INFORMED CONSENT FORM PARENTAL CONSENT FOR CHILD
(COMPLETE ONE FOR EACH CHILD/ ADOLESCENT IN THE HOUSEHOLD)



FOR PROTOCOL: TB- CHAMP

A phase III cluster randomised placebo-controlled trial to assess the efficacy of preventive therapy in child contacts of multidrug-resistant (MDR) tuberculosis (TB)

TB- CHAMP Protocol Version 3.0, dated 09 February 2021

SHORT TITLE: Tuberculosis Child Multidrug-resistant Preventive Therapy Trial (TB-CHAMP)

INTRODUCTION

Good day, my name is ………………………………………………………… (Insert Name of Study Personnel), 
I am a …………….………………………… (Insert Designation) at Wits RHI Shandukani Research Centre.
You are invited asked to let your child/adolescent take part in this research study because your child/adolescent lives or has lived with or had prolonged contact with someone who has tuberculosis (TB) that does not respond to treatment with two of the most important drugs used to  treat  TB.  This type of  TB is  called multidrug-resistant tuberculosis (MDR-TB).

People who have shared the same home with a person with MDR-TB may have become infected with the TB germ. People who are infected with the TB germ are generally well. The TB germ may, however, start to grow and attack the body and make people, also children, sick. In people who are well but are infected with the TB germ, we can treat the TB germ to stop it from making people sick with TB. A normal TB germ can be treated with a medicine called isoniazid taken daily for six months. A TB germ that does not respond to treatment with the two most important drugs can possibly be treated with another medicine called levofloxacin taken daily for six months.

Please note that there is currently no general recommendation on how best to treat children or adolescents exposed to MDR-TB. This is because no studies (clinical trials) have yet been done. Our study will try to answer this question in South African children and adolescents.

Levofloxacin is a routine TB medicine that is currently used to treat MDR-TB in children/adolescents, globally and also in South Africa, and is effective to treat MDR-TB disease. In this study, we therefore want to see whether this medicine levofloxacin can also protect healthy children/adolescents with a household contact, from getting MDR-TB. Young children (below the age of 5 years) have a very high risk of developing TB if they do not receive preventive therapy for TB. At the moment, we do not know what the best treatment is to give to children who have been exposed to MDR-TB and this is why we are doing the study.


Before you decide if you want your child/adolescent to be part of this study, we want you to know more about this study. This is a consent form. It gives you information about this study. The study staff will also talk with you about this information. You are free to ask questions about this study at any time. If you agree to allow your child/adolescent to take part in this study, you will be asked to sign this parental consent form. You will get a copy of the signed document to keep.

WHO IS DOING THIS RESEARCH STUDY?
This clinical trial (research) study is led by Stellenbosch University, managed by  Medical Research Council Clinical Trials Unit (MRC CTU) at University College London (UCL)and is funded by UNITAID the Joint Global Health Trials Scheme of the Department for International Development in the United Kingdom (UK) (DFID), the Wellcome Trust and the Medical Research Council (MRC UK) and the South African Medical Research Council (SA MRC).

This clinical study protocol has been submitted to the University of the Witwatersrand, Human Research Ethics Committee (HREC) and written approval has been granted by that committee.This research study has also been approved by the Research Ethics Committee (REC) in the UK; and by all required regulatory authorities including the South African Health Products Regulatory Authority (SAHPRA). These ethics committees are groups of scientific and non-scientific people who review and accept or reject research involving people. They make sure that participants’ rights are protected. This study is done in accordance with the guidelines of the International conference on Harmonization for Good Clinical practice and the Declaration of Helsinki (2013).

The doctor in charge of this study at your site is: Dr Prof Lee Fairlie

This study will be conducted in 3 to 5 South African sites, in Cape Town, Johannesburg, Klerksdorp, Port Elizabeth, Durban and Pietermaritzburg and surrounding areas.

This study will be submitted for WHO ERC approvals.


WHY IS THIS STUDY BEING DONE? This study is being done to see if:
•	Treating children and adolescents living with an adult who had or has MDR-TB with a drug (medicine) called levofloxacin will reduce their risk of developing TB compared to treatment with placebo (an inactive drug) therapy.
•	It is safe to treat children and adolescents living with   an adult who has MDR-TB with the medicine levofloxacin.

There will be two groups of participants in this study:
· Children/ adolescents who will receive the drug called levofloxacin daily for 24 weeks;
· Children/ adolescents who will receive a placebo (inactive drug) daily for 24 weeks.



WHAT WILL HAPPEN ONCE I AGREE THAT MY CHILD PARTICIPATES IN THIS STUDY?
Your child/adolescent will be randomly allocated to receive either levofloxacin or placebo by a computer. This is like flipping a coin to decide which treatment will be given. This way all people under 18 in a household will have an equal chance of being allocated to receive either levofloxacin or the inactive drug (placebo). Neither you, t h e c h i l d r e n or adolescent no r the study s t a f f will know which treatment group the children in your household will be in before or during the study.  Only one study staff member at the main research centre will know which group your child/ adolescent(s) belong to and they will not tell anyone else. All children/adolescents will receive the same clinical care and the doctors and nurses attending to your child/adolescent will not know which treatment your child/ adolecsent is getting.

    WHAT DO I HAVE TO DO IF MY CHILD IS IN THIS STUDY?
If you let your child/adolescent participate in this study, your child/adolescent will undergo approximately 9 study visits over 18 months. Some of these visits may be in your house but most will be at the study site. The study staff will tell you how long each visit will take. You may need to bring your child/adolescent to the clinic for additional visits if your child/adolescent develops any negative signs or symptoms related to the drug (these are called side effects) or if you are worried that your child/adolescent has TB. 

Your child/adolescent will receive one of the following 2 treatments: 

The drug levofloxacin daily for 24 weeks 
OR
An inactive drug (placebo) for 24 weeks.

Levofloxacin is approved by the United States (US) Food and Drug Administration (FDA) and the South African Health Products Regulatory Authority (SAHPRA) for treating MDR-TB in adults.  It is also routinely used for the treatment of MDR-TB in young children. Levofloxacin is not approved for the prevention of MDR-TB.   No rigorous research has yet been done to specifically study this in children/adolescent. The dose of levofloxacin to be used in this study (15-20mg/kg) has been shown to be safe and well tolerated in South African children with MDR –TB. This dose is currently routinely used for the treatment of MDR-TB disease in children/adolescents.

The study tests to be done on your child/adolescent (investigation for TB, some blood tests, are part of routine recommended clinical care in children exposed to MDR-TB. There will be additional tests for diagnostic and biomarker studies which are pure research tests.

Screening Visit
After you have read and signed this consent form, your child/adolescent will have several pre-screening evaluations to make sure that he/she is suitable to participate in the study:
•	You and your child/adolescent will be asked questions about his/her medical history and about any medicines he/she has taken or is taking now.
•	Your child/adolescent will have a physical examination, and you and your child will be asked questions about his/her health, including any symptoms that may suggest TB infection or disease.
•	Your child/adolescent will have a blood test done (4ml blood which is less than a teaspoon) to see if he/she is infected with the TB germ.
· If the child/adolescent is female and has begun menstruating, they will have a pregnancy test done.
•	If records from previous chest X-rays are available, they will be examined to see if there are any signs that your child/adolescent might have TB. If a recent previous chest X-ray is not available, your child/adolescent will have to have a chest X-ray taken to make sure that your child does not have TB of the lungs. 

Entry Visit
If your child/adolescent is found suitable to participate in the study in a safe way, he/she will undergo a study visit by one of the research study staff. At this visit:
•	Your child/adolescent will have a physical examination, and you and your child/adolescent will be asked questions about his/her health, including any symptoms that may suggest TB infection or disease
•	Your child’s HIV status will be confirmed. If there is no record of a previous HIV test, you will be asked to have a HIV test taken of your child. You will have counselling before and after your child is tested for HIV. You will be told the result of the HIV test in your child/adolescent as soon as it is available. If your child/adolescent is found to have HIV at this test we will refer him/her for further HIV care.
•	If your child/adolescent is living with HIV, we ask permission to check your child’s medical records to see the latest results of his/her CD4 count and HIV viral load. If your child/adolescent is HIV-infected, we will draw about 1 ml (a few drops) of blood for a CD4 count and HIV viral load test.
· Your child/adolescent will have safety blood tests done, the total volume amounting to about 1ml of blood. Your child/adolescent may also be asked to have the following tests:
•	A stool test.
•	About 1 teaspoon (5 ml) of blood drawn and stored for future testing linked to this study (that is in total then about 7ml or 1 ½ teaspoons of blood).

At each following study visits the following will be undertaken:
· Weight, height, and mid-upper arm measurement of your child/adolescent
· Your child/adolescent’s  medical history since last visit.
· A physical examination to detect any adverse events (side effects) to the drug and to detect any signs and symptoms that may suggest TB disease. If the staff at your site believe that your child/adolescent might have TB, he/she will get a chest X-ray and possibly other investigations.
· A doctor or nurse will ask about any changes in the medication your child/adolescent is taking (including
· HIV treatment if your child/adolescent is HIV positive)
· You will be asked about how well your child is taking the study medications.
· The staff will teach you about the signs and symptoms of TB in you and your child/adolescent.

At the study visits at 4, 8, 12, 16 and 24 weeks the following will be undertaken:
· At weeks 4, 8, 12, 16 and 24  physical examination, and you and your child/adolescent will be asked questions about his/her health, including any symptoms that may suggest TB infection or disease. 
· At weeks 4, 8, 12, 16 and 24 you will be asked about how well your child/adolescent is taking the study medications.
· At a n y t i m e if the staff believe that your child/adolescent might have TB, your child will be asked to provide some sputum by coughing and then spitting into a cup. Usually in small children under 5 years of age, the study staff will obtain a sample by collecting some stomach content called a gastric aspiration, since small children have trouble coughing up their phlegm and usually swallow it. A gastric aspirate involves putting a tube through your child’s nose and aspirating some sputum from the stomach. Your child’s sputum will be used for TB diagnostic tests. This is a routine procedure to investigate TB in young children.
· Stool will be collected at weeks 8, 16, 24 and 48 
· At week 24 if your child/child is HIV positive, about 1 ml (less than ¼ teaspoon) of blood will be drawn extra to get the CD4 count and HIV viral load. 
· If the results are abnormal you will receive them as soon as they are available. If they are normal you will receive them at the next study visit.
· The staff will teach you about the signs and symptoms of TB in you and your child.
· If your child/adolescent begins menstruation whilst on the trial, they may be asked to do a pregnancy test.


At the study visits at 48 and 72 weeks the following will be undertaken:
•	At week 48 and if your child/adolescent’s’s HIV test was negative before, another HIV test will be requested for your child/adolescent. You may have to sign a separate consent form before this is done. You will be told the results of the HIV test as soon as it is available.
•	At week 12 and 48 a chest X- ray will be taken.
•	At week 48 and 72, if your child/adolescent is HIV positive, about 1ml (less than ¼ teaspoon) of blood will be drawn to get the CD4 count and HIV viral load.
•	The staff will teach you about the signs and symptoms of TB in you and your child/adolescent.

Evaluations if we are worried that your child may have TB 
If you believe that your child/adolescent has developed TB while participating in the study, please contact the study staff as soon as possible. Your child/adolescent will be asked to come to the research clinic for the following evaluations:
•	If your child/adolescent’s HIV test was negative, another HIV test will be done. You may have to sign a separate consent form before this is done. You will be told the results of the HIV test as soon as it is available.
•	Your child adolescent will have a physical examination and will be asked questions about his/her health, including any medications received and symptoms which may suggest TB disease.
•	Your child/adolescent will have a chest X-ray
•	Your child/adolescent will be asked to provide some sputum either by coughing or from a gastric aspirate (see earlier description). If we find the TB bacterium in the sputum we would do more testing to see if the bacterium is susceptible to TB medications. Your child/adolescent sputum sample would also be stored for future use and further TB testing.


Evaluations that will be done if your child leaves the study early
If you want your child/adolescent to leave the study before he/she has finished all of the study visits, you will be asked to bring your child/adolescent to the clinic for the following evaluations:
•	Your child/adolescent will have a physical examination and you will be asked questions about his/her health, including any medicines and symptoms that may suggest TB infection or disease.
•	Your child/adolescent will have a chest X-ray (and other relevant investigations).
•	About 5 ml (1 teaspoon of blood) will be collected

Once your child/adolescent exits the study, they will no longer be able to receive study drug.

 If your child/adolescent is not enrolled into the study after the screening visit
If you decide not to let your child/adolescent take part in this study or if your child does not meet the requirements to join the study, some of his/her medical and clinical information collected during the screening visit will still be used. This information may be used by researchers to help determine whether there are patterns or common reasons why people do not join a study. The information may also help researchers understand more about TB treatment and HIV. You will be referred back to your clinic.

  If your child/adolescent becomes pregnant on the study
There will be pregnancy tests for any girl who begins  her periods (menstruation) during  the study. These are just to make sure the trial team is being as safe as possible. If a participant becomes pregnant on the study, they will be given the option to continue with the treatment. If they do not wish to do so, they will still be followed up through study visits. 

Important message
If your child/adolescent starts to cough, sweats a lot at night, starts to lose weight or does not gain weight as expected, develops a fever, becomes sleepy or less playful, or develops swelling in the neck, you should contact the study team as soon as possible. Please contact the study staff if you have any concerns about your child having TB.  

Extra blood sample to store 
New tests to diagnose TB are being developed all the time. We therefore ask for your permission to use some of your child/adolescent’s blood samples in future for tests that are relevant to TB. This might be during this study or after it ends. These tests would be decided by a group of experts. The blood samples taken from your child/adolescent would never be identified by his or her name.
Samples collected from your child/adolescent may be stored in South Africa or overseas. These samples may be stored for an indefinite period of time. Results of testing performed on these samples will not be given to you. You may withdraw your consent for research on your child/adolescent’s stored specimens at any time. If you withdraw your consent the specimens will be thrown away. No matter what you decide, it will not affect your child’s participation in the study. 

HOW MANY PEOPLE WILL TAKE PART IN THIS STUDY? 
About 1,009 children/adolescents from 505 households and their children/adolescents will take part in this study.

HOW LONG WILL I BE IN THIS STUDY FOR?
If you agree that your child/adolescent may participate in the study, your child/adolescent will be in the study for 18 months. In the first year there will be 8 visits and in the second year, only 1 visit. 

WHY WOULD THE DOCTOR TAKE MY CHILD/ADOLESCENT OFF THIS STUDY EARLY?
The study doctor may need to take your child/adolescent off the study early without your permission if:
•   the study is stopped or cancelled; and/or
•   you are not able to attend the study visits as necessary for the study.

The study doctor may also need to take your child/adolescent off the study without your permission if: 
· continuing the study may be harmful to your child/adolescent;
· your child/adolescent needs a treatment that you may not take while on the study;
· your child/adolescent is unable to take the study medication as necessary for the study.

If your child/adolescent must stop taking the study drug before the study is over, the study doctor may ask your child/adolescent to continue to be part of the study without taking the study drug and return for some study visits and procedures.

If your child/adolescent must permanently stop taking study-provided levofloxacin or placebo before his/her study participation is over, the study staff will discuss other options that may be available to your child/adolescent. 

WHAT ARE THE RISKS OF THE STUDY TO YOUR CHILD/ADOLESCENT?
The medicine used in this study, levofloxacin, may have negative effects (side effects), which are listed below. Please note that these lists do not include all the side effects seen with levofloxacin. In general, in children/adolescent who receive levofloxacin for the treatment of MDR-TB, have very few side effects and tolerate this medicine well.  Below you will find a list which includes the more serious or the more common side effects that may possibly be related to levofloxacin. If you have questions concerning side effects, please ask the study team. If your child/adolescent develops any side effects you should contact the study team immediately

There is a risk of serious side effects when non-study medications (i.e other medicines prescribed by someone else) are taken with the study medication. For your child’s safety, you must tell the study doctor or nurse about all medications your child is taking before they start the study and also before starting your children/adolescents on any new medications while on the study. Also, you must tell the study doctor or nurse before your child/adolescent participates in any other research studies (for example clinical trials with drugs) while on this study.

Reported side effects of levofloxacin
· Nausea
· Vomiting 
· Dizziness 
· Headache 
· Trouble sleeping 
· Diarrhoea 
· Joint pain or swelling 
· Tendon pain or swelling 
· Muscle pain 
· Hallucinations

Risks of Drawing Blood
Taking blood may cause some discomfort, bleeding, or bruising where the needle enters the body, light - headedness and in rare cases, fainting or infection. The total amount of blood taken at each study visit and in total, over the whole study, is quite small.

Risks of Chest X-ray
The amount of high-energy radiation used in a chest x-ray is relatively small and does not pose any significant risk to your child/adolescent.

Risks of Social Harm
It is possible that participating in this study will make it difficult for you to keep your or your child/adolescent’s HIV or TB status secret from people close to you. This may lead to unwelcome discussions about or reactions to your or your child/adolescent’s HIV or TB status. Please talk with the study staff if you have any concerns about this.

ARE THERE BENEFITS TO MY CHILD/ADOLESCENT TAKING PART IN THIS STUDY?
If you let your child/adolescent take part in this study, there may be a direct benefit to your child/adolescent, in that they may be less likely to get MDR-TB, but no guarantee can be made. It is also possible that your child/adolescent may receive no benefit from being in this study. Information learned from this study may help others who risk the possibility of having TB.

WHAT OTHER CHOICES DOES MY CHILD/ADOLESCENT HAVE BESIDES THIS STUDY? 

Instead of being in this study you and your child/adolescent have the choice of: 
· preventive therapy with routine prescription drugs available to your child/adolescent
· no preventive therapy for your child/adolescent

Please talk to your doctor about these and other choices available to your child/adolescent. Your doctor will explain the risks and benefits of these choices.

As previously outlined, there are no international guidelines on how best to treat children/adolescents exposed to MDR-TB.


WHAT ARE THE COSTS TO ME?
Taking part in this study will not lead to added costs to you and your medical aid (if you have a medical aid).

WILL I RECEIVE ANY PAYMENT?
You will receive payment for transportation and other expenses. You will not be paid to participate in this study but your transport and, when necessary, refreshment costs will be reimbursed adequately, according to SAHPRA requirements a minimum of R300 for each study visit.

WHAT ABOUT CONFIDENTIALITY?
Efforts will be made to keep your child/adolescent’s personal information confidential. This means that we will keep all your child/adolescent’s personal and medical information secret and will not share anything with people you live with or with other people in your community. However, we cannot promise absolute confidentiality. Personal information may be shared if necessary, by law. Your child/adolescent’s records may be reviewed by the regulatory authorities U.S. Food and Drug Administration (FDA), the Office for Human Research Protections (OHRP), National Institutes of Health (NIH), the South African Health Products Regulatory Authority (SAHPRA), the National Health Research Ethics Council (NHREC), the University of the Witwatersrand, Human Research Ethics Committee (Wits HREC - Medical), study staff, study monitors, your child’s personal doctor, other local and international regulatory authorities, and drug companies supporting this study.

Any publication of this study will not use your child’s name or have information that would identify you personally.

WHAT HAPPENS IF MY CHILD/ADOLESCENT IS INJURED?
If your child/adolescent is injured as a result of being in this study, he/she will be given immediate treatment for his/her injuries. You or the local health service will not bear the cost of any treatment of any injury related to your child/adolescent participating in this trial. Your child/adolescent will be insured through formal clinical trial insurance.  You will not be giving up any of your legal rights by signing this consent form.

INSURANCE:
The site and sponsor obtained insurance for your child/adolescent and me in the event of study related injury or illness. A study-related injury or illness is one that occurs as a direct result of the administration of the study medicine or of study-specific procedures.


ABPI STATEMENT ON COMPENSATION:
The site and sponsor will provide compensation for reasonable medical expenses incurred as a
result of study-related injury or illness, determined according to the guidelines laid down by the
Association of the British Pharmaceutical Industry (ABPI Compensation Guidelines Version
2014), and Guidelines for Good Practice in the Conduct of Clinical Trials in Human Participants in South Africa.
You must notify the site immediately of any of your child/adolescent’s complications, side effects and/or injuries during the study and the nature of the expenses to be covered. If a research related injury occurs, you have not waived any of the legal rights which you otherwise would have as a participant in this study by signing this form. Further detailed information on the payment of medical treatment and compensation due to injury can be obtained from the site. I have a copy of the ABPI Guidelines and the Insurance Certificate, should you wish to review them.

http://www.abpi.org.uk/our- work/library/guidelines/Documents/compensation_guidelines_2014.pdf

WHAT ARE MY CHILD/ADOLESCENT’S RIGHTS AS A RESEARCH PARTICIPANT?
Taking part in this study is completely voluntary. You may choose not to let your child/adolescent take part in this study or take your child/adolescent out of this study at any time. Your decision will not have any impact on your child/adolescent’s participation in other studies and will not result in any punishment or loss of benefits that your child/adolescent would otherwise receive. Your decision will not have any impact on you receiving your usual medical treatments.

We will tell you about new information from this or other studies that may affect your child/adolecscent’s health, welfare, or willingness to stay in this study. If you want the results of the study, please let the study staff know.

EMERGENCY CARE AND HOSPITALISATION: 
If your child/adolescent seeks emergency care or if hospitalisation is required at any time during the study please tell the treating doctor that you are enrolled in this research study and that I must be informed.


WHAT DO I DO IF I HAVE QUESTIONS OR PROBLEMS?
For questions about this study or a research-related injury, contact:
•	telephone number 082 746 6863 (24 hour emergency number)

For questions about your rights as a research participant, contact:
•	Prof Clement Penny, Chairperson
•	The University of the Witwatersrand, Human Research Ethics Committee
•	Telephone number: (011) 717 2301

If you have questions about this trial you should first discuss them with your doctor or the ethics committee (contact details as provided on this form). After you have consulted your doctor or the ethics committee and if they have not provided you with answers to your satisfaction, you should
write to the South African Health Products Regulatory Authority (SAHPRA) at:

The CEO, South African Health Products Regulatory Authority (SAHPRA) Department of Health, Private Bag X828, PRETORIA, 0001
Tel : 012 501 0410
E-mail: Boitumelo.Semete@sahpra.org.za

PERSONAL DOCTOR/SPEACILIST NOTIFICATION
Please indicate below, whether you want me to notify your child/adolescent’s personal doctor or specialist of your child’s participation in this study.

 	
(Parent Signature/Mark)
Yes, I want you to inform my personal doctor/specialist of my child/adolescent’s participation in this study.

	
(Parent Signature/Mark)
No, I do not want you to inform my personal doctor/specialist of my child/adolescent’s participation in this study.

 
(Parent Signature/Mark)
No, My child/adolescent does not have a personal doctor/specialist.






















TB-CHAMP SIGNATURE PAGE PARENTAL CONSENT CHILD/ADOLESCENT
Signing below shows that you have been informed about your child/adolescent’s participation in this study; that you voluntarily agree for your child/adolescent to participate; that you have asked any questions about the study that you may have; and that the information given to you has allowed you to make a fully informed and free decision about your child/adolescent’s participation.

By signing this  consent form, you  do  not  waive  any  legal rights. Also, the  investigator(s) or sponsor(s) are not relieved of any liability they may have. A copy of this consent form will be given to you.


	
	YES
	NO

	I have read/been read the information sheet for TB-CHAMP study and agree
to my child/adolescent participating in the TB-CHAMP study.
I understand that my child/adolescent’s participation is voluntary and that I am free to withdraw him or her at any time, without giving any reason, without my medical care or legal rights or my child/adolescent’s medical care or legal rights being affected.
	



Initials
	



Initials

	I understand that sections of any of my child/adolescent’s medical notes may be looked
at by responsible individuals involved in the running of the study or from regulatory authorities where it is relevant to my child/adolescent’s participation in this research. I give permission for these individuals to have access to my child’s records, but understand that strict confidentiality will be maintained.
	


Initials
	


Initials

	I understand that my child/adolescent will receive either levofloxacin or placebo for 24
weeks, but that I and my child/adolescent and the study team will not know which treatment they are taking.
	
Initials
	
Initials
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SIGNATURE PAGE
If you have read this consent form (or had it explained to you), all your questions have been answered and you agree for your child/adolescent to take part in this study, please sign your name below to take part in this study.





Participant’s Name
Name & Surname [Please print]

  Participant Date of Birth










Parent/ Legal Guardian
Name & Surname [Please print]

Signature or mark	Date	Time








Person conducting informed consent process
Name & Surname [Please print]

Signature	Date	Time








Doctor/Investigator
Name & Surname [Please print]

Signature	Date	Time








*Witness’s name (If Required) Name & Surname [Please print]

Signature	Date	Time



*Parents who are unable to read or write a witness will also complete the signature section above at the end of the consent process.
*Witness is impartial and was present for the entire consent process
* Retain original Informed Consent Form on file. Offer participant a copy. Place a copy in medical records if applicable.
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