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1. What this research is about and the reasons for doing this research? 

We are inviting you to join in this research, is being done by a team from Makerere University College of Health Sciences, working together with colleagues from St George’s, University of London, UK. This form will tell you about the research. If you have any questions, please ask the person who is telling you about this research. Then you can decide whether you want to take part or not. There is no need for you to take part unless you want to do so. If you agree to take part, you will need to sign the consent form to show us that you are happy to do so. If you decide that you do not want to take part, do not sign the consent form.

This research study is being conducted at Kawempe National Referral Hospital and at Kawempe Health Centre IV. 
The people leading this research study are Professor Kirsty Le Doare and Dr Eve Nakabembe.
2. What this research is about and the reasons for doing this research? 
Giving vaccines during pregnancy is a very important tool for preventing infectious diseases in babies and increasing the ability of these babies to fight infection. Vaccines are safe and have saved many lives following their administration. 

They are usually made from a weakened or killed strain of the bacteria or viruses that cause infectious diseases, or from a part of the bacteria or viruses.  Vaccines are designed to help our body’s defence system to recognise infectious diseases before we actually get them, so that we can defeat them more easily. However, some vaccines seem to work less well in certain cases like the cases where one has a condition that weakens their ability to fight disease like HIV infection. Such individuals may also have altered ability to pass on this ability to their unborn babies when they are pregnant. We want to find out why this is so in this research.

Pertussis also known as whooping cough is one of the five major killer diseases of children less than five years against which immunisation is done. This disease seems to be seen in bigger numbers of recent despite the fact that babies get vaccinated against it after they are born. 
In more developed countries like the UK both pregnant women and babies get vaccinated against this disease. Mothers get vaccinated during pregnancy to protect their unborn babies against pertussis. 
Then following delivery, their babies are also vaccinated. This is done despite the fact that such countries have a much lower numbers of pregnant women infected with HIV, so they are likely to be in a much healthier condition to pass on strong enough protection to their unborn babies.
This research therefore, aims at finding out whether giving mothers a vaccine which protects their unborn babies against pertussis works well in giving them more protection even if there is HIV infection.
3. Why have I been asked to take part in this study?
You have been chosen to participate in this study because you are carrying a pregnancy that is about four months old and following our assessment of you and your baby, we know you have a healthy pregnancy carrying one baby. It is routine care by the ministry of Health in Uganda that after this stage of pregnancy you can safely be given vaccines like tetanus to protect your baby against tetanus.
So it is important to know whether in addition to giving mothers a combined whooping cough vaccine during pregnancy and then giving their babies the routine vaccinations against whooping cough offers sufficient protection even if there is HIV infection.
4. What is going to happen in this research study?
You will have a health check up            

Once you have agreed to take part in this study, we will thoroughly examine you and ensure that you are healthy enough to participate. We will do several tests to confirm this, these include a scan to confirm the age of your pregnancy and the fact that you are carrying only one baby. We shall also do other routine test like HIV test. For HIV positive mothers we shall do  the Viral load  test-to assess further the strength of their bodies to fight off diseases.
You will be put in one of the two research groups.

You will be put in one of two groups:
The first group will receive the routine tetanus diphtheria (Td) vaccine that is given in Uganda during pregnancy; this is will be given after six months of pregnancy. The second dose will be given at least four weeks after the first dose.

The second group will receive the routine tetanus diphtheria (Td) vaccine that is given after six months of pregnancy. But this group when they come back for the second dose they will receive the combined pertussis containing vaccine (Tdap).

Each of the above two groups will have half the mothers who are HIV negative and the other half HIV positive. 
The choice of groups will be done using a code generated by computer.  This works so that you are put into one group or the other by chance, this is like a lottery. 
You will receive either one type or two types of vaccine:
Tetanus toxoid diphtheria (Td) vaccine, this vaccine protects your unborn baby against neonatal tetanus-a condition that can cause abnormal stiffness in babies and if not prevented or treated very early can result in death and also against diphtheria. This vaccine is given routinely to all pregnant women in Uganda.

Combined-pertussis containing vaccine (Tdap): this vaccine contains both tetanus and pertussis (Whooping cough) vaccine plus acellular pertussis. Depending on which group you will end up in, some mothers will receive this vaccine for their second dose and others will get the standard tetanus diphtheria (Td) vaccine for their second dose.  The vaccines will be given four weeks apart between the first and second dose. 

 The vaccines will be injected into your upper arm (either right or left). This will be a bit painful, as for any injection of medicine that you may have had, and will feel a bit sore over the next week or so.
You will be asked to give blood and breast milk samples
To test your response to the vaccines we will ask you to give blood samples before and after the vaccines are given. 
 The amount of blood that we will take at each visit is completely safe and will vary between 5 and 20 millilitres (1 teaspoon and 4 teaspoons) at the different visits.  In total we will ask you to give blood samples at 3 different times during the study.  

Please also be aware that when you give birth, a blood sample will be taken from the cord which connects you and your baby, at the time it is cut at birth. In case of failure to get cord blood, a blood sample (2ml – less than half a teaspoon) will be taken from the baby within 7 days of delivery. A small sample of breast milk 1ml will also be taken at birth.
Following the baby finishing all the routine vaccination given before four and half months(14 weeks),your baby will be seen at 18weeks and a sample of blood will be got from the baby and from you 2mls of breast milk. The last sample of blood will be obtained when your baby is ten months, four weeks after completing the measles immunization and at this point you will also be requested for 2mls of breast milk.
The study will last for about two years, but you will be involved from the time that you join the study up to when your baby is one year. Whereas we will not need any more blood from you after birth or from your baby after 40 weeks , we will call to check on you when the baby is 6, 9 and 12 months. This will be to ensure that you and your baby are ok
5. What will the blood and breast milk samples be used for?
Mother:
Blood samples will be taken on three visits, the first sample of 5mls taken when you are enrolling into the study:

The first samples taken from you will be used to test for Syphilis, Hepatitis, blood group and haemoglobin and  HIV; for those who are HIV positive and the Viral load (strength of the HIV in your body) will be tested.
Second sample will be taken four weeks after the second dose of the vaccine-this blood will be used to measure how well you responded to the vaccine

Third sample will be taken when you are giving birth-this will be used to assess the protection passed to the baby.
After delivery, breast milk samples will be taken away from you at three points

· 1 ml of colostrum this will be taken before discharge from the hospital

· 2mls of breast milk when your baby is 18 weeks, which is the eighth visit 

· 2mls of breast milk when the baby is ten months, this is 4 weeks post measles vaccine
The blood and breast milk  samples will also be used to test how your body responds to vaccines.

Baby
Three samples will be taken with the first one taken at birth; this will be used to measure the level of protection against whooping cough passed on to the baby through the placenta.

Second blood sample of 2mls from the baby will be taken when the baby is 18 weeks and has completed his/her routine vaccinations. This sample will assess the baby’s immune response following completion of the vaccinations and it will look at how babies responses differ in those born to HIV infected versus HIV uninfected. The last sample will be taken four weeks after completion of measles vaccine, this will help us to understand more the babies response after a long time. 
6. How many people will take part in the study, and how long will it last for?
 The whole study will enrol 200 mothers, and the study will last for about two years.

          7. What are the risks of participating in this trial?
Your time

Most of the visits that you will be coming to the hospital for the study visits are part of the normal routine visits except the last one where you will come back four (4) weeks after your baby has completed the last pertussis vaccination. The last visit will be four weeks after the completion of the measles vaccine.
 Each visit will usually take about 30 minutes, but the first visit may take about two hours to give time for everything to be explained, and for a thorough check-up.  

Blood and breast milk samples

Taking blood and breast milk samples is not expected to cause any problem for you, apart from the discomfort or pain, bruising or bleeding, redness at the place where the needle goes into the skin, but this will go away in a few days. The breast milk collection isn’t likely to cause pain but colostrum collection may cause some discomfort, this isn’t prolonged..

There is a very small chance that you will get an infection or some swelling at this place – this almost never happens. Some people faint when their blood is taken. The person taking the blood will do all they can to prevent these things from happening.
8. What are the benefits of taking part in this trial?
 It is the only way health care professionals can understand how best they can protect mothers and their babies from certain preventable diseases like pertussis.

There is potential benefit of the vaccine to half of the participants who will receive Tdap vaccination given that this has already been proven to offer protection to pregnant women and their infants against pertussis and diphtheria especially if their antibody responses are similar to those observed high income countries. You will have the opportunity to meet with the study team and ask questions for the duration of your participation in the study.
9. What is the cost of taking part in the trial?
There is no cost to participate in this trial. We will reimburse 20,000/= (twenty thousand shillings) for transport on each study visit. 
10. What happens if I refuse to take part?
It is very important for you to know that it is voluntary to take part in this research; the choice is yours.
 No-one will be upset if you decide not to take part. If you agree to take part and later decide that you do not want to take part anymore, that is also okay.

 
Whatever happens, you will still be able to access the routine vaccines provided by the government, if you wish.
11. Who will be able to see the results of tests done on my samples?
The research team will keep your results private. Only members of the research team will be able to see results and to know that they belong to you. Your samples will be given a special code so that anyone who is working on them in research laboratories will not know they came from you.

12. What happens if something goes wrong?
You will be making an important contribution to medical research.  The researchers will make every effort to ensure your safety and well-being. Kawempe National Referral Hospital and Kisenyi Health Centre 1V has medical specialists team in place who would treat you if any harm came to you as a result of taking part in the research.
13. Who will have access to information from this research?
All our research records are stored securely in rooms with restricted access and on password protected computers. Only research staff trained to keep the information confidential have access to the records. Your name will be removed from the records, so no-one will be able to find out information about you from our records. The people who may review your records include Research Ethics Committees (School of Medicine Research and Ethics Committee, and St George’s University of London Ethics Committee) the Uganda National Council for Science and Technology, Study Monitors, Sponsor and the Uganda National Drug Authority.  These organisations are there to ensure that your rights are protected and that the research is conducted properly and safely. 
14. Who has reviewed the trial?
This trial has been reviewed by the School of Medicine Research and Ethics Committee (SOMREC), Uganda National Council for Science and Technology, Uganda National Drug Authority and the Ethics Committee of St George’s, University of London in the United Kingdom. The Uganda National Drug Authority, which regulates the use of all medicines in Uganda, has granted permission to use the vaccines needed for this clinical trial.

  You can find out more about the study at any time by asking one of the members of the research team.  
You may also contact Dr Eve Nakabembe (telephone XXXX XXX XXX) who is the Principle Investigator of this study.
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