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Human Challenge Studies

An advance framework enabling rapid activation of human challenge studies during pandemics.

Executive Brief

Pandemics are not one-off events but an ongoing and accelerating global risk, driven by factors
including climate change, urbanisation and zoonotic spill over. Effective response depends
not only on scientific capability, but on the ability to mobilise complex clinical research rapidly.
COVID-19 demonstrated that current systems are not sufficiently prepared to do so at speed,
particularly where research requires specialised infrastructure, governance and coordination.

Human Challenge Studies (HCS) are tightly controlled clinical trials in which screened volunteers
are exposed to a pathogen under medical supervision. When appropriately governed, they can
generate high-quality evidence on infection dynamics, immune response and vaccine efficacy
early in a pandemic. HCS are not a universal solution; rather, they represent one potentially high-
value tool within a broader pandemic response toolkit.

During COVID-19, HCS were ultimately delivered and generated important scientific insights, but
only after substantial delay and only in the UK. Comparable studies in other countries did not
proceed, or were delayed until after the acute phase of the pandemic, due to governance and
coordination barriers. The UK experience showed that scientific capability alone is insufficient:
mobilisation was slowed by ad-hoc coordination across governance, ethics, regulation,
manufacturing and contracting, particularly around decisions to initiate GMP manufacture of
pathogenic challenge agent and to finalise legal arrangements. These delays delayed the potential
public-health impact of HCS and could not be readily remedied once the crisis was underway.

This finding aligns with wider conclusions from the UK COVID-19 Inquiry. Although human
challenge studies are not explicitly named, the Inquiry recommends expanding and maintaining
‘hibernated’ research with pre-agreed protocols, governance and delivery arrangements,
recognising that the absence of research held in readiness limited early evidence generation and
contributed to uncertainty in decision-making.

CEPI's recently published Strategy 3.0 similarly emphasises the need to move from response
to readiness in pandemic preparedness systems. Together with the O’Shaughnessy Review'’s
emphasis on standardised approvals, defined timelines and nationally pre-agreed contracting,
this collectively provides strong current policy support for advance preparedness models for
complex, high-impact clinical research.
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This report proposes a practical solution: the establishment of a standing sleeper framework
to enable the rapid, ethical and well-governed activation of HCS when they are judged to be
appropriate. Sleeper frameworks offer a solution: pre-negotiated agreements that set out roles,
responsibilities, costs and activation pathways in advance of a crisis. Advanced agreements are
widely used in pandemic procurement for vaccines and PPE, but have not yet been applied to
HCS. The proposed framework defines governance, ethical principles, regulatory pathways and
commercial arrangements in advance, enabling parallel progression of critical activities while
preserving decision-maker authority at the point of use.

The framework is designed to operate across existing national pandemic preparedness assets,
including accredited clinical facilities, manufacturing partners and established research
infrastructure, rather than requiring new institutional structures. It does not pre-commit
governments to deploying HCS, but instead preserves the option for rapid, well-governed
decision-making under pressure. Stakeholder engagement across academia, commercial delivery
organisations, regulators, policy and procurement demonstrated strong alignment on both the
problem and the proposed approach, with no substantive opposition in principle.

We estimate that, had such a framework existed prior to COVID-19, a SARS-CoV-2 challenge
study could plausibly have been initiated in Summer or Autumn 2020 rather than in early 2021.
While grounded in UK experience, the framework described is intended to be adaptable to other
national and international preparedness contexts.

Government should act during inter-pandemic periods to establish and steward a standing HCS
sleeper framework. Doing so would preserve flexibility, reduce avoidable delay and ensure that
high-impact clinical research can be mobilised at speed when future crises emerge.

Key Next Steps

We call on governments to:

1 2 3
Establish a standing Human Review the value of HCS and Act now to ensure prepared-
Challenge Studies (HCS) the introduction of this ness, recognising that failure to
sleeper framework during framework as part of the prepare in advance will
inter-pandemic periods. broader toolkit for pandemic irreversibly constrain the ability
vaccine development. to deploy HCS during a crisis.

For more recommendations, see full report
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https://www.1daysooner.org/wp-content/uploads/2026/09/1Day-UK_Sleeper-Agreement-Framework.pdf
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The sleeper framework creates value by shifting key decisions and preparation earlier.
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