Managing ")
clinical research
during a global
health emergency

Tackling the challenges faced by clinical trials in a
global epidemic




Introduction

Like all global health epidemics,
when Ebola arrived, it came as a
surprise. The potential impact of
Ebola wasn’t clear when it emerged
in 2013, but a year later it became
apparent that concerted action
needed to be taken to develop a cure
and halt its spread.

In August 2014, the World Health
Organization (WHO) convened an
advisory panel which unanimously
agreed that unregistered
interventions that had shown
promising results in preclinical
laboratory and animal phases, but
had yet to be fully evaluated in phase

| or Il trials in humans, should still be

assessed to help find a cure.

This decision gave clinical
researchers the green light to
reinvigorate previously discarded
research, while attempting to find an

effective cure for this deadly disease.

The years of preparation and
groundwork for an effective clinical
trial were rapidly condensed as the
scale of the Ebola crisis became
apparent.

Research conducted during the Ebola
crisis provides a useful model for
exploring the difficulties of leading
research during an emergency,

with more recent epidemic crises
like the ZIKA virus, SARS, and

the chikungunya virus following a
similar approach, and facing similar
challenges.

Organising, managing and
successfully delivering clinical
trials is a complex and multifaceted
challenge that raises logistical,
ethical and bureaucratic questions.
Here’s what we can learn from
managing clinical research during a
global health emergency like Ebola.

Research conducted during the
Ebola crisis provides a useful
model for exploring the difficulties
of leading research during an
emergency.



Locations & Logistics

Clinical trials are usually the

result of years of careful planning,
investment and preparation. But
when an epidemic occurs, the
standard systems, support and
infrastructure necessary to conduct
research may not be present.

A disaster is defined by the United
Nations Office for Disaster Risk
Reduction as a “serious disruption
of the functioning of a community

or a society.” When investigating
research conditions in Ebola-struck
nations, the WHO concluded “health
infrastructures were poor, and there
was a major shortage of health care
personnel”. ?

For example, the storage
environment and transportation
conditions of the Ebola vaccine
needed to be precisely -80°C, which
posed a challenge for researchers
- particularly in crisis-struck
African nations which had poor
infrastructure. Unable to rely on
local infrastructure, researchers
needed to create appropriate
environments for managing their
clinical trials.

For future researchers facing similar
challenges, specialist organisations,
like MESM, can transport, and
calibrate the equipment needed,

as well as develop a supply chain
solution for the duration of the

trial. This may come as a welcome
resource both inside and outside the
laboratory walls of an epidemic.

Prior research and investigation
into the environment, and the
available infrastructure is essential.
These environmental factors

should be considered as part of
study design considerations with
the understanding that logistical
difficulties, like vaccine distribution,
can directly affect recruitment
strategy and research outcomes.

Researchers need to be aware of
the complications in developing a
safe physical research environment,
but should also consider the

data security, management and
processing risks inherent in all
trials, in the context of the country
where the trial is taking place. For
example, one research study found
that relying on electronic devices like
PCs, iPads and mobile phones for
data collection was unfeasible and
negatively impacted the research.®

Before embarking, researchers
and study manages should consider
organising a comprehensive trial
‘walk through’ where all potential
risks are identified and, as far as
possible, managed.

Prior research and investigation into the
environment, and the available infrastructure is

essential.



Ethical
Considerations

Standard clinical trial ethics are
complex, but the situation becomes
even more complex in a crisis zone.

Such concerns have ethical
implications for trial design.* In
these exceptional circumstances,
randomised controlled trials (RCTs)
may be ethically questionable, with
some researchers arguing that
adaptive trials may provide a more
ethical choice, a view supported

by the WHO. In arecent Lancet
paper, the authors argue that
randomised controlled trials could
be both ‘unethical and infeasible’.
Adaptive trials, they argue, are
more compassionate in a crisis,
with all participants receiving the
intervention. Adaptive trials aren’t
without their challenges, and
ultimately the decision on structure
remains with the study manager.®

Ethical considerations have clear
implications for patient recruitment
and involvement. Resurrecting

and expediting the trials of
previously discarded drugs exposes
participants to risk, demanding
robust informed consent. But
imposing traditional informed
consent models in a crisis may be
difficult. A recent paper recommends
consent documents be internally
consistent and in a language that can
easily be understood by the reader,
with another calling for all epidemic
research to be ‘patient-centred’
from the outset, with local agencies
involved in recruitment.®

During the latter stages of the

Ebola crisis there was an unedifying
situation where researchers were
competing for the interests of
patients, with multiple clinical trials
chasing too small a patient cohort.”
Your trial design should have a clear
strategy in place, informed by local
experts, to recruit, inform and retain
participants.

For those seeking practical advice,
the WHO's training manual provides
a comprehensive guide to on-site
ethics, covering many of the typical
issues researchers and observers
will experience.®

The field of disaster research ethics
is highly complex for the researcher.
A comprehensive and challenging
paper in the BMJ poses an
abundance of questions researchers
should consider before starting
clinical trials in global emergencies,
but stresses that researchers
should ensure that safeguards are
reinforced, data shared openly, and
have strong ethical oversight.’?

Collaboration &
Communication

Introducing a clinical trialin a

crisis necessitates collaboration
with large numbers of individuals
and organisations. One study of a
clinical trial in Liberia during the
Ebola crisis claimed researchers
needed to manage relationships with
“the WHO, national governments
and regulators, the U.S. Embassy,
clinical trialists, pharmaceutical
representatives, community
leaders, healthcare institutions, and
contractors.” 0

Each stakeholder had a specific
role to play, but also their own
procedures and processes, and
organisational culture. Bringing
these all togetherin a short period
of time is a clear challenge that
demands strong leadership and
robust trial design.

This example also highlights a
more fundamental question about
whether research interventions
during a crisis will be supported and
valued. The ‘conventional wisdom’
in this instance was that trials
would be supported; the reality
was that the local population and
healthcare system were cynical
and unsupportive - at least in the
beginning.”

Building a strong communication
network, as well as a collaborative
workflow with all local stakeholders,
from the beginning of the emergency
medical research, is an important
trail structure for researchers to
action to overcome this challenge.



Summary

The Ebola outbreak claimed the
lives of 11,310 people, and had

the potential to be much worse."
The WHO hoped that by rapidly
introducing research they would

find a cure, and their approach
proved successful. Within 20 months

In a global health emergency, the
need to find an effective cure can
accelerate the pace of clinical
research, but the solid foundations
of good clinical research and patient
engagement, as well as solid support
from partners remain the same.

of the Ebola outbreak, a team of
researchers reported that they had
developed an effective vaccine."

While not providing total defence
from the disease, the development
of a vaccine validates the approach
of the WHO, and is likely to provide
a blueprint for clinical research in
future epidemic emergencies.”
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Sooner.
Smoother.
Smarter.

We're here to help you create positive patient outcomes and
control the total cost of your trial. Wherever you are in the
world, we manage the whole product life-cycle allowing you
to focus on the objectives of your study. At every step of the
way there’s a trusted expert guaranteeing you a reliable,
flexible and prompt solution-focused service.

For more information please visit mesm.com/resources
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