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INTRODUCTION

You are being invited to take part in a research study because you are living with HIV and you are taking or have taken either a drug called tenofovir, zidovudine or abacavir as part of your anti-HIV therapy (drug combination) during pregnancy.  The following pages explain details about the study so you can make an informed decision to take part or not.
BACKGROUND 

Anti-HIV drugs are used to treat people living with HIV, and to reduce the chance of HIV transmission from mother to child from 25% to less than 1%.  We (your health care team) are trying to better understand the effects that the anti-HIV drugs tenofovir, zidovudine and abacavir can have on an infant’s bone and kidney health.  

Tenofovir, zidovudine and abacavir each have possible side effects when used to treat or prevent HIV infection.  It has been shown that tenofovir, as an unwanted side effect, may have a negative effect on bone and kidney health in adults and older children who take it over an extended period of time.  It has also been shown that some anti-HIV drugs like zidovudine, as an unwanted side effect, may have a toxic effect on the cells of the body.  This can include effects on the mitochondria (the energy-producing part of body cells).  When the mitochondria are not working properly (mitochondrial toxicity) the body can start to build up high levels of lactate (an acid which is a byproduct of cell function).  Abacavir can cause reactions in a small number of people usually in the first weeks to months of treatment.   
Use of tenofovir-based anti-HIV therapy regimens in pregnant women living with HIV to prevent transmission to the baby has only recently been recommended (as of February 2014).  Before this recent change, more and more women had been taking tenofovir-based drug combinations during their pregnancy for different reasons (drug resistance, treatment of other infections, preference, or unwanted side effects from other drugs).  In Canada, the use of tenofovir during pregnancy increased from less than 1 in 100 pregnancies in 2004 to almost 1 in 8 pregnancies in 2008.   With this increased usage, there is now more information available to suggest it is safe and effective in pregnancy, but there is still some concern regarding what effects tenofovir exposure may have on an infant’s health. 
PURPOSE
The reason we would like to do this study is to see if and how tenofovir exposure during a mother’s pregnancy might affect the bones and kidneys of infants, and if the effects on bone and kidney health are different from infants who were exposed to zidovudine or abacavir during pregnancy.    

ABOUT THIS STUDY
The study is being conducted in 4 different cities across Canada: Vancouver, Montreal, Toronto, and Ottawa.  The number of people that may participate at each centre across Canada will depend on the number of infants that have been exposed to the anti-HIV drugs tenofovir, zidovudine, and abacavir. Among the four centres, the study will aim to enroll 20 infants whose mothers took tenofovir and 20 whose mothers took zidovudine or abacavir.
We are inviting the families or legal guardians of any infants who will be/were born to a mother living with or who lived with HIV and whose mothers took the anti-HIV drugs tenofovir, zidovudine or abacavir during their pregnancy, and who are being cared for at The Oak Tree Clinic in Vancouver, BC to take part in the study.  If you decide to take part in this study, it will be for up to 18 months (1 ½ years).  The study visits will take place when your child is 1-month, 6-months and 18-months of age.  During the first study visit (either before birth or any time up to 18 month so age), the study will be explained to you and if you agree to participate, we will ask you to sign this Informed Consent Form.  In the next section, we describe in detail what will be asked of your child at each of the visits.  The study visits will require a small amount of additional time (about 15 minutes) more than your child’s regular clinic appointments to ensure all the study information is collected, plus the time needed for your child to get the additional x-ray tests done (about 20 minutes for 1 x-ray and 40 minutes for both).  This means that the total time to do the study will be approximately 2 hours and 30 minutes, stretched over the three study visits.

Before deciding to do this study, it is important that you review this Informed Consent Form with the research coordinator who is working on the study. The research coordinator will explain the study in detail to you and answer all of your questions. Your child’s clinic doctors will also answer any questions you may have.

If you agree to take part in the study, you will be asked to sign this form.  Signing this form will mean that you are willing to have yourself/your child take part in the study.  At the first visit, some general health questions will be asked about your and your child’s medical history and pregnancy history.  This information would include parents’ age and ethnicity, as well as medications taken during pregnancy and blood work results.  

Following this, the next study visits will occur when your child is 1-month, 6-months and 18-months of age, at the same time as your child’s regular clinic visits (note: you can enroll at any time before your child is 18 months of age). At these visits, your child will have the following tests done:

· Bone mineral density of the lumbar spine (a type of x-ray). The results of the bone densities will be sent to Dr. Nathalie Alos, a pediatric endocrinologist at Hôpital Ste-Justine, Montreal who will be able to compare your child’s bone density results with those of children who have not been exposed to anti-HIV medications in utero. The bone densities will only be identified with the participant’s study ID and visit number
· X-ray at the 1-month and 18-months visits only to assess for bone age/rickets (a disease resulting from a lack of vitamin D or calcium). In addition to being reviewed by radiologists at BC Children’s Hospital, the x-ray images will be sent to the Children’s Hospital of Eastern Ontario (CHEO) for review by Dr. Maryanne Matzinger. The images will only be identified with the participant’s study ID and visit number
· Blood will be collected for bone and kidney testing. Approximately 5-10 millilitres (ml) or 1-2 teaspoons will be collected depending on your child’s age and size.  Most of the blood tests are the same ones that are done for your child’s regular visit.  
· A urine sample will be collected and sent to the Children’s Hospital of Eastern Ontario (CHEO) for special bone and kidney tests (not available at BC Children’s Hospital). These samples will only be identified with the participant’s study ID and visit number
· Growth parameters such as height and weight will be recorded
STUDY PARTICIPATION
 In order to be eligible to participate in this study, your child must:

1. be less than or equal to 18 months of age

2. be born to a mother with HIV who took either tenofovir, zidovudine, or abacavir during her pregnancy 
3. not have HIV themselves
4. be willing and available to come to 1-3 clinic visits between 1 and 18 months of age
Your child is not eligible to participate if he/she:

1. was born before 35 weeks + 2 days of pregnancy
2. is known or highly likely to have a genetic bone or kidney disease (eg. osteogenesis  
imperfecta, congenital renal disease, etc)

3. had a severe illness in the newborn period
4. is taking steroids
At one of your child’s regular clinic visits before 18 months of age one of the research staff at the Oak Tree Clinic will explain this study information/consent form to you and answer any questions you may have.  If you decide to take part, you will be asked to sign the consent form and you will receive a copy of it for your records.  
This research study has between 1 and 3 visits (depending on the age of your child when you join the study).  All visits will take place at the Oak Tree Clinic.  

In brief, your child will have 1 or 2 x-rays at each visit and a blood and urine sample collected. The amount of blood required by your child’s doctor will be a maximum of 2 teaspoons or 5-10 ml.  As part of the visit, your child’s health record will be accessed for some basic health information.

The total time required to take part in this study is about 30-35 minutes at each visit for a maximum of 90-105 minutes.

RISKS AND/OR DISCOMFORTS

Risks from Blood Drawing

Blood drawing may cause some discomfort, bleeding or bruising where the needle enters the body.  A small blood clot may form where the needle enters the body or there may be swelling in the area.  Rarely, fainting or a local infection at the puncture site may occur.  
Risks from X-rays

The bone mineral density test and x-rays to evaluate bone health use a small amount of radiation.  Adults, infants and children are exposed to radiation in their everyday life. Just from walking around on the earth, we are all exposed to approximately 3000 µSv (microsievert, a measure of radiation) every year. Over the three visits of the study, the 2 types of x-rays to determine bone health and assess for bone age/rickets would expose your child to approximately 180 µSv. Over the 18 months of the study, this is approximately equivalent to two return flights from Vancouver to Toronto and half of a one-way flight to Calgary (this is a natural form of radiation called ‘cosmic-radiation’, mainly from the sun, that is always around us and when you are in a plane flying high above the earth where the atmosphere is thinner, the radiation exposure is somewhat higher than when you are on the ground). 

BENEFITS

Should the blood or urine tests or the bone age x-rays show anything concerning, your child will be referred to a pediatrician or specialist, if available, for additional investigations and/or treatment if recommended by current Canadian guidelines. You/your child may not benefit directly from participating in this research.  However, knowledge gained from this study may, in the future, help other children exposed to HIV and anti-HIV drugs.

NEW FINDINGS

You will be told of any new information learned during the course of the study that might cause you to change your mind about your child staying in the study.  At the end of the study, or at any time, you may contact Evelyn Maan at 604 767 5044 or emaan@cw.bc.ca to ask about when study results may be available and how to learn about them.

VOLUNTARY PARTICIPATION

Your child’s participation in this research study is strictly voluntary.  You may choose not to participate in this study or to withdraw your child from participation in the study at any time without providing any reasons for your decision.  It will not influence the availability or quality of your/your child’s present or future health care at this facility. If you withdraw your child’s participation all data collected up to that time will be kept for data analysis purposes. All data will be kept strictly confidential.
Please take time to read this information carefully and to discuss it with your family, friends, and doctor before you decide.  

COSTS AND REIMBURSEMENT

There will be no cost to you for participating in this study.  You will be paid $25.00 for each study visit to help with the cost of transportation, parking or childcare. No receipts are required for this and you will be paid at the time of your visits. 

Dr Alimenti or any of the other doctors involved in the study will not receive any money for your child’s participation in this study. 
IN CASE OF RESEARCH RELATED INJURIES

Signing this consent form in no way limits your legal rights against the investigators, or anyone else involved in the conduct of this study.
CONFIDENTIALITY

Your and your child’s confidentiality will be respected.  
However, research records and medical records identifying you or your child may be inspected in the presence of the Investigator or his or her designate by representatives of Health Canada and the Children’s and Women’s Research Ethics Board for the purpose of monitoring the research. No information or records that disclose your or your child’s identity will be published without your consent, nor will any information or records that disclose your or your child’s identity be removed or released without your consent unless required by law. 

Your child will be assigned a unique study number as a participant in this study.  Only this number  will be used on any research-related information collected about you or your child during the course of this study, so that your and your child’s identity (i.e. your or your child’s name or any other information that could identify you or your child) as a participant in this study will be kept confidential.   Information that contains your or your child’s identity will remain only with the Principal Investigator and/or designate.  The list that matches your child’s name to the unique identifier that is used on your child’s research-related information will not be removed or released without your consent unless required by law.

Your and your child’s rights to privacy are legally protected by federal and provincial laws that require safeguards to insure that your and your child’s privacy is respected and also give you the right of access to the information about you that has been provided to the sponsor and, if need be, an opportunity to correct any errors in this information.  Further details about these laws are available on request to your study doctor.
ADDITIONAL INFORMATION 

If you have any questions or need more information about this study at any time, please contact Dr Ariane Alimenti at 604 875 2212, or the study coordinator, Evelyn Maan RN at 604 767 5044.

If you have any concerns about your/your child’s rights as a research participant and/or your/your child’s experiences while participating in this study, contact the Research Subject Information Line in the University of British Columbia Office of Research Services by email at rsil@ors.ubc.ca , locally by phone at 604 822 8598 or toll free at 1-877-822-8598.

 PARENT/GUARDIAN CONSENT   

· I have read and understood the participant information and consent form. 

· I have had sufficient time to consider the information provided and to ask for advice if necessary. 

· I have had the opportunity to ask questions and have had satisfactory responses to my questions. 

· I understand that all of the information collected will be kept confidential and that the result will only be used for scientific objectives. 

· I understand that my child’s participation in this study is voluntary and that I am completely free to refuse to participate or to withdraw my child from this study at any time without changing in any way the quality of care that my child and I receive. 

· I understand that I am not waiving any of my/my child’s legal rights as a result of signing this consent form. 

· I understand that this study may provide no specific benefit to me/my child. 

· I have been told that I will receive a dated and signed copy of this form.  

I have read this form and I consent to have my child participate in this study.
___________________________________________________

Printed name of child participating in the study

____________________________________________________________________________________________
Printed name of parent or legal guardian, relationship to child, and signature
                      
         Date

____________________________________________________________________________________________

Printed name of second parent/legal guardian (if applicable), relationship to child, and signature        Date

____________________________________________________________________________________________
Printed name and signature of person obtaining consent
                                          Date
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