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FREQUENTLY ASKED QUESTIONS  ABOUT THE FEAST STUDY. 

Why IS FEAST Important?
Every year at least 2 million children die from malaria and septicaemia (bacterial blood infection). We have good medicines to treat these illnesses. The problem is that many children get to hospital extremely sick, with a complication called ‘shock’, and die soon after arrival. Treatment of shock involves giving large doses or boluses of fluids, in order keep children alive for long enough for the medicines to take effect. The FEAST trial has given us important knowledge to help doctors to manage these children , most importantly how much and how fast to give them fluids effect. That could save many lives.

What was the FEAST Question? 

The trial was looking at how fast to run fluids through an intravenous drip  and what fluids to give to very sick children coming to hospital in Africa with fever and shock caused by malaria, sepsis and other infections. Should they immediately be given a large intravenous dose of fluids, or fluid bolus, which is the established practice in wealthy countries? Or should they be given fluids slowly, to maintain normal levels until they can drink? No-one anywhere has done a large trial before to answer this question. 

What did the trial show?
We found that giving fluids slowly is actually much better. In fact we found giving large doses or boluses of fluids in the first hour is harmful. 93% of the children who did not receive boluses survived the first 48 hours compared to only 89% of the children given fluid boluses. In other words we found an increase of just over 3 deaths in every 100 children (3.3%) to 10.6% in the bolus arms compared to 7.3% when fluids were given more slowly. We found the same results for all the illnesses we looked at, including Malaria and Sepsis. And it made no difference what type of fluids we gave. 

Does this mean we don't need to give fluids?
No. Fluids are beneficial. What we were looking at was how to give them - quickly as a large emergency dose or bolus. Or slowly over time to just replace what a child would need to drink.  We found giving fluids slowly is better. All children who are very sick need intravenous fluids to replace what they would normally drink. Children with diarrhoea, gastroenteritis, burns and some other conditions will still need larger amounts to replace what has been lost.

What are you recommending should happen now?
The results are surprising because they challenge what is done in wealthy countries as well as WHO guidelines. We are now strongly recommending to the WHO and other policy makers that emergency guidelines in Africa be revised for Malaria, sepsis and the other conditions we looked at in FEAST. Children should be given fluids slowly, to maintain normal levels, not quickly in a bolus. However we must re-iterate that we are not talking about children with diarrhea or gastroenteritis. They will continue to need large amounts of fluids quickly.

TRIAGE 
Apart from testing how to give fluids, all the hospitals involved in the trial also re-organised emergency care to implement triage. This is a system for making sure the sickest children are quickly identified and given priority emergency care.  This in itself reduced mortality for all groups of children in the trial hospitals. It shows the benefits of investing in training for basic emergency skills. 

What do the results mean for wealthy countries?
The FEAST trial was done in Africa to find out a question relevant for Africa. However what we have found does challenge established practice in wealthy countries. We believe that guidelines for fluid management for very sick children will need to be reviewed everywhere. That said the results might not be the same in wealthy countries where children are generally healthier and there are sophisticated intensive care facilities. The doctors in those countries will need to do more research to find out.
Can we really trust the results?
This trial was conducted to the highest standards. It was monitored and the results reviewed by international experts in the field. It has been accepted for publication in one of the worlds most prestigious medical journals. In fact the statisticians in London who did the analysis said it was one of the best conducted trials they had ever worked on. This shows that we can do high quality research in our hospitals to answer the many urgent health questions we have here in Africa.

What is shock and why are boluses of fluids given?
 Shock is common and present in 1 in 10 children who are admitted to paediatric wards in Africa. Shock is when the body concentrates all the blood to the vital organs like the heart, the kidneys and the brain in an effort to stave off death. The person goes very pale, has a fast, weak pulse, cold legs and arms and may lose consciousness. Boluses of fluids are given intravenously to children in wealthy countries to try to restore the circulation and so halt a downward spiral towards death. The practice, however, has never been tested in a large clinical trial.  There are different yardsticks and criteria for defining shock - some of them stricter and others weaker. Because FEAST had more than three thousand children, we were able to look at children who fitted almost all the different definitions of shock. We know that children who have shock are often the sickest children admitted to hospital and are at high risk of dying in at least 11 - 22% of cases 

Who were the children in FEAST?
We carried out the trial in six hospitals in Uganda, Kenya and Tanzania. We had to recruit very sick children when they first arrived at hospital, to see whether giving boluses would be beneficial for them or not. Over two years we recruited around 3200 children. All of them were suffering from shock caused by illnesses like Malaria, sepsis and meningitis. It is very important to say, however that we did not recruit children with diarrhea, gastroenteritis, burns or injuries. These children need large amounts of fluids as soon as they get to hospital.

How was the trial conducted?
We divided the children we recruited into three groups. Two groups received fluid boluses in the first hour - either saline or albumin. The third group received only the fluids necessary to maintain normal levels in the body until they could drink. We followed the children to find out how many survived and how many died in the first 48 hours. We continued to follow them for a month afterwards. 

The trial was stopped early. Why?

The trial was stopped early because the independent committee overseeing safety, who continually review all the data, saw no possibility that giving fluid boluses could be beneficial. Indeed the data showed that the boluses were harmful. In these circumstances it would not have been ethical to continue the trial. The trial was designed to recruit 3600 children, but was stopped when over 3,100 had been recruited, about 450 short of the target. 

Were there any exceptions to the FEAST results?

With more than three thousand patients enrolled we were able to form large subgroups. For all the illnesses we looked at, and all the definitions of shock, we found the same results. In no group were Fluid boluses beneficial. It is very important to emphasize, however, that this does not include children with Gastroenteritis and Diarrhea who will still need large amounts of fluids.

How do you explain why boluses were not beneficial?
The trial has shown that giving boluses is harmful to sick children in Africa. But working out why, is much harder. Independent experts who closely monitored safety during the trial saw no obvious effects of fluid overdose, although subtle effects are still a possible explanation.  Another theory is that shock is a defense mechanism - which is unbalanced by giving fluids. At present we do not know the answers.

Why was this trial done in Africa?

The trial was done to find out if it would be safe and effective to use fluid boluses for very sick children with shock in Africa, where malaria and other diseases such as septicaemia co-exist and very sick children may even have more than one illness. The research therefore had to be done in African hospitals. Most of the researchers were also African doctors, nurses and scientists. In clinical practice in Africa fluid boluses are often not given but there were good reasons to think they would be an important part of saving the lives of sick children. So before starting a new treatment it was important to make sure it is safe and that it works.

Will this mean big changes in Africa?
The results of FEAST will not mean big changes in Africa where emergency care and how best to do it, is only just beginning. Most children with malaria, sepsis and the other diseases we included, do not at present receive fluid boluses. Those that do get boluses, particularly those with diarrhea and gastroenteritis, will continue to need them. That said, what we have found does add important knowledge about how to save the lives of critically sick children. This will benefit us for years to come. 

How many children died on the trial?
Reports from African hospitals indicated that children who are admitted with shock are at high risk of dying in at least 11 - 22% of cases. In the FEAST trial the mortality rates for all the groups of children in the trial were lower than would normally be expected in the hospitals were the study was carried out. This was in part because we invested in extensive emergency training, some basic emergency equipment and increased the numbers of doctors and nurses. 297 out of almost  3,200 children died. But this is a lower number than you would normally expect.

How can you justify children dying on a clinical trial? 

The important thing to say about this is that the children who took part in FEAST had a better chance of survival than is normally the case in the hospitals where the trial was carried out. This is because we all worked hard to improve emergency care for all children, with extra training, equipment and staff. It is also important to understand that we desperately need research if doctors are to get better at saving lives. This research will benefit many, many children for years to come. It is only by doing clinical trials like FEAST that we can find out which treatments work the best.


