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Abstract: The case of clinical trials for convales-
cent plasma during COVID-19 illustrates impor-
tant lessons for realizing public sector approaches
to biomedical research and development. These
lessons, centering on mission, transparency, and
spillover effects, can be translated to wider efforts
to develop a “public option” for clinical trials.

linical trials play a critical role in generating

evidence that informs regulatory decisions as

well as clinical and public health practice. The
conditions under which clinical trials occur — typically
driven by private actors and with proprietary knowl-
edge — carry enormous implications for the develop-
ment and use of medical products. Despite the impor-
tance of privately sponsored trials, their application to
practice poses inherent limitations beyond their esca-
lating costs, including issues with representation and
generalizability, a push towards less clinically mean-
ingful “surrogate” endpoints, and selective publication
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and results reporting.! Yet the conventional wisdom is
that a viable alternative for clinical trials would not be
feasible, with the public sector often deemed to lack
the entrepreneurial capabilities to generate the rigor-
ous and timely evidence needed to inform practice for
the large number of medical products in use.

Grundy et al’s detailed analysis of convalescent
plasma during the pandemic, however, adds to a
growing counterpoint to this conventional wisdom. A
search for new models of funding and organizing clin-
ical trials has been inspired in part by the significant
public sector involvement in developing COVID-19
technologies, including diagnostic tests, therapeutic
drug and device interventions, and vaccines.> Among
these medical products, convalescent plasma is novel
for its unusual legal status — a non-patentable thera-
peutic intervention derived from blood donations by
volunteers who have recovered from the illness and
thus offered the authors a chance to gain insights into
an alternative model of research and development.
In their qualitative case study, Grundy et al. purpo-
sively sampled 8 prominent clinical studies of conva-
lescent plasma during 2020-2021, spanning Canada,
the US, Argentina, the United Kingdom, India, and
China. They performed a content analysis related to
these studies, ranging from study protocols to media
accounts and scientific reports. What they found
was a striking story of the potential of public sector-
driven strategies for biomedical innovation marked
by at least three central features: mission-orientation,
transparency, and spillovers.

First, Grundy et al. describe the “mission-orienta-
tion” of governments in shaping the directionality and
velocity of clinical trials for convalescent plasma. By
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explicitly prioritizing the need for rigorous and reli-
able evidence, for example, British authorities enabled
the rapid design and implementation of clinical trials,
rather than pursuing observational studies. With this
direction, the RECOVERY study in the UK moved
“at unprecedented speed,” going from ideation to
enrolling 7500 patients within weeks with the sup-
port of British public agencies. Second, transparency
was a critical enabler for this mission-orientation.
The authors document numerous instances from
within countries like India and across transnational
networks of scientists in which rapid and open shar-
ing of clinical trial resources spurred higher quality
efforts to evaluate the safety and efficacy of convales-
cent plasma for the treatment of COVID-19. Finally,

with publicly funded biomedical research contribut-
ing to products ultimately owned by pharmaceutical
and biotechnology companies.¢ While public-private
partnerships are much touted, they have often been
marked by substantial deference to private sector
imperatives, even when governments make large-scale
investments.” This pattern was visible with Operation
Warp Speed; while the US government pushed for
greater clinical trial transparency, it was unable to use
its leverage to get manufacturers to conduct head-to-
head studies that would have produced more prag-
matic evidence.?

In the face of these challenges, lessons from conva-
lescent plasma offer the seeds of a more robust “public
option” for clinical trials. One lesson is the crucial role

Grundy et al’s detailed analysis of convalescent plasma during the pandemic,
however, adds to a growing counterpoint to this conventional wisdom.
A search for new models has been inspired in part by the significant public
sector involvement in developing COVID-19 technologies, including
diagnostic tests, therapeutic drug and device interventions, and vaccines.

this mission-orientation and transparency created the
potential for under-appreciated “spillover” effects that
impact public health more broadly. One highlighted
example is the development of novel public blood ser-
vices infrastructure in countries like Argentina, where
clinical studies of convalescent plasma motivated the
government to create a national program for blood
plasma donation with potential benefits far beyond
COVID-19.

This study adds weight for an aspirational idea that
has been long debated: the need to build substantial
public sector infrastructure — a “public option” — for
clinical trials beyond health emergencies.? A public
option would be a government financed and admin-
istered option that competes alongside traditional pri-
vate ones, much in the American tradition of the US
postal service or public libraries co-existing with Fed Ex
and Amazon.* Proposals calling for clinical trials spear-
headed by public agencies devoted to late-stage prod-
uct development would ostensibly enable government
to direct science towards population and public health
goals, while also enabling the generation of transpar-
ent and high-quality evidence at lower costs.

But any such aspiration would need to account for
the serious hurdles facing public-sector approaches.
A first-order challenge is that most marketed medi-
cal products are commercialized and proprietary,
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of publicly funded networks of experienced clinical
trialists. Platform trials, including RECOVERY in the
UK, enable a decentralized, adaptive approach across
trial sites coupled with strategies to reduce organiza-
tional barriers such as centralized institutional review
boards and integration of clinical research into clini-
cal care.9 Similar efforts were launched by the US
National Institutes of Health during the pandemic:
the ACTIV platform.® Beyond the pandemic, a nor-
mative orientation towards transparency in these
networks can enable trust, which is a vital ingredient
for large-scale and rapid clinical trials. Full disclosure
of trial design, protocols, and results also establishes
buy-in from research and community institutions that
are on the frontlines of executing trials and instills
confidence in the ultimate users of the evidence: clini-
cians and patients.

A proposed vision for such networks in the US would
be further investment in resources like CTSA (Clinical
and Translational Sciences Awards), a consortium of
medical research institutions across the nation, to build
clinical trial networks across a broad range of diseases
with large medical centers collaborating with commu-
nity practitioners in the enterprise.” Another direction
for engagement could be Patient Centered Outcomes
Research Institute (PCORI), which has established a
network of health systems for pragmatic clinical trials
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but has thus far shied away from comparative testing
of brand name medical product interventions."

A frequently cited barrier for implementing such
a vision, however, is budgetary constraints. Thus,
another lesson is the importance of investing in pub-
lic sector organizations required to build clinical
trial enterprises. While there are ample reasons to be
doubtful of major change in the current political envi-
ronment, recent efforts point to opportunities. The US
federal government is investing, via Project Next Gen,
in building a network of “at-ready” trials with flexibil-
ity to pivot to new vaccines as they mature. And the
recent launch of Advanced Research Projects Agency
for Health (ARPA-H) offers the potential for the gov-
ernment to take an entrepreneurial role in late-stage
product development beyond COVID-19 and other
public health emergencies. This renewed interest in
reviving public ambition and industrial strategy may
in turn build momentum beyond public health emer-
gencies for a critical need: public options for clinical
trials.
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