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Summary
Infection initiates sepsis, but the clinical disease arises through the innate immune response of the host. A rapidly
evolving understanding of the biology of that response has not been paralleled by the development of successful new
treatment. The COVID-19 pandemic has begun to change this revealing the promise of distinct therapeutic ap-
proaches and the feasibility of new approaches to evaluate them. We review the history of mediator-targeted therapy
for sepsis and explore the conceptual, biological, technological, and organizational challenges that must be addressed
to enable the development of effective treatments for a leading cause of global morbidity and mortality.

Copyright © 2022 The Authors. Published by Elsevier B.V. This is an open access article under the CC BY-NC-ND
license (http://creativecommons.org/licenses/by-nc-nd/4.0/).
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Introduction
The word “sepsis” has its medical origins in the teach-
ings of Hippocrates almost two and one half millennia
in the past. Its contemporary use reflects a still evolving
understanding of the complexities of the interactions
between multicellular organisms and the microbial
world.

To Hippocrates, sepsis was a process through which
living organisms died. It was associated with putrefac-
tion, disease, and a bad smell, and contrasted with the
process of pepsis, exemplified in the digestion of food or
the fermentation of grapes to produce wine.1 The word
‘sepsis’ appears sparingly in medical writings before the
twentieth century, but when it does, it denotes rot, pu-
trefaction, and decomposition, and generally in the
context of a local process, such as a suppurating wound.
With the recognition that these processes arose through
the activity of living microorganisms, the word sepsis
became synonymous with severe infection. The 1972
version of Stedman’s Medical Dictionary defined sepsis
as “the presence of pus-forming organisms in the
bloodstream”.2

Over the last half century, multiple lines of research
have shown that clinical sepsis arises indirectly through
the response of the host to infection, rather than as a
direct consequence of the action of the microorganism
on host cells. This insight has created new therapeutic
opportunities, though these come with challenges
that have as yet to be met.3 Our viewpoint provides a
perspective on these challenges in four broad areas–
biological, conceptual, operational, and organizational.
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The biologic challenge
Host-microbial interactions are enormously complex.
The microbial world is diverse, abundant, and essential
to the normal growth and development of eukaryotes.
Disruptions in normal lost–microbial interactions –

most obviously invasive infection - are common and
have been a powerful force driving our evolution.

Infection describes the invasion of normally sterile
host tissues by microorganisms. Sepsis, in contrast, is
the systemic process that arises through the host
response to infection, and results in physiologic organ
system dysfunction.4,5 Differentiating these two patho-
logic mechanisms provided a biologic rationale for
treating life-threatening infection by targeting both the
invading microorganism and the deleterious conse-
quences of the host response.6

Healthy multicellular organisms, including humans,
exist in a largely symbiotic relationship with the mi-
crobial world. A complex microbial flora colonises
healthy epithelial surfaces, comprising the organism’s
microbiome, and plays a vital role in homeostasis sup-
porting immunity, metabolism, angiogenesis, and even
neurologic function.7 This flora varies from person to
person, and can be modified by influences, such as
disease, diet, and antibiotic therapy.8 Infection develops
when viable microorganisms, either components of the
endogenous flora or pathogens in the external environ-
ment, breach these epithelial surfaces, and gain access
to the interior milieu of the host. Low level transient
microbial invasion of the host is likely a common phe-
nomenon, and is thought to play a role in training the
gut epithelial immune system.9

Larger inocula can evoke a host immune response of
variable nature and severity. Conserved molecular pat-
terns in bacteria, fungi, and viruses are recognized by
1
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germline-encoded receptors. Toll-like receptors (TLRs),
of which there are ten in humans,10 are the best studied
of these. TLR-ligand binding can have dramatic conse-
quences: injection of a single dose of endotoxin into a
healthy human volunteer results in the altered tran-
scription of thousands of genes, the majority of which
are downregulated.11 Cellular metabolism is funda-
mentally altered, and the transcribed gene products, in
turn, lead to the further release of mediator molecules,
activation of the coagulation cascade, and to the stimu-
lation of innate and adaptive immunity, replicating the
core features of clinical sepsis.12 Endotoxin challenge
has been used extensively as a model for sepsis, and
much of what is known about the host response comes
from these studies, although murine endotoxemia is a
poor model for the complexities of human sepsis. The
lethality of endotoxin challenge in the mouse can be
attenuated by manipulating any of more than 200
different molecular species,13 none of which has shown
unequivocal efficacy in human sepsis.

Host-microbial interactions are further complicated
by the variability in both microbial species and host
cellular, molecular, and epigenetic regulatory mecha-
nisms. The host microbiome is disrupted. Genetic
variability emerging in response to prior infectious
disease exposure introduces further biologic heteroge-
neity. Finally, the treatment context – co-morbidities in
the host, exogenous iatrogenic interventions, the ca-
pacity of the health care system to respond, and extant
views on whom to treat and when – adds to the multi-
dimensional heterogeneity that characterizes the
contemporary syndrome of human sepsis. Efforts to
modify this response of the host have been consistently
disappointing.
Corticosteroids
The role of corticosteroids for patients with sepsis has
been an active area of research and controversy, however
consistent themes are emerging, largely as a conse-
quence of insights during the COVID-19 pandemic.
Meta-analyses suggest that low dose corticosteroids may
be beneficial, being associated with lower in-hospital
mortality, faster resolution of shock, and reduced or-
gan dysfunction.14 There seems to be heterogeneity in
the treatment effect, with the possibility of harm in
septic patients with an immunocompetent phenotype
(defined on the basis of a transcriptomic signature) who
are treated with vasopressors and hydrocortisone.15

Corticosteroids offer a survival benefit in patients with
severe COVID-1916 and possibly in non-COVID ARDS.17
Anti-endotoxin strategies
Multiple approaches have been evaluated to disrupt the
initial interaction between endotoxin and innate im-
mune cells. Early suggestions of efficacy18 were not
replicated in subsequent trials, and currently there are
no approved pharmacologic interventions targeting
endotoxemia. Heterogeneity of treatment effect is also
apparent in trials of anti-endotoxin treatments.
Increased mortality has been demonstrated among pa-
tients with Gram positive infections has been seen in
several trials of anti-endotoxin therapies.19,20 Moreover,
the physiologic criteria used to recruit patients to sepsis
trials are poor predictors of endotoxemia,21 and endo-
toxemia is often present in other acute conditions
including multiple trauma22 and following cardiopul-
monary bypass.23
Tumour Necrosis Factor (TNF) as a therapeutic
target
The first endogenous mediator associated with sepsis,24

TNF has also been one of the best studied. Pooled data
from 17 trials of anti-TNF strategies showed a modest
reduction in mortality, however anti-TNF therapies are
not currently used in the treatment of sepsis. Several
recurring themes are evident. TNF levels in sepsis
ranging from seven to more than 57,000 pg/m in one
trial. Anti-TNF therapies have become standards of care
for a variety of autoimmune inflammatory diseases
including arthritis and inflammatory bowel disease.25
Other pro-inflammatory cytokines
Interleukin-1 has in vivo inflammatory effects similar to
those of TNF.26 Its cellular release is accompanied by the
synthesis and release of an endogenous antagonist, the
interleukin-1 receptor antagonist (IL-1ra). Pooled data
from three trials evaluating IL-1ra show a modest sur-
vival benefit with therapy.13 Secondary analysis of these
trials suggested that a subgroup of patients with features
of Macrophage Activation Syndrome were most likely to
benefit.27 IL-1ra has also been studied in patients with
COVID-19. Although there is no compelling evidence of
benefit, it may confer a survival benefit for patients with
a hyperinflammatory state, reflected in elevated plasma
levels of soluble urokinase plasminogen activator re-
ceptor (SUPAR).28 Similar to anti-TNF therapies, ana-
kinra has found a role in the treatment of autoimmune
conditions such as rheumatoid arthritis29 and Familial
Mediterranean Fever.

Monoclonal antibodies directed against the IL-6 re-
ceptor – tocilizumab and sarilumab – have not been
evaluated for the treatment of sepsis, but improve sur-
vival in patients with severe COVID-19,30,31 and are used
to treat rheumatoid arthritis.32
Anticoagulant strategies
Induction of the coagulation cascade typically accom-
panies the activation of an inflammatory response. Re-
combinant activated protein C33 was briefly licensed for
clinical use in sepsis, however a subsequent trial failed
www.thelancet.com Vol 86 December, 2022
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to replicate the findings of the original study,34 and the
drug was removed from the market. Other recombinant
anticoagulant proteins including tissue factor pathway
inhibitor,35 antithrombin36, and soluble thrombomodu-
lin37 similarly failed to provide robust evidence of a
survival benefit in clinical trials.

Anticoagulant approaches may benefit patients with
COVID-19, based on work showing benefit for heparin
in patients with moderately severe disease38; ASA or
P2Y12 inhibitors may also reduce mortality risk for
patients with severe COVID-19.39

Targeting individual inflammatory mediators has not
proven efficacious in sepsis. Whether this primarily re-
flects patient heterogeneity or biologic redundancy is
unclear. If the latter proves to be the case, inhibitors of
signal transduction pathways that alter the expression of
multiple genes may offer a more rational approach. Jak2
inhibitors have proven effective in COVID-1940,41 as well
as in rheumatoid arthritis.42
The conceptual challenge
Despite multiple efforts to define sepsis, there has been
a persistent gulf between the concept of sepsis, and the
clinical reality of the disorder that clinicians manage.
Although sepsis was thought to be indicative of blood-
borne infection, it became apparent that bacteraemia
was not an invariant, nor even a common finding in
patients with clinical sepsis,43 nor were the clinical
manifestations of sepsis present in all patients who were
bacteraemic.44 Moreover, it was only when supportive
care became possible that the clinical features we asso-
ciate with sepsis – shock in the face of a hyperdynamic
circulation,45 acute respiratory distress,46 and organ
dysfunction47 –were described: in the absence of effec-
tive support of failing organs, the consequence of sepsis
was a rapid death.

The contemporary definition of sepsis is acute organ
dysfunction arising in association with infection.5

However, organ dysfunction can also be seen in
ARDS, trauma, intoxication, heart failure, pancreatitis,
autoimmune disease exacerbations and a variety of
other acute disorders. An emphasis on infection as the
cause of sepsis excludes a substantial number of criti-
cally ill patients from recruitment to clinical trials of
mediator-directed therapies, and should these be found
effective, from an entire class of therapeutic agents.
Conversely a focus on sepsis as a specific disorder has
blurred the reality that the syndrome is biologically
heterogeneous.

In an effort to identify simple pragmatic enrolment
criteria, investigators designing a clinical trial of meth-
ylprednisolone for septic shock proposed a set of clinical
criteria that they termed “sepsis syndrome”.48 Grounded
entirely in clinical opinion and dating from a time
before the identification of cytokine mediators or the
www.thelancet.com Vol 86 December, 2022
pattern recognition receptors that evoke their expres-
sion, the criteria nonetheless embodied a sense that
death from severe infection was associated with sys-
temic inflammation and acute organ dysfunction. Vari-
ants of these criteria have served as the entry criteria for
all subsequent sepsis trials, without evidence that they
delineate a discrete biologic process, and with over-
whelming evidence that they do not identify patients
who might benefit from specific biologic therapies.

So, what is the route forward? Efforts to redefine
sepsis seem doomed to failure for reasons grounded in
both biology and psychology. The biologic challenge is
that the host response responsible for the clinical syn-
drome of sepsis is activated by viruses, bacterial prod-
ucts such as endotoxin, and non-microbial products
released from injured and dying cells.49 The psychologic
challenge arises from the recognition that the construct
of word sepsis is ingrained in clinical thinking, and
change is difficult.

Yet abandonment of concepts, such as sepsis and
ARDS as useful descriptors of disease is precisely what
is needed if we are to be able to identify a role for
treatments that target the host response. An alternate
model would focus on a diverse population of patients
with acute organ dysfunction and limit trial recruitment
to those patients with a derangement in the specific
biologic process targeted – a treatable biologic trait.
The operational challenge
The biologic and conceptual complexities of sepsis
create multiple challenges in translating biologic insight
into effective treatments. The number of biologic tar-
gets, their interdependency, and their potentially bene-
ficial contributions to host defences all complicate the
challenge of identifying which patients are most likely
to benefit from a particular therapeutic strategy. An
attractive approach is to measure a panel of analytes or
biomarkers - circulating proteins, lipids, and/or RNA
transcripts – that identify modifiable biologic pathways50

(Fig. 1). This approach has transformed the adjuvant
therapy of cancer, guiding treatment decisions based on
specific biomarkers expressed by the malignant cells.51

A biomarker is a measurable biologic trait that in-
dicates the presence of a clinical abnormality.52 Bio-
markers may be prognostic (capable of predicting an
increased risk of a particular outcome) or predictive
(capable of predicting a response to a particular inter-
vention) or both. A potentially useful biomarker of
sepsis is not simply one that correlates with the
presence of the syndrome, but rather one that in a
heterogeneous population of patients, identifies a sub-
population that is more likely to benefit from a partic-
ular treatment approach. Cultures represent one such
biomarker: in identifying a specific infecting organism,
they guide the selection of the antibiotic that is likely to
3
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Fig. 1: Quantification of altered immune cell function, circulating proteins, and/or differential expression of transcribed genes at discrete time
points after identification of critical illness could identify treatable biologic traits implicated in clinical outcome of interest (e.g.: shock, renal
failure, or ventilator-associated pneumonia (VAP)). These complications are associated with different kinetics in biological derangements. For
example, shock on day 0, may be best characterised by biological responses at the time of ICU admission (e.g.: excessive immune and
endothelial activation). In contrast, development of VAP on week 2 of ICU admission, may be better predicted by analysing biological response
kinetics (e.g.: presence of increasing immune tolerance throughout ICU admission, persistent coagulopathy and endothelial injury over time). By
identifying time points relative to presentation with sepsis at which biological pathways are most dysregulated in relation to developing shock,
renal failure, or VAP, it may be possible to provide therapies to avert these complications. The sequence of these complications varies among
critically ill patients, and this graphic simplifies this concept.
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be most effective. C reactive protein and procalcitonin
have shown some utility in diagnosing community-
acquired pneumonia in an outpatient setting53 and
endotoxemia can be diagnosed by assay of whole blood
endotoxin levels.21

More than 200 unique putative biomarkers of sepsis
have been proposed,54 yet none of these is used to guide
therapies that target the host response. Sepsis is a dy-
namic process that evolves over time, driven by multiple
factors, including treatment or the lack thereof and the
inadvertent consequences of that treatment. Co-
morbidities and genetic predisposition can be identi-
fied in advance of clinical illness. A recent prospective
study of patients undergoing elective surgery55 demon-
strated the feasibility of early pre-symptomatic detection
of infection-related complications up to three days
before clinical recognition. But most commonly, it is the
clinical presentation that establishes the risk, and so
prevention is not possible.

There are many different methods to detect biolog-
ical responses, each with inherent advantages and
challenges (Table 1). Measuring RNA transcripts pro-
vides insight into which genes have been expressed or
repressed; protein level quantification indicates whether
the RNA message has been translated into protein.
Characterization of lipids and metabolites provides
www.thelancet.com Vol 86 December, 2022
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Method Advantage Challenges

RNA

qPCR Targeted quantification of key genes, fast, easy interpretation Limited to a few genes

Microarray High throughput analysis of larger groups of genes (1000s) Time consuming assay and data analysis

RNA sequencing Comprehensive analysis of very large groups of gene transcripts
(10,000s)

Time consuming assay and data analysis

Proteins

Lateral flow test Fast (minutes), simple Limited to a single protein, not quantifiable

ELISA Many commercial options for large number of proteins, no
interactions between reagents

Time consuming assay

Multiplex platforms Smaller sample volumes, faster data acquisition vs. ELISA, can
simultaneously study proteins from many different pathways

Many platforms, many reagent manufacturers, optimisation of
sample dilutions, complex analysis

O-link High throughput, high sensitivity Relative concentration values

Lipids & metabolites

Mass spectrometry Sensitive and specific detection of metabolites Expensive, time consuming, complex analyses

ELISA Easy to perform Single lipids, challenges with sample preparation due to lipid half-
lives

Cells

Flow cytometry Unaltered imaging of cells, ability to study function and
phenotype of specific circulating cells

Time consuming, complex protocols and data analysis

Functional responses Ability to study cell function outside the human body Time consuming
Not standardised (antigens, stimulation duration, read-out)

Table 1: Diagnostic modalities for targeting sepsis therapies.
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insight into the dynamic processes active at a cellular
level. Cellular assays potentially integrate these ap-
proaches to provide insight into how cells have reacted
to a threat. These methods may provide complementary,
synergistic, or even contradictory conclusions, and a
more systematic evaluation of their performance char-
acteristics is warranted.

Linking a biologic with a therapy that can modify its
trajectory poses a methodologic challenge. The most
reliable means of demonstrating causality is through
randomization. Random assignment of study partici-
pants provides the greatest likelihood that the groups
will be balanced with respect to known and unknown
confounders. However, a traditional randomized trial
evaluating both a therapy, and the capacity of a biomarker
to identify patients more likely to benefit from it poses
additional challenges as it is testing two separate and
contingent hypotheses. The MONARCS trial of an anti-
TNF antibody, for example, tested the hypothesis that
therapy was efficacious in patients with sepsis and an
elevated IL-6 level.56 The results were equivocal, and in
the cohort with elevated IL-6 levels, the differential
treatment effect was more pronounced at a higher
threshold level than originally hypothesized. The conun-
drum of testing a marker or stratification scheme that can
enhance a differential treatment effect, in the absence of
knowing whether such an effect might exist, or how large
it might be, has bedevilled recent sepsis clinical trials.57,58

Recent innovations in trial design have provided
mechanisms to overcome some of the limitations
associated with conventional trial designs. The platform
trial, for example, studies patients with a disease, and so
www.thelancet.com Vol 86 December, 2022
can study multiple different interventions simulta-
neously and sequentially, abandoning interventions
that show no evidence of efficacy, and adding new ones
as recruitment advances.59 This design provided expe-
dited evidence of the efficacy of corticosteroids60,61 and
interleukin-6 blockade62 in patients with severe COVID-
19. Platform trials can also assess the effects of differing
drug doses and biomarker enrichment and have been
used effectively in early phase clinical research to
identify therapies with the greatest probability for suc-
cess in phase III trials. The iSPY2 trial (https://www.
ispytrials.org/) has been one such approach to the
evaluation of adjuvant treatments for locally advanced
breast cancer.63 The efficiency of the design can be
further enhanced using Bayesian statistical approaches
that enable the trial to learn from accruing data, allow-
ing interventions to graduate, or be dropped as they
reach a priori criteria for superiority, inferiority, or
harm, and during the trial. The use of response adaptive
randomisation enables randomisation proportions to be
adjusted to preferentially randomize patients to in-
terventions that are showing the most promise.

An umbrella trial evaluates multiple therapies
directed at a single target in a single disease, whereas a
basket trial studies a single therapy across multiple dis-
eases or disease subtypes.64 All three designs – platform,
umbrella, and basket – are guided by a single master
protocol. These designs have been most widely used in
oncology,65 although they are well-suited for the chal-
lenges faced in sepsis.

An alternate approach that may facilitate the identi-
fication of effective therapies is that of Mendelian
5
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randomization, a promising strategy in a disease that
is heavily impacted by genetic factors.66 Mendelian
randomization uses baseline genetic variability in gene
expression to estimate the contribution of that gene to
an observed outcome that is a plausible consequence of
the gene of interest.67 Since genetic variability was pre-
sent at birth, and preceded the subsequent expression
of the gene, the analysis is conceptually analogous to
stratification based on the gene product of interest. The
technique requires knowledge of which specific single
nucleotide polymorphisms (SNPs) are expressed, but as
publicly available databases of genome-wide association
studies (GWAS) become more prevalent, the approach
may identify therapeutic targets with differential treat-
ment responsiveness.

Nonetheless, while prospective RCTs to optimize the
targeting of immunomodulatory therapies are chal-
lenging, completed trials can be an invaluable source of
information. There have been numerous examples of
the ability of markers to predict differential treatment
responsiveness in retrospective analyses of RCTs,15,27,68,69

although these require prospective confirmation.
Incorporating sample collection routinely into RCTs,
and creating agreements for data sharing is of funda-
mental importance to the validation of biomarkers that
can predict treatment responsiveness70 and can aid
secondary analyses to identify subgroups that are
differentially responsive to treatment71 and thus point to
heterogeneity in treatment effect.72 However, statistical
methods for the identification of heterogeneity of treat-
ment effect vary73 and need to be standardized.

Finally, even in the absence of randomization,
advanced analytical techniques statistical and machine
learning techniques for very large data sets, can identify
subpopulations having differential prognoses and dif-
ferential treatment responsiveness. Prominent among
these are the hyper- and hypoinflammatory sub-
phenotypes of ARDS described by Calfee and her col-
leagues,71 the SRS1 and SRS2 phenotypes described by
Davenport and colleagues,74 the MARS 1-4 sub-
phenotypes described by Scicluna,75 and the α, β, γ, and
δ clinical phenotypes reported by Seymour et al.76

Integration of biomarker-based patient selection and
novel clinical trial designs provides a potential roadmap
for resolving underlying biologic heterogeneity, and so
enabling more precise targeting of therapies to those
patients most likely to benefit (Fig. 2).
The organizational challenge
The biggest challenges facing sepsis research are orga-
nizational. The clinical research agenda in sepsis has
been driven largely by commercial pharmaceutical
companies, motivated by the perception of an unmet
clinical need and a correspondingly large commercial
market.77 Commercial research is inherently competi-
tive, guided by regulatory dictates, and because of the
nature of patent law, driven by a desire to obtain results
rapidly. What has been missing has been a comple-
mentary academic initiative to understand the epide-
miology of sepsis, and to create the staging and
stratification models that can frame future work. In-
sights from other disciplines are instructive.

Our understanding of the epidemiology of cardio-
vascular diseases owes an enormous debt to the Fra-
mingham study, launched in 1948 as a population-based
initiative top understand the risk factors for cardiovas-
cular diseases. Driven in large part by the recent death
from hypertension and intracranial haemorrhage of
President Franklin Delano Roosevelt, the program
sought to identify modifiable risk factors for cardiovas-
cular disease.78 Since its inception, the program has
generated more than 3000 scientific publications, iden-
tified cardinal risk factors such as hypertension and
obesity, and, as the study recruits third generation par-
ticipants, has discovered genetic risk factors that can
become druggable targets.79

The Union for International Cancer Control (UICC)
was established in 1933 at a meeting in Spain, with the
goal of promoting international collaboration in the
study and management of cancer.80 An early initiative of
the UICC was the development of a staging system that
was applicable across multiple histologic types of cancer.
The TNM (tumour, nodes, metastasis) system, devel-
oped by Pierre Denoix, created a model in which the
prognosis of a variety of cancers could be stratified on
the basis of tumour spread.81 The model proved effective
not only in predicting survival, but also in delineating
high risk subgroups that might benefit from adjunctive
therapies. The creation of the TNM system has enabled
effective multimodal therapy for cancer, and opened the
door to treatments that target common biologic path-
ways shared by histologically distinct cancers.82

Comparable initiatives are needed in acute critical
illness, and are beginning to emerge, accelerated by the
COVID-19 pandemic. The International Severe Acute
Respiratory and Emerging Infections Consortium
(ISARIC) has created an open access online database to
aggregate clinical data on patients with COVID-19.83 To
date, more than 700,000 patients from 57 countries have
been included. A tiered data collection process enables
the contribution of basic epidemiologic data, but also
more detailed longitudinal data where such collection
is possible.84 Large scale collaboration in understand-
ing the genetics of COVID-19, spearheaded by the
GenOMICC consortium85 and the COVID-19 Host Ge-
netics Initiative86 has resulted in the identification of
potential therapeutic targets. International platform tri-
als such as the Randomized Embedded Multifactorial
Adaptive Platform trial in Community-Acquired Pneu-
monia (REMAP-CAP) or the Randomized Evaluation of
COVID-19 Therapy (RECOVERY) trial have facilitated
global collaboration in COVID-19 clinical trials. RE-
COVERY has recruited more than 48,000 hospitalized
www.thelancet.com Vol 86 December, 2022
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Fig. 2: The interplay between novel trial design (e.g.: randomized adaptive platform trials) and quantification of biomarkers implicated in the
causal pathway of critical illness syndromes to identify treatment responsive subgroups of patients most likely to experience benefit from
therapies targeted at biological mechanisms of illness. Incorporating biological sample collection into trial design enables prospective and
retrospective analysis of biological factors, including: cellular functional studies, plasma quantification of proteins, lipids, and metabolites, and
RNA sequencing. Machine learning algorithms can be used to incorporate data from biological studies to model clinically-relevant outcomes and
identify subgroups of patients most likely to respond to specific therapies. Designing point-of-care tests that can subsequently rapidly and
reliably identify biological correlates of clinically-relevant outcomes could then be used in real-time to randomize patients in future precision-
guided clinical trials to minimize the heterogeneity in treatment effect (HTE).
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patients while REMAP-CAP has recruited more than
10,000 patients with severe COVID-19. Together these
trials have shown that interventions that target the host
response, including IL-6 receptor antagonists,62 cortico-
steroids,60 Janus kinase inhibitors,87 and even heparin38

and anti-platelet agents39 can improve outcomes for pa-
tients with COVID-19. International networks of
research networks such as the International Forum for
Acute Care Trialists (InFACT) have sought to create a
framework for a massive effort to better understand the
clinical biology of acute illness,88 and professional soci-
eties have embraced the need for a new approach.70
Conclusions
Grand scale collaborative efforts are needed to identify
distinct treatable biologic traits within the complex
syndromes that characterize critical illness. The COVID-
19 pandemic has demonstrated the feasibility of sur-
mounting this challenge. These collaborations have
enabled the pooling of genetic data from tens of
www.thelancet.com Vol 86 December, 2022
thousands of patients,86 and the rapid recruitment of
tens of thousands of patients to clinical trials.30,89 They
also emphasize the enormous challenge transitioning
from current research models to more sophisticated
ones, grounded in an understanding of the dominant
causative underlying biologic processes and the identi-
fication of those patients most likely to experience the
greatest benefit.
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