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Participant Information Sheet

Full Title:
A randomised controlled trial to investigate the effect of very low calorie diet (VLCD) vs. an energy deficit approach weight loss diet, over 8 weeks, in obese women with polycystic ovarian syndrome (PCOS).


Short Title:
Reversing polycystic ovarian syndrome.
Invitation:
We would like to invite you to take part in a research study being carried out by the University of Hull and Hull and East Yorkshire Hospitals NHS Trust. Before you decide whether to participate it is important for you to understand the reasons for the research study being undertaken and what it would involve for you. Please read the following information carefully and discuss it with your family, friends and G.P. if you wish. If there is anything that is not clear, or if you would like more information, please ask us. Please take your time to decide whether or not you wish to take part.

What is the purpose of the study?

This study aims to investigate the effect of consuming either a very low calorie diet (800calories/day) or an energy deficit diet (your current daily energy requirements -600kcal/d to induce weight loss) for 8 weeks on women diagnosed with polycystic ovarian syndrome (PCOS). 
Why have I been invited to take part in the study?

You have been invited to participate in the study as you have a confirmed diagnosis of polycystic ovarian syndrome, and you wish to lose weight or you have responded to our study advertisement. 

What will my happen if I take part in the study?

You will be required to be involved in the study for up to 18 weeks. During this time you will meet with the research team up to 10 times. You will be randomly assigned to either the VLCD or the energy deficit diet. 
The VLCD will consist of your meals being replaced with meal replacement drinks, taken 4 times per day - meeting all you body’s nutrient needs other than calories. You will be monitored closely by the research team who will see you every 2 weeks throughout the whole trial. At the end of the VLCD phase you will be weaned on to a normal diet again with education from the dietitian on healthy eating to prevent you regaining the weight.
The energy deficit diet will be calculated by the dietitian based on your weight, age and gender to find out how many calories you need a day to maintain your current weight. The dietitian will then subtract 600 calories a day from this total to cause you to lose weight at a steady rate of 1 kg/week in theory. She will advise you on how to adjust your current diet to make sure you achieve this number of calories through changing the foods you eat. She will use the “Eat well plate” which shows the proportion of your plate that should be made up of vegetables, protein, starchy foods, sugary food and dairy foods. You will be monitored closely by the research team who will see you every 2 weeks throughout the whole trial. At the end of the energy deficit phase you will be encourage to continue to follow a healthy diet to prevent you regaining the weight.
The study will take place at the Clinical trials unit at The Brocklehurst Centre, Anlaby Road, Hull, HU3 2RW. You will be seen in a private consultation room at all times. 
On your first visit if you have any questions regarding the trial, the research team will be on hand to answer your queries after which you will be asked to provide written informed consent prior to and trial activity taking place.
 At your second visit, you will be required to attend the clinical trials unit at The Brocklehurst Centre, Anlaby Road, Hull, HU3 2RW. In the morning, in a fasted state – this means no food from 22.00 the previous evening and only water to drink. You can continue to take your regular medications as normal. It is estimated this visit will take up to 90minutes. Once all testing is finished you will be provided with refreshments prior to leaving to commence your day. At this appointment you will find out which diet you are following, we use a computer programme which will choose which of the 2 diets you will follow, at random.  If you have been randomised to the VLCD you will be provided with your meal replacement drinks to take home and then return to see the dietitian every 2 weeks until the 8th week of the diet. She will provide support and advice to you about your diet and assess your weight loss at this point. If you cannot attend every appointment advice can be provided by telephone.  
If you are randomised to the energy deficit diet the dietitian will take a diet history of what you currently eat, then calculate the number of calories a day your body currently needs then take away 600 calories from this total to cause weight loss. This figure will be adjusted each time you attend for your 2 weekly review with the dietitian to ensure your weight loss continues. 
All measurements and blood tests that are taken during the trial will be anonymised and coded with letters and numbers to maintain confidentiality. Your waist and hips will be measured with a tape measure by a nurse and your blood pressure taken. You will be required to fill in 2 questionnaires.
An oral glucose tolerance test (OGTT) will be performed twice during the 18 week trial. The nurse will take a blood sample, to measure your insulin, blood fats (lipids) and glucose levels. You will then drink a sugar solution, rest for 2 hours and another blood test will be taken to test your glucose again. 

Throughout the trial each blood test should not exceed 10ml (2 teaspoons) and the total amount of blood taken should not exceed 160 ml (32 teaspoons) over the full 18 weeks in total.
EndoPAT 2000 test: This is a non-invasive way of looking at early signs of heart disease by looking at the health of the walls of the blood vessels. This test will be carried out twice during the trial, once at the start of the diet period and again at the end of the 8 week diet stage.  A probe is placed on one finger of each hand and a blood pressure cuff is placed on one arm. The blood pressure cuff is then inflated (to a level above your blood pressure) for 5 minutes. This may cause some tingling in the arm but it should not cause pain. Occasionally it can cause pain, if this happens the procedure will be stopped immediately. After 5 minutes the cuff is deflated and the blood flow through the fingers is analysed. 
So we can assess the parts your body is composed of – fat, muscle, bone we wish to perform a DEXA (DXA) scan. It is a quick and painless procedure that involves lying on your back on a table (you will not be enclosed in a tunnel or tube) so your body can be scanned. No special preparations are needed before having a DXA scan. You will remain fully clothed however, you'll need to remove any clothes or jewellery containing metal e.g. metal fasteners, such as zips, hooks or buckles. In some cases, you may need to wear a gown. The scan will be carried out a by a DXA scan technician at Hull Royal Infirmary, Brocklehurst building. The DXA scan will be performed twice during the trial once at the start and again after your 8 week diet. The scan should take around 15 minutes. The DXA scan does expose you to a low dose of radiation. Radiation can be artificial from X- rays for example or it can be natural from the plants, soil and rocks that surround us every day. The 2 DXA scans throughout the study will expose you to the equivalent to 4 days of natural radiation.
Once you have completed the 8th week of your diet you will again attend the department in a fasted state. We will repeat the tests from your first visit again: weight, waist and hips, blood pressure, DXA scan, blood tests including OGTT and answer 2 questionnaires. It is estimated this visit will take up to 90minutes. Once all testing is finished you will be provided with refreshments prior to leaving to commence your day.
You will then start the weight maintenance part of the trial. 
If you are on the VLCD you will see the dietitian 3 times over the next 6 weeks. Every 2 weeks you will stop drinking a meal replacement drink and replace it with a healthy meal. The dietitian will give you structured support, providing a step wise plan to return to a normal eating that will provide enough calories maintain the weight you have lost and hopefully prevent you regaining it in the future.

If you are on the energy deficit diet the dietitian will recalculate you calories required per day to maintain your weight loss in the long term - giving you practical suggestions and advice. 
This table shows which tests will be done at which visits:

	Visit
	1
	2
	3
	4
	5
	6
	7
	8
	9
	10

	Week
	1
	2
	4
	6
	8
	10
	12
	14
	16
	18

	Randomisation 
	X
	
	
	
	
	
	
	
	
	

	Screen and consent to the study 


	X
	
	
	
	
	
	
	
	
	

	Becks Depression and Becks anxiety inventory questionnaire
	X
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Modified PCOS questionnaire
	
	X
	
	
	
	X
	
	
	
	

	Eating disorder questionnaire
	X
	
	
	
	
	
	
	
	
	

	Food and mood diary.
	
	X
	X
	X
	X
	X
	X
	X
	X
	X

	Weight ( kg) and BMI calculation
	
	X
	X
	X
	X
	X
	X
	X
	X
	X

	BP
	
	X
	
	
	
	X
	
	
	
	

	Height (m)
	X
	
	
	
	
	
	
	
	
	

	DEXA
	
	X
	
	
	
	X
	
	
	
	

	Endopat 2000 
	
	X
	
	
	
	X
	
	
	
	

	Waist circumference and  Hip circumference
	
	X
	
	
	
	X
	
	
	
	

	Weight maintenance support 
	
	
	
	
	
	X
	X
	X
	X
	X

	Dietetic support ideally via visit ( or email , phone, text)
	
	X
	X
	X
	X
	
	
	
	
	

	Measure of compliance 
	
	
	
	X
	
	X
	
	
	
	

	Collection of drinks sachets( or as required)
	
	X
	
	X
	
	X
	
	
	
	

	OGTT
	
	X
	
	
	
	X
	
	
	
	

	Fasting blood tests 
	
	X
	
	
	
	X
	
	
	
	


What are the possible risks of taking part?

Blood samples will be taken (2 teaspoon full each) using a small needle. Although this is a routine procedure undertaken by a trained member of the research team, there is a small risk of discomfort or localised bruising, though these possible side effects should be minor. 
You will be excluded from the trial if you are currently trying for a baby or planning to become pregnant within the next 6 months. However if you do become pregnant whilst on the trial you will be removed from the trial and allowed to resume a normal diet. You will be followed up by monthly or two monthly visits/telephone contacts during pregnancy and at birth and at 3 months after the birth of the baby as per trial protocol.
Potential side effects whilst following a VLCD:

A similar study has been carried out with patient with type 2 diabetes they experienced side effects such as 
· For the first few days on the diet you may feel tired, hungry and experience headaches whilst your body adjusts to the diet.

· Increased sensitivity to cold
· Constipation - you will be provided with fybogel supplements on prescription to prevent this occurring and encouraged to consume a minimum of 2 litres of calorie free beverages per day high fluid intake
·  Hair thinning due to the reduction in calories intake. 
· You may experience bad breath (as you are not chewing food) to overcome this we recommend you chew sugar free gum or consume sugar free mints. The sweeteners you find in sugar free gum and mints will also help relieve constipation.  
· If your body mass index (BMI) falls below 23 kg/m2 during the trial intervention you will be fast tracked through the trial and moved forward to the weight maintenance section. 

· You will need to cease intense exercise during the trial, but will be encouraged to maintain a moderate level of physical activity.

· Changes to social life – be aware of events coming up such as weddings/holidays/birthdays as you will not be consuming alcohol or meals for 8 weeks
· Deterioration in mood and psychological state -Weight loss and consuming insufficient kcal intake may lead to deteriorations in mood and increased lethargy. The patients’ will be screened at baseline then closely monitored every 2 weeks through the use of Becks depression and anxiety inventory questionnaire. The results will be interpreted and actioned by the clinical psychologist. A referral process will also be place should you feel you are becoming low in mood you will be given access to psychological support from the clinical psychologist. 

What if I become unwell during the trial?
If you become unwell during the trial, contact your General Practitioner. Doctors and nurses will be available Monday to Friday 8-4pm at the Brocklehurst centre for you to discuss any trial specific problems you may be experiencing on 01482 675387. 
What are the possible benefits of taking part?

It is highly likely you will lose a significant amount of weight during the trial. Many studies have shown that losing even 5-10% of your body weight can have great improvements on your polycystic ovarian syndrome. 
Will my taking part in the study be kept confidential?

All of the information you give will be anonymised in study outputs so that those reading reports from the research will not know who has contributed to it. Data will be handled in accordance with the Data Protection Act 1998 and blood samples will be stored securely, at the Clinical research unit, Centre for Diabetes, Endocrinology and Metabolism Research, Brocklehurst Building, Hull Royal Infirmary for up to 2 years in accordance with the Human Tissue Act 2004.  
Blood samples will be stored in link-anonymised form using your study identification number only. Your samples may be used in future related research, if they are not used they will be disposed of at the end of the research. During the trials your data will be stored at  the Clinical research unit, Centre for Diabetes, Endocrinology and Metabolism Research, Brocklehurst Building, Hull Royal Infirmary all computers at Hull and East Yorkshire Hospitals Trust are password protected and all USB data sticks used are encrypted. 
Are there any costs in taking part?
You will be compensated for all reasonable travel and parking costs. There will be no formal payment for participating in the research study.
What will happen to the results of the study?

The results will be published in international journals and you will be informed of the findings. 
Do I have to take part in the study?

No, the choice to take part in the study is entirely yours. Only when you feel satisfied that you have been given enough information about the study and you would like to participate, will you be asked to sign a consent form. You are free to withdraw from the research study at any time and without giving reason. 

Who is organising and funding the study?

Professor Sathypalan from the Centre of Diabetes, Endocrinology and Metabolism research, Hull and East Yorkshire Hospitals Trust. 
Who has approved the research study?

Ethical approval has been granted by Yorkshire and Humber – Sheffield Research Ethics Committee, NHS, HRA on the 17/2/17. 
Contact details for further information:

Any queries and feedback about the research study can be discussed with any member of the research study team, who can be contacted on 01482 675387 or email clin.research@hey.nhs.uk.

Thank you for taking your time to read the details of our study.
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