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1. Information for patients receiving Hormone Treatment and Abiraterone

This information leaflet is for men who have been allocated to Treatment Group G in STAMPEDE. These men are going to receive hormone treatment and abiraterone. The details of the treatments are given below.
2. Hormone Treatment

Prostate cancers often depend upon the male hormone testosterone to grow. Reducing the amount of testosterone in the body usually prevents further growth of the cancer and may cause it to shrink. This is called hormone treatment and can be achieved either by the use of anti-hormone injections or an operation to remove part or all of both testicles, which produce the male hormone testosterone. Further information is given in (a) and (b) below. Your study doctor will discuss these different options with you and together you can decide which is the best form of hormone treatment for you. All forms of hormone treatment can cause the following side-effects: impotence, loss of libido (sexual drive), hot flushes, occasional swelling of breast tissue and absent-mindedness. In addition, if you receive the treatment over a long period of time you may notice an increase in weight, a reduction in your muscle tissues and your bones may be weakened. 

By taking a hormone therapy which reduces body testosterone levels, your bones may become weakened, an effect known as osteoporosis. In most cases, reduction in body testosterone levels does not result in bone related side-effects. However, in a few severe cases it can be associated with a significantly increased fracture risk. The effects of hormone treatment, which is standard care on and off the study, will be monitored within this study to examine these effects more closely, particularly when given in combination with chemotherapy (docetaxel), bisphosphonate (zoledronic acid) and abiraterone treatment.
(a) Anti-hormone Injections
There are two types of anti-hormone injections known as LHRH analogues and LHRH antagonists. These work in different ways but both result in stopping the testicles making the male hormone testosterone. Depending on the type of injection, they are given around once every month or once every three months, usually into the skin of the abdomen or into the arm. Occasionally, LHRH analogues temporarily aggravate the cancer before a benefit occurs, and for this reason additional tablets are given for the first few weeks of the treatment. Other unwanted effects that have been reported are allergic reactions, irritation at the injection site and headaches.

How long you have the hormone treatment for will depend on whether you are set to receive radiotherapy. If you receive radiotherapy and your PSA (a blood test used to monitor the cancer) drops to low levels and remains there, hormone therapy will usually be stopped around 2 years after radiotherapy. Your cancer doctor will discuss this with you. If you do not receive radiotherapy, or your PSA test does not stay sufficiently low, hormone therapy will usually continue for as long as your cancer doctor considers it necessary. 

For some patients intermittent hormone treatment can be used. If this approach is adopted, we recommend that hormone treatment is not stopped until at least 2 years and after all study treatments have finished.
OR

(b) Bilateral Subcapsular Orchidectomy
This is an operation where the functioning part of the testicles is removed. This is normally done by taking out the centre of the testicles, leaving the testicles themselves behind but reduced in size. Sometimes, instead of this operation the testicles are removed completely. Your surgeon will discuss the surgical options with you. These operations are usually straightforward but there will be some pain or discomfort in the scrotum afterwards. There may also be some swelling and bruising in the scrotum that takes a couple of weeks to subside and as with any surgical operation an infection can occur in the wound.

3. Abiraterone

Recent research has demonstrated that one way in which prostate cancer stops responding to standard testosterone-reducing therapies is by making their own supply of hormones which work like testosterone. These hormones allow the cancer to start growing even though the levels of male hormones in the blood are low. Abiraterone is a drug that works by blocking the prostate cancer cells from making their own hormones like testosterone. In trials in men whose cancer is growing despite both standard hormone therapy and chemotherapy, abiraterone was shown to improve outcomes, including survival times, with mild to moderate side effects (see below). 
Abiraterone is taken once a day by mouth. You will need to take four 250mg tablets, which should be taken once a day, on an empty stomach i.e. around 2 hours after eating. No food should then be eaten for 1 hour after taking the abiraterone. 
A daily steroid tablet will also be required. This cannot be taken at the same time as abiraterone because it needs to be taken with food. Many people find it helps to take the tablet first thing in the morning with food. 
The duration of the abiraterone treatment will depend on whether your cancer is confined to the prostate and other sites within the pelvis (which means you should also receive radiotherapy) or whether it has spread further. 

If your cancer has spread outside the pelvis, your treatment will continue until there is evidence of disease recurrence or if you decide you wish to stop it because of unwanted side-effects.  The drug will be stopped earlier if there is a reason to suggest that your cancer is not responding to the treatment. 
If your cancer is confined to the pelvis and you are set to receive radiotherapy then treatment will stop at 2 years. If your disease is confined to the pelvis but you are not suitable for radiotherapy then treatment will be continued until evidence of recurrence as for patients with more extensive disease.
Abiraterone has been tested in patients with prostate cancer which has stopped responding to standard hormone therapy. In some of these patients, unwanted side- effects occured, including; lethargy, fluid retention, high blood pressure, low blood potassium levels, hot flushes, anaemia, abnormal liver function, abdominal pain, nausea, vomiting, raised blood glucose levels, joint and bone pains, constipation and diarrhoea. 

The use of steroids in conjunction with abiraterone is aimed at lessening some of the above side-effects. However steroids can cause some side-effects of their own.  Patients taking steroids may develop obesity, thin skin, easy bruising and muscle pains. Withdrawal of the steroids may result in symptoms that include fever, muscle and joint pains, and fatigue. Your study doctor will monitor your steroid dose and may make some adjustments to it if they feel that this is appropriate for you.

It is important that you let your study doctor know straight away if you feel unwell during treatment.
 Treatment Summary Table

	What is my treatment?
	How is it given?
	When, and for how long for?

	Hormone Treatment
	Regular injections or Orchidectomy 
	1. If you receive radiotherapy and your PSA (a blood test used to monitor the cancer) drops to low levels and remains there, hormone therapy will usually be stopped around 2 years after radiotherapy. Your cancer doctor will discuss this with you. 

2. If you do not receive radiotherapy, or your PSA test does not stay sufficiently low, hormone therapy will usually continue indefinitely. 

3. If your cancer has spread outside the pelvis, treatment will usually be given indefinitely.
4. If you experience a very good response to hormone therapy, intermittent treatment can be used. If this approach is adopted, we recommend that treatment is not stopped until at least 2 years and all trial therapies have been discontinued.



	Abiraterone
	By Tablet
	You will be asked to take 4 tablets a day for up to 2 years. Treatment will be stopped sooner if your study doctor feels it is no longer working. In some circumstances, treatment may go beyond this and your study doctor will discuss this with you further.



4. Will my doctor be paid if I take part in the study?

There will be no payment to your doctor if you choose to participate in the trial. However, the trial is part of the National Cancer Research Network (NRCN) portfolio of trials. This means your doctor will be entitled to research support for the trial (for example, help from a research nurse to run the trial).

5. Will I be paid for taking part in the study?

There will be no payments to patients who agree to participate in this trial and additional travel expenses will not be reimbursed.

6. What if I change my mind about taking part in the study?

If you change your mind about taking part in the study, you can stop your study treatment at any time. This will not affect your relationship with the doctors and nurses, or your subsequent care, in any way. Even then, we would still like to monitor your progress and, if you agree, we would want to continue to collect some information so that the long-term effects of your treatment can be assessed.

7. Who is organising this study?

The Medical Research Council (MRC) has overall responsibility for this trial. The study is funded by a clinical trials grant from the Clinical Trials Advisory and Awards Committee which allocates money from Cancer Research UK. The MRC also supports the trial through its core funding. Some further financial support and drug supplies have been obtained from the pharmaceutical companies: Novartis, Sanofi-Aventis, Pfizer and Janssen. The study has received the favourable opinion of an Independent Research Ethics Committee. The trial is run from the MRC Clinical Trials Unit (MRC CTU), London. 
8. Who has reviewed this study? 

To protect your safety, rights, well-being and dignity, this study has been reviewed by the West Midlands Research Ethics Committee. This committee has given this research the go-ahead. The research has also been reviewed by the Medicines and Healthcare products Regulatory Agency (MHRA). The science has been reviewed by many organisations including Cancer Research UK’s funding body. The trial has been developed by, and is overseen by, a committee which involves patient representatives.
9. What if things go wrong?

The MRC is the sponsor of this trial and as such would give sympathetic consideration to claims for compensation for any non-negligent harm that you may suffer by participating in this trial. The MRC and NHS are both publicly-funded bodies and are not allowed to purchase advance insurance to cover indemnity because they are backed by the resources of the Treasury. Like other publicly funded bodies, any liability arising from the MRC's activities is underwritten by the UK Government. However, this does not extend to harm arising from receiving the ’standard treatment’.
The hospital(s) you are treated in continue to have a duty of care to you, whether or not you agree to participate in this trial. Therefore, the MRC does not accept liability for negligence on the part of employees of hospital. This applies whether the hospital is an NHS Trust or not, and the MRC cannot be held liable for any breach in the hospital’s duty of care. If you wish to complain about any aspect of the way you have been approached or treated during the course of the study, the normal National Health Service complaint mechanisms will be available to you.

10. What if new information becomes available?

Sometimes during the course of a clinical trial, new information becomes available about the treatment/drug that is being studied. Throughout the study, medical information from this study and any other studies will be looked at by an independent committee. If any new information becomes available that may affect your participation in this study or would affect your future care, your study doctor will tell you about it and discuss with you whether you want to continue in the study. If you decide to withdraw, your study doctor will make arrangements for your care to continue. If you decide to continue in the study you would be asked to sign an updated consent form.

Please report any unwanted effects to your cancer doctor or nurse.

If you become unwell between hospital visits, please seek advice immediately, either from your hospital team or from your GP.

Your contact numbers are:

