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SEVUparin in Severe Malaria as a potential Adjunctive Treatment 
A Phase I trial:
Lay title: A clinical trial of Sevuparin as a supportive treatment in children with severe malaria 
	Institution 
	Individuals

	KEMRI 
	Mainga Hamaluba, Nchafatso Oboyo, Ayub Mpoya, 

	KEMRI & Imperial College, UK
	Kathryn Maitland, Thomas Williams, Andrew Turnbull

	MRC CTU at UCL
	Sarah Walker, Diana Gibb and Elizabeth George


Introduction
Your child’s good health is important to us. We are admitting your child to hospital because they have symptoms of malaria that has caused them to be very drowsy or have fast breathing. We call this condition severe malaria. As part of your child’s standard care, we will give them treatment for malaria, antibiotics for any infections, and any other treatment needed depending on their condition, including oxygen through soft prongs in your child’s nose. We will also take blood for tests to look for any other illnesses or complications your child may have, including from blood vessels (usually in the arm) and from finger prick tests. These tests and procedures are standard of care for all children presenting with severe malaria and are not part of the research. 

In addition, we are asking you if you agree to your child being included in research on different treatments for severe malaria. I will now tell you about this research.
What is KEMRI?

The research is being run by KEMRI, which is a government organisation that carries out medical research. Research is different from normal treatment because research aims to find better ways of preventing and treating illness in the future for everybody’s benefit. We are asking permission for your child to participate in this research study.

What is this research about?
Before you decide if you want your child to take part, it is important for you to understand why the research is being done and what it will involve. Please feel free to ask anything of me or the other doctors and nurses here if you would like more information. Joining research is entirely voluntary. You are free to decide whether or not you wish your child to take part. 
We are inviting your child to take part in this research study, which is being conducted at Kilifi County Hospital Kenya, and Nchelenge Hospital, Luapula Province Zambia.  We aim to include a total of 20 children aged between 3 months to 12 years with severe malaria. In this research, we are trying to find out whether giving a new drug which has already been shown to be safe in adults with malaria will help improve the effect of routine antimalarial treatments in children.  It acts to clear the malaria from the body quicker than by just using the routine malaria drugs alone. We think clearing the malaria as fast as possible is important to help the child get better and stop the disease getting worse before the routine antimalarial treatments start to work.
What will it involve for me/my child? 
The drug we are interested in is called Sevuparin.  To understand if it can help children get better faster, all children will receive the highest standard of care following our existing guidelines. In addition, the following procedures will be done.
Your child will be given Sevuparin drug slowly over 10 minutes through the vein. The drug will be given 3 times, first as soon as possible after your child enters the study. The next will be given at 8 hours and the final one at 16 hours after being given the first time. We will take a blood sample from your child’s arm after giving the drug at each time point to check that the dose of the drug, we have given your child has not caused any disturbances or thinning of the blood which has a small risk of bleeding. If this happens, we will not give the next dose. In other studies that have used this drug, this has not happened, but we are just making sure your child’s good health is considered the most important thing
Extra blood tests will be done and your child will be closely monitored regularly by nurses and using machines at the bedside. We will use a soft clip or pad on the finger to monitor how well they are breathing. We will also use a small probe in the mouth to look at the blood circulation there. All the instruments and devices used in this study have been used to help many children with similar problems in different areas of the world without causing unwanted effects. Even though they are unlikely to cause your child any harm or discomfort we will monitor them closely for any adverse effects.
In addition:
1. When blood is collected for your child’s standard care, about 2mls (1/2 teaspoon) of this sample will be saved by our study for future tests to help us learn why children become ill. You will get the results of some of the tests during the study. Other results, which are not important for your child’s health or treatment, will come from tests done at the end of the study and will not be given back to you. 
2. Your child will be carefully monitored and checked regularly during their time in hospital. Other standard treatments for malaria will be continued. 

3. After discharge, we will ask you to bring your child back twice for a health check, at seven days and at one month. At each visit, we will take 5 mls (1 teaspoon) of blood to check your child’s current health. To help us to follow your child up in this way, we will ask you for information on where you live. You will also be given our contact details so that you can talk to us if you have any concerns about your child’s condition or if they are admitted to hospital again.
Are there any risks or disadvantages to me/my child of taking part?

If for any reason the doctor thinks that it is not in your child’s best interest to be in the study then they will not be enrolled in the study but will be given standard care treatment. We will monitor all children carefully during the study. If they do not respond to the treatment being given the doctors/nurses will discuss with you whether the child’s treatment should be changed. One potential risks of sevuparin (the drug we are interested in), is that it may affect the way the blood normally acts to stop you bleeding. We know from studies in other patients this risk is very small.  We will be using blood tests one hour after your child has had the sevuparin and this will tell whether or not to give the next dose. 
All children will have blood taken as part of this study but mostly this will not require extra needle pricks since the blood will be taken at the same time as blood tests done as part of standard care for all children admitted with severe malaria (whether they are in the study or not). The extra amounts of blood taken for research are small and will not cause your child any harm. Where extra needle pricks are needed as part of this research, and as for any blood test, taking blood can cause some bruising, swelling, discomfort, and minimal chance of infection, depending on the way the sample is taken. 
Bringing your child back for follow up visits will involve transport costs and your time (about 40 minutes at each visit at the clinic). We will reimburse costs of transport at a rate which depends on where you come from and compensate for any out-of-pocket expenses you will have that are related to your involvement in this study at Ksh 500 per day during follow up visits. 
This research is supported by the Imperial College, London who will pay for any trial-related treatment or compensation in the unlikely event of any injury resulting from this study. 

Are there any advantages to me/my child of taking part?

During your child’s hospital admission and the follow up period in this study (28 days), we will treat any illnesses the child have that can be treated in Kilifi and refer them to an appropriate hospital if necessary. Regular assessments are usually performed for children with severe malaria, but doctors/nurses will do additional assessments of your child which will enable us to make important changes to your child’s treatment in hospital, if these are needed.
The study will pay the hospital bill for children who are older than 5 years, this will cover standard treatment for malaria and related complications. Children younger than 5 years usually do not have to pay hospital bills. 
By agreeing for your child to take part in this research, you may help us improve the care of all children who have malaria and breathing difficulties in the future. 

What happens if I refuse to participate?

All participation in research is voluntary. You are free to decide if you want your child to take part or not. Your child will still receive the recommended standard of care if they do not take part. If you do agree you can change your mind at any time and withdraw your child from the research. This will not affect your child’s care now or in the future. If you withdraw from treatment given in the study but you continue to attend follow ups, your transport costs will be refunded, and you will also be compensated for any out-of-pocket expenses you will have that are related to your involvement in this study at Ksh. 500 per day.
What happens to the samples?

Individual names will be removed from all samples and replaced by codes, to ensure that samples can only be linked to the participants by people closely concerned with the research.
Most of the research tests that will be done on the sample will be done here in Kilifi. However, for some tests that cannot be done in Kenya, part of the samples that measure the levels of the drug we are giving your child will be sent to laboratories in either Sweden or Thailand. After the research, a small portion of the blood sample will be stored in our laboratories in Kenya for 10 years. In the future, new research may be done on these samples. Future research must first be approved by the national independent ethics committee to ensure participants’ rights and safety are respected.
Who will have access to information about me/my child in this research?

All our research records are stored securely in locked cabinets and password protected computers and are accessed only by authorized persons.
 The personally identifiable information you provide will be used to facilitate the conduct the study, safety assessment, during verification of consent through signed consent forms, scheduling visits and to contact you where necessary for conduct of the study.
We will share anonymized individual and summary information we collect or generate with University College London, UK and Imperial College UK in ways that do not reveal individual participants’ identities.

The study site will keep personally identifiable information about you from this study for 10 years after the study is completed in accordance with applicable Data Protection Requirements in Kenya.

You have the right to access the personal data we hold that pertains to you/your child, to object to or make corrections to the processing of all or part of the personal data.

University College London, UK and Imperial College UK are responsible for ensuring that staff involved in the trial in Kenya adhere to the safe and proper use of any personal information you provide. You can contact the research team for any further information about how your data will be managed.
Who has allowed this research to take place?

All research conducted in Kenya is approved by national independent expert committees to make sure the research is conducted properly and that trial participants’ safety and rights are respected. This study has been approved and will be monitored by Kenya Medical Research Institute’s Scientific Ethics Review Unit (KEMRI_SERU). An international independent committee will also monitor this research continuously to ensure participants safety and rights are respected at all times.
What if I have any questions?

You may ask any of our study staff questions at any time. You can also contact those who are responsible for the care of your child in this research.
Professor Kathryn Maitland

KEMRI- Wellcome Trust [Kilifi County Hospital, 

P.O.Box 230-80108 Kilifi. Telephone: 0715461761 
If you want to ask someone independent anything about this research please contact: 

Community Liaison Manager, KEMRI – Wellcome Trust P.O.Box 230-80108 Kilifi.

Mobile 0723 342 780 or 0705 154 386 
Or

The Head, KEMRI Scientific and Ethics Review Unit, P. O. Box 54840-00200, Nairobi; Telephone numbers: 0717 719477; 0776 399979 Email address: seru@kemri.org
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Please initial (or mark) box if you agree:

	I agree for my child to participate in the SEVUSMART malaria trial. 
	

	I agree to allow blood samples to be taken from my child and if some tests cannot be done in Kenya for samples to be taken overseas for testing. 
	

	I agree for my child’s samples to be stored for later testing. I understand that my child and I may not be given the results of tests performed on stored samples.
	


	Parent/carer’s signature

(or thumbprint)
	Print name
	Date (day/month/year)  
	Time (24 Hrs)

	
	
	
	H
	H
	M
	M


	Witness’s signature

(if thumbprint used above)
	Print name
	Date (day/month/year) 
	Time (24 Hrs)

	
	
	
	H
	H
	M
	M


	Ward fieldworker / Nurse / Clinician’s signature
	Print name
	Date (day/month/year) 
	Time (24 Hrs)

	
	
	
	H
	H
	M
	M


IMPORTANT: One signed original to be kept in SEVUSMART-malaria trial file by the researcher and one signed copy to be given to the parent/guardian/carer.
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