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Is 3 drug Chemotherapy before and after surgery better overall than 2 drug Chemotherapy for bowel cancer patients?

PATIENT INFORMATION AND INFORMED CONSENT FORM

(A large-print version of this form is available)
[bookmark: _Toc192701735]Summary: Why are we doing this research and what will happen if you take part?
[bookmark: _Hlk192679993]We invite you to take part in the FOXTROT 3 research, part of the international FOxTROT research programme. Before you decide, it is important that you know why we are doing the research and what is involved. 

There are now two standard treatment approaches for your type of bowel cancer. In the first approach, you can have surgery first to remove your tumour(s). If needed, you may then have chemotherapy to kill off any undetectable remaining cancer cells. In the second approach, you can have some chemotherapy before surgery and then some further chemotherapy after surgery. 

Research has shown that giving 3 chemotherapy drugs, instead of 2, is more effective for patients with a different type of bowel cancer that has spread (stage 4). FOxTROT 3 will look at whether giving 3 chemotherapy drugs before and after surgery is also better for patients like you. This research will also look at whether the extra chemotherapy drug causes more side effects in patients like you.

Once you have had time to ask questions and signed the consent form, you may need some further tests to make sure that this research is suitable for you. A computer will then place you into one of two groups by chance (randomly). One group will be given the 2 chemotherapy drugs which are normal for your condition. The second group will be given the new chemotherapy combination, with 3 drugs. By comparing how the two groups of patients get on, we will be able to see which approach is better for patients like you.
Taking part in this research is optional and there will be no impact on your usual care if you do not take part. If you do take part, you are free to withdraw at any time without giving a reason. 
To find out more, including what would happen if you decided to take part in this research and the potential advantages and risks, please read the following more detailed information.
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[bookmark: _Toc169526975][bookmark: _Toc190376464][bookmark: _Toc190376500]

[bookmark: _Toc192701737]FOxTROT 3 - Information for Patients
Once you have read this document, you may still have questions or simply want to check your understanding. We have included a ‘Patients’ Questions Sheet’ at the end of the document to help you keep note of your queries. 
In addition to the information contained in this document, supplementary information is available on the following topics:
· What will happen if I don’t want to carry on with the research?
· What will happen to any samples I give?
· Who has organised, reviewed and funded the research?
· What if I have a concern or complaint?
· Further information about symptoms of potential serious side effects
· More about how your information will be used

You don’t have to look at any of that supplementary information before making your decision, if you don’t want to. But you might find it useful if you still have questions about anything, either now or in future.

This extra information can be found in the FOxTROT 3 Supplementary Information section on the FOxTROT website:  https://ctru.leeds.ac.uk/foxtrot/

This Supplementary Information is also available in printed format from your hospital team.

You can find more general information from the NHS about how people’s information is used in research at https://www.hra.nhs.uk/patientdataandresearch. Please feel free to ask for a printed copy of this if you cannot access this online version.

Who can I contact if I have questions? 
Our highly experienced and friendly research team at (insert site name) will look after you as part of this research. Here are some of the team members that you may see during your visits.
Insert site specific photos of clinicians that the patients are likely to see/interact with and their names/roles. If individual sites are not comfortable in providing this then please delete this part of the PIS.
If you have any questions please talk to <<Enter PI, nurse name >> at << Contact details for site>>

Contact details:
Urgent contact details:
Non-urgent contact details:

[bookmark: _Toc169526976][bookmark: _Toc190376465][bookmark: _Toc190376501]

[bookmark: _Toc192701738]Main Information. The purpose of the FOxTROT 3 research and what will happen if you take part

[bookmark: _Toc61526191][bookmark: _Toc190376466][bookmark: _Toc190376502][bookmark: _Toc192701739]What is the purpose of the research?
[bookmark: _Hlk192772543]The standard treatment for bowel cancer has been to have surgery to remove the tumour, usually followed by a course of anti-cancer drugs (called chemotherapy). This is to reduce the chance of cancer returning in the future by treating any remaining cancer cells that cannot be seen on scans by your surgeon. 

More recently the international FOxTROT 1 research showed that receiving some of the chemotherapy before surgery (called neoadjuvant chemotherapy) rather than after surgery reduced the chance of cancer coming back. FOxTROT 1 also showed that it does not cause any more side effects or issues after surgery. This is now a standard treatment option for some bowel cancer patients.

More information about the FOxTROT 1 research can be found on the Cancer Research UK website:
https://www.cancerresearchuk.org/about-cancer/find-a-clinical-trial/a-trial-looking-at-chemotherapy-and-panitumumab-before-and-after-surgery-for-bowel-cancer#undefined

For cancer that has spread (stage 4), it can be more effective to give 3 chemotherapy drugs after surgery instead of just 2. The 3 drug combination is associated with more side effects, but is deemed to be safe. This is now a standard treatment in stage 4 bowel cancer. Oncologists (specialist cancer doctors) have experience in managing the side effects of this treatment.

[bookmark: _Hlk192676745][bookmark: _Hlk192676136][bookmark: _Hlk182479670]FOxTROT 3 will test if this 3 chemotherapy drug combination is effective and safe for patients with bowel cancer that has not spread to other parts of the body. We will compare it with the standard 2 drug combination. 

[bookmark: _Toc190376468][bookmark: _Toc190376504][bookmark: _Toc192701740]Allocation to Patient Groups 
FOxTROT 3 is randomised research, which means that patients are put into one of two groups at random. This is the best way to be sure the two groups contain patients with similar characteristics (for example in terms of their cancer, stage, range of ages and other factors) so that any differences in the results are because of differences in the treatments they have received. A computer will allocate you by chance (randomly) to a group. Patients in one group will receive the standard chemotherapy drugs before their surgery. Patients in the other group will be given an extra chemotherapy drug to the standard 2 chemotherapy drugs before their surgery. Both groups will be seen by an oncologist after surgery and most patients will receive more chemotherapy.

Neither you or the staff at your hospital are able to choose which group you will be in if you choose to take part.

[bookmark: _Toc190376469][bookmark: _Toc190376505][bookmark: _Toc192701741]Description of the initial treatment in the ‘3 chemotherapy drugs’ group (new treatment)
Two out of every three patients will be allocated to  the group receiving 3 chemotherapy drugs before surgery i.e. the new treatment group. 

Patients allocated to this group will receive a treatment called modified FOLFOXIRI (mFOLFOXIRI) for 6 weeks. This treatment is already used as standard treatment in Stage 4 bowel cancer.

· mFOLFOXIRI is a combination treatment made up of 3 chemotherapy drugs, as well as another drug called folinic acid. You will have 3 cycles, each cycle lasting 2 weeks.

	Drug name
	How the drug is given

	Irinotecan (the extra chemotherapy drug)
	Starting on the first day of each cycle, you will receive the drug via a continuous drip (infusion). This will take about 48-50 hours although you should not need to stay in hospital for all this time. You then have no treatment for the remaining 12 days of the cycle.

	Oxaliplatin (chemotherapy)
	

	Fluorouracil (chemotherapy)
	

	Folinic acid
	



[bookmark: _Toc192701742][bookmark: _Toc190376470][bookmark: _Toc190376506]Description of the initial treatment in the ‘standard treatment’ group (2 chemotherapy drugs)
One out of every 3 patients will be allocated to the ‘standard treatment’ group.

Patients allocated to this group will receive one of two types of chemotherapy treatment for 6 weeks: either OxMdG (also known as FOLFOX) or OxCap (also known as XELOX or CAPOX). These are the standard treatments given both before and after surgery for locally advanced bowel cancer.

· OxMdG is a combination treatment made up of 2 chemotherapy drugs, plus another drug called folinic acid. You will have 3 cycles, each cycle lasting 2 weeks.
	Drug name
	How the drug is given

	Oxaliplatin (chemotherapy)
	Starting on the first day of each cycle, you will receive the drug via a continuous drip (infusion). This will take about 48 hours, although you should not need to stay in hospital for all this time. You then have no treatment for the remaining 12 days of the cycle.

	Fluorouracil (chemotherapy)
	

	Folinic acid
	



· OxCap is a combination treatment made up of 2 chemotherapy drugs. You will have 2 cycles, each cycle lasting 3 weeks.
	Drug name
	How the drug is given

	Oxaliplatin (chemotherapy) 
	On the first day of each cycle, you will receive the drug via drip (infusion) in your arm. This will take about 2 hours.

	Capecitabine* (chemotherapy)
	Tablets, taken daily at home for 2 weeks followed by 1 week break. (recommended to be taken after food)



*If you are taking tablets, you will be given a diary to record the number of tablets you take during this research. You should take this with you when you see your research team. This will help your research team keep records of any missed chemotherapy tablets, so they know how much drug you have received. 

[bookmark: _Toc192701743]What happens after I have received the initial 6 weeks of treatment?
After finishing the chemotherapy you will have a 3 to 4 week rest period, to allow the chemotherapy to have its full effect and for any side effects to settle. You will have a CT scan at this time to allow the research team to look at the effect of this earlier chemotherapy. This CT scan is an additional test that you would not have as part of standard care. Then you will have the operation to remove the tumour. 

Following your operation there will be a 4 to 8 week recovery period  before seeing your oncologist to see if further chemotherapy is desirable. When considering what further treatment may be advisable your oncologist will discuss how you got on during the chemotherapy before the surgery and how you have recovered from surgery.

Six weeks of chemotherapy following surgery (known as post-operative chemotherapy) is recommended as part of the FOxTROT 3 research. However, there are options available to you and your oncologist. For example, you may continue on the same treatment you received before surgery. If you decide that you do not want to have post-operative chemotherapy, or your oncologist doesn’t think that it is in your best interests, that is ok. You can still remain part of the research.

[bookmark: _Toc192701744]What tests will happen if I decide to take part?
Although your doctor thinks the research might be suitable for you, they will still need to carry out some medical tests and ask you some questions. If these show that FOxTROT 3 is not suitable for you, your doctor will discuss alternative treatment options.

· Screening tests
You will have already had a CT scan that confirms the stage of your tumour (how big it is and whether it has spread or not). You will also have had a colonoscopy and biopsy (a procedure to remove a small sample of your tumour). You may then need some further tests to check that the research study is suitable for you. These tests include:

· MMR test, to show your likely response to chemotherapy
You will have this test, called a mismatch repair (MMR for short) test, which will indicate if your cancer is likely to respond to chemotherapy (see page 8 for what could happen if there is no response). You may have already had had this test. If so it should not have to be repeated. In bowel cancer, your mismatch repair system can either be working well (called 'proficient' or pMMR) or can be ineffective (called 'deficient' or dMMR). Chemotherapy is more effective in pMMR tumours.

If the test indicates that your cancer is dMMR and therefore unlikely to respond to chemotherapy, then FOxTROT 3 will not be suitable for you.

· Other tests and assessments
· Blood tests
· An assessment of your medical history
· A physical examination
· A pregnancy test (only if you are female and pregnancy is a possibility)

You would need to have some of these tests done even if you were not going to take part in this research. Indeed,  some of them may already have been done as part of the investigations of your cancer.  Your medical team will check the results of these investigations and your medical history to make sure that the research is suitable for you.  If not, your doctor will discuss your alternative treatment options with you.

During the Research
For all patients taking part in FOxTROT 3 we will need a sample of your tumour removed during your operation (called a biopsy). We will also collect photos of the biopsy and the part of your bowel containing the tumour that is removed during surgery. These are sent to the FOxTROT central laboratory at the University of Leeds. This is important so we can understand: 
· how well your chemotherapy has worked (if you are in the ‘chemotherapy first’ group) 
· so that the FOxTROT research pathologists can carry out an in-depth examination of your tumour.

We will ask you to complete quality of life questionnaires a number of times during the research. Collecting information on your quality of life during and after treatment is really important and we appreciate the time it takes for you to complete the questionnaires. Completion is optional and this will not have any impact on your treatment.

CT scans performed at the time of your diagnosis and during the study period will be sent to the FOxTROT team at the Leeds Teaching Hospitals Trust. This allows the FOxTROT doctors to make sure that all scans are treated the same in the research.  The scans will be sent labelled with your name, date of birth, NHS/CHI number, the date of the CT scan and hospital name.

For further details of all the things that you will need to do as part of the research, please see the Activity summary table in Appendix 1 at the end of this document.

[bookmark: _Toc192701745]How will my safety and progress be monitored?
You will be asked about any side effects you may have experienced and will have a blood test at each treatment visit (for safety and research purposes). You may have one additional CT scan (on your chest/abdomen/pelvis) at the end of the neoadjuvant chemotherapy. This will be around 2-4 weeks after finishing this treatment and your doctor can discuss this with you. 

You will of course be carefully monitored throughout your operation. Your surgeon will send the removed cancer for examination in the hospital's pathology laboratory and will discuss the results of the operation with you. 
After you have recovered from the operation, you will be assessed by the oncologist and, when you are well enough, you will plan for further chemotherapy. You will be monitored throughout this time for any side effects or other problems.

Regardless of whether or not you have chemotherapy after the operation, there will be a period of follow up. During this time you will be asked to attend the clinic regularly for check-ups with occasional blood tests to assess your progress. These clinic visits will take place when you would usually be seen as part of your standard treatment, so you won’t have to go to hospital more than usual. All patients will have a CT scan 3 years after starting the research to assess your progress.  All patients will be asked to complete a questionnaire about your quality of life following your surgery and at 1 and 3 years after starting to participate in the research. After the 3 year CT scan and questionnaire, there will be no further research activities for you. However, you will move onto the standard NHS cancer surveillance programme of checks. The research team will request a yearly update of your condition from your hospital notes until the research ends.

[bookmark: _Toc190376473][bookmark: _Toc190376509][bookmark: _Toc192701746]Potential advantages to you
· Patients receiving chemotherapy before surgery usually start treatment shortly after entering the research.
· You may be more likely to have chemotherapy as part of your cancer treatment if you have it before surgery, rather than after surgery (the current usual treatment). This was the case for patients in the FOxTROT 1 research. FOxTROT 1 also showed that patients tended to have fewer complications after the operation if they had chemotherapy first.
· Your progress will be carefully monitored throughout the research.
· The satisfaction of knowing that your involvement in this research may help understand which of the two treatment approaches is the best for future patients in a similar position to you.

[bookmark: _Ref190187576][bookmark: _Ref190187583][bookmark: _Toc190376474][bookmark: _Toc190376510][bookmark: _Toc192701747]Potential Risks to you
· Despite a test showing you have a pMMR tumour (see page 6 for details of this test) there is a small risk that the tumour may continue to grow if the chemotherapy is not effective for your cancer. You may need to have an emergency operation or stent to  allow your bowel passage to work more normally.
· There is a risk that you may have severe side effects from the chemotherapy. This could mean that your operation is delayed, or that you may not be fit enough for an operation. There may be a higher risk of side effects with the 3 chemotherapy drug combination than the standard chemotherapy. (See below for more details on side effects). 
· You may require an PICC line which will remain in place during the chemotherapy treatment. A PICC line allows chemotherapy to be given into a larger veins rather smaller veins such as in the arm.
· [bookmark: _Hlk174358365] Chemotherapy can have serious complications, but the risk is very small. These complications can happen with treatment before or after surgery. They can also occur if you decide not to join the research and receive standard NHS care.

[bookmark: _Toc190376475][bookmark: _Toc190376511][bookmark: _Toc192701748]What are the possible side effects of the treatments?
Some of the treatments used in this research are the same as those used in standard NHS care for your condition. We’ve gathered details about the possible side effects of all the treatments in FOxTROT 3. This way, you have all the information in one place. However you may also experience these if you were to receive the drugs as part of standard care, instead of during this research.

If you experience any severe symptoms or are concerned at all about any of the symptoms you are experiencing during treatment, please let one of your hospital team know. If the symptoms occur in between your hospital visits, please use the contact details given on page 3.

The tables below describe side effects associated with the chemotherapy treatments as ‘common’ or ‘less common’.
· Common side effects are those where the chance of experiencing them is between one in every ten patients and one in every hundred patients.
· Less common side effects are those where the chance of experiencing them is between  one in every thousand patients and one in every hundred patients.

	mFOLFOXIRI side effects

	Common side effects with mFOLFOXIRI
	
	Less common side effects with mFOLFOXIRI

	· Risk of infection
· Bruising and bleeding
· Low levels of red blood cells (anaemia).
Contact the hospital if you are very low in energy, breathless or dizzy/light-headed
· Eye problems, including sore, red and itchy
· Changes in the way the heart works. Tell the hospital team if you experience breathlessness, dizziness, changes to your heartbeat or swollen feet/ankles.
· Sore mouth and throat
· Feeling sick
· Diarrhoea
· Loss of appetite
· Changes to your taste
· Numb or tingling hands or feet
· Feeling tired
· Hair loss
· Muscle or joint pain
· Sore/red palms of hands and soles of feet
· Skin changes, including dry skin or a rash
	
	· Effects on the lungs, including breathlessness, a cough that does not go away or wheezing
· Discomfort when you pass urine or passing urine more often than usual
· Effects on the liver
· Nail changes. Contact the hospital if the skin around your nails becomes sore and swollen.
· Hearing changes
· Effects on the nervous system
· difficulty with speech, balance, movement or coordination
· mood changes






	[bookmark: _Hlk192702820]OxMdG side effects

	Common side effects with OxMdG
	
	Less common side effects with OxMdG

	· Risk of infection. Contact the hospital if you have a very high or low temperature or other signs of an infection.
· Bruising and bleeding
· Low levels of red blood cells (anaemia). Contact the hospital if you are very low in energy, breathless or dizzy/light-headed
· Eye problems, including sore, red and itchy
· Changes in the way the heart works. Tell the hospital team if you experience breathlessness, dizziness, changes to your heartbeat or swollen feet/ankles.
· Sore mouth and throat
· Feeling sick
· Diarrhoea
· Hair loss
· Sore/red palms of hands and soles of feet
· Skin changes, including dry skin or a rash
· Numb or tingling hands or feet
· Feeling tired
· Loss of appetite
· Changes to your taste
· Muscle or joint pain
	
	· Difficulty breathing
· Bladder effects
· Hearing changes
· Effects on the nervous system, including:
·  difficulty with speech, balance, movement or coordination
·  mood changes
· Nail changes. Contact the hospital if the skin around your nails becomes sore and swollen.



	[bookmark: _Hlk192702830]OxCap side effects

	Common side effects with OxCap
	
	Less common side effects with OxCap

	· Risk of infection
· Bruising and bleeding
· Low levels of red blood cells (anaemia)
· Diarrhoea
· Numb or tingling hands or feet
· Sore/red palms of hands and soles of feet
· Feeling sick
· Tummy pain
· Changes to your taste
· Sore mouth and throat
· Loss of appetite
· Feeling tired
· Hair loss
· Effects on how the lungs work (causing cough, wheezing, breathlessness)
· Changes in the way the heart works. Tell the hospital team if you experience breathlessness, dizziness, changes to your heartbeat or swollen feet/ankles.
· Headaches
	
	· Skin and nail changes
· Bladder effects
· Hearing changes
· Eye problems
· Effects on the brain. Tell your hospital team if you experience any of these symptoms: a headache that does not get better; drowsiness or confusion; changes in eyesight; fits (seizures).


Further information about these treatments (including how they are given and the side effects they may cause) can be found on the Macmillan charity’s website at:

https://www.macmillan.org.uk/cancer-information-and-support/treatments-and-drugs

Your doctor or nurse can also provide you with a printed information sheet about these drugs.

[bookmark: _Toc190376476][bookmark: _Toc190376512][bookmark: _Toc192701749]Scans and radiation exposure
All CT scans use ionising radiation to form images of your body and to provide your doctor with information about the tumour. You will have a number of CT scans whether or not you participate in the research. These will assess the tumour when you are first diagnosed and later at regular intervals following your surgery including after 3 years. We will access the results from these scans to allow us to ensure that you remain disease free and to monitor how colon (bowel) tumours behave.

As part of this research, one extra CT scan, compared with normal care, may be requested by your doctor. This is to reassess the tumour in the period after chemotherapy but before surgery.  This is an optional CT scan and it will not be performed on all patients in the research. Ionising radiation from the scan may cause cancer many years or decades after the exposure. The chances of this happening to you as a consequence of taking part in this research are about 0.35% or approximately 1 in 290 cases. For comparison, the natural lifetime cancer incidence in the general population is about 50% and a patient with colorectal cancer not taking part in the research would have CT scans leading to a risk of 0.28% or approximately 1 in 360 cases.

[bookmark: _Toc192701750]Pregnancy and contraception
If you are pregnant, think you may be pregnant, are planning on becoming pregnant, or planning to father a child you must not take part in this research. Also, you must not take part if you are breast feeding. Appendix 2 has further guidance about pregnancy and the use of contraception which must be followed if you take part in this research.

[bookmark: _Toc190376478][bookmark: _Toc190376514][bookmark: _Toc192701751]What happens if I agree to take part but later change my mind?
If you initially agree to take part but later change your mind, your doctor will be happy to talk through alternative treatment options. For example, the standard treatment of surgery followed by consideration of chemotherapy (to reduce the chance of your cancer coming back).

[bookmark: _Hlk144826359]However, unless you clearly tell us you don’t want us to, we will continue collecting information about your health. This will include from routine hospital visits, via your GP, through other contact between you and your hospital or through NHS Digital. This is to help ensure the results of the research are valid. This way you can keep contributing to the study without giving any more time, if you want to.

[bookmark: _Toc190376480][bookmark: _Toc190376516][bookmark: _Toc192701752]What if there is a problem?
If a medical emergency related to your treatment in this research occurs while you are at home, you should contact the hospital where you received your treatment or you should go to the Accident and Emergency (A&E) department of your local hospital. You can also dial 999 as with any medical emergency. If the problem is not an emergency and you are unable to get to the hospital you should contact your GP. 

[bookmark: _Toc190376486][bookmark: _Toc190376522][bookmark: _Toc192701753]Will my taking part be kept confidential?
There are a few things you should know about how your confidentiality will be affected if you agree to take part in this study.
· Your GP, and the other doctors involved in your healthcare, will be kept informed of your participation in this study. This is because they might need to know you took part when they treat you for anything in future.
· Your healthcare records may be looked at by authorised individuals from the research team, the University of Leeds (the study Sponsor), the regulatory authorities or other authorised bodies. This is to check that the study is being carried out correctly. This will only be done in line with your hospital’s policies to ensure your records are secure. 
· Your study records may be inspected by authorised individuals from Yorkshire Cancer Research to check that the study is being carried out correctly.
We would like to collect a copy of your completed consent form, if you agree to take part in the study. This is so that we can check you have definitely agreed to take part. This means people in the study team who are authorised to deal with consent forms will see your name. However, these people are trained to treat your information with care, and the consent form will be stored securely at all times.

[bookmark: _Toc192701754]What will happen to my samples and scans? Information about additional research.
We will carry out tests, including genetic tests, on unused tissue from your tumour sample (taken in a biopsy) or unused tissue removed during your surgery. These samples may be used in additional research within the FOxTROT programme to learn more about bowel cancer and to see if it is possible to predict which patients will benefit most from each type of treatment. 

We will also use CT scans and associated reports taken during the course of the research for additional research within the FOxTROT programme to learn more about how earlier chemotherapy affects bowel cancer.

We would also like to ask FOXTROT 3 patients for permission to carry out genetic testing on additional samples of your blood. These will be taken at the same time as your normal blood tests wherever possible so just one ‘needle prick’. These samples will be sent to our central research laboratory and will help us test new ways of monitoring your condition during and after treatment. This part of the research is optional and you are free to not consent to this – just indicate on the relevant part of the consent form later in this document. 

We will also ask for your permission for any leftover samples, scans and data to be used in future research outside of the FOxTROT programme. You do not have to consent to this (by by indicating on the relevant part of the consent form), and this will not affect your participation in FOxTROT 3 or your relationship with your doctor.

When used in any additional research, these samples, scans and data will be identified only by a code number, not your name, and neither you nor your relatives will be identified or contacted. The results will not be added to your medical records.

[bookmark: _Toc190376484][bookmark: _Toc190376520][bookmark: _Toc192701755]What will happen to the results of the research?
The findings from the research will be used to help improve care for people with bowel cancer. When the research is complete the results will be published in a medical journal, but no individual patients will be identified. We will make sure you have the opportunity to find out the results of the research.

[bookmark: _Toc169526994][bookmark: _Toc190376485][bookmark: _Toc190376521][bookmark: _Toc192701756]Management and funding of the research
The day-to-day running of this research will be carried out by the Clinical Trials Research Unit (CTRU) at the University of Leeds. University of Leeds is the Sponsor and has overall responsibility for how the research is managed.

The FOxTROT 3 research is being funded by the charity Yorkshire Cancer Research.

[bookmark: _Toc169526996][bookmark: _Toc190376487][bookmark: _Toc190376523][bookmark: _Toc192701757]What will happen if I lose the ability to make decisions during the research?
There is no reason at all to suspect that you will lose the ability to make decisions as a result of taking part in this research. A head injury, for instance, could happen to anybody whether or not they are taking part in this research. If you lose this ability, you could continue with your research treatment unless your doctor and your family or carer did not think this was in your best interests.

[bookmark: _Toc190375380][bookmark: _Toc190376488][bookmark: _Toc190376524][bookmark: _Toc192701758][bookmark: _Hlk190374675]What if I am harmed by taking part in the study?
Every care will be taken in the course of this research. However, in the unlikely event that you are injured as a result of the managing organisation (University of Leeds), compensation may be available and you may have to pay your related legal costs. Your hospital where you receive your treatment has a duty of care to you whether or not you agree to participate in the research and the University of Leeds accepts no liability for negligence on the part of your hospital’s employees. If you wish to complain about any aspect of the way you have been treated, please contact your research doctor in the first instance. Any claims will be subject to UK law and must be brought in the UK.
If you have private medical insurance or travel insurance, you should tell your insurer that you are taking part in research. They will let you know if it affects your policy.




Delete this line, then print on Trust/Hospital headed paper
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[bookmark: _Toc192701759]PATIENT CONSENT FORM FOR RANDOMISATION INTO THE MAIN RESEARCH

	
	Please put your initials next to each statement

	1. I confirm that I have read and understand the information sheet for the above research and have had the opportunity to ask questions.                                                                                        
	
…….

	2. I understand that my participation in this research is voluntary and that I am free to withdraw at any time without my medical care or legal rights being affected. I understand that even if I withdraw from the above research, the data and samples collected from me will be used in analysing the results of the research and in some cases further information about any unwanted effects of my treatment may need to be collected by the research team.
	

…….


	3. I understand that my healthcare records may be looked at by authorised individuals from the research team, regulatory bodies or Sponsor in order to check that the research is being carried out correctly.
	
………………...


	4. I agree for my necessary details (including my name, date of birth, NHS/CHI number, the date of the CT scan and hospital name) to be sent to Leeds Teaching Hospital Trust to allow for study review of my CT scan
	………………..

	5. I agree to a copy of this Consent Form being sent to the CTRU, along with a copy of my previous consent form (for sending cancer tissue to central laboratory) if applicable. 
	
………………...

	6. I agree that my GP, or any other doctor treating me, will be notified of my participation in this research. 
	
………………...

	7. I agree to take part in the research. 
	
…………….......


The following points are OPTIONAL 
You can still take part in the research if you don’t want to agree to these.
	
	Please tick

	
	I agree to this
	I do not agree to this

	1. [bookmark: _Hlk172815371][bookmark: _Hlk172818519][bookmark: _Hlk167269145][bookmark: _Hlk172815395][bookmark: _Hlk172815403][bookmark: _Hlk172815424]I give permission for surplus samples from my cancer sent to the FOxTROT study laboratories at the Universities of Leeds and Birmingham to be stored and used for future cancer research that is subject to ethical approval. I understand that my name will not be included on the samples, but they will be labelled with a unique reference number that will allow the sample to be linked back to data collected through the main research in future, for research purposes. I understand that my tissue samples are a ‘gift’ from me to the Sponsor, and I expressly request that they are shared for the purposes of future cancer research. I understand my tissue samples may be shared on a collaborative basis with researchers in the UK and possibly abroad, including outside the European Economic Area.  This may include commercial organisations. I understand that my tissue samples may be used for genetic research. I understand that data collected about me will also be shared so that the results of the research can be interpreted properly.
	
	

	2. I give permission for an extra blood sample to be taken to look at the level of cancer cells in my blood. I agree to these samples being stored and used for additional research investigations that form part of this and future research. I understand that strict confidentiality will be maintained at all times and that my name and individual details will not be stored with my samples (i.e. they will be anonymised).  However, a unique reference number will be allocated to the samples which may allow them to be linked back to me in future for research purposes.  
	
	

	3. I give permission for my CT scans and the associated CT reports to be stored and used for this and future cancer research that is subject to ethical approval. I understand that my name will not be included on the scan/report, but they will be labelled with a unique reference number that will allow the scan/report to be linked back to data collected through the main research in future, for research purposes.
	
	

	4. I agree to allow any information or results arising from this research to be used for healthcare and/or further medical research. I understand that if the information or results from this research are shared my name, contact details and any other details which identify me (such as NHS number/CHI number, date of birth, postcode) will not be shared.
	
	

	5. I give permission for my postcode to be collected.
	
	


Note for Investigators regarding remote consent: If the study has been explained to the patient remotely (over telephone/video call), the patient should sign and date on the day of the conversation. The Investigator (or research nurse if at registration) should then review, sign and date the form once this has been posted back to the research team. 
Please tick here if consent was provided remotely     [image: ]
Patient:
Signature…………………………………………………………………………………

Name (BLOCK CAPITALS)……………………………………………….……………

Date………………………………………………….……………………………………


Investigator:
I have explained the research to the above named patient and he/she has indicated his/her willingness to participate.

Signature…………………………………………..……………………………………

Name (BLOCK CAPITALS)……………………………………………….…………………

Date………………………………………………….……………………………………


(If used)Translator:
Language: ……………………………………………………………………………………

Signature…………………………………………..……………………………………

Name (BLOCK CAPITALS)……………………………………………….…………………

Date………………………………………………….……………………………………


(If used) Independent Witness:
I have completed this consent form on behalf of the person named above who has freely given their consent to participate.

Signature…………………………………………..……………………………………

Name (block capitals)……………………………………………….…………………

Date………………………………………………….……………………………………






Please tick here if consent was provided remotely (box)

[bookmark: _Hlk174449284](1 copy for patient; 1 for the CTRU; 1 held in patient notes, original stored in Investigator Site File)



[bookmark: _Hlk182565724]
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[bookmark: _Patient_Question_Sheet][bookmark: _Ref71539273][bookmark: _Toc190376491][bookmark: _Toc190376527][bookmark: _Toc192701760]Patient Question Sheet (for your use)

	No.
	My Question/Notes

	PIS Page No.
	Answer Received

	1.
	




	
	

	2.
	




	
	

	3.
	




	
	

	4.
	




	
	

	5
	




	
	

	6.
	




	
	





[bookmark: _Toc169527002][bookmark: _Toc190376492][bookmark: _Toc190376528]
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[bookmark: _Toc192701761]Appendix 1: Patient activity summary table
The table below shows the extra tests & questionnaires you will complete as part of this research. A ü in the table means this test will be performed at this Your hospital doctor will discuss this fully with you. We will try to organise as many of these on the same day (as far as possible) to minimise the travel to your local hospital and impact on your time. We regret that we are unable to cover any additional costs that you may incur from participating in this research.

	Activity
	All patients in the research
	Before starting neoadjuvant (before surgery)
chemotherapy
	Before each cycle of neoadjuvant (before surgery)
chemotherapy
	After neoadjuvant (before surgery)
chemotherapy
	Before starting  chemotherapy after the operation
	Before each cycle of chemotherapy after the operation
	1 year after you are allocated to a group
	3 years after you are allocated to a group

	1. Giving Consent *
	ü
	
	
	
	
	
	
	

	2. Medical history
	ü
	
	
	
	
	
	
	

	3. Pregnancy test (only if you are female and pregnancy is a possibility)
	ü
	
	
	
	
	
	
	

	[bookmark: ActivityCT]4. Having a CT scan (chest/abdomen/pelvis)
	ü
	
	
	ü *
	
	
	
	

	6. Having a stored tumour sample sent for MMR testing –see What happens if I decide to take part?
	ü
	
	
	
	
	
	
	

	7. Request permission for additional tests on stored tumour sample for future research (optional)*
	ü
	
	
	
	
	
	
	

	8. Routine blood tests to make sure it is safe for you to have chemotherapy
	ü
	ü
	ü
	
	ü
	ü
	
	

	9. Give a blood sample (optional) – to look at the level of cancer cells in your blood *
	ü
	
	ü
	ü
	ü
	
	
	

	10. Complete a Questionnaire about your quality of life. This should take about 30 minutes and can be completed during a standard hospital visit *
	ü
	
	
	ü
	ü
	
	ü - this may be posted to you
	ü - this may be posted to you


 
* means an extra test to what you would normally have in standard care.
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[bookmark: _Toc169527003][bookmark: _Toc190376493][bookmark: _Toc190376529][bookmark: _Toc192701762]Appendix 2: Further guidance about pregnancy and contraception
The drugs used in this research may be harmful to an unborn child. To prevent pregnancy, a highly effective method of contraception (with a failure rate of <1% per year) must be used by all women who can have children during treatment, and for six months after stopping your treatment. If in doubt, ask your doctor for clarification on the contraception method used.

Male patients who can father a child must use a highly effective method of contraception (with a failure rate of less than 1% per year) for the duration of the research and for 90 days after stopping treatment. If in doubt, ask your doctor for clarification on the contraception method used.

Please talk to your doctor if you have any questions. If you or your partner become pregnant during the treatment you must tell your doctor immediately and your research treatment will be stopped.  Your doctor will be able to advise you on the risks to your unborn child and discuss the pregnancy with you. It may also affect your care.

We will be obliged by law to request some basic information about the outcome of the pregnancy. This is so that organisations that monitor how medicines are used (such as the Medicines and Healthcare products Regulatory Agency [MHRA]) have the most up-to-date information about the effects of treatment.
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