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Participant information sheet    
(version 5 – 14th December 2020) 

  

Study title: Determining the Effectiveness of early Intensive Versus Escalation 

approaches for the treatment of Relapsing-Remitting Multiple Sclerosis 

(DELIVER-MS) 

 

Sponsor: Nottingham University Hospital NHS Trust   

IRAS Project ID: 243333 

 

Principal Investigator:  Dr Don Mahad Tel: 0131 465 9513 

Study Coordinator: Dawn Lyle Tel: 0131 465 9512 

 

You are being invited to participate in a research study.  A research study is designed to answer 

specific questions about new ways to prevent, detect, and treat disease. Before you decide 

whether to take part, it is important for you to understand why the research is being done and 

what it will involve. This information sheet describes the purpose, procedures, benefits and risks 

of the study as well as your responsibilities as a participant. It also describes alternative options 

available to you and your right to withdraw from the study at any time. 

Please take time to read the following information carefully. Please ask your research team if 

there is anything you do not understand or if you want any further information. Once you have 

received sufficient information about the study, you will be asked to sign a consent form.  

 

1. Information on the research 

Why is the research study being done? 

At present there are more than 12 approved medications that work on the immune system to 

suppress relapses in multiple sclerosis (MS). We call these medications Disease Modifying 

Therapies or DMTs. All currently approved DMTs are considered to be safe and effective, 

however, generally, the DMTs that are most effective in preventing relapses in MS have the 

most risks. There are two common approaches to treatment with DMTs in MS: an escalation 

approach, where a person with MS and their neurologist decide to start out using a safer, 

moderately effective medication and then escalate to more powerful medications, if required. 

The other approach is called highly effective treatment (EHT) approach, where a person with 
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MS and their neurologist decide to start out with one of the stronger but potentially more risky 

DMTs from the beginning. The potential benefit of the EHT approach is that by giving a strong 

treatment early, we might prevent permanent damage from occurring in the brain and spinal 

cord if the first medicine turns out not to be strong enough to keep the MS activity at bay.  

 

What is the purpose of this research study? 

This study is a multi-centre clinical trial, which will look at whether there is a difference in the 

effectiveness of escalation and EHT treatment approaches for people with relapsing remitting 

MS. Up to 800 people with MS will participate: approximately 400 in the United Kingdom (UK) 

and approximately 400 in the United States (US).  

 

Why have I been chosen? 

Both escalation and EHT approaches to therapy in MS have their merits, making them both 

very reasonable options. You are being invited to participate in this research study because we 

do not know which approach is most likely to keep you feeling at your best in the long-term. We 

are asking you to take part in a study that will help us better understand how we should be 

consistently using these two treatment approaches for individuals with MS in the future.  

 

What is involved if you decide to take part in this research study? 

If you agree to take part in this research study, you will be randomly assigned (like the flip of a 

coin) to receive either an Escalation treatment approach or an EHT approach. Once 

randomisation has occurred, you and your Neurologist will be free to decide which of the 

medications within the assigned treatment group is best suited to you. Randomisation will only 

determine the treatment approach group, not the specific medication within each group.  
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Escalation group medications: 

Medication Other names Method of 
administration 
 

Frequency 

Beta interferon Avonex 
Betaferon 
Extavia 
Plegridy 
Rebif 
 

Injection into the 
skin or muscle 

 

Three times a week 
– once a fortnight 

Glatiramer Acetate Copaxone Injection into the 
skin 

Once daily – three 
times a week 
 

Fingolimod Gilenya 
 

Tablet Once daily 

Teriflunomide Aubagio 
 

Tablet Once daily 

Dimethyl Fumarate Tecfidera 
 

Tablet Twice daily 

Cladribine Mavenclad Tablet Short course 
annually 

 

EHT group medications: 

Medication Other names Method of 
administration 
 

Frequency 

Natalizumab 
 

Tysabri Intravenous drip Every 4 weeks 

Alemtuzumab 
 

Lemtrada Intravenous drip Yearly 

Ocrelizumab 
 

Ocrevus Intravenous drip Every 6 months 

 

The randomisation only determines the choice you have for your INITIAL medication and does 

not affect any future medication change decisions; those remain in the hands of you and your 

Neurologist.  This means that once you have begun your initial medication, if there is a need, 

you and your Neurologist will then be free to switch you to any of the other medications, at any 

point during the study, regardless of which approach the new medication belongs.  
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During the study, you will attend regular clinic appointments, have telephone calls and MRI 

scans to monitor your progress. This is to study the impact of the DMT and check the safety of 

the treatment, and for research purposes. A full summary of all the study visits is provided at the 

end of this information sheet. We will ask you to attend for some of the research visits in person 

at your usual Neurology Centre. This will include a visit at the start of the study, to ensure you 

are eligible to participate in the study. We will then ask you to attend for a consultation with your 

neurologist after 6 months, 12 months, 24 months and 36 months.  

During those visits your neurologist will ask some questions about your MS, about your 

treatment and perform some basic general and neurological examinations. This will feel much 

like your usual MS clinic appointments. However, in addition, we will also ask you to complete 

some questionnaires, and do some tasks that check your ability (a timed walk, a dexterity test, a 

vision test and a memory task). In between clinic visits, we will contact you by telephone every 

three months to ask how you are getting on and record any changes from when we saw you 

last. These telephone calls can be scheduled to meet your convenience. We ask that you have 

an MRI scan at the start of the study, and then a repeat scan after 6 months, 12 months, 24 

months and 36 months. This is one or possibly two more scans than you would expect to occur 

during routine clinical practice.  

 

Optional biomarkers 

You will also be asked to donate two samples of blood to help in the discovery of biomarkers 

(substances in your blood which can provide information about a disease).This will be 

approximately 66-77mls of blood which is equivalent to 13-15 teaspoons. Blood will be collected 

at your baseline visit and 6 month visit. If samples are not able to be collected at the baseline or 

month 6 visits, they may be collected at later in-person study visits. Participation in this aspect 

of the study is voluntary and if you chose not to allow storage of your blood, you can still 

participate in the study. 

 Biomarkers could help to predict how a person’s MS will progress, how their MS will respond to 

treatment or to measure how well treatments are working at an early stage. In order to look for 

biomarkers in this project we will extract deoxyribonucleic acid (DNA) from your blood. This 

allows us to look at whether differences in people’s unique genetic code affect the way their MS 

progresses, or the way they respond to treatment. Your blood will be used to analyse inherited 

material (DNA) or biochemical markers. Your samples will be stored within the Welsh 

Neuroscience Research Tissue Bank at the University Hospital of Wales until the end of the 

study, when genetic or biochemical analysis will be performed within national or international 

centres of expertise. We ask your permission for any residual sample that is left over, after the 

analysis has been performed, to be stored for use in future projects about multiple sclerosis and 

other neurological diseases.  If you decline, any left-over sample will be destroyed at the end of 

the study. If you decide to withdraw consent for the use of your samples at any point please 

contact the biobank directly. 
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Contact details for the biobank are: 

Dr Samantha Loveless 
Biobank Manager 
Welsh Neuroscience Research Tissue Bank 
Division of Psychological Medicine & Clinical Neuroscience, 
Room 80G, B-C Link Corridor, 4th Floor 
Main UHW Building,  
Cardiff University,  
Heath Park Campus,  
Cardiff 

CF14 4XN 

Phone: +44 (0)29 207 43454 

E-mail: DELIVER@cardiff.ac.uk 

 

MRI scanning 

For the MRI scan, you will need to lie down in the scanner and try to keep still for approximately 

30 minutes.  You will be injected with an imaging agent called gadolinium so that we can detect 

if you have any new or ongoing brain inflammation. The risks of MRI are explained later in this 

document.  If you would like more information on MRI, please talk to your study doctor. 

 

How long will I be in the study? 

We will follow you up in the study, using telephone conversations and clinic visits, for a total of 

about 3 years. This does not mean you need to take DMTs for that length of time, it only refers 

to the period we would like you to continue to attend for study visits. The duration of the 

treatment will be determined by you and your Neurologist. 

 

Can I stop being in the study? 

Yes.  You can decide to stop participating at any time.  It is best to tell the study doctor if you 

are thinking about stopping or decide to stop.  It is also important to say that stopping DMTs 

does not mean you need to withdraw from the study. You may stop your DMT but be willing to 

continue to come for study visits. However, if you choose to stop the study altogether, you 

would no longer need to come for the study visits.  

 

What are my obligations if I take part in this study? 

If you decide to take part in this study, you will be required to do the following: 

 Keep your study appointments and complete all study assessments 

mailto:DELIVER@cardiff.ac.uk
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 If you cannot attend an appointment, please contact study personnel (i.e., the study 

doctor or research staff) as soon as possible to schedule a new appointment. 

 Inform study personnel about any symptoms, changes in medications, doctor’s or nurse’s 

appointments, or hospital admissions that you may have had 

 Inform study personnel if you believe you or your partner might be pregnant 

 Inform study personnel if you change your mind about participating in the study 

 Inform your doctors that you are taking part in this study 

 

What if I become pregnant during the study? 

Pregnancy and breast-feeding are not reasons for exclusion from this study, if you and your 
neurologist are otherwise considering use of a DMT. Should you become pregnant and/ or 
breastfeed during the study, the decision about continuing disease modifying treatment would 
be made by your neurologist, just like in routine NHS care settings. We would ask you to give us 
some information about your pregnancy, so that we can record information that might be 
relevant to the safety of the use of DMTs in pregnancy and breastfeeding. You would be eligible 
to remain in the study and continue visits and assessments in accordance with the protocol, 
except for research MRI scans, which would not be performed during pregnancy. 
 
Do I have to take part? 
 
You do not have to take part. Taking part is entirely voluntary. If you decide to take part, you will 
be free to withdraw from the study at any time, without giving a reason. If you decide not to take 
part or you withdraw later, your decision will not affect the standard or type of care you receive, 
nor affect your legal rights. 
 
 

2. Alternatives 
 

What are the alternatives to taking part in this research study?   

Your other choices may include the following: 

 Getting treatment or care for your MS without being in a study.  

 Participating in the observational DELIVER-MS study. Individuals who do not feel 

comfortable with the randomisation process, or who have a reason why they cannot 

receive any of the DMT medications in one of the treatment approach groups, may be 

invited to participate in an Observational Arm of DELIVER-MS. Your local principal 

investigator will be able to inform you if you can participate in this study without 

randomisation. That decision depends on the number of patients that have been 

randomised to the study at your centre.  Patients that participate in the observational 
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part of the study have exactly the same monitoring and assessment, but are simply 

not randomised to their first treatment.  

 Taking part in another research study 

 Not receiving a DMT at all 

 

3. Risks 

What are the risks of participating in the research study? 

All medications used in this trial have been tested in clinical trials and have been determined by 

the Medicines and Healthcare products Regulatory Agency (MHRA) to be safe and effective for 

people with MS. All medications are currently used for the treatment of MS in the UK.  No 

experimental medications and no placebo medications will be used. A detailed summary of the 

risks and side-effects of each of the DMTs will be made available for you at the time you are 

considering participation in the study, and can also be found online: 

 MS Society website: https://www.mssociety.org.uk/dmts  

 MS Trust website: https://www.mstrust.org.uk/understanding-ms/ms-symptoms-and-

treatments/ms-decisions  

Your prescribing Neurologist will be able to discuss the convenience, side-effects and risk that 

relate to the use of DMTs in your individual situation. Once randomised, your doctor will help 

you weigh up the information described to decide on which medication you should receive 

within your treatment arm (escalation or EHT). 

 

 

     4. Benefits 

What are possible benefits of participating in the research? 

This study is for research purposes and, as a participant, you may receive no therapeutic 

benefit for taking part. Because people respond differently to DMT, no one can know in advance 

if or how much you will benefit from your treatment. We hope that you will find taking part to be 

an interesting experience. We hope that the results from this study will improve our 

understanding of the best way to treat MS in the future, and that this might help give individuals 

with MS more certainty about their future.  

 

 

5. What happens when the research study stops? 

https://www.mssociety.org.uk/dmts
https://www.mstrust.org.uk/understanding-ms/ms-symptoms-and-treatments/ms-decisions
https://www.mstrust.org.uk/understanding-ms/ms-symptoms-and-treatments/ms-decisions
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All of the medications prescribed during this study are available as part of routine MS care in 

your neurology centre. This means that once your involvement in the study stops, you can 

continue to be treated without interruption. In certain situations, the organisation sponsoring the 

research may stop the study early. If this is the case the reason will always be explained to you. 

If for any reason you choose to withdraw from the study earlier than planned, the organisation 

sponsoring the research will wish to keep the data that has been collected up to that point.  

 

 

6. Costs and compensation 

Are there any costs or payments to you if you participate in this study? 

You will be given an inconvenience payment of £35 and a parking voucher (if applicable) for 

each extra clinic appointment or MRI research visit you attend in addition to your routine NHS 

clinic visits. 

    

    

7. Research related injury 

What are the possible disadvantages of taking part? 

You will be told if new information (such as safety findings) becomes available that could affect 

your willingness to participate in this study. Participating in a research study can be an 

inconvenience to your daily life due to the need to attend extra appointments. MRI scans are 

part of the routine care for MS but some people find it uncomfortable to have the scans due to 

the need to lie still or because of claustrophobia. Part of the MRI procedure includes the 

injection of a dye that contains gadolinium into your vein to help enhance the brain images. This 

is a standard procedure used during frequently in MRI scanning in MS. Side-effects of 

gadolinium may include mild headache, nausea and local pain. Less than 1% patients 

experience low blood pressure and light-headedness that can be treated with intravenous fluids. 

Very rarely (less than 1 in 1000), patients are allergic to the dye injection.  

 

What will happen if you are injured as a result of taking part in the research? 

If you have a concern about any aspect of this study, you should ask to speak to the 

researchers who will do their best to answer your questions (tel number 0131 465 9512). If you 

remain unhappy and wish to complain formally, you can do this by contacting the patients 

liaison service at your hospital (tel; 0131 536 3376).   In the event that you are harmed during 

the research and this is due to someone’s negligence, you may have grounds for a legal action 

for compensation against the study Sponsor (Nottingham University Hospital NHS Trust). 

However, you may have to pay your legal costs.  
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8. Privacy and Confidentiality 

Nottingham University Hospitals NHS Trust is the sponsor for this study based in the UK. We 
will be using information from you and your medical records in order to undertake this study and 
will act as the data controller for this study. This means that we are responsible for looking after 
your information and using it properly. Nottingham University NHS Trust will keep identifiable 
information about you for a minimum of 5years after the study has finished.  
 
Your rights to access, change or move your information are limited, as we need to manage your 
information in specific ways in order for the research to be reliable and accurate. If you withdraw 
from the study, we will keep the information about you that we have already obtained. To 
safeguard your rights, we will use the minimum personally-identifiable information possible. 
 
You can find out more about how we use your information at www.nuh.nhs.uk. 
 

What will happen to your information that is collected for this research? 

NHS Lothian will collect information from you and your medical records for this research study 
in accordance with our instructions. NHS Lothian will use your name, NHS number and contact 
details to contact you about the research study, and make sure that relevant information about 
the study is recorded for your care, and to oversee the quality of the study. Individuals from 
Nottingham University NHS Trust and regulatory organisations may look at your medical and 
research records to check the accuracy of the research study. NHS Lothian will pass your 
month and year of birth, along with the information collected from you and your medical records, 
to the sponsors of the research (Nottingham University Hospitals NHS Trust, UK and Cleveland 
Clinic, Ohio, USA). NHS Lothian will not pass your name, NHS number or contact details to the 
sponsors of the research. The only people in the sponsoring organisations (Nottingham 
University Hospitals NHS Trust, UK and Cleveland Clinic, Ohio, USA) who will have access to 
your month and year of birth, will be people who are involved in data analysis. The people who 
analyse the information will not be able to identify you and will not be able to find out your name, 
NHS number or telephone number. NHS Lothian will keep identifiable information about you 
from this study for at least5 years after the study has finished.  
 
When you agree to take part in a research study, the information about your health and care 
may be provided to researchers running other research studies in this organisation and in other 
organisations. These organisations may be universities, NHS organisations or companies 
involved in health and care research in this country or abroad. Your information will only be 
used by organisations and researchers to conduct research in accordance with the UK Policy 
Framework for Health and Social Care Research. This information will not identify you and will 
not be combined with other information in a way that could identify you. The information will only 
be used for the purpose of health and care research, and cannot be used to contact you or to 

https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/uk-policy-framework-health-social-care-research/
https://www.hra.nhs.uk/planning-and-improving-research/policies-standards-legislation/uk-policy-framework-health-social-care-research/
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affect your care. It will not be used to make decisions about future services available to you, 
such as insurance. 
 
You do not have to give permission for use of your information; however, you will not be able to 

participate in this research study without providing this permission by signing this consent form.  

If during the duration of the study, for any reason you lose your capacity to provide ongoing 

consent to this project, any data already collected would be anonymised so that your details 

would not be identifiable to the research team. You may cancel your permission to use and 

disclose your information at any time by notifying your research coordinator, named at the top of 

this information sheet. If you do cancel your permission to use and disclose your information, 

your participation in this study will end and no further information about you will be collected.  

Your cancellation would not affect information already collected in the study.    

 

9. Study organisation and regulation 
 

Who is organising this study? 

This study is funded by the Patient-Centered Outcomes Research Institute (PCORI), an 

independent, non-profit, non-governmental organisation based in the USA. PCORI funds 

research that compares healthcare options to learn which works best, given patients’ 

circumstances and preferences.  

 

Who has reviewed this study?  

This research study design was reviewed by the Patient-Centered Outcomes Research Institute 

(PCORI) before they made their decision to fund the study. All research in the NHS is looked at by 

an independent group of people, called a Research Ethics Committee to protect your safety, rights, 

wellbeing and dignity. This study has been reviewed and given a favourable opinion by the Wales 

Research Ethics Comittee 

 

10. Additional information 

 

Further information about the DELIVER-MS study is available in video format. This can be 

provided by your study coordinator.  

 

Who do you call if you have any questions or problems?  

If you have any questions about the research, concerns or complaints about the research, or 

develop a research-related problem, you should contact your study doctor or nurse:  

Dr Don Mahad (study doctor)  Tel 0131 465 9513 
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Dawn Lyle (study coordinator)  Tel 0131 465 9512 

 

If you need assistance out of hours you should contact: On call Neurologist 0131 537 1000 

 

If you have any concerns or complaints that cannot be resolved by your study team, 

please contact: 

 Patient Experience Team NHS Lothian 

2-4 Waterloo Place, Edinburgh, EH1 3EG 

E-mail: feedback@nhslothian.scot.nhs.uk  

Tel: 0131 536 3370   

 

 

11. Voluntary Participation   

What are your rights as a research participant? 

Taking part in this study is voluntary.  You will be told of any new, relevant information from the 

research that may affect your health, welfare, or willingness to continue in this study.  You may 

choose not to take part or may leave the study at any time.  Withdrawing from the study will not 

result in any penalty or loss of benefits to which you are entitled.  
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Study Visit Schedule  

 

Visit What procedures/tests that will be done 

at this visit? 

What will need to be 

brought and/or done 

for this visit? 

Screening Visit 1  

Day 0  

 

 

 Obtain informed consent 

 Review medical history  

 Confirm participant eligibility 

 Vital signs1 

 EDSS2 

 Randomisation3 

Bring a list of all your 

current medications, 

dietary and herbal 

supplements 

 

Baseline  

Visit 2  

(This visit date 

should occur as 

close as possible to 

the start date of 

DMT, it can be 

between 1 and 90 

days after 

screening) 

 

 

 

 Interval history  

 Review adverse events and medications4 

 Vital signs1 

 EDSS2 

 Relapse review5  

 MSFC-46 

 PRO’s7 

 Brain MRI 

 Lab testing review8 

 Biorepository Blood Sampling 

Bring a list of all your 

current medications, 

dietary and herbal 

supplements 

 

Telephone Visit  

Visit 3 Month 3 

Visit 5 Month 9 

Visit 7 Month 15 

Visit 8 Month 18 

Visit 9 Month 21 

 Interval history  

 Review adverse events and medications4 

 Relapse review5 

 Lab testing review8 

 Review disease modifying therapy 

(DMT)9 
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Visit 11 Month 27 

Visit 12 Month 30 

Visit 13 Month 33 

 

Visit 4 Month 6  

 

 

  

 Interval history  

 Review adverse events and medications4 

 Relapse review5 

 Lab testing review8 

 Review disease modifying therapy 

(DMT)9 

 Brain MRI 

 Biorepository Blood Sampling 

Bring a list of all your 

current medications, 

dietary and herbal 

supplements 

 

Visit 6 Month 12 

Visit 10 Month 24 

Visit 14 Month 36 

 Interval history  

 Vital signs1 

 EDSS2 

 Review adverse events and medications4 

 Relapse review5 

 MSFC-46 

 PRO’s7 

 Lab testing review8 

 Review disease modifying therapy 

(DMT)9 

 Brain MRI 

 Biorepository Blood Sampling* 

Bring a list of all your 

current medications, 

dietary and herbal 

supplements 

 

Early Withdrawal 

Visit (should you 

chose to leave the 

study early) 

 Interval history  

 Vital signs1 

 EDSS2 

 Review adverse events and medications4 

 Relapse review5 

Bring a list of all your 

current medications, 

dietary and herbal 

supplements 
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 MSFC-46 

 PRO’s7 

 Lab testing review8 

 Brain MRI 

 Review disease modifying therapy 

(DMT)9 

*Only if blood draw missed at previous baseline and/or month 6 visits; maximum of 2 

biobank samples to be collected throughout the study for each participant. 

 

1. Vital signs: blood pressure, heart rate, temperature, weight, and height.  

2. EDSS (Expanded disability status scale) is a measure of your ability that includes 

examination of your walking, dexterity, coordination and vision.  

3. Randomisation is where you are allocated at random to one or other treatment arm 

(escalation or EIT).  

4. Review adverse events and medications:  review of any new symptoms that could be 

side-effects of your DMT and any new medications (including herbal or dietary 

supplements) you have taken since the last visit. 

5. Relapse review: Questions about any MS relapses (flare-ups) you might be having 

6. MSFC-4 (Multiple Sclerosis Functional Composite): This is another assessment of your 

ability, which is made up of the timed 25 foot walk (to measure your leg function), the 9-

Hole Peg Test (to measure of shoulder/arm/hand function), the Symbol Digit Modalities 

Test (to measure of the speed with which your brain can process information) and Low 

contrast letter acuity (to measure your visual function). 

7. PRO’s: questionnaires that we ask you to complete about your condition)   

o Neuro-QoL: Quality of Life In Neurological Disorders 

o PHQ-8: Patient Health Questionnaire 8 

o TSQM: Treatment Satisfaction Questionnaire  

o MSIS-29: Multiple Sclerosis Impact Scale 

8. Lab testing review: any recent blood test results will be reviewed.  

9. Review DMT: review of any changes to disease modifying therapy that have occurred 

since the last visit. 


