additional reading material
available at the clinic.

PTO
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Attachment: T15-2A

We hope you will be happy to participate in HPS2-THRIVE. It would help us if you could
bring a list of your prescribed medicines to the clinic and, if possible, avoid eating or
drinking anything except water/black tea or coffee (without sugar) for at least 4 hours
before you appointment. If you have any questions regarding the study you may telephone
the study co-ordinators (Dr Jane Armitage or Dr Martin Landray) on Freefone 0800
585323. If you wish to bring someone with you such as your spouse or a friend, they
would be most welcome.

Yours sincerely,

Dr Jack Black
Cardiology Department, Ambridge Royal Infirmary

Enc: Reply Form
Freepost envelope
Information sheet
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Attachment: T15-2A

Summary of HPS2-THRIVE

¢ Having circulatory problems increases the risk of subsequent heart attacks and
strokes.

e Statins and ezetimibe lower LDL (bad) cholesterol, and this benefits people who
have survived a heart attack or stroke. Everyone in this study will be given LDL-
lowering treatment.

e It is known that people with naturally higher levels of good HDL cholesterol have
fewer heart attacks and strokes. Niacin raises HDL (good) cholesterol but side-
effects include flushing of the skin.

¢ ER niacin/laropiprant contains extended release niacin combined with laropiprant to
reduce the flushing, and make the niacin easier to take.

o Half of those taking part in the study will be given active ER niacin/laropiprant and
half will be given a dummy (placebo) version. Neither you nor your doctors will
know which, and this will be decided randomly (like tossing a coin).

e Participation in the study will involve taking study treatment for 4 to 5 years. In the
first 6 months this will involve 3 or 4 trips to clinic to see the study nurse and after
this, appointments will be every 6 months.

e The first few months of the study will be a ‘run-in’ period in which you will be given
active study treatment. During this time, you can see how you get on with the study
treatment and consider whether you wish to commit to it for the next 4 to 5 years.

e Each visit will involve a blood test, answering some questions about your health
and being given some tablets. Once fully established on the trial you would be
asked to take 3 tablets daily: one to lower the bad LDL cholesterol and two trial
tablets which may increase the good cholesterol or be dummy tablets.

e The purpose of HPS2-THRIVE is to find out whether raising HDL cholesterol with
ER niacin/laropiprant prevents heart attacks and strokes in people with circulatory
problems who are already on treatment to lower LDL-cholesterol.

¢ If ER niacin/laropiprant is shown to be safe and effective for people with circulatory
disease, then its widespread use could lead to the prevention of many thousands of
heart attacks and strokes and the saving of many lives.

e With your help we can answer this question reliably with HPS2-THRIVE.

If you have any questions about the study then please contact the coordinating
centre on:
Freefone 0800 585323

Thank you for your help

T15-2A_No PIL enclosed Patient invitation Letter V5.0 _2008-05-22.doc



Appendix 3: Modified Participant Information Leaflet

See next page.



THRIVE

WORKING

TO REDUCE
HEART ATTACKS
AND STROKES

....an invitation

to join a health
research study.




Questions about the
study should be directed
to the coordinating centre
in Oxford

By phone:
24-hour Freefone service:

0800 585323

By post:

HPS2-THRIVE, CTSU,

Richard Doll Building,

Old Road Campus, Roosevelt Drive,
Oxford, OX3 7LF

By email:
thrive@ctsu.ox.ac.uk

Or visit our website:
www.thrivestudy.org



Did you know there is such
a thing as good cholesterol
(and we don’t just mean low
levels of bad cholesterol)?
And the more you have,

the better it is for you?

o
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Cholesterol, heart attacks and strokes

If you have had a heart attack or stroke, you will know about
cholesterol and the need to keep its level low. It can be a
struggle, but a good diet, plenty of exercise and statins can help.

But did you know that there is a good type of cholesterol?
And the more good cholesterol you have, the better — because
it may help to prevent further heart attacks and strokes?

THRIVE: what is
the purpose?

THRIVE is a study to see

if boosting levels of good
cholesterol can save more
lives. THRIVE is doing this by
testing a treatment called
niacin, which raises levels

of good cholesterol in your
blood. Everyone taking part
in THRIVE will also receive tablets, called statins, to lower their
bad cholesterol. If you are taking statins already you can still
join this study.

Why me?

You are being invited to take part in this study with the
knowledge of your hospital consultant. Your hospital records
suggest you may be suitable. We have also written to your

GP to tell them that some of their patients are being asked to
take part. If you agree to participate your GP will be informed.

You can take part whether or not you are already taking a
statin to reduce your bad cholesterol. This is because this study
is not looking at statins. Statins have been tried and tested
successfully in similar studies over many years — to provide

the evidence that they are safe and help protect people from
heart attacks and strokes.
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Who is running the study?

THRIVE is being led by medical scientists at Oxford University
who carried out the important Heart Protection Study (HPS). This
study showed conclusively how effective statins were at saving
lives. That is why THRIVE is sometimes known as HPS2-THRIVE.

Do | need to take part?

You do not have to take part in this study. It is entirely your
decision. But if you did help, many millions of people from
around the world might benefit from this research in years to
come.

Travel expenses

A contribution towards the cost of travelling to your THRIVE
appointment can be provided. Make sure you ask at the clinic.

What happens to me if | take part?
Getting started

Your continued good health is the prime concern of the
trained medical staff involved with the THRIVE study. They will
monitor your health at regular intervals throughout the study.
Your GP will be informed if you decide to join the study.

At your first visit to the THRIVE clinic a trained researcher
(usually a nurse) will ask you about your medical history.
The researcher will take your blood pressure and a sample of
blood. They will explain the study to you. If you are interested
you will be asked to sign a form agreeing to take part. Over
the course of the next few weeks you will have the chance to
try out the tablets. You will also be measured and weighed.
You will then be asked to make a commitment to the study
long-term. You can withdraw from the study at any time. If
you do stop taking the tablets after committing to the study
long-term, we would still like to keep in touch with you,

if possible. Ideally this means still coming to the study clinic,
if this is not possible then by phone.
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Further information about the study is available from the
THRIVE clinic nurses.

For the first few visits it is helpful if you avoid any food and drink
- other than water and any usual tablets — for at least 4 hours
before your appointment. If you have diabetes and would like
advice about fasting please call Freefone

0800 585323. \'J,- ;’
cholesterol in the blood. Doctors hope

that this will reduce the number of heart

attacks and strokes, but they do not know this for certain.

The laropiprant will reduce the side effects that people taking

niacin have had before. People have experienced flushing
(reddening) of the skin, which laropiprant is designed to prevent.

In the first few weeks you will
be asked to take one of these

l -
lt Is kno wn tablets each day. After 4 weeks,
this will increase to two tablets

that niacin a day.

Can increa se Lowering bad cholesterol
Everyone taking part in THRIVE
levels of gOOd will also be given a statin to

reduce their bad cholesterol.
cholesterol’. You will be asked to take a statin
called simvastatin. This may
mean that you have to change
from your current treatment. However, all statins work in very
much the same way, and this should not cause you any problems.

Increasing good cholesterol

The tablets being tested contain niacin
and a compound called laropiprant. It is
known that niacin increases levels of good

The amount of statin-based treatment you receive on the THRIVE
trial will be at least as strong as your current treatment.
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Usually, this is just 40mg of simvastatin daily. In the first few
months, trained specialist THRIVE researchers will monitor your
levels of bad cholesterol to ensure that the statin treatment
works satisfactorily. After that your doctor can keep an eye on
your levels if they wish to.

This treatment aims to get your cholesterol to the current
recommended target (below about 4.0 mmol/l).

You may be given a statin booster to help get your bad
cholesterol down further, if necessary. This is a tablet combining
simvastatin 40mg with ezetimibe 10mg. It is known as
ezetimibe/simvastatin 10/40mg.

Simvastatin is provided free to you by the study team. Even if
you decide eventually not to carry on with the study tablets,
you can still keep taking these statins.

THRIVE researchers ask all participants to use the same statin
so that the ‘background’ treatment to reduce bad cholesterol
in all participants is the same. This helps the research scientists
to know that any results they get from the trial to increase
good cholesterol are ‘real’.

Simvastatin and ezetimibe have
been shown in large trials to be
safe. They are effective treatments
for lowering levels of bad
cholesterol.

‘People already
taking statins
can take part in
this study’.
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During the early part of the

study you are provided with

niacin, the treatment under
examination, to check if it

suits you. You also receive
simvastatin, to reduce your bad .o
cholesterol. The tablets are

taken with food in the evening,

or at bedtime.

You will be monitored so that the THRIVE nurses can be sure
the niacin agrees with you, and that your bad cholesterol is
under control.

The detail

After 8 weeks of trying the study tablets you will then be
asked if you would like to continue with the study. If you agree,
you will be asked to commit to the study for the next four years.

Everyone on the trial will continue with their statin treatment.

However, only half of the participants will receive the tablet
containing niacin. The other half will be given a dummy drug,
called a placebo. Scientists do not know which treatment is
best, but this study should give the answer.

Whether or not you receive niacin is done randomly. This
means that you have as much chance of receiving it, as you do
in not receiving it (like the toss of a coin). You will not know
which treatment you receive, nor will your GP or the THRIVE
staff. However, this information would be made available to
your doctor if this was medically necessary.

After 6 months

After the first 6 months, you will attend a 20-30 minute
appointment every six months. A sample of blood will be
taken and you will be provided with more treatment for the

5 THRIVE Patient Information Leaflet (UK) V7.1 2009-10-05
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next six months. You will not need to
fast beforehand. With regular check
ups from the THRIVE specialist nursing
team, you can be assured of the best
possible follow up care and attention.

If you do choose to withdraw, it would
be helpful if you would allow the study
scientists to stay in touch with you, to
see how you get on. If any problems emerge for you while
you are on the study, your GP will be informed.

At each visit the THRIVE nurse will p .
take a blood sample. This will be lt 1S
tested to check the liver. If you have

muscle problems, a muscle blood important

test will be done. Sometimes the

blood samples will be sent to the people stay

laboratory in Oxford for extra tests.

What will | have to do? in the StUdy
For THRIVE to produce the best for as Iong

results, it is important that people

stay in the study for as long as = 7
possible. We will ask you to commit as POSS’ble .
to the study for at least four years.

You will need to attend the THRIVE

clinic several times in the first few months and then once

every six months.

You will be asked to take a statin called simvastatin and
either a treatment to raise your good cholesterol, or a dummy
treatment called a placebo. Scientists do not know which
treatment is best.

You will also be asked to allow your blood and urine to be
stored for future analysis.

You can withdraw from the study at any time.
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What is the treatment being tested?

A treatment to raise good cholesterol with a combination of
niacin and laropiprant is being tested. Before this study about
3,000 people received this treatment. About 25,000 people

in the UK, Scandinavia and China will take part in THRIVE.
Already over 20,000 people
have joined the study.

What are the benefits of
taking part in this study?

You may be helping yourself,
but you will most certainly be
helping doctors and scientists
improve treatment for people
who have had heart attacks
or strokes, or who may be at
risk of having one. We hope that being on the study may help
you by reducing the risk of having a heart attack or stroke. If
successful, results from this study will help to prevent many
thousands of heart attacks and strokes and bypass procedures
around the world.

Are there any risks?

Most treatments have side effects which some people may
experience and others do not. If you do experience any side
effects while on the THRIVE study they will be noted, so that
scientists can learn from you. You can withdraw from the
study if you wish.

¢ Laropiprant is not known to have any side-effects. It may
be that some emerge in this study, but doctors think this is
unlikely. If common side-effects did emerge, you would be
told about them;

4 Niacin use has been limited because it can cause a feeling
of warmth, redness and itching of the skin (flushing) in
some people. Laropiprant ought to reduce this side-effect.
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However, some people may still experience flushing in the
first few weeks of taking the treatment. Though unpleasant,
flushing episodes are not dangerous. Some people experience
tummy upset, nausea, diarrhoea and rashes and rarely allergic
reactions. Blood tests are used to monitor for a rare liver
problem (that usually resolves when niacin is stopped).

Niacin can also increase blood sugar levels, particularly in
people with diabetes. However, researchers running THRIVE
hope that people with diabetes will take part. Steps can be
taken to control their blood sugar levels. The study may help
to explain why niacin raises blood sugar in this way.

¢ Statins are generally very well tolerated. A rare side-effect
is muscle pain and weakness.

There is nothing to suggest that stopping the tablets will
cause you harm. If you do experience side-effects, you may
choose, or be advised by your doctor, to stop the tablets
provided by the study but you can usually continue to take
your statins.

If you do experience unexpected symptoms

after joining the study you can contact your
THRIVE nurse, or a study doctor on Freefone
0800 585323.

Will my taking part be kept confidential?

Yes, absolutely. Information about you is entered
on to a computer and stored securely. Oxford
University is a world-leader in developing systems to ensure
that information is stored safely for studies such as THRIVE.

The coordinating centre will ask for information from your
doctors and from NHS and other central registries about any
serious illnesses that you have. All information received is
used in confidence only for medical research purposes and for
routine regulatory and audit purposes.

Blood samples are sent to a laboratory at Oxford University
for analysis. They are identified by a unique number linked in
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the computer to other study information. ! _h"
In the laboratory they are not linked to fay ) :
your name. tﬁ’

',Il 4 r

The information used for scientific

analysis will not include any details that M‘H \ ' o (N
identify you. 2 hi .

What will happen at the end of the study?

The results will be published widely in health or scientific
journals and be discussed at major conferences. Others wiill
learn from the results which we hope will show that more lives
can be saved by increasing good cholesterol. No individual
participant will be identified in any report or publication. We
will endeavour to inform participants and their GPs

of the results, and any ensuing publicity.

How is this study organised?

y A
Resu,ts Scientists and doctors consider
the questions being asked
from the by THRIVE to be important,

because they could improve

StUdy will be treatment for people who
have had, or may be at high

pUinShed and risk of, a heart attack or stroke.
THRIVE is built on the success

of the Heart Protection Study
hEIp dOCtorS which showed how useful
= statins are in saving lives.
improve the
p Scientists at Oxford University,
who are carrying out the
treatment Of project, have had to get
permission from ethics

heart attaCkS committees to do so. These

e committees check whether
and StrOkes . the health question being

asked is important enough to
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warrant a study, and that the study is being carried out in an
independent, honest and professional manner.

An independent committee also watches over the study and
keeps an eye on results. This committee could halt the study
early if important new evidence emerged that had an impact

on the need for the study to continue.

THRIVE has been designed and is coordinated by Oxford
University's Clinical Trial Service Unit (CTSU), one of the world’s
leading centres for this type of work. The study involves

many heart doctors and nurses around the country and in
Scandinavia and China.

THRIVE is lead by Professor Jane Armitage at CTSU, a qualified
and practising doctor at an Oxford hospital. She has played an
important role in previous studies that have shown the health
benefits of statins.

Independent studies such as THRIVE are costly to run.
Treatment for the study is provided free by Merck & Co., Inc.
which also contributes to the cost of running the study, by a
grant to Oxford University. Merck also provided some of the
funding for the Heart Protection Study that provided clear
evidence of the benefit of statin treatment to reduce heart
attacks and strokes.

However, THRIVE is conducted independently of Merck,
which has no say in the running of the project.

‘THRIVE is testing
niacin, not statins,
to see if we can
improve health
further’.
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What if there is a problem?
You retain all the usual rights of an NHS patient.

In the unlikely event of your being harmed by taking
part insurance cover is provided by Merck & Co., Inc.

Any compensation would be paid in accordance with the
guidelines of the Association of British Pharmaceutical
Industry (ABPI). Any payment would be without legal
commitment.

If you have a concern about any aspect of the study you can
speak with the researchers. They can be contacted on a
24-hour Freefone number: 0800 585323.

Thank you

Thank you for your interest in this study. More information
is available from the THRIVE clinic nurses, by calling the
telephone number above, or from the THRIVE web site:
www.thrivestudy.org

If you would like to take part, travel expenses to and from
the THRIVE clinic can be claimed. Our aim is to make your
participation an interesting and worthwhile experience while
helping us and others to improve the treatment of people
who have had, or who may have, a heart attack or stroke.

I gt
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