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Randomised controlled 
trials for Ebola: practical 
and ethical issues

2 months ago, when the numbers 
known to have died from Ebola in 
west Africa could still be counted in 
hundreds, WHO made an important 
statement about investigational drugs 
and vaccines. This crisis is so acute, 
WHO declared, that it is ethical to offer 
interventions with potential benefits 
but unknown efficacy and side-effects, 
though every effort should be made to 
evaluate benefits and risks and share 
all data generated.

The need for drugs and vaccines 
was urgent then. With cases now 
rising exponentially and health 
systems overwhelmed, it is even 
greater today. Vaccine safety trials 
are underway in the USA and the 
UK, and poised to roll out to Africa 
soon. But treatments for those with 
infection are required too. Besides 
playing a direct part in containing 
the epidemic, interventions that 
could improve outcomes for the sick 
would help to rebuild the confidence 
of affected communities in health 
services, a critical step if Ebola is to 
be overcome.

A fast-track initiative for evaluating 
investigational drugs was launched 
in September, 2014.1 But although 
the question of whether unproven 
treatments should be offered at 
all is now settled, the question of 
how they should be deployed and 
tested is not. Still at issue is whether 
such treatments should be made 
available only in the context of 
randomised controlled trials (RCTs) 
in which patients receive either a new 
intervention and conventional care, 
or conventional care alone or with 
a placebo.

Advocates of this RCT approach2 

state that as this experimental design 
will create the most robust evidence 
for the future, and is what regulators 
are used to, it is the only approach that 
should be considered. We disagree.

While we concur that RCTs provide 
robust evidence, and support their use 
where this is ethical and practical, we 
do not believe that either consideration 
is likely to be satisfied in the context 
of this epidemic. The priority must be 
to generate data about effectiveness 
and safety as swiftly as possible, so 
that the most useful new treatments 
can be identified for rapid deployment. 
Alternative trial designs have the 
potential to do this more quickly, 
and with greatest social and ethical 
acceptability. 

The first objection to RCTs in 
which investigational drugs plus 
conventional care are compared 
purely with conventional care is 
ethical. Such randomisation is ethical 
when there is equipoise—when 
there is genuine uncertainty about 
whether an untested treatment has 
benefits or risks that exceed those of 
conventional care. Equipoise is a useful 
principle, but it can break down when 
conventional care offers little benefit 
and mortality is extremely high. This 
is precisely the problem with Ebola: 
current conventional care does not 
much affect clinical outcomes and 
mortality is as high as 70%. When 
conventional care means such a high 
probability of death, it is problematic 
to insist on randomising patients to 
it when the intervention arm holds 
out at least the possibility of benefit. 
Ethical arguments are not the same for 
all levels of risk.

No-one insisted that western 
medical workers offered zMapp and 
other investigational products were 
randomised to receive the drug or 
conventional care plus a placebo. None 
of us would consent to be randomised 
in such circumstances. In cancers with 
a poor prognosis for which there are 
no good treatments, evidence from 
studies without a control group can be 
accepted as sufficient for deployment, 
and even for licensing by regulators, 
with fuller analysis following later. 
There is no need for rules to be bent 
or corners to be cut: the necessary 
procedures already exist, and are used.

The second objection is practical. 
Even if randomisation were ethically 
acceptable, it might not be deliverable 
in the context of health-care systems, 
and indeed wider social order, that 
are breaking down as in Liberia, 
Guinea, and Sierra Leone. Populations 
who are terrified by the progress of 
the epidemic, and who lack trust in 
health-care and aid workers, and in 
public authorities in the aftermath of 
civil wars, cannot be expected to offer 
informed consent to such randomised 
trials. It is also unclear that any 
capacity exists to impose controlled 
conditions during a raging epidemic. 
Insisting on RCTs could even worsen 
the epidemic, by undermining trust in 
the Ebola treatment centres that are 
central to containing it.

Randomisation is not, moreover, the 
only way to gather reliable information 
about the safety and effectiveness 
of potential Ebola therapies. Indeed, 
other methods might be more 
appropriate for achieving the key 
objective, which is to identify drug 
regimens that improve outcomes over 
existing methods of care, quickly, so 
that WHO can recommend their use 
and lives can be saved.

One viable approach would be to try 
different treatments in parallel and at 
different sites, following observational 
studies that document mortality under 
standard care. This approach could 
effectively triage treatments into those 
with great benefits that should be 
rolled out immediately, those with no 
effect that should be discarded quickly, 
and those with promise needing 
follow-up in randomised trials. These 
trials can be designed adaptively, 
meaning that patient enrolment can 
be altered as efficacy data emerge, 
minimising the numbers of individuals 
who get ineffective treatments and 
increasing the numbers getting those 
that show benefits. This is not different 
from phase 2 studies as currently 
conducted and accepted by regulatory 
authorities for other diseases. It will 
also enable quick follow-up trials of 
combinations of antivirals and new 
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treatments that have already shown 
evidence of activity. A different type 
of RCT might also become an option 
once more than one drug has shown 
efficacy—even efficacy in animal 
models. Then, patients could ethically 
be randomised to one investigational 
drug or another. No-one would get 
only standard care.

We accept that RCTs can generate 
strong evidence in ordinary circum-
stances; not, however, in the midst of 
the worst Ebola epidemic in history. 
The urgent need is to establish 
whether new investigational drugs 
offer survival benefits, and thus which, 
if any, should be recommended by 
WHO to save lives. We have innovative 
but proven trial designs for doing 
exactly that. We should be using them, 
rather than doggedly insisting on gold 
standards that were developed for 
different settings and purposes.
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