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PATIENT INFORMATION SHEET

You have been invited to take part in a research study. Before you decide if you would like to take part, it is important that you understand why the research is being done and what it will involve. Please take time to read the following information carefully and discuss it with friends, relatives and your GP, if you wish. If you decide to enter the study your GP will be made aware of this. Ask us if there is anything that is not clear or if you would like more information. 

Information regarding cancer, clinical trials and treatment is available through the CancerHelp UK website, www.cancerhelp.org.uk and the CancerBACUP website, www.cancerbackup.org.uk.  CancerBACUP and the Lymphoma Association also publish leaflets for patients with lymphoma.).

What is the purpose of the study?

You have a condition called non-Hodgkin’s lymphoma.  In particular, you have a subtype of non-Hodgkin’s lymphoma called diffuse large B cell non-Hodgkin’s lymphoma.  This is a cancer of the lymphatic system which extends throughout the body. This means the cancer may be present in more than one part of your body.   We are developing a new treatment programme for patients who have disease like yours. This programme involves a combination of standard chemotherapy drugs (CHOP) and a drug called rituximab. 

CHOP is a combination of 4 chemotherapy drugs that are active in lymphoma.  It consists of the following medicines: cyclophosphamide, doxorubicin, vincristine and prednisolone.  Rituximab is a form of antibody whose action is directed against a protein present on the surface of lymphoma cells.  Rituximab has been shown in previous clinical trials to be effective in diffuse large B cell lymphoma when used in combination with CHOP. This chemotherapy regimen is normally given every 21 days (1 cycle).  We would like to find out whether giving CHOP with rituximab more intensively (every 14 days instead of every 21 days) will increase your lifespan.  If you agree to take part, you will be allocated into one of the two groups:

1) CHOP for 8 cycles and rituximab for 8 cycles given every 21 days

2) CHOP for 6 cycles and rituximab for 8 cycles given every 14 days

This means half of all patients will be given each of the treatments.  Neither you nor your doctor can choose which group you are put into.  A special computer program will be used to find out which treatment group you will be in.  This makes sure that, overall, the people in each treatment group are similar.  In total, 1,080 patients like you will take part in the study.  This is known as a randomised trial. Whichever group you are put into, you will be monitored closely. 

Why have I been chosen?

You have a new diagnosis of diffuse large B cell lymphoma. Therefore you are suitable for this study and we are therefore asking whether you would like to participate in this study.

Do I have to take part?

Your participation in this trial is entirely voluntary. If you decide to take part you will be given this information sheet to keep and be asked to sign a consent form. If you decide to take part you are still free to withdraw at any time without giving a reason. A decision to withdraw or a decision not to take part will not affect the standard of the care you receive.

What will happen to me during the study?

If you are willing to participate in the clinical trial, you will be assessed by your doctor to ensure you are suitable to take part. This would include full medical details, physical examination, blood tests and tumour assessment (CT scan, chest X-ray and bone marrow biopsy). Blood samples will be taken before and during every treatment. The amount of blood taken at each occasion will not exceed a tablespoon in volume.  All these investigations are done routinely during the treatment phase whether you decide to participate in the study or not.

If you are in group 1, you will receive chemotherapy drugs (CHOP) and rituximab every 3 weeks for a total of 24 weeks. The chemotherapy drugs cyclophosphamide, doxorubicin and vincristine, and rituximab are given into a vein in your arm. You will receive a total of 8 injections.  In addition, one of the chemotherapy drugs is a steroid tablet called prednisolone which you will take for five days during every cycle of treatment. You only need to spend one night in the hospital for your very first treatment, the rest is given as an out-patient.  

If you are in group 2, you will receive chemotherapy drugs (CHOP) and rituximab every 2 weeks for a total of 12 weeks.  The chemotherapy drugs cyclophosphamide, doxorubicin and vincristine and the rituximab are given into a vein in your arm. After finishing the 6 cycles of R-CHOP chemotherapy, you will receive additional infusions of rituximab two and four weeks later to ensure an equal number of rituximab infusions is given in both groups of the study. You will receive a total of 8 injections. You only need to spend one night in the hospital for your very first treatment, the rest is given as an out-patient.  In addition, one of the chemotherapy drugs is a steroid tablet called prednisolone which you will take for five days during every cycle of CHOP. The doses of chemotherapy drugs are similar to those used in group A. You will also receive an injection called granulocyte colony stimulating factor (GCSF) to boost your white blood cells to help us give the treatment on time every 14 days.  This is given underneath your skin either on your stomach, on your arm or on your thigh for 9 days during every cycle. 

We shall repeat your CT scan after 4 cycles and at the end of treatment to assess the response of your lymphoma. At the end of treatment, a bone marrow biopsy will be repeated and a CT scan. These are routine examinations that you will receive whether you participate in the study or not. You will then be seen regularly in the clinic. 

You will also receive two CT scans during follow-up, at 3 months and 1 year after treatment. The CT scan you will receive at 1 year after treatment is extra to the normal clinical protocol. The total x-ray dose arising from the 5 CT examinations will be equivalent to about 45 years natural background radiation. The extra you will receive from the additional CT scan is therefore 9 years of this. The National Radiological Protection Board describes ‘a few years’ natural background radiation as ‘Low Risk’ and it is unlikely that you would notice any health detriment arising from the radiological examinations.

In addition, and with your permission, a small fragment of the lymphoma tissue that was taken to make your diagnosis will be stored. This may be used in future research studies. This material will be linked to the data collected during your participation in the study through your unique trial number. No other personal data will be held. We shall seek a separate ethics approval before any use of this material for future studies. This tissue is needed for research to improve the treatment of lymphoma in the future. The donation of this tissue sample is entirely voluntary. You can decide not to consent to this part of the trial and still be eligible for the remainder of the trial.

What do I have to do?

There are no particular lifestyle restrictions necessary. CHOP and rituximab can affect egg and sperm production and therefore effective contraception should be used during and for 12 months after the last dose of treatment. 

Are there any side effects associated with these treatments?

All drugs can have side effects and this includes R-CHOP chemotherapy. The side-effects experienced will vary from person to person, with some patients experiencing more side effects than others. If you do develop troublesome side effects, your doctor may need to adjust your treatment to try and avoid further problems.

The more common side effects of CHOP chemotherapy are:

Tiredness or lethargy – during your chemotherapy, you may become very

tired a few days following treatment. Pace yourself and rest as necessary.

Low blood count – chemotherapy temporarily reduces the rate at which blood cells are produced in your bone marrow. This may cause:

· Anaemia (low red cell count) – you may need blood transfusions.

· Thrombocytopenia (low platelet count), which may increase your tendency to bleeding – you may need platelet transfusions.

· Neutropenia (low white cell count) – this may increase your risk of developing an infection, which may be serious and life threatening.

If you feel unwell at any time or have a temperature (38ºC/100ºF or higher) you should contact the hospital immediately as you may need to be admitted for intravenous antibiotics.

Nausea and vomiting – chemotherapy sometimes causes this. It can usually be managed with anti-sickness (anti-emetic) drugs.

Hair loss (alopecia) – temporary hair loss usually happens. 

Sore mouth – keep your mouth clean and healthy by drinking plenty of fluids and carrying out good oral hygiene. You will be given prescribed mouthwashes to help with this.

Numbness and tingling in the hands and feet (peripheral neuropathy) – vincristine can cause problems with the nerves in the body. It can cause sensations like tingling, burning, numbness or pins and needles in the hands and/or the feet. Tell your doctor if you get any of these sensations, so they can be monitored. Most of the time, these symptoms will get better after your treatment ends, although it may take some time.

Effects on the bladder – cyclophosphamide can cause irritation to the bladder. Drinking plenty of fluids will help prevent this. However, if you notice blood in your urine, please inform your doctor or nurse. Doxorubicin is red in colour and may cause your urine to become pink or red for up to 24 hours following each treatment.

Skin and nail changes – the skin around the site of the injection may become irritated. Your skin may also become darker, redder and more sensitive to light. You will need to take care in the sun as your skin may burn more easily during treatment and for several months afterwards.Your nails may become darker than usual and they may develop ridges. White lines may appear on them. These changes usually grow out over a few months after the treatment has finished.

Side effects of steroids – steroids can irritate the lining of the stomach causing indigestion or heartburn. However, you may also have an increased appetite. You may notice swelling of your ankles (ankle oedema). Usually, this is mild and goes away when treatment ends. Some people experience mood changes or difficulty in sleeping. If you experience any changes in your mood, contact your doctor.

Less common side effects are:

Lung damage – cyclophosphamide can cause changes to the lungs. Tell your doctor if you have any changes with your breathing or a cough.

Constipation – if you experience constipation, it can be treated with laxatives.

Changes in liver function – there may be changes in the way your liver works.

Damage to the heart muscle – Doxorubicin can sometimes reduce the strength of the heart muscle. This effect is rare in patients who do not have risks factors for heart disease. Your heart will be checked before you start treatment with an ECG, in addition some patients may require special tests to monitor their heart during treatment.
Eye irritation – doxorubicin can cause inflammation of outermost layer of the eye and the inner surface of the eyelids (conjunctivitis). It can also cause excessive tear production.

Secondary cancer – There is a small chance that cyclophosphamide may cause a secondary cancer. If this is of concern please feel free to discuss with you doctor.

Side effects of rituximab

The following side effects may also happen with the rituximab part of your treatment. 

Flu-like symptoms – this can include a high temperature and chills, muscle aches and headache. This can occur while the infusion is in progress but should not last for long. This is due to the reaction of your body to a foreign antibody. If these symptoms occur, the infusion may need to be stopped and restarted when the symptoms have resolved. Any lingering effects should disappear once your treatment is completed. If, however, you experience any of these symptoms or feel unwell at home following the infusion, please contact your nurse or clinic as soon as possible.

• Low blood pressure – this may happen during the infusion. Your blood pressure will be checked regularly.

• Allergic reactions – for a small number of patients a more severe, occasionally life threatening, infusion related reaction can happen. In addition to the side effects above, this may include a feeling of swelling in the tongue or throat, a cough and breathlessness. You will be monitored closely during your treatment and if any of these symptoms occur the treatment will be slowed down until you are feeling better.

Side effects of GCSF

You may experience some pain in your bones as the GCSF stimulates the bone marrow.

Fertility, pregnancy and breast feeding

Fertility – chemotherapy can damage the testis or ovary. This may affect your ability to conceive (or father a child). Infertility can be temporary or more permanent. Sometimes in women chemotherapy can lead to premature menopause. If relevant to you, you may want to discuss the issue of fertility with your doctor before treatment is started.

Pregnancy – during chemotherapy and for up to a year afterwards, if sperm or eggs are produced they may be abnormal. Treatment can also harm an unborn child. We recommend that you or your partner use a barrier method of contraception during treatment and for one year afterwards. If you know you are pregnant before starting treatment or become pregnant during treatment, you must tell your doctor immediately

Breast feeding – there is a risk of harm to a child who is being breastfed since the drug may be concentrated in the milk. It is very important that women do not breast feed while receiving chemotherapy.

Blood clots

Both the lymphoma and the chemotherapy can increase the risk of developing blood clots. Blood clots can occur in the veins causing problems like deep vein thrombosis (clot in the leg causing swelling of the leg) or pulmonary embolus (clot in the lung causing shortness of breath or chest pain). Blood clots can also occur in the arteries leading to a heart attack, stroke or impairment of the blood supply to a limb. Blood clots can be life threatening but can usually be treated by drugs that thin the blood. If you are concerned about any of the above, please inform your doctor immediately. 

We have listed the most common side effects of this chemotherapy. You may experience some or several of these side effects listed above and they may be mild, moderate or severe. Some can occasionally be life-threatening.

As with all drugs there may be other side effects not mentioned here that you may experience. Because of the risk of side-effects it is important that you:

• Always tell your doctor if you suffer from any of these side effects, or if you have experienced any new symptoms since your last visit. Your doctor can help you by giving you medication or advice, to reduce or stop these side effects from occurring in the future.

• Always tell your doctor about any other medicine you are taking or planning to take, including herbal and complementary therapies.

• Always consult your doctor before having any other procedure, for example, dental work or vaccinations.
What are the possible benefits of taking part?

We hope that the treatments will help you. However, this cannot be guaranteed.  The information we get from this study may help us to improve the future treatment of patients like you with diffuse large B cell non-Hodgkin’s lymphoma.  

What if something goes wrong?

Every care will be taken in the course of this study. However if you are harmed by taking part in this research project University College London (UCL), as sponsor, will provide non-negligent compensation.  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 complaint mechanisms are available to you.  
Information regarding cancer, clinical trials and treatment is available through the CancerHelp UK website, www.cancerhelp.org.uk and the CancerBACUP website, www.cancerbackup.org.uk.  CancerBACUP and the Lymphoma Association also publish leaflets for patients with lymphoma.).
What if new information becomes available?

This will be made available to you by your doctor.

Will information about me in this study be kept confidential?

All information which is collected about you during the course of this study will be kept strictly confidential.  Any information about you which leaves the hospital will have your name and address removed, so you cannot be identified from it. We may need to obtain information from the Office of National Statistics.

Who is sponsoring and organising the research?

This study is organised on behalf of the National Cancer Research Institute and is co-ordinated by the Lymphoma Trials Office.

What will happen to the results of the study?

Results will be analysed by the Lymphoma Trials Office. They will be presented at haematological and oncological meetings and published in associated journals.  

What if I do not wish to take part or change my mind?

The study is voluntary so that you should not feel under any pressure to enter.  If you decide to take part you are free to withdraw at any time.  In either case, you do not have to give a reason for your decision and this will not prejudice your future medical care.  If you decide not to participate in the study, then your doctor will discuss other options with you.

There is no facility for payment of clinicians or patients or travel expenses.

If you do decide to take part in this research study, you will be asked to sign a consent form.  You have 7 days to decide. Should you have any further queries regarding this study or about any of the treatments described above:

Please contact     ________________________________________________
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