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PATIENT INFORMATION SHEET

PART 1 

STUDY TITLE: 
A Phase I/IIa Study of Targeted Radiotherapy alone for Stem Cell Transplant Conditioning in Systemic AL Amyloidosis
SHORT TITLE:
Targeted Radiotherapy for AL-Amyloidosis –‘TRALA’
INTRODUCTION

We would like to invite you to take part in our research study as you have been diagnosed with AL Amyloidosis. You may have already received treatment for your condition and are now due to undergo further treatment including a stem cell transplant.
Before you decide, it is important for you to understand why the research is being done and what it will involve for you.  

A member of our team will go through the information sheet with you and answer any questions you may have.  We suggest this should take about 10mins to read. Talk to others about the study if you wish and ask us if there is anything that is not clear.
Part 1 tells you the purpose of the study and what will happen to you if you take part. 

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

This is an important document. Please read it carefully as it contains information you need to know about this study. If you agree to participate, you will be asked to sign a consent form. This will ensure that you are aware of the study features, the risks that you may be exposed to while participating and confirm your agreement to participate. 

We are willing to provide any further clarifications if required. 

WHAT IS THE PURPOSE OF THE STUDY?

This study is looking at an alternative conditioning (preparation) treatment prior to a stem cell transplant for patients with AL Amyloidosis. The study wants to explore two aspects; the first is to evaluate the safety of using a targeted, radiolabelled product as the conditioning treatment before you undergo your transplant. The second aspect of the study is to look at how well tolerated and how effective this study treatment might be. 
We will provide a brief introduction about your condition and the study intervention you will receive if you decide to take part in this study.

What is Systemic Amyloid Light-chain (AL) Amyloidosis?
Amyloidosis is caused when a person's antibody producing cells (plasma cells) do not function properly and therefore produce “abnormal" protein called light chains. These light chains come together to form protein fibers (“amyloid” deposits) in different organs throughout the body. This build-up causes the tissues or organs to stop working properly, the resulting condition is called amyloidosis.

The amyloid deposits occasionally only affect one part of the body (localised amyloidosis), but more often several different parts of the body are affected (systemic amyloidosis), such as the heart, kidneys, liver, or nerves. Systemic Amyloid Light-chain (AL) amyloidosis, which is the commonest amyloid type, occurs in a small proportion of individuals. 
You have been chosen to potentially take part in this study because your doctor has confirmed you have Systemic AL Amyloidosis and would be suitable for a stem cell transplant. 
What is the current treatment for AL Amyloidosis?

The current treatment for AL Amyloidosis is to either receive high dose chemotherapy with an autologous stem cell transplant or have conventional chemotherapy.  In your case, your doctor will have discussed various treatment options with you and you are suitable for autologous stem cell transplant as a treatment option.  An ‘autologous’ stem cell transplant means that the stem cells used are your own (not from a donor). 
What is a Stem Cell Transplant?

A stem cell transplant is a treatment which allows very high doses (usually high-dose chemotherapy or high-dose chemotherapy plus radiotherapy) to be delivered to you. As an expected side effect, the stem cells in the bone marrow are damaged or destroyed and, in most cases, will not be able to repair themselves. By transplanting stem cells, you will be able to produce healthy and normal blood cells. It is a way of replenishing your healthy bone marrow stem cells after this intensive treatment.

Stem cells are mainly found in the bone marrow. Drugs called ‘growth factors’ can be used to stimulate a person’s stem cells to move from the bone marrow into the peripheral blood (the bloodstream) so that they can be collected from there. This process is called peripheral blood stem cell mobilisation. 
In order to protect the stem cells, they are removed and stored until they are needed. The cells can be ‘harvested’ (collected) and then frozen and stored, months or even years before they are used. They are defrosted on the day of the transplant and given back to you as a transfusion after your conditioning treatment. You will undergo your stem cell harvest in preparation for your transplant regardless of taking part in this study. The stem cell harvest is not part of the study and is a part of your normal clinical care. 
What will this study do differently?

As explained above, the current treatment for AL Amyloidosis often involves the use of high dose chemotherapy before a transplant. This study wants to explore the role of “targeted radiotherapy” before a stem cell transplant rather than high dose chemotherapy. This means there will be no administration of standard high dose chemotherapy before the transplant.  Instead you will receive a “one off” targeted dose of an intravenous (into the vein) radiolabelled antibody (anti CD66 radiolabelled with Yttrium-90 [90Y]), prior to your transplant. Targeted simply means we are able to deliver the radiation directly to your bone marrow aiming to destroy the abnormal cells (in the same way the chemotherapy does).  Since the treatment is targeted to the bone marrow, the expectation is that there will be far less side effects – this is something that this trial is studying.   This treatment has been used in conjunction with chemotherapy in other types of blood cancers but this is the first study of this treatment in patients with amyloidosis.  
To establish the correct dose of radiation to give you, you will also receive a “one off” dose of a different radiolabelled drug (anti CD66 radiolabelled with Indium-111 [111In]) to take images of your body and calculate the absorbed doses of radiation your bone marrow and liver will receive (dosimetry). 
WHAT WOULD TAKING PART INVOLVE? 
If you decide to take part in this study you will be required to attend a number of visits at your local transplant centre and two visits to either University Hospital Southampton NHS Foundation Trust or The Royal Free Hospital NHS Trust (London) for the radiation aspects of the study. 

The centers taking part in this study are: 

· University Hospital Southampton NHS Foundation Trust (Southampton)
· Royal Free London NHS Foundation Trust/University College Hospitals NHS Foundation Trust (London)
· University Hospitals Birmingham NHS Foundation Trust (The Queen Elizabeth Hospital Birmingham) 

· The Newcastle upon Tyne Hospitals NHS Foundation Trust (Freeman Hospital)
The total duration of your time in the study will be 4 months (1 month pre transplant and 100 days post transplant). 

NAC Assessment-Royal Free Hospital NHS Trust (standard of care)
As you have been diagnosed with AL Amyloidosis you will also have been/or will be seen at the National Amyloidosis Centre (NAC) based at the Royal Free London. You will undergo a number of assessments as part of your routine evaluation of your condition and this will be undertaken regardless of your participation in the study. 

This standard amyloid assessment will form the baseline pre-treatment evaluation and results will be used to establish your eligibility for the study.  
At this visit you will have received this information sheet to read. You will then have time to take all this information away and discuss it with relatives and friends before deciding if you would like to take part. 

Consent and Baseline Assessments
Your local transplant centre will contact you to arrange your stem cell harvest (this is not part of the trial). Once this has been undertaken (and if successful), you will be asked about your decision to take part in the study. If you chose to do so, you will be asked to sign a consent form so we can further evaluate if you remain eligible for the study. Signing the consent form does not mean you will be automatically eligible to take part in the study. There are a number of further baseline evaluations that have to be undertaken to ensure you meet the inclusion criteria for the study. The base line assessments will be carried out at your local transplant centre.

The base line assessments include the following tests/assessments:
· Re checking current medication

· Taking your blood pressure, temperature, respiration rate, height and weight

· Undertaking a physical examination

· Measuring your body surface area

· Measuring your peak flow

· Undertaking a bone marrow biopsy 

· Taking routine blood tests and urine samples. 

· Women of child bearing potential will have a pregnancy test undertaken (please note that adequate forms of contraception must be used throughout the duration of the trial. These include 
· Intrauterine Device (IUD)

· Hormonal based contraception (pill, contraceptive injection etc.)

· Double Barrier contraception (condom and occlusive cap e.g. diaphragm or cervical cap with spermicide)

· True abstinence (this is defined as refraining from heterosexual intercourse after receiving [111In] at your Dosimetry and Imaging visit through to your last study visit (end of study).
· Taking specific blood tests to look at cardiac (heart) markers and amyloid (if not already undertaken)
· Electrocardiogram (ECG)

Dosimetry and Imaging visit
If your baseline assessments are satisfactory and your eligibility in the study confirmed, you will then be asked to attend a visit either at the Royal Free London NHS Foundation Trust (London) or University Hospital Southampton NHS Foundation Trust (Southampton). Arrangements will be made for travel and accommodation should you require them. This visit is required so the team can take detailed pictures of your body and calculate the radiation dose you will receive prior to your transplant. 

These visits will take place within the nuclear medicine departments of the hospital by trained members of the nuclear medicine team. You will receive a small dose of a radiolabelled (Indium-111 [111In] antibody (CD66) and then undergo a number of scans. Before you receive your radiolabelled injection (antibody), you will receive some oral (by mouth) medicine (premedication) to prevent any possible reaction to the radiolabelled antibody. Side effects are rare, but occasionally patients experience symptoms such as fever, chills and myalgia (muscle pain) when receiving antibodies of animal origin. The premedication should prevent this from happening.
You will have a cannula (small plastic tube) inserted into your vein to deliver the radiolabelled antibody, which will be administered over approximately 12 minutes.   Once the injection has been given you will undergo a number of scans. Once completed, you will be observed for 2 hours and if all is well, you will be allowed to go home or to a local hotel.  The radioactive antibody is rapidly removed from your body by physical and biological processes. While in your body, the radioactive material emits gamma radiation, which is similar in quality to x-rays. These gamma radiation levels are very low, and present virtually no risk to your family members or other people you may encounter. You will receive some written advice regarding the radiation you have received.

You will require further scans on the following days after receiving (Indium-111 [111In] (day 1) and on day 2, day 4 (optional) and day 5. 
Treatment visit

Approximately a week after your dosimetry visit, you will be asked to attend either the Royal Free London NHS Trust (London) or University Hospital Southampton NHS FoundationTrust (Southampton) for your radiation (conditioning) treatment. Again arrangements will be made for travel and accommodation should you require them. This visit will also take place within the nuclear medicine departments of the hospital by trained members of the nuclear medicine team. You will receive another radiolabelled Yttrium-90 [90Y] antibody (CD66). 
Before you receive your radiolabelled infusion (antibody), you will again receive some oral premedication to prevent any possible reaction to the radiolabelled antibody. Common side effects are low, but occasionally patients experience symptoms such as fever, chills, myalgia (muscle pain) when receiving antibodies of animal origin. Very rare side effects include throat tightness, difficulty in breathing and rigors (shaking). The premedication should prevent side effects from happening. Should you exeprience any side effects the infusion will be slowed or stopped and other medication given to reverse them. The injection will be via a cannula (or via your central line if you have one) over approximately 12 minutes. During your infusion you will have your vital signs measured (pulse rate, blood pressure and respiratory rate) every 5 minutes. You will also have the oxygen levels in your blood measured by an oxymeter (which is a small probe that sits on your finger). Following your infusion you will be monitored for a while and then may go  home. The radiation exposure again is low and is released in the form of soft X-radiation (Bremstrallung radiation) and presents no risk to your family members or other people you may encounter. You will receive some written advice regarding the radiation you have received.
You may be asked if you would  undergo  a bone marrow biopsy sometime between day 1 and day 14 post Yttrium-90 [90Y]. This will be required to sign an additional consent form. This biopsy is an optional biospy and will be taken for research purposes. The bone marrow may help us to understand how the radiation is able to destroy the abnormal plasma cells but it is not essential to the study and you can refuse this but remain in the trial. If you do not wish to have this biopsy this will not affect your continuation in the study. 
Day -7 to day 0 (transplant)

You will be monitored by your local transplant centers and asked to return approximately 7 days before your transplant to commence prophylactic (just in case) antibiotics. We know from other trials using the same antibody that the blood cells used to fight infection (neutrophils) are depleted around this time following your radiation treatment with Yttrium-90 [90Y]. You may be admitted to your transplant centre at this time and remain in hospital until after your transplant.  You will be monitored regularly as per standard for care within your local transplant centers until you are ready for discharge. Some of data collected during your routine post transplant assessments may be used for the trial. 
Day 30 and day 100

You will undergo a trial specific visit on day 30 and day 100 post transplant. At these visits you will undergo the following tests and assessments:
· Concomitant treatments

· Vital signs
· Weight

· Physical examination

· Disease assessment

· Routine blood tests

· Adverse Events

· Evaluation at the amyloidosis centre (D100 only)

· Bone marrow examination

After D100 you will be discharged from the study. 
WHAT ARE THE POSSIBLE BENEFITS OF TAKING PART?

It is not known if you will personally benefit from this research but we hope that it will allow us to develop a new way of treating patients with similar diseases, improving the way in which we destroy amyloid cells but with less side-effects than standard treatment.  The radiotherapy is intended to kill the abnormal bone marrow cells and this may help to control the amyloidosis in your care.  
DO I HAVE TO TAKE PART? 

It is up to you to decide whether or not to take part. If you do decide to take part you will be given this information sheet to keep and be asked to sign a consent form of which you will also receive a copy. If you decide to take part you are still free to withdraw at any time and without giving a reason. This will not affect the standard of care that you will receive.
Once you have received your treatment with yttrium-90 [90Y] you will have to receive your stem cell transplant so will be unable to withdraw at this stage. 
EXPENSES AND PAYMENTS 

Travel and accommodation costs for the dosimetry and treatment (conditioning) visits will be covered. 
WHAT ARE THE POSSIBLE DISADVANTAGES AND RISKS OF TAKING PART?

Most of the treatments and assessments you will receive/undergo will be standard of care (i.e. you will receive this anyway). 
As this study will not be using high doses of chemotherapy the risks of taking part we believe, are significantly lower than current treatment. The teams in Southampton and the Royal Free are experienced in use of targeted radiotherapy in treatment of haematological (blood) malignancies (cancers). Trials with the same antibody in transplant conditioning for multiple myeloma and for allogeneic stem cell transplantation are in progress.  Hence the radio-pharmacies and the radiation physics teams are experienced in use of this treatment. 

In the clinical trials done to date, there were no additional toxicities directly attributable to the use of the radiolabelled anti-CD66 antibody.  This is an antibody produced using mice proteins and, as with any antibody infusion, there is a risk of infusion reactions (fever, chills, body ache, low blood pressure, breathing difficulties, rashes) soon after the antibody is infused.  Most such reactions are minor and avoided by giving you medicines to counter the reactions.  However, extremely rarely (and not seen thus far with this antibody), a serious allergic reaction (anaphylactic reaction) can occur which has the potential be life threatening.  
The same radiolabelled antibody has already been used as part of the treatment before transplants in patients with other types of blood and bone marrow disorders (such as myeloma or leukaemia) but always in combination with high doses of chemotherapy (which you will not receive). We have not seen any specific damage to tissues or organs which was caused by the radiolabelled antibody. As the radiation is designed to target the bone marrow itself we do see a fall in the blood counts 8-10 days after treatment but this is expected and we anticipate that any abnormal plasma cells (that cause your amyloidosis) will also be destroyed. This is why we are using your own stem cells as a transplant to replace the bone marrow destroyed by the radiation. We have not seen any significant damage to any other organs due to the targeted radiation.  The only damage we have seen in these patients is that caused by the chemotherapy component of the treatment before transplant, such as sore mouth and diarrhea (due to damage to the lining of the mouth and gut), to the liver and other organs. Patients with amyloidosis are particularly vulnerable to such tissue damage. By avoiding the use of chemotherapy in your transplant we would expect not to see this type of damage.

All treatments that involve radiation have a potential risk of causing damage to normal cells with radiation and there is a very small risk of having secondary cancers many years later.  The theoretical life-long increased risk of a secondary cancer due to this radiation exposure is estimated to be 10-20 per 1,000 patients. This compares to the background risk (this is for the general UK population) of 1 in 3 for any individual developing cancer.
This far, we have not seen any additional such problems in patients who have received the antibody treatment.  

All patients who undergo a stem cell transplant (whether as part of this trial or as normal clinical care) can potentially have problems due to low blood counts.  You may need a blood or platelet transfusion(s) during the transplant.  There is a risk of infections which can potentially become severe or even life threatening but you will be closely monitored and have appropriate treatment started as soon as there are any signs of infections.  There is small risk that a severe complication may worsen the function of any organs which have been damaged by amyloidosis (including need for dialysis which can be permanent) and there is risk of needing admission in the intensive care unit.  There is a small risk (estimated from standard transplant procedures to be about 5%) of death during autologous stem cell transplant if you have a serious complication during the procedure.  You are likely to feel tired and fatigued after the procedure and may not be able to return to full time activity for a couple of months.  Sore mouth, diarrhea, nausea, vomiting, which are routinely encountered in a stem cell transplant, are likely to be much less of a problem with the targeted treatment but can potentially occur.  
WHAT HAPPENS WHEN RESEARCH STOPS? 

When you finish taking part in the research your treatment and subsequent follow-up will continue as it would have had you not taken part in the study.
WHAT IF THERE IS A PROBLEM?

Any complaint about the way with which you have been dealt during the study or any possible harm you might have suffered will be addressed. The detailed information relating to this is given in part 2 of this information sheet.
WILL MY TAKING PART IN THE 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 of this information sheet.
This completes Part 1

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

PATIENT INFORMATION SHEET 

PART 2 

WHAT IF RELEVANT NEW INFORMATION BECOMES AVAILABLE? 

Sometimes during a study, new information becomes available about the treatment that is being studied. If this happens, your doctor will tell you about it. You can then discuss if you want to continue the study or not. Your doctor can also decide to withdraw you from the study. 

This can happen if he/she thinks this is in your best interest. 

WHAT WILL HAPPEN IF I DO NOT WANT TO CARRY ON WITH THE STUDY

Taking part in this study is your choice. You can choose to participate in this study and then you can change your mind. Your choice will not influence the medical care that you receive. 
The study doctor may decide to remove you from this study without your permission for different reasons:

· If you do not follow the procedures required by the study.

· If the study procedures are found to be unsafe.

· If the study procedures are found to be ineffective.

· If the study is closed.

It is important that you tell the study doctor if you want to withdraw from the study, so that they can plan an appropriate visit to discuss withdrawal and follow up. 

WHAT IF THERE IS A PROBLEM?

Complaints 

If you have a concern about any aspect of this study, you should ask to speak with the research staff who will do their best to answer your questions. If you remain unhappy and wish to complain formally, you can do this through the NHS Complaints Procedure. Details can be obtained from your local hospital. There are no special compensation arrangements if you are harmed by taking part in this research project. If you are harmed due to someone’s negligence, then you may have grounds for a legal action but you may have to pay for it. Regardless of this, if you wish to complain, or have any concerns about any aspect of the way you have been approached or treated during the course of this study, the normal National Health Service complaints mechanisms will be available to you.
Involvement of the General Practioner/Family Doctor/Other Healthcare Practitioner 

If you agree and sign a consent form to participate in the study a letter will be sent to your GP/family doctor/health practitioner informing them of your participation. Please discuss this with your research doctor if you have any objections to this being undertaken. 
WILL MY TAKING PART IN THE STUDY BE KEPT CONFIDENTIAL? 

If you decide to take part in the study, some parts of your medical records and data collected during the course of the research, will be looked at by authorised staff working on the study. This will also include representatives of sponsor (University Hospital Southampton NHS Foundation Trust) for the purposes of monitoring the study. 

Your medical records may also be looked at by representatives from regulatory authorities to check that the study is being carried out correctly. 

Any data collected as part of the research will be anonymised. This means that you will only be identified by a study number and your initials. All information, which is collected about you during the course of the research, will be kept strictly confidential. 

The anonymised data collected will be sent to a data management company (located in Cape Town) so that we can analyse the results. You cannot be identified but we will ask for your consent to this. 

Following the study the researchers may share results of the study with other researchers which may be used to support other research in the future. You will not be identified in any of the published data. 

We will ask for you to consent to your GP being informed of your taking part in the study.
WHAT WILL HAPPEN TO ANY SAMPLES I GIVE? 

The blood and urine samples you provide will be analysed locally and the results maintained within the normal hospital systems. No samples will be retained after the study is completed. 
WHAT WILL HAPPEN TO THE RESULTS OF THE RESEARCH STUDY? 

The results of the study will be published in relevant medical and scientific journals once the data has been reviewed by the researchers. The results will also be made available to you via your study team (upon request) and through accessing the European Clinical Trial Database. The results will also be reviewed by the Ethics Committee and the MHRA at the end of the study. 
WHO IS ORGANIZING AND FUNDING THIS RESEARCH?
The study is Investigator driven and sponsored by University Hospital Southampton NHS Foundation Trust. The funding for the research has come from the Leukaemia and Lymphoma Research Fund and the UCL Amyloidosis Research Fund. 
WHO HAS REVIEWED THE STUDY?

The study has been reviewed by the Leukaemia and Lymphoma research fund as part of the process for obtaining funding and the internal UCL and Southampton trial committees.  
The study will also be reviewed and approval obtained by the Research Ethics Committee and the Medicines and Healthcare product Regulatory Agency (MHRA) before the study can commence. 
FURTHER INFORMATION AND CONTACT DETAILS 

If you have any questions about the study or if you have an injury – please contact the following persons: 

Study Physician

Telephone 


Study Physician  

Telephone
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Dr Kim Orchard-University Hospital Southampton NHS Foundation Trust

Dr Ashutosh Wechalekar-Royal Free London NHS Foundation Trustl/University College Hospitals NHS Foundation Trust

Professor Graham Jackson- The Newcastle upon Tyne Hospitals NHS Foundation Trust (Freeman Hospital) 
Dr Mark Cook - University Hospitals Birmingham NHS Foundation Trust (The Queen Elizabeth Hospital) 


