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MUSIC 

 

ACTUALITY IN HOSPITAL 

 

WOMAN: This is a patient with pulmonary TB, which means that 

it’s highly infectious.  People need to wear special precautions when going into the room.  

They need to put on a mask, gown, gloves.  When the patient coughs, it can be highly 

contagious. 

 

MAN: It’s the number one infectious killer in the world.  It 

kills 1.8 million people every year.  30% of the world’s population has been exposed to TB.  

It really is a major killer and it’s a major killer of young people in the prime of their lives. 

 

COHEN: Far from being an illness confined to the Victorian era, 

tuberculosis can still be fatal.  There’s a huge need for a more effective vaccine.  Tonight, in 

File on 4, we examine a bitter scientific dispute surrounding one jab that was heralded as a 

possible solution. 
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MCSHANE: The most cost effective way to control any infectious 

disease epidemic is with an effective vaccine.  This was the first new TB vaccine to go into 

clinical trials anywhere in the world. 

 

COHEN: But a trial in nearly 3,000 South African babies failed 

to show it was effective and there’d already been questions surrounding previous studies on 

animals.  So what were regulators, funders and volunteers told about the outcomes of animal 

studies?  

 

ACTUALITY OF COOKING 

 

GARRETT: Most spices give me a reaction.  Unfortunately, 

anything that makes food taste nice seems to be kind of off the cards now. 

 

COHEN: Josie Garrett’s life changed after she was treated for 

TB.  

 

GARRETT: It’s been something that’s affected my kind of daily 

life hugely.  They thought I had developed TB meningitis, which is where it’s spread to the 

brain, and I was kind of hospitalised for a while and quarantined for a while because of that.  

In the end, they managed to find a treatment that worked for me. 

 

COHEN: And when you told people that you had TB, what was 

their response? 

 

GARRETT: Most people were shocked that it was still something 

that you could contract.  One of my housemates had told people that I had the bubonic 

plague, because I think the level of understanding with a lot of people is not particularly high, 

and again, they kind of have these associations with a sort of Victorian illness that people 

don’t have to deal with today. 

 

MUSIC 
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COHEN: TB is an infection caused by bacteria called 

mycobacterium tuberculosis.  Josie was shocked when she caught it.  She’d had the BCG jab 

and thought she was protected.  But it’s not 100% effective - around three-quarters of patients 

with the disease in the UK have been vaccinated.  And how well it works varies in different 

parts of the world and in different age groups.  

 

URDAHL: The BCG vaccine is the most widely used vaccine in 

the world.  It’s been used for almost a hundred years and it does save about 50,000 to 

100,000 lives every year. 

 

COHEN: Dr Kevin Urdahl from Washington University in 

Seattle specialises in the immune responses to TB.  He explains why BCG can’t completely 

prevent the spread of the disease.  

 

URDAHL: It protects infants against the most severe forms of 

tuberculosis, but in most parts of the world it has no impact on pulmonary tuberculosis in 

adolescents and adults.  And adolescents and adults are the people who spread TB to other 

people.  Drug resistance is a growing problem.  It really is an infection that we desperately 

need a vaccine for. 

 

COHEN: In 2008, there was hope.  One new vaccine in 

particular seemed promising - as reported by the BBC at the time. 

 

EXTRACT FROM FERGUS WALSH REPORT 

 

WALSH: No wonder there is such hope pinned on these children, 

among the first to receive a new TB vaccine.  The idea is … 

 

COHEN: The vaccine was known by its technical name - 

MVA85A - and was to be given as a booster injection after BCG.  There was hope it would 

give vital extra protection compared to BCG alone.  It had already undergone safety trials in 

adults and babies, where it had shown what is called an immune response - a reaction in 

white blood cells.  Further bigger trials were needed in humans to see if this immune 

  



- 4 - 

COHEN cont: response translated into a reduced risk of getting the 

disease.  The vaccine was developed by scientists at Oxford University.  

 

EXTRACT FROM FERGUS WALSH REPORT 

 

WALSH: I’m at Brewelskloof Hospital in the Western Cape.  

This is where the first new TB vaccine in 80 years is being trialled.  Now TB is a major killer 

in South Africa … 

 

COHEN: Following a successful safety trial in infants in South 

Africa, in 2009 another began in over 2,700 babies near Cape Town, to test if the vaccine 

would stop them getting TB.  South Africa had been chosen because of high rates of the 

disease there.  Half the infants were given the booster on top of BCG and half given BCG 

alone.  None of the babies were left without protection and safety was paramount.  The babies 

would be followed for two years to see if fewer of them given the booster got the disease. 

Before the trial, Professor Helen McShane, one of the lead scientists, was hopeful.  

 

ARCHIVE RECORDING 

 

MCSHANE: If all goes according to plan and the vaccine does 

work, then licensure will be in 2015, in about 7 years’ time. 

 

MUSIC 

 

COHEN: More than £8 million was raised to fund this trial in 

babies - the first of several efficacy trials that would be funded by public and charitable 

organisations.  In their grant applications, the researchers pointed to a number of previous 

studies where animals had been given the booster vaccine and then infected with TB - 

something for obvious reasons they couldn’t do in humans.  In an application we have seen to 

get funding for this first big trial in babies, they said these studies showed efficacy - in other 

words, the booster did give added protection in three kinds of animals: mice, guinea pigs and 

monkeys.  Funders were also told about one unpublished monkey study, which had shown 

promise.  But there was another monkey study underway at Government labs at Porton 

Down, done in collaboration with Oxford University.  It had started ten months earlier and all 



- 5 - 

COHEN cont: the monkeys were exposed to TB.  By the time the 

funding application for the South African baby trial had gone in, five out of the six monkeys 

given the MVA85A booster had become very sick and were put down.   

 

BEVERLEY: There were three groups of monkeys - totally untreated 

monkeys, monkeys that were vaccinated only with BCG and monkeys that were vaccinated 

with BCG and MVA85A.   

 

COHEN: Professor Peter Beverley is a former principal research 

fellow at Oxford.  He’s looked at how the study was set up. 

 

BEVERLEY: Monkeys were vaccinated and then infected with TB 

and then watched, and gradually they become ill.  And in these experiments, you can’t let the 

monkeys die, you have to kill them when they exhibit severe symptoms of disease - weight 

loss, coughing, sitting in a corner and not eating and so on.  And when the monkeys have 

enough of those symptoms of disease, you kill them to avoid further suffering. 

 

COHEN: The study was to follow strict rules about animal 

welfare to ensure all the monkeys - including any that became ill - would be treated 

humanely. It was to last a year from November 2006.   

 

BEVERLEY: I saw a poster in Vancouver at a meeting, which 

described immune responses in monkeys to BCG and MVA85A.  

 

COHEN: But by the following March, just a few months in, 

Professor Beverley says he had heard that evidence was emerging that the monkeys in the 

booster group weren’t doing well. 

 

BEVERLEY: A colleague spoke to the poster presenters, the people 

who’d done the work and was told that the monkeys that had had the booster vaccine were 

actually not doing terribly well.  They were dying or they were rather reaching their humane 

endpoints rather rapidly and having to be killed, because they had bad disease, and that 

seemed a little bit strange. 
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COHEN: Public Health England - which oversees Porton Down - 

dispute Professor Beverley’s claim and told us their staff don’t recall any concerns about the 

MVA85A animals and would therefore reject having any such conversation.  In May 2008, 

Oxford University applied to the South African regulators to get approval for the efficacy 

trial in infants.  Troubled about what had happened to the monkeys given the booster jab, 

Professor Beverley wrote to the university.  He was allowed access to the results of the then 

unpublished monkey study.   

 

BEVERLEY: I and a colleague sat in a room with the secretary of the 

department there present with us, looking at the data, and we weren’t supposed to write any 

of it down or record it in any way.  What we did, in fact, was memorise as much of it as we 

could and take it away in our heads, so it was a very strange event, I must say, in a university.   

 

COHEN: What Professor Beverley saw in the data room didn’t 

assuage his unease.  

 

BEVERLEY: All of those that had not received a vaccine died.  Five 

out of six of the monkeys that had received BCG and MVA85A had to be killed before the 

end of the experiment.  But in the BCG group, BCG alone, only two out of the six monkeys 

had to be killed.  It certainly looks, when you look at the rate at which these animals died, 

that the MVA85A boosted group and the control untreated group all died rather rapidly, most 

of them during the first 20 weeks or so of the experiment.  Certainly here in this experiment, 

there is no evidence whatsoever that this is an effective booster vaccine. 

 

MUSIC 

 

COHEN: We asked Oxford University about the circumstances 

in which Professor Beverley was allowed to see the data.  They told us this was standard 

practice.  Public Health England have told us that the monkey study was explorative and its 

purpose was to assess a new model for vaccine development and to assess a new method of 

infection with TB in animals. The work would generate data to inform future animal models.  

So it wasn’t a preclinical trial to support the progression of the vaccine into humans. They 

told us: 
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“Animal studies are conducted to extremely high standards of quality and methodology in 

relation to animal welfare and are compliant with all relevant legislation. 

 

But what should have happened next is the subject of fierce ethical debate. How relevant 

should the outcome of this monkey study have been to the planned efficacy trial in babies?  

And how soon should the regulators there have been told about it?  We’ve spoken to another 

scientist who told us what they think should have happened.  They want to remain 

anonymous so their words are spoken by someone else. 

 

READER IN STUDIO: When I found out the clinical trial was still going 

ahead, it just did not make sense to me.  I would have stopped at that point and called for 

clinical trials to be halted while I resolved what was happening with the result in this monkey 

experiment.  There could be lots of explanations for it.  Some of it could have been benign, 

but at least that would have been the prudent thing to do.   

 

COHEN: But that didn’t happen.  Preparations for the trial 

continued.  Professor McShane didn’t personally carry out the animal experiments, but says 

the team adhered to guidelines agreed among TB experts about what’s required to move from 

animal to human studies. 

 

MCSHANE: So we followed the consensus criteria that in fact were 

published in 2012 in the development and the clinical development of MVA85A.  So those 

consensus criteria, which were agreed by everyone working in the field, specify that to move 

from animal studies into human studies, you have to have - amongst other things - evidence 

of efficacy in two animal models.  Importantly, those criteria specify that to move from early 

clinical trials through into late stage efficacy trials, what you need is human safety data and 

human immunogenicity data. There is no requirement at that stage for any additional animal 

data, and indeed at that point the decision making process is entirely based on the excellent 

safety profile we had seen with MVA85A and the higher levels of immune response we’d 

seen. 

 

COHEN: So in effect you disregarded the outcomes of the 

animal models? 
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MCSHANE: Not at all.  So let me explain the timeline and perhaps 

that will be clearer.  So we started the clinical trial programme with MVA85A in 2002.  This 

was the first new TB vaccine to go into clinical trials anywhere in the world and it was 

MCSHANE cont: absolutely beholden on us to be safe.  We conducted 

the most careful clinical development  plan anyone has ever done before or since with a new 

TB vaccine.  And between 2002 and 2009, when we started that infant efficacy trial, we 

conducted 14 clinical trials and vaccinated over 400 people.  It was that human data that led 

the decision to progress into efficacy testing.  The animal models were used during that time 

in parallel with that clinical development. 

 

COHEN: We’ve spoken to other scientists that said that they 

would not, if they’d have had the animal data that you have had, and particularly in light of 

the Porton Down monkey study, they would have paused before they proceeded to clinical 

trials to fully understand what was going on.  What do you say to that? 

 

MCSHANE: We had a huge amount of safety data in the host 

species - it’s a human vaccine we’re trying to develop here - that gave us great assurance that 

this vaccine was safe.  But really importantly, this is not a judgment that I make or a basic 

scientist makes.  It is a judgment that a regulator and an ethical committee make. 

  

COHEN: So what were those authorities in South Africa told 

about the monkey study at Porton Down?  A key part of the evidence submitted by 

researchers is something called the investigator’s brochure, which pulls together the 

information from studies - animal and human. 

 

ACTUALITY WITH BROCHURE 

 

COHEN: We’ve got hold of one brochure dated May 2008, when 

Oxford first applied to the authorities in South Africa for approval of the trial in infants. The 

results of the monkey study were still a long way from publication, but by this point it was 

six months since the end of the experiment, and there’s no mention of it in the brochure. 

Professor Beverley says he would have expected some information to be available.   
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BEVERLEY: They certainly wouldn’t have had all the other data 

from the monkeys - they have to have a full post-mortem and all that takes weeks or months.  

But by May 2008, much of the data would have been available.  If you apply to an ethics 

committee or a regulatory authority, it’s clearly incumbent on you to present the evidence 

BEVERLEY cont: accurately and fairly to those authorities.  Certainly in 

some of the documents I’ve seen presented to regulatory authorities, the investigator 

brochures, that is not the case. 

 

MUSIC 

 

COHEN: In November 2008 - a year after the monkey 

experiment had been terminated - the Oxford researchers updated the brochure to include 

data from the study.  This was after an internal committee of the South African drug regulator 

– the Medicines Control Council - had made an initial recommendation of approval.  At the 

end of that year, Oxford launched an inquiry into Professor Beverley’s concerns, appointing 

two eminent scientists from outside the university.  The outcome wasn’t made public.  

However, we have obtained a letter summarising the findings.  Professor McShane was 

cleared and the complaint not upheld as there had been ‘no infringement of statutory 

provisions’.  But it went on to say:  

 

READER IN STUDIO: It would have been good practice for the potentially 

adverse reaction observed in the monkey experiment to be reported to the authorities in a 

more timely fashion, within about two weeks of the termination of the experiment, 

irrespective of the interpretation of its significance. 

 

COHEN: The inquiry also said the university needed to tighten 

procedures required in clinical trials and appoint an independent person to ensure the 

accuracy, completeness and timeliness of all data submitted to the regulators.  Oxford 

University told us the recommendation regarding clinical trials was simply good practice. It 

said a vaccine oversights committee had been established in 2012 to provide an independent 

overview of vaccine development. It went on to say the committee had reviewed the 

MVA85A programme and found no concern whatsoever.   

Perhaps part of the problem here is that the guidance about what information should be 

presented to regulators and when is open to interpretation.  Internationally agreed standards 
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state all relevant animal studies are expected to be provided, so what does that include?  

Professor Malcolm Macleod from Edinburgh University is a member of the Home Office 

Animals in Science Committee and the UK drug regulator, the MHRA.  He spoke to us in his 

capacity as an academic.   

COHEN cont: Should you include all tests that you have carried out 

in any applications to conduct trials on humans or funding applications? 

 

MACLEOD: In my view yes, the regulatory authorities want to get 

as complete a picture as possible of what’s already known about a subject, and I would have 

thought that if there was information from animal studies suggesting a signal for increased 

mortality, which may or may not have been a real signal, I would expect the regulators would 

have wanted to know about that. 

 

COHEN: And how soon after the end of the experiment would 

you have expected that to happen? 

 

MACLEOD: There are no clear rules around this, but I would have 

thought the timeline should be days and weeks.  

 

COHEN: Professor McShane says the data from the study was 

given to regulators and ethics committees as soon as possible and the authorities had it before 

the trial was finally approved.  

 

MCSHANE: We had fully complied with all the statutory 

requirements for reporting.  We reported that study to the regulators, both in South Africa and 

in the UK, in November 2008, when we had the full data set.  All approved that study by 

December 2008.  We started the infant efficacy trial in July 2009.  None of those regulators 

and none of those ethical committees had any concerns about that data.  And to be clear, the 

raw data was included in that investigator brochure.  

 

COHEN: We’ve spoken to an expert who said those data would 

have been available for inclusion in the May 2008 brochure.  Why didn’t you include it in 

May 2008? 
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MCSHANE: So we didn't include it in May 2008 because the full 

data set was not available.  And to be clear, these are tiny numbers of animals we are talking 

about.  The important fact here is that the regulators and the ethics committees saw the raw 

data eight months before we started the infant efficacy trial; they had ample opportunity to 
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MCSHANE cont: question this data and to query it if they wanted to.  

With respect, it is their judgment that counts. 

  

COHEN: Professor McShane also says there was a problem with 

the Porton Down study.  It was the first time an aerosol dose of TB had been given - and the 

dose was much too high, making it a failed experiment, and the data was of very questionable 

relevance for considering whether MVA85A would work in humans. 

 

MUSIC 

 

COHEN: Cape Town University’s ethics committee confirmed 

that they were aware of the monkey study.  They concluded the results from prior studies in 

humans provided confidence for safety of the vaccine.  They didn’t tell us when information 

about the monkey study was  provided to them.  But they did say that when the updated 

November 2008 investigator’s brochure was submitted, the information was ‘insufficient to 

overturn the approval’.  The South African Medicines Control Council also provided us with 

a statement which said they gave their approval in December 2008. 

 

READER IN STUDIO: The results from the monkey study were provided as a 

supplement to the investigator’s brochure following the Clinical Trial Committee 

recommendation to the MCC for approval, and were considered during the evaluations, but 

did not change the recommendations for approval. 

 

COHEN: The regulator did acknowledge the lack of supporting 

animal data on efficacy, which it said is common to TB vaccines.  And there’s a further 

complication.  Which animal studies should be relevant when moving into humans is 

disputed.  In the animal studies there had been different methods used to administer the 

vaccine.  Professor Peter Beverley says it’s important that only the animal studies where the 

vaccine was given in the same way as in humans should be considered.  He says there is no 

statistically significant evidence the booster improves protection when given by injection - 

the way it was being used in humans at the time. 
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BEVERLEY: The animal data doesn’t show convincingly that this 

vaccine works in any animal species.  There are trends in one direction and trends in the 

opposite direction.  But what has been said in numerous publications, repeatedly, those 

papers say, ‘We saw a protection in four animal models,’ so they’re using some of this data to 

bolster the case for MVA85A as a protective vaccine. 

 

COHEN: So are you alleging they are cherry picking data and 

misrepresenting the animal information that is out there? 

 

BEVERLEY: I’m certainly saying that they failed to refer adequately 

to experiments which showed no effect of injection of MVA85A, so very selective referring 

to experiments which might show a trend in the right direction and no reference or very 

seldom any reference to the papers which clearly show no effect of MVA85A. 

 

COHEN: They got approval for those trials to be carried out and 

they continued to get funding, so surely they’re right and you’re wrong? 

 

BEVERLEY: Of course it’s possible that they are right and I’m 

wrong.  What I’m giving you is my opinion, and my opinion is that if there are ifs and buts in 

the data, you should present all those ifs and buts, and to suggest that this vaccine improves 

protection in four animal species, without further qualification, in my opinion is certainly 

overstating the case that this was an effective vaccine.  And it had the bad effect of making 

the vaccine community think it was an effective vaccine, and perhaps it’s not surprising 

therefore that they could obtain further funding to continue their work.  

 

COHEN: The Oxford researchers insist there was evidence in 

animal studies.  Last year, Professor Beverley wrote to two funders of the trials to say he 

believed the Oxford researchers had made ‘misleading statements and incorrect or selective 

references’ to the animal studies to support their applications for money.  We asked Professor 

McShane for her response. 
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MCSHANE: We have seen efficacy in four animal models.  We 

don’t see it all of the time, but the point is that we saw it in some of those experiments, and 

those experiments were different in terms of dose of TB and in the design of the experiment.  

We don’t know which – if any – of those animal models best model disease in humans. 

 

COHEN: As you know, allegations have been made that on 

occasions you’ve been selective and have cherry picked the animal data, that you have failed 

to refer to experiments which showed no effective MVA85A, but relied on others which 

show an opposite trend. What do you say to that? 

  

MCSHANE: An independent panel, comprised of very senior people 

with extensive regulatory expertise, met to review these allegations last year in May 2016. 

Firstly they concluded there was absolutely no evidence that I had misrepresented, been 

selective or withheld any information.  But the second important thing they concluded was 

that, in light of the human safety and immunogenicity data that we had, it would have been 

unethical for us not to proceed to human efficacy testing.  

 

MUSIC 

 

COHEN: Oxford University cleared Professor McShane, saying: 

  

READER IN STUDIO: We have seen no evidence of selective referencing, of 

deliberate delay in publishing, of selective use of statistics, or of a lack of representation of 

pre-clinical data to the relevant regulatory, ethical or grant bodies. 

 

COHEN: Professor McShane told the inquiry that she and 

Professor Beverley had ‘different views of the world’ and while she thought that ‘both views 

were useful’, his ‘judgement was coloured by personal animosity’.  

 

ACTUALITY OF CHILDREN  

 

VOLMINK: The people affected by tuberculosis are generally poor 

people, black people.  It is a very prevalent disease and it has huge impact on the lives of 

people. 
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COHEN: Professor Jimmy Volmink is Dean of the Medicine and 

Health Sciences faculty at Stellenbosch University.  He says that in vulnerable populations 

it’s vital that people are given as clear a picture as possible about the treatment being tested. 

 

STELLENBOSCH: In this setting, where mothers or fathers or guardians 

give permission on behalf of their children, I think it’s even more important that the 

information provided by the investigators is accurate and also is well understood. 

 

COHEN: So just what were parents told before they agreed to 

enrol their babies in the trial?  There was a consent process involving various stages - 

information videos and other written material.  But we’ve obtained the trial participant 

information sheets, which play a key role in ensuring informed consent.  They’re given to the 

parents and contain details about the process, what might happen and what is known about 

the treatments their baby might get.  

 

ACTUALITY WITH INFORMATION SHEETS 

 

COHEN: I’ve got one here from May 2008 for the baby trial.  It 

says, ‘Scientists at Oxford have developed a vaccine that could possibly be used to make 

BCG better.’  Later it says, ‘MVA85A has been tested in animals and was shown to be safe 

and effective.’  Professor Volmink is concerned about the wording. 

 

VOLMINK I don't think it’s a fair reflection of the evidence that I 

have seen and it seems to me that the claims that were made were not consistent with the 

findings of the pre-clinical studies, and I have grave concerns about communicating the 

evidence in this particular way.  So if these claims are misleading about possible protective 

effects of a vaccine, I think that would be particularly egregious in this context, and one 

might consider this a form of exploitation of a vulnerable population. 

 

COHEN: Something Professor McShane strongly denies. 
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MCSHANE: So it’s normal in patient information sheets, and 

anyone familiar with clinical trials will understand this, to write nothing or almost nothing 

about animal data, because really, particularly in models like this, we don’t know the 

relevance of it.  

 

COHEN: We’ve heard concerns it isn’t a fair reflection of the 

animal evidence and potentially it’s exploitative of a vulnerable population.  It’s your 

decision to put that information in the patient information sheet. 

  

MCSHANE: The information sheet was reviewed by the ethics 

committee and by the regulators; it is their job to determine whether or not what we say in 

that information sheet is an accurate representation of the statement of the facts.   

 

COHEN: So it’s not your job? 

 

MCSHANE: It is really important to understand that we conducted 

the most cautious clinical development plan - indeed some have said too cautious - in order to 

absolutely be clear that we were being safe before we tested this vaccine in vulnerable 

populations in Africa.  

 

COHEN: The ethics committee agreed with Professor McShane 

that human safety data carried much more weight in relation to risks and benefits.  It said the 

participant information leaflet did contain limited information on the animal studies and the 

more relevant safety studies in humans.  It said it was acceptable not to include the results of 

the unpublished monkey study. 

 

MUSIC 

 

COHEN: In 2013, the results of the South African baby trial 

were announced.  It found the MVA85A booster jab was no more effective than BCG given 

alone.  There’s no evidence any babies came to harm, but the big immune responses seen 

adults didn’t translate to increased protection against TB.  When the trial was published, 

people in the TB world were disappointed it didn’t work.  Professor McShane wrote the 
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COHEN cont: results were ‘not consistent with findings from studies 

in animals which suggested potential for efficacy.’  So had the animal models failed to 

predict how well the BCG boost would work in humans?  The debate over the strength of the 

evidence in animals was about to be raised again.  In 2015, a team of researchers undertook a 

new study to look at all the available animal data on MVA85A. 

 

GARNER: When we looked at the actual results comparing 

animals that were receiving the vaccine combined with BCG, there was often very little or no 

evidence of a clear benefit of this new vaccine in the outcomes that were reported. 

 

COHEN: One of the authors was Professor Paul Garner, Head of 

Evidence Synthesis for Global Health at Liverpool University’s School of Tropical Medicine. 

He conducted what’s known as a systematic review - something increasingly being requested 

by funders of clinical trials.  Part of the problem with looking at the animal studies in 

isolation is they often involved only small numbers of animals, making it difficult to draw 

statistically significant conclusions.  The study provided an overview of the relevant 

published evidence. 

 

GARNER: The studies themselves would often say what they 

presented was evidence that the vaccine did work.  And for us looking at these particular 

measures of illness, animals becoming unwell, we didn’t see that.  It seemed they were more 

optimistic than actually what the data shows.  Now this isn’t really something that people do 

in a premeditated way.  If you’re enthusiastic about a topic, you'll often try and present the 

results in a positive light, and it’s not unusual for us to see that, and it illustrates the value of 

doing a systematic review by people independently to provide that view and that picture. 

 

COHEN: But Professor McShane says she has misgivings about 

the methods used in the systematic review and how the data were analysed.  

 

MCSHANE: Perhaps the most important flaw is a misunderstanding 

of what the animal models are for.  The animal models are there for us to try and see if a 

vaccine works. Lumping together positive and negative studies completely misses the point, 

which is that it is the positive studies that give you an idea that there is some biological 

activity that then allow you to take that vaccine forward and optimise it in humans. 
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COHEN: It’s okay to disagree with the methodology - that’s 

what scientists do openly - but are you disputing that the animal models show that there’s no 

efficacy as a booster? 

  

MCSHANE: I don’t think it’s a valid thing to do, to combine apples 

and oranges, and experiments that are all different in mice, guinea pigs, non-human primates 

and cattle, and lump them all together, to give the same weight to a mouse study as you do to 

a non-human primates study.  Most people would understand that a non-human primate is 

more likely to have a disease and an immune response that resembles humans than a mouse. 

So I don’t think that’s a valid thing to do. 

   

MUSIC 

 

COHEN: MVA85A has led to a fierce scientific dispute over 

what emphasis to place on different animal models in vaccine development, and what should 

happen when new evidence emerges.  Both the Oxford team and the researchers involved in 

the Porton Down monkey experiment are clear that it was never intended to be used to 

support the progression into human trials.  But Professor Peter Beverley questions whether 

more weight should have been given to the results in animals, given that in his view there was 

little evidence of efficacy in those studies.  

 

BEVERLEY: It’s been claimed that because the animal models did 

show a suggestion of effectiveness of the vaccine, they failed to predict the outcome of the 

trial.  This is absolutely incorrect.  The animal models actually showed no statistically 

significant protective effect of MVA85A, which exactly parallels the outcome of the trial, so 

somehow that’s been turned upside down and a claim has been made that the animal models 

were wrong, casting doubt on the use of what I think are very useful animal models. 

 

COHEN: What is the problem of that though? 

 

BEVERLEY: Well, it clearly makes it more difficult to bring forward 

other vaccine candidates - if we don’t trust the animal models, how are we going to develop 

new vaccines? 
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MUSIC 

 

COHEN: Despite the virulent disagreements surrounding the 

development of this new vaccine, Dr Kevin Urdahl says the prevalent view among scientists 

was that a large efficacy trial in people should go ahead. 

  

URDAHL: We just needed to try something and see if it worked, 

and we’ll never know whether this is going to be helpful or not unless we test it in people.  

Yes, there were some people that questioned whether it should go forward prior to the time 

that it did, and others that felt it should go forward, and I think reasonable people could differ 

on that. 

 

COHEN: Since the trial in infants, MVA85A also failed to show 

efficacy in adults with HIV.  But trials to see whether the vaccine is useful in preventing TB 

are ongoing.  Professor Helen McShane, who has faced critical analysis of her work, says 

despite the trial in South Africa failing to show enhanced protection, all the studies 

undertaken to date are likely to be crucial to informing the future clinical development of a 

successful TB vaccine. 

 

MCSHANE: It is critical that we retain the momentum that has been 

established over the last 15 years.  If we do that, I think we will end up with a TB vaccine 

eventually, but no one has ever said this is going to be easy. 

 

 

 


