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MinTac  Patient information sheet 
Title of Project: Tacrolimus versus prednisolone for the treatment of nephrotic syndrome secondary to minimal change glomerulonephritis  (MinTac)
Version 3 24/10/2009 
EudraCT number: 2009-014292-52
Contact details

Prof Neil Turner




Tel 0131 242 9167
for research team: 
Renal Medicine, Royal Infirmary, Edinburgh

We would like to invite you to take part in a research study.  Before you decide you need to understand why the research is being done and what it will involve for you.  Please take time to read the following information carefully. Talk to others about the study if you wish. 

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

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

Ask us if there is anything that is not clear or if you would like more information.  Take time to decide whether or not you wish to take part.
Part 1

What is the purpose of the study?
Your kidney disease, minimal change disease, can cause nephrotic syndrome, when the kidney leaks a large amount of protein, resulting in swelling of your legs and face. In some patients the nephrotic syndrome can be so severe that this also affects the function of the kidney. In the past it has been treated with high dose steroids (prednisolone) which are effective but have many unpleasant side effects, and often the disease comes back resulting in the need for multiple courses of prednisolone. In recent years we have found that treatment with a drug called tacrolimus may be effective and has much less side effects than steroids. In this study we plan compare tacrolimus with prednisolone to see if this is a better treatment for the disease and whether this will prevent the disease coming back when the drugs are stopped. Tacrolimus has been used in kidney transplant patients for many years so we know that usually it is well tolerated with few side effects.
Why have I been invited to take part?
You have been invited to take part as you have minimal change disease. All patients in our clinic with this disease as the cause of leakage of protein from the kidneys are being invited to take part in this study. We expect that approximately 52 patients will take part in the study.
Do I have to take part?

It is up to you to decide. We will describe the study and go through this information sheet, which we will then give to you so you can decide if you wish to enter the trial. We will then ask you to sign a consent form to show you have agreed to take part. You are free to withdraw at any time, without giving a reason. This would not affect the standard of care you receive.

What will happen to me if I take part?
We currently don’t know if our current standard treatment with prednisolone or the study treatment is best. To find out, we need to compare the two treatments. If you agree to take part, you will be randomly assigned to receive our current standard treatment, which is prednisolone, or to receive tacrolimus. You will have a 50% chance of receiving the standard treatment of prednisolone, and a 50% chance of receiving the study treatment tacrolimus. You will receive this treatment for a minimum of 4 months and a maximum of 10 months depending how quickly your kidney responds to the treatment. All blood and urine tests will be exactly the same as if you were not in the study, and you will be followed up in the renal clinic. Being in the study should not result in any extra visits to the clinic.
Expenses and payment
There will be no payment or expenses for this study
What will I have to do?
You should take the prednisolone or the tacrolimus as directed by us in the renal clinic. You should take any other prescribed medications in the usual way. Please do not take any new over –the –counter drugs without discussing them with us first in case they interact with the study medication. You should not participate in this study if you are currently involved in other drug studies. Please inform us of any other studies you have been in which have now finished. 
What is the drug that is being tested?
Both prednisolone and tacrolimus are immunosuppressive treatments. They have been used for many years in the treatment of patients with renal transplants and are usually well tolerated.

What are the alternatives for treatment?
If you do not wish to take part in the study you will be offered the current standard treatment with prednisolone alone.
What are the possible disadvantages and risks of taking part?
Tacrolimus is an immunosuppressive treatment and involves an increased risk of infection and increased incidence of some cancers such as skin and lymph node cancer. The risk is difficult to quantify but is likely to be very small.

The treatment (tacrolimus or steroid) allocated may not be effective in some people, in which case alternative treatment may be given. In some cases a kidney biopsy may be done prior to changing the treatment, if this is needed to guide therapy. This will be exactly the same as the kidney biopsy you have already had. Local anaesthetic will be injected into your back over your kidney to numb the area. A biopsy needle will then be inserted into your and 2 or 3 small samples of kidney taken for analysis.  You will need to stay on the ward to be monitored for 4-5 hours after the biopsy. There is a 1-5% risk of bleeding in the urine following a kidney biopsy (i.e. 1 to 5 patients out of every 100), the bleeding is usually mild and most patients will not require treatment for this. Between 0.1 and 0.5% of patients ( 1 to 5 patients out of every 1000) undergoing kidney biopsy will have major bleeding after the procedure which may require intervention such as blood transfusion or a procedure (operation or insertion of a metal coil) to stop the bleeding.
What are the side effects of the treatments?
The treatments are usually well tolerated but there can be side effects

Prednisolone
The main side effects of prednisolone are as follows and a complete list is detailed on the pack insert.
Immunosuppression – prolonged courses of prednisolone can increase susceptibility to infection including thrush (common), and serious infections can go unrecognised. Unless you have had chicken pox before and therefore have some immunity (protection) against chicken pox, you are at risk of severe chicken pox and should avoid close contact with people who are suffering from chickenpox or shingles. Likewise, precautions should be taken against contracting measles. 

Adrenal suppression – steroids must not be stopped suddenly, suppression of your body’s own steroid production can last for a year or more after stopping treatment and you must tell the doctor about your previous steroid treatment when receiving treatment for any other illness or injury. A 'withdrawal syndrome' may also occur on stopping steroids including, fever, muscle aches, weakness, joint pains, runny nose, conjunctivitis (sore eyes), painful itchy skin nodules, loss of weight, mental changes, emotional changes, nausea, vomiting, low blood pressure, benign intracranial hypertension (raised pressure in the brain), dizziness, headache, and reappearance of disease symptoms. 
Mood and behaviour changes –  Steroids can alter your mood and behaviour (common) especially early in treatment or when treatment is being withdrawn. You may become confused, irritable, or suffer from delusional and suicidal thoughts. Seek medical advice straight away if these symptoms occur.
Gastrointestinal effects- steroids are weakly linked with stomach ulceration and perforation and with inflammation of the pancreas (rare).

Endocrine – steroids can cause weight gain (common), increased appetite and diabetes, high blood pressure, facial hair and menstrual irregularities.

Musculoskeletal effects-osteoporosis (thinning of the bones), avascular necrosis (loss of blood supply to the bones), fractures,and muscle wasting.
Cushings syndrome – moon face, striae (common) and acne (usually reversible on withdrawal of therapy).

Effects on eyes – glaucoma (raised pressure in the eye), papilloedema (swelling of the optic disc), cataracts, corneal or scleral thinning, serious retinal detachment, exacerbation of viral or fungal diseases of the eye and sudden blindness (rare).

Skin – You may notice impaired healing, skin atrophy, bruising, striae, acne, skin thinning, flushing, excessive sweating

Others –  hypersensitivity reaction including anaphylaxis (collapse due to an allergic reaction), myocardial rupture (rupture of the heart muscle) after a heart attack,  blood clots, nausea, headache and dizziness can also occur.

Steroids can cause swelling due to salt and water retention.
Tacrolimus
The main side effects of tacrolimus are as follows and a complete list is detailed on the pack insert.

Immunosuppression – increased risk of infections and cancers including lymphoma and skin cancer.
Kidney- impaired kidney function (your doctor will monitor this)-your dose of tacrolimus may need to be reduced or stopped, painful urination
Endocrine – high blood pressure, diabetes, increased potassium in the blood, reduced magnesium, phosphate (these will be monitored by your doctor).

Gut – indigestion and ulceration, liver dysfunction, jaundice (becoming yellow), narrowing of the bile vessels (very rare)

Heart – fast heart rate, blood clots, heart failure (rare), shortness of breath, fluid on the lung

Psychiatric disorders- you may suffer from difficulty in sleeping, anxiety symptoms, confusion and depression, mood changes. Please inform your doctor if you notice any of these effects.
Nervous system – trembling, headache, fits, disturbances in consciousness, tingling and numbness in the hands and feet, dizziness, impaired writing ability, (common): coma, bleeding in the brain, stroke, paralysis, speech and language abnormalities, memory problems, increased muscle stiffness, muscular weakness (uncommon).
Eye disorders – you may suffer from blurred vision, increased sensitivity to light, (common): cataract, blindness (rare). 
Ear disorders – ringing sound in your ears (common), deafness (rare). 
Skin disorders – itching, rash, hair loss, acne, increased sweating (common), burning sensation in the sunlight (uncommon): serious illness (Stevens Johnson syndrome) with blistering of skin, mouth, eyes and genitals, increased hairiness (rare). 
Bone and joint disorders –  pain in joints, limbs or back, muscle cramp, ,joint disorders (uncommon). 
Disorders affecting the body as a whole – general weakness, fever, retention of fluid in your body, pain and discomfort, increase of the enzyme alkaline phosphatase in your blood (this will be monitored by your doctor), weight gain, feeling of temperature disturbance (common), influenza like illness, increased sensitivity to heat and cold, feeling of pressure on your chest, jittery or abnormal feeling, increase of the enzyme lactate dehydrogenase in your blood, weight loss (uncommon), thirst, fall, decreased mobility, increase of fat tissue (very rare).

We will monitor you closely for any of these side effects, if you have any symptoms please let the doctor you see in the clinic know. If you are worried in between clinic visits you can telephone and speak to Prof Neil Turner, telephone 0131 242 9167.
Harm to the unborn child
It is important for women not to get pregnant during the trial. Tacrolimus can harm an unborn child. Your doctor will discuss contraception with you to make sure that this is adequate.

Benefits of taking part in this study 
Tacrolimus may be as effective or more effective than steroids in treating minimal disease, and is likely to have less side effects. There may be less chance of the disease returning on stopping the treatment.

What happens when the research stops?
Your treatment and follow up in the renal clinic will continue in the normal way.
What if there is a problem?

Any complaint about the way you have been dealt with during the study or any possible harm you might suffer will be addressed. The detailed information on this is given in part 2.
Will my taking part in the study be kept confidential?
Yes. We will follow ethical and legal practice and all information about you will be handled in confidence. Your GP will be aware you are participating in the study. The details are included in part 2.
Part 2 of information sheet
What if relevant new information becomes available?

Sometimes we get new information about the treatment being studied. If this happens, your doctor will tell you and discuss whether you should continue in the study. If you decide not to carry on, your research doctor will make arrangements for your care to continue. If you decide to continue in the study he may ask you to sign an updated consent form. Your research doctor may consider you should withdraw from the study. He/she will explain the reasons and arrange for your care to continue.

If the study is stopped for any other reason, we will tell you and arrange your continuing care.

What will happen if I don’t want to carry on with the study? 
You can withdraw from this study and still be treated in the conventional way. Information collected may still be used. Any stored blood or tissue samples that can still be identified as yours will be destroyed if you wish. 
What if there is a problem? 

If you have a concern about any aspect of this study, you should ask to speak to the researcher, Prof Neil Turner who will do his best to answer your questions (Tel no 0131 242 9167). If you remain unhappy and wish to complain formally, you can do this through the NHS Complaints Procedure. Details can be obtained from the hospital. 
Harm 

In the event that something does go wrong and you are harmed during the research and this is due to someone’s negligence then you may have grounds for a legal action for compensation against NHS Lothian, but you may have to pay your legal costs. The normal National Health Service complaints mechanisms will still be available to you. 

Will my taking part in this study be kept confidential? 
All information which is collected about you during the course of the research will be kept strictly confidential, and any information about you which leaves the hospital will have your name and address removed so that you cannot be identified.
Involvement of the General Practitioner/Family doctor (GP) 

Your GP will be informed of your participation in the study.
What will happen to any samples I give? 
No extra blood/urine samples will be taken for this study. Samples will be dealt with as normal for samples from patients with this condition. No genetic tests will be done on samples.  
What will happen to the results of the research study?
We intend to publish the results of the study and will discuss the results with you if you wish. Participants will not be identified in any report/publication.
Who is organising and funding the research? 
Imperial College Healthcare NHS Trust is sponsoring the research. Your doctor will NOT be paid for including you in this study. 
Who has reviewed the study? 

All research in the NHS is looked at by independent group of people, called a Research Ethics Committee to protect your safety, rights, wellbeing and dignity. This study has been reviewed and given favourable opinion 
REC ref no 09/H0711/68
EudraCT no  2009-014292-52
If you decide to enter the study, you will be given a copy of this information form and a signed consent form to keep. 
Independent Advice

If you would like to discuss this study with a doctor who is familiar with the details of the study, but is not involved in the running of the trial, contact:

Dr Jeremy Hughes
Tel 0131 242 1244
Complaints: If you are unhappy about any aspect of the way in which you have been asked to participate in this study, or the way in which the study has been run, please contact

Karen Adams
Surgical Directorate
Renal Unit

Royal Infirmary of Edinburgh
51 Little France Crescent

Edinburgh

EH16 4SA

Further Information: If you would like any additional information, or an opportunity to discuss the study further, please contact Prof Neil Turner, telephone 0131 242 9167
Emergency Contact Number: 
If you require advice please contact Prof Neil Turner on the above number Monday to Friday 9am to 5pm. In an emergency out of hours please telephone the hospital switch board on 0131 536 1000 and ask to speak to the Renal Registrar on call.
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