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Patient Information Sheet 
 

OPTIMIZING RESPONSE TO LITHIUM TREATMENT THROUGH PERSONALIZED 

AND MULTIMODAL EVALUATION OF INDIVIDUALS WITH BIPOLAR I DISORDER 
 

We would like to invite you to take part in a research study. Before you decide 
whether you want to take part, it is important for you to understand why the 

research is being done and what your participation will involve. Please take time to 
read the following information carefully and discuss it with others if you wish. Ask us 

if there is anything that is not clear or if you would like more information. Part 1 
tells you the purpose of this study and what will happen if you take part. Part 2 gives 

you more detailed information about the conduct of the study. 

 
 
PART 1: PRESENTATION OF THE STUDY 

What is the purpose of the study?  

Bipolar disorder is a recurrent illness affecting about 2% of the world population. Lithium is one of 
the most effective evidence-based treatments for relapse prevention for bipolar disorder, and 
several studies have shown that lithium could improve different aspects of long-term illness 
activity. A substantial minority of individuals remain well for years on lithium and many partially 
respond, but up to one third do not respond well. This variability is currently poorly understood, 
and response cannot be predicted before treatment is started. Therefore, it is still difficult for 
clinicians to provide reliable, personalised information to people about how effective lithium will 
be for them before they start taking it.   

Recently, advances have been made in identifying new tests (or biomarkers) capable of predicting 
response to treatments. However, few studies have evaluated lithium response using these new 
methodologies, and most of them have only tested short periods of treatment, which do not 
reliably predict long-term outcomes. The R-LiNK study has therefore been designed to have a new 
“multimodal” approach that will provide valuable information using these new methodologies 
alongside close follow-up of participants taking lithium. This has the potential to finally enable 
personalization of lithium treatment, which would lead to the avoidance of unnecessary side 
effects and ineffective treatments while improving long-term management and prognosis for those 
with bipolar disorder. This study aims to identify factors linked to a better response, safety and 
tolerability of lithium treatment. We are looking for at least 20 people in each of the 16 sites in 
eight European countries; volunteers should have a diagnosis of bipolar disorder type I and be 
planning to start lithium treatment. The decision to start lithium treatment is not part of the study 
and will have been decided separately between you and your doctor.   

Before starting lithium, you will need to have discussed the study with your clinician and taken part 
in a telephone call or face-to-face interview to assess your eligibility to participate in the study. The 
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results of this research could help patients and clinicians to have better and more accurate 
information to take appropriate decisions when thinking about prescribing lithium.  

 
Who is organising and funding the research?   

This study is promoted and organised by the sponsor Assistance Publique - Hôpitaux de Paris (AP-
HP) in France. AP-HP has taken all measures to conduct this research in accordance with the 
regulatory provisions of each of the European countries applicable to research involving patients. 

AP-HP has subscribed insurance 390-85948858-30010 guaranteeing its civil liability and that of any 
stakeholder with the company HDI-GERLING through BIOMEDICINSURE (address: Parc 
d'Innovation Bretagne Sud CP 142 56038 Vannes Cedex). AP-HP has obtained the authorizations 
and favorable opinions of the Ethics Committees for each of the European countries for this 
research (UK: Health Research Authority (HRA) and Health & Care Research Wales (HCRW)) on 9 
January 2019. 

Funding is provided by the European Commission within the Horizon 2020 programme under grant 
agreement 754907. The researchers involved in conducting this study do not receive any financial 
incentives for including you in this study and do not benefit financially from this study. 

 
Why might I be invited to take part in this study? 

We are asking people to take part in the study if they: 
• are between 18 and 70 years old  
• have a diagnosis of bipolar disorder type I 
• are going to start lithium treatment based on their doctor’s assessment as well as their 

personal agreement  
• do not currently have self-harm thoughts and/or behaviours 
• do not have exclusion criteria for blood tests or magnetic resonance imaging (MRI) scans (e.g. 

metal implants or fragments, certain types of tattoos). 

 
Do I have to take part? 

No, you do not have to take part, this is entirely a voluntary decision. If you decide to participate 
in the study, we will ask you to sign consent forms to show you have agreed. You will be given a 
copy of this information sheet and consent form to keep. You are free to withdraw from the study 
at any time, without having to give a reason, and this will not affect any aspect of your normal care.  

 
What will happen to me if I take part? 

Lithium is currently an approved first-line treatment for bipolar disorder. Your clinician will have 
provided you with detailed information about the medication. If you are taking part in this study 
and starting lithium, your clinician will prescribe it in the same way as they would to everyone else. 
Lithium will not be prescribed to you if a medical reason is found meaning it would not be suitable.  

You will receive routine, best-practice treatment from your doctor who will prescribe and monitor 
your medication, for example having any necessary blood tests and physical checks (please note, 
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most of these blood tests are not optional as they are part of the routine lithium monitoring 
standards). The medication will be prescribed and monitored by your clinician, while other 
assessments and tests of the study will be conducted by a trained researcher/nurse. For this 
research study, in addition to the standard follow-up of your clinician, we will ask you to take part 
in more frequent and detailed sessions and tests.   

 

Before taking part 

After you and your clinician have decided to start lithium (but before you actually do so), your 
clinician will discuss the R-LiNK study with you. If you are interested in taking part, we will arrange 
a time to speak to you so that you can ask us questions about the study, and we can confirm if you 
are eligible to participate. After all the pre-lithium tests are completed, an appointment with your 
clinician will be arranged, so you can review with them the results of your tests and to make sure 
you are suitable to take the medication (as they would do for anyone they prescribe lithium). Once 
all results are received and your clinician has confirmed that there are no reasons not to start 
lithium, they will prescribe you the medication and you will commence the treatment according to 
their instructions. 

If you do decide to take part in R-LiNK we will ask you to attend the first assessments before starting 
lithium, and at this point you will be asked to sign a consent form, after we have addressed any 
doubts and questions you may have.  

 
Once taking part 

After signing the consent form, there will be a series of study sessions, which will be arranged at a 
time to suit you. These are described and summarised in the figure on page 5. 
 
Overall, your participation will require: 
• About 10-12 face-to-face assessments: This includes the first eligibility visit followed by 8-10 

intermediate visits and a final one, each separated by three months over a period of two years. 
• 14 telephone interviews interspersed between the face-to-face assessments. 
 
Before you start taking lithium 
In the first week of the study before you begin taking lithium, an interview will be arranged, in 
which you will be asked by a researcher to complete a set of questionnaires and provide 
information about diverse aspects of your illness background and status. This particular interview 
could take up to two hours, but the researcher will offer you any breaks you wish. Also, a blood 
sample will be collected to study biological markers that could predict who responds well to 
lithium. You will also be asked to have a brain Magnetic Resonance Imaging (MRI) scan, which takes 
approximately 60 minutes.  

As is the case for anyone else starting lithium treatment, approximately one week after starting 
the treatment, you will be required by your doctor to have your lithium plasma levels measured 
through a new blood test. Based on these results, your doctor will decide to whether or not to 
modify your dose.  
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Evaluation face-to-face after starting lithium 
Within the first three months of lithium treatment we will ask you to complete some more 
questionnaires and an interview, which will take approximately 1-1.5 hours but can be completed 
at your convenience. Three months after starting lithium, you will be requested to attend a second 
brain MRI scan (again lasting around 60 minutes) and to provide another blood sample for the R-
Link study. If, for whatever reason, the quality of the MRI data isn’t very good on this visit, it is 
likely you will be asked to have a repeat of the MRI scan. 

 
Face-to-face visits during the study 
We will arrange further face-to-face study appointments every three months (for up to two years), 
each taking around one hour. These appointments will be similar to the other face-to-face 
appointments and will involve completing questionnaires. A researcher will send reminders to you 
before each appointment is due.  
 
Remote telephone interviews 
Between the 3-monthly appointments, we will also contact you each month by telephone for a 30 
- 40-minute follow-up conversation to monitor how things are going using a structured interview 
and questionnaires.  
 
Final face-to-face visit 
At the end of the study (24 months after your first appointment) we will arrange one last face-to-
face interview to make a final overall evaluation of your lithium treatment. This session could take 
up to 2 - 2.5 hours. 
 
You and your clinician may make the decision to stop taking lithium at any time. That is okay and 
will not affect you taking part in the study. We would still like to monitor your symptoms and 
include you in the study regardless of whether you stop taking the medication before the end of 
the two-year study period.   

 
What are the possible benefits of taking part? 

It is hoped that the additional assessments and tests of the study would be able to offer you a 
much more detailed and continuous treatment follow-up in comparison to standard procedures. 
It is possible that the study may not directly benefit you but if you do decide to take part, you will 
be helping medical research. The results of this study will help guide future clinical practice by 
informing us about who is likely to benefit the most from lithium treatment.  You will be 
reimbursed for your time participating in this study in terms of travel expenses as well as a small 
monetary token of thanks for each research session you attend (£10 per face-to-face study visit). 
Hopefully the lithium treatment will be beneficial for your illness. The potential advantages (e.g. 
for mood symptoms/episodes) and disadvantages of taking lithium (e.g. potential side effects) are 
not described in this sheet, because the prescription of the medication itself is not part of the study 
procedures but is decided between you and your clinician. 
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What are the possible disadvantages and risks of taking part? 

Some of the questionnaires administered during the study concern personal information about 
your past medical and psychiatric history, as well as rating the symptoms of bipolar disorder.  If 
you find any of the questions distressing, please tell the researcher. Team members (including 
clinicians) will be available to talk to if you wish. Please also note, you can take a break at any point 
during the study visits.   
 
What happens when the research study stops? 

We will keep in touch with you to let you know the results of the study if you wish. You may want 
to stay on lithium after the study has ended. This decision will be made between you and your 
treating clinician. At any time during the study, the sponsor and researchers have the right to 
terminate your participation in the study, for example, due to safety concerns. 
   
Information about an additional assessments and tests 

You will also have the option of consenting to undergo some additional assessments, digital 
follow-up methods and neuroimaging studies as part of our study. They are: 

1. Actigraphy 
This is a non-invasive method of continuously measuring rest and activity through a wearable 
device. Nowadays, there are many commercial devices which employ actigraphy (e.g. 
smartwatches, smartbands, etc) to track our activity and sleep. If available at your study site, 
you will be offered the choice of wearing a research-grade actigraph (very similar to a 
conventional fitness tracker or smartwatch but much more precise).   

2. Medication adherence smartphone application 
You may also be offered the opportunity to use a smartphone application developed by 
Monsenso Inc. This app will help to remind you to take your medication as well as remotely 
tracking your mood and giving you advice on how to manage your medication and illness. 

3. 7Li-Magnetic Resonance Imaging 
This is an innovative brain imaging technique that measures the distribution of lithium in each 
part of your brain. This is only available in some centres and involves having another hour-long 
MRI scan during your visit at month three. 
 
It is important to note that these methods are not available at all study sites. The researcher 
you speak to will let you know if they are on offer to you and will provide additional information 
for each.   
 
 
This completes Part 1 of the Patient Information Sheet. If the information has interested you and 
you are thinking about participating, please continue to read the information in Part 2 before 
making a decision. 
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PART 2. DETAILED INFORMATION ABOUT YOUR POTENTIAL PARTICIPATION IN THIS STUDY 
 
Will my taking part in this study be kept confidential? 

Assistance Publique – Hopitaux de Paris (AP-HP), the sponsor for this study, is based in France. 
They 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 they are responsible for looking 
after your information and using it properly.  

All information that is collected about you during the course of the research will be kept strictly 
confidential and stored securely in a locked cupboard or on appropriate encrypted servers (coded 
electronic databases).  Only members of the clinical or research team will have access to your data. 
This means that no one, other than members of the research team, will be able to identify you 
from any of the data that you provide. Your medical records may be examined by the sponsor, the 
regulatory authorities or by local researchers involved in the project in order to check that the 
study is being carried out properly. However, any information about you that leaves the hospital 
will have your name and address removed so that you cannot be recognised from it.  By signing 
the consent form, you are agreeing to this access for the current study and, with your additional 
permission, any further research that may be done.  The study team will take steps to protect your 
personal information and will not include your name on any sponsor forms, reports, publications, 
or in any future disclosures, to ensure your personal data is protected. These will include not 
sharing any information that could potentially lead to someone learning your identity outside of 
the study site.  

How my information will be identified during the study? 

At the beginning of the study, you will be given a code that will be used to identify all information 
we keep about you. Your name, address and other identifiable information about you will be kept 
in a separate place so that it will not be possible to identify you from any stored data.  AP-HP are 
required to keep potentially identifiable information about you for 15 years after the study has 
finished.  

The procedures for handling, processing, storage and destruction of the data will comply with the 
Regulation (EU) 2016/679 of 27 April 2016 on the protection of individuals with the processing of 
personal data and the free movement of such data and repealing Directive 95/46/EC. 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 least amount of personally identifiable information possible.  
 
You can find out more about how we use your information by contacting Unité de recherche 
Clinique de l'hôpital Saint-Louis/ Clinical Trial Unit, Saint-Louis Hospital, 1, av Claude vellefaux, 
75010 Paris, France (tel: +33142499742, email: sec.dbim@u-paris.fr). 
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What will happen with my information in the future? 

During the study and afterwards, the data collection and storage are regulated according to the 
Article 18 of the European Data Protection Regulation. If you wish to make use of your rights, 
please contact the person mentioned below. The legal provisions specify the requirements 
regarding the range of consent in the collection of data and the storage of data. For more details, 
mainly regarding the cancellation or withdrawal of participation in the study, please ask your 
contact investigator whose details are provided at the end of this patient information sheet. In 
addition, you have the right to appeal to the relevant regulatory authority if you believe that the 
processing of your personal data does not comply with the European General Data Protection 
Regulation (EU GDPR). 
 
Contact details of the data protection authority responsible for the coordinating investigator: Unité 
de recherche Clinique de l'hôpital Saint-Louis/ Clinical Trial Unit, Saint-Louis Hospital, 1, av Claude 
vellefaux, 75010 Paris, France (tel: +33142499742, email: sec.dbim@u-paris.fr). 
 
Where and how are my biological samples taken, stored and used? 
For the purpose of this research, blood samples will be taken before and three months after the 
initiation of lithium, specifically to measure proteins and other chemicals/components in your 
blood. The total amount of blood taken will be less than 30ml per time (about six teaspoons). To 
ensure you receive the correct dose of lithium to reach optimal blood levels, your clinician will 
regularly take blood tests – this is standard practice and not part of this study. Regular lithium 
plasma levels (in blood) measurements are usually recommended every three months. 

The samples will be stored in two biobanks (IRCCS Fatebenefratelli Institute Brescia, Italy (Dr. AM 
Cattaneo) and University of Munich (Prof. T Schulze), Germany) for the biomarker studies to be 
carried out. These biological samples do not contain your name or personal data. The collection of 
clinical and biological samples created as part of this research may be reused for future research 
studying the diagnosis and treatment of bipolar disorder. To this end, we seek your consent 
specifically for these different possible uses: (i) in the context of collaborations within our research 
consortium, (ii) in the framework of collaborations between our research consortium and other 
academic centers, and (iii) in the context of collaborations between our research consortium and 
private companies. There is no provision of maximum time for sample destruction, but you can at 
any time withdraw your consent. In this case all collected data will be destroyed, including 
biological samples. 
 
Your participation in this study 
What if relevant new information becomes available?   

It is possible that whilst performing normal medical checks we may identify an important medical 
condition or irregularity that you didn’t realise you had. If this occurs, we will inform you and/or 
your named healthcare professional(s). You will also have the opportunity to discuss this with a 
study clinician. Sometimes during the course of a research project, new information becomes 
available about the treatment that is being studied.  Although extremely unlikely in the case of 
lithium, if this happens a member of the research team will tell you about it and discuss whether 
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you want to, or should, continue in the study. If you decide to continue in the study, you may be 
asked to sign an updated consent form. If the study is stopped for any other reason, you will be 
told why. This will not affect your ongoing care with your clinician. 
 
What will happen if I don’t want to carry on with the study? 
If you withdraw from the study, we will retain and continue to use any data collected before such 
withdrawal of consent unless you request that you do not want us to do so. Unless you clearly 
request that we delete all the information collected about you during the study, we will ask for 
your permission to use your anonymized data for the final analyses. 
 
Research results 
What will happen to the results of this study? 

The findings will be used to improve guidelines for treating bipolar disorder and lithium 
prescription.  The results of the study will be published in academic peer reviewed journals, 
presented at conferences and discussed at other public events. We will also produce a newsletter 
summarising the findings of the study, which we will send to you and your clinical team. You will 
not be identified in any report or publication.  

Your data may be used for further research or analysis outside of this research in collaboration 
with private or public partners, abroad, under conditions ensuring their confidentiality and the 
same level of protection as the European legislation. 

You may withdraw your consent to further use of your data at any time from the doctor/researcher 
you are in contact with for this research. If you withdraw from participation, the data collected 
previously at this time will be used in accordance with the regulations. 
 
Any more questions? 
How do I get help if I am concerned about anything? 
If you have a concern about any part of this study, you should ask to speak with a study clinician or 
researcher who will do their best to answer your questions. You should report any side-effects or 
medical problems that you experience whilst in the study to a member of the study team. If you 
have any medical concerns that cannot wait until you can talk to a member of the team you should 
get help from your GP or secondary mental health care professional using the information in this 
sheet to tell them about the study. If we are concerned about you during the study, it is possible 
that your health professional will be contacted. We will always make an effort to ask for your 
approval before contacting your health professional. 

The co-sponsors of the study will at all times maintain adequate insurance in relation to the study 
independently.  Participation in this study does not affect your normal rights to complain about 
any aspect of your treatment and care. Finally, if you have private medical insurance you should 
consult with your insurer before agreeing to take part. 
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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. Please contact Dr David Cousins (david.cousins@ncl.ac.uk) if you 
have any such complaints about the study. Alternatively, you may wish to talk to an independent 
body, in which case we advise you to contact your local Patient Advice and Liaison Service (PALS).   
 
Contact Details: 
If you would like more information or want to discuss the study with a member of the research 
team, please contact Jamie Rea, Research Nurse, CNTW Portfolio Research Delivery Team on: 0191 
208 1367 or email: info@teamlithium.co.uk.  
 
 

Thank you for thinking about taking part in the study. Please get in touch if you have any 
questions. 


