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Participant Information Leaflet

Biomarker Driven Antifungal Stewardship
(The BioDriveAFS Trial)

Inside this leaflet: We invite you to take part in BioDriveAFS,
an important research study taking place at
hospitals around the United Kingdom.

1 — Why are we doing this study?

2 — What would taking part involve?
% Before you decide whether to take part, it is

3 — What are the possible benefits of taking important you understand what the research
part? involves and why this is being done.

4 — What are the possible risks and % Please read this information leaflet carefully and
disadvantages of taking part? speak to your clinical team about this if you wish.

5 — Optional: storage of samples for future % You are free to decide whether you would like to
research take part in this study, and you can stop taking

part at any time.
6 — More information about taking part o
% If you choose not to take part, this will not affect

7 — Frequently asked questions the care you receive in any way.

8 — How to contact us +« If you have any questions or would like more
information, please contact us (see section 8).

9 — Glossary

BioDriveAFS in brief

e People with blood cancers such as Acute Myeloid Leukaemia (AML), Myelodysplasia (MDS) and
Acute Lymphoblastic Leukaemia (ALL) can develop serious fungal infections while undergoing
intensive chemotherapy.

e To reduce the risk of getting an infection caused by a fungus patients are often given a regular
antifungal drug as a preventative therapy.

e There are concerns about a rise in antifungal resistance as many patients take a drug to prevent
a small total number of fungal infections.

e This study aims to find out if instead of using antifungal drugs preventatively, close monitoring for
infection with regular blood tests, combined with other tests when needed, will determine when
antifungal treatment should be started more precisely, thereby reducing antifungal drug use
without impacting a patient’s quality of life or increasing fungal infections.

e If you choose to take part in the study, you will be randomly allocated to either preventative
antifungal drugs, or regular blood tests for fungal infection.

e The preventative approach is most commonly used. However, both methods are used in the
NHS, with hospital teams being aware and able to deal with anything that might arise during your
participation in the study.

e If you take part, you may have extra blood taken at the same time as your routine blood tests.

e You will be asked to fill out short questionnaires at the start of the trial, 3, 6 and 12 months.

Please read on for more information — thank for your consideration

This project is funded by the National Institute for Health Research (NIHR) Health Technology Assessment (HTA) programme (NIHR132674). The
views expressed are those of the authors and not necessarily those of the NIHR or the Department of Health and Social Care.
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Why are we doing this study?

Fungal infections and leukaemia

Acute Myeloid leukaemia (AML), Myelodysplasia (MDS) and Acute Lymphoblastic Leukaemia (ALL)
are blood cancers treated by intensive chemotherapy. Patients with these conditions who receive
intensive chemotherapy are at risk of invasive (serious) fungal infections. Prolonged fever is
common during chemotherapy and can be due to fungal infection. These infections are difficult to
diagnose and treat and can potentially make patients very unwell. The most common invasive
fungal infection is called invasive aspergillosis. Another common invasive fungal infection is
candidiasis (caused by a fungus called candida). Aspergillus is a fungus that is found naturally all
around us and does not normally make us ill. However, in people with weakened immune systems
aspergillus can cause lung and other infections. Candida is a very common fungus that can cause
‘thrush’ in people with healthy levels of immunity, but in people with lowered immune systems more
serious infections can occur.

How common are invasive fungal infections in patients with AML / MDS / ALL?

The risk of invasive fungal infection depends on the type of blood cancer and the type of
chemotherapy being used. Chemotherapy lowers the numbers of white cells in your blood that fight
infection, the lower the count and longer it remains low the higher the chance of infection. About 1 in
10 to 1 in 20 patients (5-10%) undergoing intensive chemotherapy will get a serious fungal infection.

How are antifungal medications currently used in patients with AML / MDS / ALL?

Different ways have been used to prevent fungal infection in AML / MDS / ALL. Drugs called
antifungals are often given as a preventive (prophylaxis). This is the usual way to prevent fungal
infection in AML / MDS / ALL. This approach means that all patients take a drug to prevent a small
total number of fungal infections.

Sometimes patients who develop a persistent fever during chemotherapy are given antifungal drugs
for suspected fungal infections, but we know that most of the time a fungal infection is not present.
The drugs used to treat fungal infections can have side effects and may interact with other drugs so
we need better ways of deciding which patients do have a fungal infection so we can target
treatment at these patients only. Overuse of antifungal drugs may also have serious consequences
for the health service and wider society in terms of increasing antifungal resistance and costs.
Discussions with patients with experience of AML / MDS / ALL informed us that the number of drugs
they take can be a burden.

What is ‘antifungal resistance’ and ‘antifungal stewardship’?

Antifungal resistance means that antifungal drugs are no longer effective. It happens when certain
fungi develop resistance to the antifungal drugs used to prevent or treat the infections fungi can
cause. Resistant fungi are spreading worldwide and are a serious concern, with an increased risk of
patient harm. Antifungal Stewardship is about responsible use of antifungal drugs in a way that
focuses on treating patients with the right drug whilst preserving the future effectiveness of the drug
and minimising harm to the patient and healthcare costs. Currently, most antifungal drugs
prescribed in hospitals are for patients who have blood cancers such as AML / MDS / ALL.
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Why are we doing this study?

Antifungal resistance is a growing concern worldwide, it is vital to find the best way to reduce
antifungal use without increasing fungal infections. Blood tests can be used to detect fungal
infections early, before they cause symptoms or harm to the patient. The two blood tests we are
looking at are called beta-D-glucan and galactomannan (these are known as ‘biomarkers’), both of
which are made by the fungi. If one or both blood tests become positive, it may be a sign that a
fungal infection is developing and further tests and treatment are required. We want to find out if
monitoring the risk of fungal infections by regular blood tests is safe and reduces antifungal use but
does not reduce patient quality of life or increase fungal infections.

Why have | been invited to take part?

This study is recruiting patients who are aged 16 years or over and who have a diagnosis of acute
myeloid leukaemia (AML), myelodysplastic syndrome (MDS) or acute lymphoblastic leukaemia
(ALL) and who have been prescribed intensive chemotherapy by the Doctor in charge of their care.

What would taking part involve?

Do | have to take part?

You are invited to take part in this study if you wish, but taking part is optional and you do not have
to take part. Please read this information leaflet and ask the clinical team if you have any questions.

If | choose to take part what would happen?

If you would like to take part, you will firstly be asked to sign a consent form and then we will ask
you to complete a short questionnaire. In this study, fungal infections will be managed in one of two
ways and a computer will allocate you to one of the two groups of the study. This is called
randomisation. This is the fairest way of making sure that the two groups of the study can be
compared. One group will be given preventive antifungal drugs. The other group will receive blood
tests for fungal infection twice a week. All other aspects of your treatment and care will be the same.
Both methods are currently used in the NHS, but it is unclear which is the best. Your treating
clinician agrees that both are good options for you. You will be allocated to either:

1. Preventive antifungal drugs
You will be given preventive (prophylactic) antifungal drugs. The antifungal drug you will be
given and the tests you will have will be decided by the specialist in charge at the hospital
where vou are beina treated.

2. Regular blood tests for fungal infection

You will not be given preventative (prophylactic) antifungal medications. Instead, blood tests for
fungal infection will be performed twice a week whilst you receive chemotherapy, usually at the
same time as other routine blood samples, so separate blood draws and extra needles should
not be needed. The total number of blood samples will depend on the number of cycles of
chemotherapy you receive but will be no more than twice weekly. These tests will be for
galactomannan and beta-D-glucan. Further assessments and tests will be recommended if these
are positive or if you become ill in a way suggesting you have a fungal infection. Antifungal drugs
will be recommended if tests suggest a fungal infection is likely.
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Even if you choose to take part in the study, your doctor may change away from either of the above
allocated approaches and recommend antifungal treatment at any point during the study, based on
their clinical judgement, if they think it is the best thing to do for you.

Study Questionnaires and Hospital Records

You will be asked to complete a questionnaire at the beginning of the trial, and at 3, 6 and 12
months after you enter the study. These questionnaires are very important to allow us to assess
your health and quality of life, your experience of the health service, as well as which of the two
approaches is better for the NHS. You will be sent a link to complete the questionnaires online.
Alternatively, one of the study team can help you complete the questionnaire over the telephone, or
a paper copy can be posted to you. Each questionnaire should take around five to ten minutes of
your time.

The hospital will also send us information about how many antifungal drugs you have been
treated with, the presence or absence of fungal infections, the results of blood tests, and what
has happened to you during your treatment and recovery.

How will | be contacted?

With your permission we will use the contact details you provide (e.g., name, address, email,
telephone number) to allow us to contact you about study questionnaires, to make sure that the
relevant information about the study is recorded for your care, and to oversee the study quality.
Your contact information will not be passed to anyone outside of the research team and this will be
stored securely in line with the UK General Data Protection Regulations (GDPR) and Data
Protection Act 2018. Your contact details will be destroyed at the end of the study, unless you select
‘yes’ on the consent form about being contacted in the future about related research (see section 5
of this leaflet).

What are the alternatives to taking part?

If you choose not to take part in the study, your haematologist will discuss with you the options
available locally for managing the risk of fungal infection. The standard of care you receive will not be
affected whatever your decision.

What will happen if | do not want to carry on with the study?

You can stop being part of the study at any time, without giving a reason. If you decide to leave
the study, your care will continue in the NHS. A decision not to carry on with the study will not
affect the quality of care you receive in any way. Your rights to access, change or move
information that we have already collected may be limited, as we need to manage this
information in specific ways for the research to be reliable and accurate. If you choose to stop
taking part in the study, we would like to continue collecting information about your health from
central NHS records and your hospital. If you do not want this to happen, please inform the
study team.
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What are the possible benefits of taking part?

There may be no benefit to you personally of taking part in the study, but you will be helping to improve
care for future patients like yourself with blood cancers. We do not yet know whether regular blood
tests for fungal infections are better or worse than preventative antifungal treatment with respect to
reducing antifungal use in the NHS and the quality of life for patients with blood cancers undergoing
intensive chemotherapy. Although preventative antifungal use is currently the most used method in
the NHS, the use of blood tests to diagnose fungal infections before antifungal treatment has the
potential to reduce antifungal drug use, associated side-effects and interactions with other drugs, and
the further development of antifungal resistance.

With your help, the study will tell us which approach to fungal infections is best for patients and the
NHS and may help to protect the effectiveness of antifungal drugs for the patients who really need
them in the future.

What are the possible disadvantages and risks of taking part?

Both approaches being compared in this study (i.e., preventative antifungal drugs or regular
monitoring using bloods tests) are used in the NHS already. Therefore, taking part in this study does
not involve a higher risk than receiving antifungal treatments or blood monitoring as part of your
standard NHS care. Your clinical team will be aware of the general risks of both approaches for
managing fungal infections for all patients. If you choose not to take part in this study, your doctors
will advise you which of the two approaches is used by your local NHS Trust and how you will be
managed.

For both approaches, if you decide to take part in the study, your clinical team will continue to follow
all routine safety procedures and you will otherwise receive the usual standard of clinical care. For
every person taking part in the study, your clinical team and the research team will keep in contact
with you to make sure that decisions made about your clinical care are always in your best interests,
whether you receive the routine blood tests or preventative antifungal approach.

All medicines, including antifungal medicines, have risks of side effects and may affect other
medicines that you are taking. You will be monitored for side effects if you are taking antifungal
medicines. If you are taking antifungal medicines, it may also be more difficult to detect a fungal
infection if you do develop one.

Similarly, it is also possible that the blood tests for fungal infections will not detect a fungal infection
when you do actually have one, which could delay treatment. With this approach, you will be asked
to give more blood than is usual during the study. Where possible we will take blood at the same
time as your other routine blood tests that you will be having anyway for your clinical care (we will
take more blood bottles when routine blood is being taken rather than taking blood more often).

At the end of the study, it is possible that one approach will be shown to be better than the other in
some way. The main aim of the study is to safely reduce antifungal drug use. It may be that you end
up receiving the approach that is better or that is not as good as the other. It is important that you
understand this possibility.
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Optional: Storage of samples for future research

Research in this area is moving fast and, in the future, this might lead to new tests and monitoring
strategies for fungal infections. It is also important for us to investigate other areas in this patient
group such as why some patients get a fungal infection and others do not; and why the blood tests
for fungal infections become positive in some patients but not others. Such research could lead to
improved tests or treatments for patients.

When regular blood tests for fungal infection are taken, often not all the blood is needed and there
are ‘left over’ blood samples. If you agree to it, we would like to store your ‘left-over’ blood samples
from this study for use in future health related research related to this trial. Also, if you need any
further assessments for fungal infection as part of your routine care, this may include lung wash
samples (called bronchoalveolar lavage (BAL)). In a similar way, if there are any lung wash samples
‘left over’ we would like to store these for use in future research. ‘Left-over’ blood/BAL samples from
NHS tests are stored routinely at local and regional laboratories for clinical, audit and quality
assurance purposes before being destroyed in a secure manner.

This trial aims to reflect real-life clinical practice, therefore samples from this trial will be considered
and dealt with in the same way as NHS samples. As NHS samples, they will not therefore be
stored anonymously. If you consent to this optional component, where possible we would like to
store the leftover samples for up to 5 years after the end of the study to be used for future research
related to this trial. It will not be possible to identify you in any research outputs and all samples will
be stored and handled securely.

If you consent for samples to be stored for the purpose of future research, these will be held and
processed in accordance with the Human Tissue Act 2004 and the Human Tissue (Scotland) Act
2006. These samples will be stored in laboratories that have experience in storing and looking after
patient samples such as in hospitals and universities. Samples will be destroyed 5 years after the
end of the study if not used.

More information about taking part

What happens if there is a problem or any concerns?

If you are concerned with any aspect of this study, you should speak to your treating clinician
or one of the researchers who will do their best to answer your questions (see contact details
at the end of this information leaflet). If you are harmed due to someone’s negligence, then
you may have grounds for legal action, but you may have to pay for it. If you wish to make a
complaint, you can do this through the usual NHS procedures (e.g., by contacting a [Patient
Advice and Liaison Services (PALS) / Patient Advice and Support Service (PASS)] at the
hospital — see Section 8 for contact details).

Will taking part cost me anything, and will | be paid?

Participation in this study should not cost you anything. We will collect information and take
samples from you at your usual hospital visits and by sending a link to the questionnaires to
be completed online, or through the post, which will be returned in the freepost envelope
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provided. In recognition of your help with this study, you will be given an unconditional £10
voucher as a goodwill gesture with each follow-up questionnaire (at 3, 6 and 12 months).

Scans

CT scans and/or high-resolution CT scans (HRCT) of the chest, head, sinuses, abdomen or
elsewhere may be part of your routine care as clinically required. If you take part in this study we do
not anticipate that you will undergo any additional CT/HRCT scans but this will be monitored
throughout the study by the study team and by a team of experts who are independent of the study
team. These procedures use ionising radiation to form images of your body and/or provide your
doctor with other clinical information. lonising radiation may cause cancer many years or decades
after the exposure. As far as we know, the chances of this happening to you are the same whether
you take part in this study or not.

How will we use information about you?

We will need to use information from you and from your medical records for this research

project. This information will include your name and contact details (i.e. phone, email,

address). People will use this information to do the research or to check your records to make sure
that the research is being done properly. If you take part, we will tell your GP and any doctor or
nurse who may be treating you. If necessary, we may also ask your GP for your updated contact
details.

People who do not need to know who you are will not be able to see your name or contact details.
Your data will have a code number instead. We will keep all information about you safe and secure.

Once we have finished the study, we will keep some of the data that does not identify you so we
can check the results. We will write our reports in a way that no one can work out that you took part
in the study.

How will your information be stored?

Information collected about you during the research and your health records will be held securely on
paper or electronically at the hospital and York Trials Unit, who is organising the research, or at an
alternative secure facility. Information will be kept strictly confidential and will be held in line with the
UK General Data Protection Regulations (GDPR) and Data Protection Act 2018.

Your name, address, email and telephone number will be stored securely at the University of York
and hospital to allow us to contact you about study questionnaires. The information about you from
study questionnaires and hospital records will be stored on Research Electronic Data Capture
(REDCap), which is a very secure ‘cloud’ hosted server designed to collect and store research data.

We will keep all information about you safe and secure. The sponsor, as data controller, has to
ensure that it is in the public interest when we use personally identifiable information from people
who have agreed to take part in research. This provides the legal basis for our use of your data;
GDPR Article 6(1)(e) and Article 9(2) (j).
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This means that when you agree to take part in a research study, we will use your data (including
your health data) in the ways needed to conduct and analyse the research study. Health and care
research should serve the public interest, which means that we must demonstrate that our research
serves the interests of society as a whole. Research will be carried out in accordance with the UK
Policy Framework for Health and Social Care Research.

At the end of the study, the data collected from you will be securely archived for a minimum of 20
years. Confidential and secure destruction will then be arranged.

Anonymised results from the study may be stored indefinitely for other analyses in the future. Any
identifying information will be kept strictly confidential, and access will be limited to the original study
team. Researchers analysing the clinical data in the future will be unable to identify you.

Anyone who views the information we collect during the study, and your medical records, will have a
duty of confidentiality to you as a research participant.

What are your choices about how your information is used?

e You can stop being part of the study at any time, without giving a reason, but we will keep
information about you that we already have.

e If you choose to stop taking part in the study, we would like to continue collecting information
about your health from central NHS records/ your hospital. If you do not want this to happen,
tell us and we will stop.

¢ We need to manage your records in specific ways for the research to be reliable. This means
that we won’t be able to let you see or change the data we hold about you.

e |If you agree to take part in this study, you will have the option to take part in future research
using your data saved from this study.

Where can you find out more about how your information is used?
You can find out more about how we use your information:

e at www.hra.nhs.uk/information-about-patients/

e at www.hra.nhs.uk/patientdataandresearch

e by asking one of the research team

e by sending an email to the Sponsor’s Data Protection Officer:[contact name]/ [email]/[phone]

How have patients and public been involved in this study?

Groups of patients and members of the public who have had first-hand experience of blood
cancers have been involved in all aspects of this study. They have given feedback on the design
of the study and helped with developing patient materials, including this information leaflet. The
research team worked closely with a group of these patients to get funding for this study, and
these people continue to be involved to give a patients’ perspective on the ongoing running of
the study.
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Who is organising and funding the research?

This study is funded by the ‘National Institute for Health Research’ Health Technology
Assessment programme (project number NIHR132674). The Sponsor is Hull University
Teaching Hospitals NHS Trust and the study has been set up in collaboration with the
University of York and Hull York Medical School. The research team has a lot of experience in
creating positive change in the use of medicines, in research, and in the care of AML / MDS /
ALL patients. York Trials Unit at the University of York will carry out day-to-day study
management.

Who has reviewed this study?

Before any research goes ahead, it is looked at by an independent group of people called a
Research Ethics Committee. This is to protect your interests. This study has been reviewed
and given a favourable opinion by [insert ethics committee details].

What will happen to the results of the research study?

Once the study has ended and the results have been analysed, reports will be published in medical
journals, presented at conferences, and shared via social media and the study website. You will not
be identified in any study reports, publications, or presentations. You will be asked at the start of the
study whether you would like a summary of our findings. If we show the blood test way is best, we will
build on existing experience in the safe use of antifungals, called antifungal stewardship, and what
we find in this study, to help increase the use of these tests in the NHS. Based on the results, we will
encourage and help hospitals to review the way they use antifungals.

Frequently asked questions

How long does my involvement in the study last for?

Your involvement in the study would be for 12 months. Most of the information for the study will be
collected by the research team at the hospital from your records, and you will only be asked to
complete a questionnaire at Baseline, 3 months, 6 months and 12 months, which we expect will
take no more than 10 minutes each to complete.

Can | see the results of my blood tests?

Yes, you can contact your clinical team or the research nurse at the hospital if you would like to
see results of your blood tests.

How to contact us

If you need any further information, please contact us:
Principal Investigator: [Insert site-specific contact details]

Research Nurse(s): [Insert site-specific contact details]
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If you would like independent advice about whether or not to take part, or to discuss any problems or
concerns, please contact:

[Patient Advice and Liaison Service (PALS)/ Patient Advice and Support Service (PASS)] [or R&D]
on: [Insert site-specific contact details].

If you would like specific information about this study, you may contact [add in trial management
contact details].

You can find independent information on research in general by contacting the National Institute for
Health Research (NIHR) Centre for Engagement and Dissemination via email: ced@nihr.ac.uk.
Information is also available at the following website: https://www.nihr.ac.uk/patients-carers-and-the-
public/i-want-to-learn-about-research/

ALL — Acute Lymphoblastic Leukaemia: A type of blood cancer that progresses quickly and is characterised
by having too many lymphoblasts (immature white blood cells) in the blood and bone marrow.

AML — Acute Myeloid Leukaemia: A type of blood cancer that progresses quickly and is characterised by
having too many myeloblasts (immature white blood cells that are not lymphoblasts) in the blood and bone
marrow.

Antifungals — A medication which is used to treat or prevent iliness caused by fungi.

Antifungal Stewardship — An organisational or healthcare system-wide approach to promoting and
monitoring responsible use of antifungals to preserve their future effectiveness.

Antifungal Resistance — The loss of effectiveness of antifungal medication due to fungi becoming resistant
to these medications.

Aspergillus — A common type of fungus which appears as a mould and which is found naturally indoors and
outdoors. Most people breathe in Aspergillus spores every day without getting sick.

Beta-D-Glucan — A component of a fungal cell wall that is released into the blood during fungal growth in
tissues. Biomarker tests can be used to detect Beta-D-Glucan.

Biomarker — A biological molecule found in blood, other bodily fluids, or tissues that is a sign of a normal or
abnormal process, or of a condition or disease.

Bronchoalveolar Lavage (BAL) — A procedure that is sometimes performed during a bronchoscopy (a
procedure that allows doctors to look at your lungs) where a salt-water solution is put through the
bronchoscope to wash the airways and capture a fluid sample.

Candidiasis — A fungal infection caused by a yeast (a type of fungus) called Candida, which normally lives
inside the body (e.g. in the mouth, throat, gut and vagina) and on the skin without causing problems.
Candidiasis occurs when these fungi multiply and the immune system cannot control this.

Fungal Infection — Fungi can live in the air, soil, water, plants and some live naturally in or on the human
body without causing harm. Fungal infections occur when fungi invade and multiply in or on the body in a
way that is too much for the immune system to handle.

Fungi/Fungus — A spore-producing organism including moulds, yeast, mushrooms and mildew.

Galactomannan — A component of a fungal cell wall that is released into the blood during fungal growth in
tissues. Biomarker tests can be used to detect Galactomannan.
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Invasive Aspergillosis — When Aspergillus fungi causes a serious infection, most commonly affecting the
lungs but sometimes this spreads elsewhere. Invasive Aspergillosis usually affects people who have a
weakened immune system.

Leukaemia — A type of blood cancer that affects blood cells in bone marrow (usually white blood cells).

MDS — Myelodysplastic Syndromes: A type of rare blood cancer where there are not enough healthy blood
cells.

PALS - Patient Advice and Liaison Service: An independent service within NHS Trusts in England that
provide advice and support to patients, parents and carers.

Prophylaxis — A treatment given or action taken to prevent disease.
Questionnaire — A set of questions devised for the purposes of a study to collect information.

Randomisation — A method where people are allocated with an equal chance of receiving one treatment or
the other to ensure fairness. This is agreed by scientists to be the best way to allocate interventions in
studies such as BioDriveAFS to give reliable evidence.

Thank you for reading this information leaflet and for considering whether to take

part in our study.
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