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ABSTRACT

Keywords

Obijective. To develop a living systematic review to deliver continuous, real-time evidence synthesis in the
context of a rapidly evolving landscape of studies on potential therapeutic interventions during the COVID-19
pandemic.

Methods. The living systematic review was conducted using the COVID-19 Living Overview of Evidence
platform, which aggregates studies from more than 40 sources, including electronic databases and preprint
servers. Daily searches identified randomized controlled trials assessing pharmacological interventions for
COVID-19. Meta-analytical pooling was applied to derive precise effect estimates, and the GRADE framework
was used to assess certainty. The iterative process ensured the continuous integration of new evidence and
rapid updates to the review.

Results. The review evaluated 305 interventions across 924 randomized controlled trials and included
48 updates from its launch in April 2020. This dynamic process allowed the team to respond promptly to deci-
sion-maker queries and deliver reliable information on intervention effectiveness and safety. The outputs of the
review supported the development of therapeutic guidelines and informed decision-makers, playing a pivotal
role in shaping clinical practices and public health strategies during the pandemic.

Conclusions. The living systematic review approach demonstrated how dynamic evidence synthesis can meet
the demands of a rapidly evolving global health crisis. By providing decision-makers with timely, high-quality
evidence, the process underscored the importance of integrating living reviews into preparedness strategies
for future public health emergencies or rapidly evolving fields where new evidence emerges quickly.

COVID-19; COVID-19 drug treatment; systematic review; systematic reviews as topic; evidence-informed policy.

The COVID-19 pandemic has presented an unprecedented
global challenge, prompting an urgent need for effective ther-
apeutic interventions to mitigate its impact on public health.
As the scientific community raced to uncover treatments that
could prevent the infection, alleviate the severity of symptoms,
and improve patient outcomes, the sheer volume of information

generated proved overwhelming to decision-makers (1). It
became clear that novel mechanisms to identify, assess, and
summarize the huge amount of emerging information were nec-
essary (2). Although, these methods and processes need to be
able to deliver fast answers, they should remain aligned with the
fundamental principles of evidence-based decision-making (3).
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In the context described, conventional systematic reviews,
conducted at a single point in time, quickly became outdated
as new studies were published every day. To address this
challenge, the concept of a living systematic review (LSR) has
emerged, offering a continuous and iterative process of evi-
dence synthesis that allows for real-time incorporation of new
research findings (4, 5).

In this article we describe the process and present the results
of an LSR, emphasizing its dynamic evidence synthesis capa-
bilities, conducted by the Pan American Health Organization
(PAHO) since almost the beginning of the COVID-19 pan-
demic. During that period, we successfully and continuously
summarized the evidence on COVID-19 therapeutic interven-
tions, providing a reliable resource that reflected the latest
advancements in COVID-19 research, facilitating informed
decision-making, and promoting evidence-based practice.

MATERIALS AND METHODS
Search source

We used the COVID-19 Living OVerview of Evidence
(L-OVE) platform (https://app.iloveevidence.com/covid19)
to identify studies for inclusion in this review (6, 7). This
platform, developed by Epistemonikos Foundation, is a com-
prehensive repository of COVID-19 articles that is maintained
through searches in more than 40 sources, including electronic
databases, preprint servers, trial registries, and other resources
relevant to COVID-19 (7-9). The latest version of the methods,
the total number of sources screened, and a living flow diagram
and report of the project are updated regularly on the methods
page of the L-OVE website (10).

Search strategy

We retrieved all the articles classified as randomized trials
in the COVID-19 L-OVE platform. The methods used by this
platform to classify articles are described in the methods page
of its website (10), which was last checked for this review on
30 November 2023. The searches covered the period from the
inception date of each database, and no study design, publica-
tion status, or language restriction was applied (10).

Study selection

In the COVID-19 L-OVE platform, the results of the searches
in the individual sources are de-duplicated by an algorithm
that compares unique identifiers (database identification num-
ber, digital object identifier [DOI], trial registry identification
number), and citation details (author names, journal, year of
publication, volume, number, pages, article title, and article
abstract) (7). Two authors independently screened the titles and
abstracts yielded against the inclusion criteria. We obtained the
full reports for all titles that appeared to meet the inclusion cri-
teria or required further analysis and then decided about their
inclusion.

Inclusion criteria

We aimed to find all available randomized controlled trials
(RCTs) for potential therapeutic pharmacological interventions
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for COVID-19 with study designs that included head-to-head
comparisons, or control groups with no intervention or a pla-
cebo. Target patient populations included both adults and
children exposed to or with confirmed or suspected COVID-19.
We focused on comparative effectiveness studies that provided
evidence on patient-important outcomes: mortality, invasive
mechanical ventilation, symptom resolution or improvement,
infection (prophylaxis studies), hospitalization (studies that
included patients with non-severe disease), and severe adverse
events (11). For studies that assessed thromboprophylactic
interventions we also assessed venous thromboembolic events
and major bleeding. For the outcome “hospitalization” we
included information from studies reporting the number of
hospitalizations or the number of hospitalizations combined
with the number of deaths without hospitalization.

Data analysis

We presented all the analysis with relative and absolute effect
sizes. To assess interventions” absolute effects, we applied rel-
ative effects to baseline risks (risks with no intervention). We
extracted mortality and invasive mechanical ventilation base-
line risks from the International Severe Acute Respiratory
and emerging Infection Consortium (ISARIC) cohort as of 18
December 2020 (12, 13). For baseline infection risk in exposure
to COVID-19 we used estimates from a systematic review on
physical distancing and mask utilization (14), and for adverse
events and symptom resolution/improvement we used the
mean risk in the control groups from included RCTs until 18
December 2020. For venous thromboembolic events and major
bleeding baseline risk we used the mean risk in the control
groups from included RCTs until 25 March 2021. For hospi-
talization baseline risk we used the median risk in the control
groups from included RCTs until 23 December 2021.

For result interpretations and imprecision assessment we
used a minimally contextualized approach which considers
whether the 95% confidence interval (CI) includes the null
effect, or, when the point estimate is close to the null effect,
whether the 95% CI lies within the boundaries of small but
important benefit and harm that corresponds to every outcome
assessed (15).

Based on the outcome rating exercise performed in the
World Health Organization (WHO) clinical practice guide-
line for the management of patients with COVID-19 (16) we
selected the following thresholds to define important benefits
and harms: mortality, + /- 1%; mechanical ventilation, +/-2%;
symptom resolution or improvement, +/- 5%; symptomatic
infection in exposed individuals, +/- 5%; hospitalization in
patients with mild recent COVID-19, +/-1.9%; severe adverse
events, +/—3%.

For some interventions when we found significant hetero-
geneity, we performed subgroup analysis considering: 1) risk
of bias (high/moderate vs low risk of bias); 2) disease sever-
ity (mild, moderate, severe, or critical); and 3) intervention’s
characteristics (i.e., different doses or administration schemes).
When we observed important differences between subgroups,
we presented individual subgroup’s estimates of effect and cer-
tainty of the evidence assessment.

We used the Cochrane 2.0 tool to assess risk of bias which
focuses on randomization, allocation concealment, blinding,
attrition, or other biases relevant to the estimates of effect
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(17). We used the Grading of Recommendations Assessment,
Development and Evaluation (GRADE) approach to assess the
certainty on the body of evidence for every comparison on an
outcome basis (18). Risk-of-bias judgments were performed
in parallel by two reviewers or compared against other simi-
lar projects (Drug treatments for covid-19: LSR and network
meta-analysis; The COVID-NMA initiative) (19, 20). Significant
discrepancies were discussed until a final decision was reached.

We did not formally assess publication bias; however, it
remained a constant concern throughout the review process,
given the unprecedented speed at which studies were being
conducted and published. The rapid generation of evidence
created the possibility that some findings, particularly those
with negative or inconclusive results, were not being made
publicly available. To mitigate this risk, we employed rigorous
methods to identify emerging evidence comprehensively. These
included systematic searches across multiple sources, including
trial registries and preprint servers, ensuring that we captured
studies at various stages of dissemination.

We used the MAGIC (Making GRADE the Irresistible Choice)
authoring and publication platform (https://app.magicapp.
org/) to generate the tables summarizing our findings, and
developed a website to present the results of the review in a user-
friendly and easy-to-navigate format (https://covid-therapy.
bvsalud.org/).

Living evidence synthesis

The automated notification system available in the COVID-
19 L-OVE platform provided instant notification of articles with
a high likelihood of being eligible. The authors reviewed them,
decided upon inclusion, and updated the living web version
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of the review accordingly. After selecting the new studies to be
included in the review, we performed meta-analytical pooling,
when possible, to derive more precise estimates of effect and
gain additional statistical power. The entire process was con-
ducted on a daily basis, ensuring the review incorporated the
latest available evidence in real time. By rapidly integrating
new studies, the team was able to provide the most up-to-date
estimates of effects, enhancing the precision of results and the
robustness of the synthesis.

Support to decision-makers

The LSR process was specifically designed to meet the urgent
demands of decision-makers during the COVID-19 pandemic.
Overwhelmed by an unprecedented volume of emerging
information and the proliferation of false claims regarding
intervention efficacy, decision-makers frequently submitted
queries seeking reliable, evidence-based answers about whether
specific interventions were effective. By leveraging the LSR
framework, we were able to rapidly respond to these queries
using continuously updated evidence.

RESULTS

The first version of the LSR was published online on 22
April 2020; it assessed 18 interventions and included 44 stud-
ies, of which only 13 were RCTs (21). Since then the review has
been updated 48 times, with its latest version available online
since 30 November 2023 (22). Figure 1 shows the evolution
over time of the number of studies included in the LSR, inter-
ventions assessed, and interventions with high or moderate
certainty evidence. This latest version of the review assessed

FIGURE 1. Number of studies included in the living systematic review, interventions assessed in randomized controlled trial, and

interventions with high or moderate certainty evidence over time

@ Studies m Interventions
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Number

Interventions with high/moderate certainty
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Source: Prepared by the authors.
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FIGURE 2. Identification of studies included in the living systematic review

>5300000
records identified as potentially
eligible
in COVID-19 L-OVE platform

804 311
fulfilling definition of type of

article included in COVID-19
L-OVE

426503

377808
primary studies

records not corresponding to a
primary study

( 376877

931

studies included
(924 RCTs and 7 non-RCTs)

Source: Prepared by the authors.

305 interventions and included 924 RCTs (Figure 2). The results
of the latest version are available in an interactive format on
the PAHO COVID-19 therapy portal, at: https://covid-therapy.
bvsalud.org/.

Risk of bias

Results of risk-of-bias assessment for every included study
are available in the latest publication of the full review (49th
edition) (22). Overall risk of bias was variable, with some stud-
ies fulfilling high methodological standards but most showing
important limitations. Consequently, the methodological lim-
itations and small sample sizes, for most of the 305 assessed
interventions resulted in very low certainty of the evidence,
which means that their effect remains unknown.

Effects of interventions

The LSR identified several effective interventions for
COVID-19 prevention and treatment while also highlighting
those that were ineffective or harmful. For prevention, mono-
clonal antibodies (mAbs) such as casirivimab-imdevimab
and tixagevimab-cilgavimab significantly reduced the risk of
infection. In patients with mild to moderate COVID-19, inter-
ventions including nirmatrelvir-ritonavir and various mAbs

records not fulfilling inclusion
criteria

demonstrated reductions in hospitalizations. For severe to
critical cases, corticosteroids, tocilizumab, baricitinib, and
other treatments reduced mortality and mechanical ventilation
requirements. However, some interventions, such as ivermec-
tin, hydroxychloroquine, and convalescent plasma, were found
to be ineffective or harmful. The effectiveness of mAbs was
noted to depend on circulating SARS-CoV-2 variants. Figure 3
provides a summary of these findings, while the complete
results, including detailed estimates of effects and certainty lev-
els, are available in the latest version of the review (22).

Support to decision-makers

The LSR was a cornerstone of the rapid response program,
playing a pivotal role in supporting decision-makers during the
COVID-19 pandemic (23). Its outputs informed the develop-
ment of national and regional guidelines, such as Guidelines for
the management of patients with severe and critical COVID-19 in the
Americas (24), Considerations for strengthening the first level of care
in the management of the COVID-19 pandemic (25), and Guidelines
Sfor prophylaxis and management of patients with mild and moderate
COVID-19 in Latin America and the Caribbean (26), which were
adapted by countries including Argentina, El Salvador, and
Peru. The living review also addressed specific decision-maker
queries, such as the efficacy of mAbs and antivirals,
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FIGURE 3. Summary of effective interventions identified in the living systematic review

Without COVID-19

Exposed to
SARS-CoV-2

REGEN-COV*

(High certainty);
Bamlanivimab*
(Moderate certainty);
Tixagevimab-cilgavimab*
(High certainty)
Aditrevimab*
(Moderate certainty)

Note: * Probably not effective against some SARS-CoV-2 variants.
Source: Prepared by the authors.

ensuring that recommendations were both timely and context-
sensitive. Knowledge translation strategies, including work-
shops, capacity-building sessions, and the dissemination of
findings through platforms like the PAHO COVID-19 therapy
portal, facilitated the rapid uptake of evidence. For instance,
Argentina leveraged the living review to develop evidence
summaries that guided clinical therapeutic protocols, while El
Salvador adapted it to design pharmacological guidelines (23).

DISCUSSION

In this article, we elucidate one of PAHO's responses to an
unprecedented scenario during the COVID-19 pandemic, in
which the imperative need for knowledge on effective ther-
apeutic interventions collided with the rapid influx of vast
amounts of information of varied quality within a remarkably
short timeframe. We described the method implemented to rap-
idly synthesize the scientific information and summarized our
most important findings. A complete description of the system-
atic review’s findings is available online (22).

The essence of an LSR lies in its ability to advance alongside
the evolving body of evidence. Traditional systematic reviews
are often constrained by the lengthy publication timelines and
periodic update schedules, which may result in outdated infor-
mation (4, 5). In contrast, our review integrated new findings in
real time by employing methodological shortcuts, thus saving
time and supporting a continuous and iterative process.

The findings of our LSR were largely consistent with those
reported in other systematic reviews and clinical practice
guidelines, including the WHO living guideline (16). However,
a key advantage of our approach was its ability to anticipate

Recent onset
mild to

moderate

Nirmatrelvir-ritonavir
(Moderate certainty);
REGEN-COV*
(Moderate certainty);
Sotrovimab*
(Moderate certainty);
Bamlanivimab*
(Moderate certainty);
Tixagevimab-cilgavimab*
(Moderate certainty);
Amubarvimab-romlusevimab*
(Moderate certainty);

COoviD-19

E—

Severe to
critical

Systemic corticosteroids
(High certainty);
Tocilizumab
(High certainty);
Baricitinib
(High certainty);
Remdesivir
(Moderate certainty);
REGEN-COV*
(Moderate certainty in seronegative)
Tixagevimab-cilgavimab*
(Moderate certainty);
Statins
(Moderate certainty);
Vilobelimab
(Moderate certainty);
Mesenchymal stem cells
(Moderate certainty);

these results, often by weeks or even months. By continuously
integrating new evidence in real time, our review provided
early signals regarding the effectiveness or ineffectiveness of
interventions, addressing the urgent need of decision-makers
for timely, well-synthesized evidence to guide clinical and pub-
lic health responses in a rapidly evolving pandemic landscape.
Additionally, unlike other reviews that focused on specific
interventions or clinical scenarios, our LSR assessed all inter-
ventions investigated in at least one RCT, ensuring a more
comprehensive evaluation of the evolving evidence base.

The LSR was one of the products developed by the PAHO
rapid response program (RRP) that was implemented at the
onset of the pandemic by the clinical management team. The RRP
supported evidence-informed decision-making and policymak-
ing by providing high-quality research evidence, contextualized
and targeted to the needs of decision-makers in the Region of the
Americas and in Member States (27). It was an example of how
science and innovation were applied in response to COVID-19
and, although acknowledging the importance of all other ele-
ments of health care, was focused predominantly on clinical
care, while reflecting the principles of equity and prioritization
of vulnerable groups. A range of other products were devel-
oped from the evidence generated in the LSR, including but not
limited to therapeutic and prophylaxis guidelines, additions to
the essential medicines list, and evidence briefs for policy. The
publication, printing, and dissemination of these products were
effective in improving awareness and clinical care of patients
(28). To further support the timely dissemination and uptake
of the evidence, the PAHO COVID-19 therapy portal (https://
covid-therapy.bvsalud.org/), a visualization tool for the LSR,
was developed in 2022.

Rev Panam Salud Publica 49, 2025 | https://journal.paho.org | https://doi.org/10.26633/RPSP.2025.41 5


https://journal.paho.org
https://doi.org/10.26633/RPSP.2025.41
https://covid-therapy.bvsalud.org
https://covid-therapy.bvsalud.org

Review

The COVID-19 response highlights the importance of institu-
tionalizing an RRP for health policy and practice, and the role of
LSRs. The level and needs of decision-makers, the setting, and
available resources will influence the type of response program,
noting that a close relationship with the end-user will facilitate
uptake of the evidence products (28). LSRs introduce distinctive
challenges, which we tackled by integrating proficient mem-
bers skilled in programming and methodology into the core
RRP team. Additionally, we adapted the traditional system-
atic review process to ensure feasibility in our case. A variety
of shortcuts can be implemented in LSRs to enhance feasibility
without substantially compromising certainty. These shortcuts
include automating steps in the workflow, such as utilizing
artificial intelligence tools for study selection, text mining, data
mining, and alternative publication platforms (29-31). There
remains a need for more transparency in reporting methods
and in evaluating the performance and applicability of technol-
ogies used as LSRs evolve in the emergency space. Similarly,
there is a focus on developing and updating living evidence
maps for emergent and reemergent diseases and priority health
topics (e.g., BIGG-MAP) (32) during non-emergency times, to
generate recommendations and guidance for clinical practice
and policy when required, in an equitable, accessible, and user-
friendly manner.

One of the key strengths of our living review is its contribu-
tion to the timeliness and relevance of information available to
decision-makers (33). As new studies were published and the
understanding of COVID-19 therapeutics evolved, our review
remained a dynamic and responsive resource. This real-time
synthesis facilitated a more nuanced understanding of the
effectiveness, safety, and feasibility of various therapeutic inter-
ventions, empowering healthcare professionals, policymakers,
and researchers to make well-informed decisions.

We acknowledge certain limitations in our pursuit of con-
sistently keeping our review up to date, necessitating the
implementation of some shortcuts from traditional system-
atic reviews. To expedite the process, full-text selection and
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data extraction were undertaken by a single reviewer, and the
robustness of risk-of-bias assessments occasionally relied on
comparisons with other reviews instead of involving a second
reviewer. Our focus was specifically on outcomes critical for
decision-making, and it is important to note that our publica-
tion process did not include formal peer-reviewed assessments.
These limitations increased the risk of errors in result interpre-
tation or misclassification of the certainty of evidence. However,
by comparing our results with other systematic reviews fol-
lowing more traditional processes, we corroborated that these
situations were infrequent and of limited relevance.

In conclusion, the successful implementation of an LSR on
COVID-19 treatments underscores its feasibility and utility
as a dynamic tool for evidence synthesis. By embracing this
innovative approach, we were able to continuously support evi-
dence-based decision-making, ensuring that decision-makers
had access to the most up-to-date and relevant information
to navigate the complexities of treating COVID-19. Moreover,
the LSR model presented here has the potential to be applied
beyond emergency situations, particularly in fields where a
breakthrough has been reached, leading to a rapid surge of new
evidence. This could be especially valuable for assessing emerg-
ing treatments in specific diseases where ongoing research
demands continuous and timely synthesis of information.

Author contributions. Al and LR conceived the original idea.
Al MR, FT, SP, and GR collected the data. Al analyzed the data
and interpreted the results. Al and LR wrote the paper. LR, SP,
MR, FT, and GR reviewed the paper. All authors reviewed and
approved the final version.

Conflict of interest. None declared.

Disclaimer. Authors hold sole responsibility for the views
expressed in the manuscript, which may not necessarily reflect
the opinion or policy of the RPSP/PAJPH and/or the Pan Amer-
ican Health Organization (PAHO).

REFERENCES
1. The Lancet Infectious Diseases. The COVID-19 infodemic. 7. Verdugo-Paiva F, Vergara C, Avila C, Castro-Guevara JA, Cid J,
Lancet Infect Dis. 2020;20(8):875. https://doi.org/10.1016/ Contreras V, et al. COVID-19 Living Overview of Evidence reposi-

51473-3099(20)30565-x.

2. Roozenbeek ], Schneider CR, Dryhurst S, Kerr J, Freeman ALJ,
Recchia G, et al. Susceptibility to misinformation about COVID-19
around the world. R Soc Open Sci. 2020;7(10):201199. https:/ /doi.
org/10.1098 /1s0s.201199.

3. Djulbegovic B, Guyatt G. Evidence-based medicine in times of cri-
sis. ] Clin Epidemiol. 2020;126:164-166. https://doi.org/10.1016/j.
jclinepi.2020.07.002.

4. Elliott JH, Synnot A, Turner T, Simmonds M, Akl EA, McDonald
S, et al. Living systematic review: 1. Introduction-the why, what,
when, and how. ] Clin Epidemiol. 2017;91:23-30. https://doi.
org/10.1016/j.jclinepi.2017.08.010.

5. Elliott JH, Turner T, Clavisi O, Thomas J, Higgins JPT, Mavergames
C, et al. Living systematic reviews: an emerging opportunity to
narrow the evidence-practice gap. PLoS Med. 2014;11(2):e1001603.
https://doi.org/10.1371/journal.pmed.1001603.

6. Epistemonikos Foundation. The L-OVE Platform. Santiago: Epis-
temonikos Foundation; 2020 [cited 30 November 2023]. Available
from: https:/ /app.iloveevidence.com/covid19.

tory is highly comprehensive and can be used as a single source for
COVID-19 studies. ] Clin Epidemiol. 2022;149:195-202. https:/ /doi.
org/10.1016/j.jclinepi.2022.05.001.

8. Pierre O, Riveros C, Charpy S, Boutron I. Secondary electronic
sources demonstrated very good sensitivity for identifying stud-
ies evaluating interventions for COVID-19. J Clin Epidemiol.
2022;141:46-53. https:/ /doi.org/10.1016 /j.jclinepi.2021.09.022.

9. Butcher R, Sampson M, Couban R], Malin JE, Loree S, Brody S. The
currency and completeness of specialized databases of COVID-19
publications. ] Clin Epidemiol. 2022;147:52-59. https://doi.
org/10.1016/j.jclinepi.2022.03.006.

10. Epistemonikos Foundation. The L-OVE Platform. Methods for
the special L-OVE of coronavirus infection. Santiago: Epistemon-
ikos Foundation; 2020 [cited 30 November 2023]. Available from:
https:/ /app.iloveevidence.com/covid19/methods.

11. World Health Organization. WHO R&D Blueprint novel Coronavi-
rus: outline of trial designs for experimental therapeutics, January
27,2020. Geneva: WHO; 2020. Available from: https:/ /iris.who.int/
handle/10665/330694.

6 Rev Panam Salud Publica 49, 2025 | https://journal.paho.org | hitps://doi.org/10.26633/RPSP.2025.41


https://journal.paho.org
https://doi.org/10.26633/RPSP.2025.41
https://doi.org/10.1016/s1473-3099(20)30565-x
https://doi.org/10.1016/s1473-3099(20)30565-x
https://doi.org/10.1098/rsos.201199
https://doi.org/10.1098/rsos.201199
https://doi.org/10.1016/j.jclinepi.2020.07.002
https://doi.org/10.1016/j.jclinepi.2020.07.002
https://doi.org/10.1016/j.jclinepi.2017.08.010
https://doi.org/10.1016/j.jclinepi.2017.08.010
https://doi.org/10.1371/journal.pmed.1001603
https://app.iloveevidence.com/covid19
https://doi.org/10.1016/j.jclinepi.2022.05.001
https://doi.org/10.1016/j.jclinepi.2022.05.001
https://doi.org/10.1016/j.jclinepi.2021.09.022
https://doi.org/10.1016/j.jclinepi.2022.03.006
https://doi.org/10.1016/j.jclinepi.2022.03.006
https://app.iloveevidence.com/covid19/methods
https://iris.who.int/handle/10665/330694
https://iris.who.int/handle/10665/330694

Izcovich et al. ¢ PAHO living systematic review of COVID-19 therapeutics

12. Docherty AB, Mulholland RH, Lone NI, Cheyne CP, De Ange-
lis D, Diaz-Ordaz K, et al. Changes in in-hospital mortality in the
first wave of COVID-19: a multicentre prospective observational
cohort study using the WHO Clinical Characterisation Protocol UK.
Lancet Respir Med. 2021;9(7):773-785. https://doi.org/10.1016/
$2213-2600(21)00175-2.

13. International Severe Acute Respiratory and emerging Infections
Consortium, Hall M, Pritchard M, Dankwa EA, Baillie JK, Carson
G, et al. ISARIC Clinical Data Report 20 November 2020. MedRxiv.
2020. https:/ /doi.org/10.1101/2020.07.17.20155218.

14. Chu DK, Akl EA, Duda S, Solo K, Yaacoub S, Schiinemann H]J, et
al. Physical distancing, face masks, and eye protection to prevent
person-to-person transmission of SARS-CoV-2 and COVID-19: a
systematic review and meta-analysis. Lancet. 2020;395:1973-1987.
https:/ /doi.org/10.1016/50140-6736(20)31142-9.

15. Hultcrantz M, Rind D, Akl EA, Treweek S, Mustafa RA, Iorio A,
et al. The GRADE Working Group clarifies the construct of cer-
tainty of evidence. ] Clin Epidemiol. 2017;87:4-13. https://doi.
org/10.1016/j.jclinepi.2017.05.006.

16. World Health Organization. Therapeutics and COVID-19: living
guideline. Geneva: WHO; 2023. Available from: https:/ /iris.who.
int/handle/10665/373975.

17. Sterne JAC, Savovic¢], Page MJ, Elbers RG, Blencowe NS, Boutron I,
et al. RoB 2: A revised tool for assessing risk of bias in randomised
trials. BMJ. 2019;366:14898. https://doi.org/10.1136 /bm;.14898.

18. GuyattGH, Oxman AD, Vist GE, Kunz R, Falck-Ytter Y, Alonso-Coello
P, etal. GRADE: an emerging consensus on rating quality of evidence
and strength of recommendations. BM]J. 2008;336(7650):924-926.
https:/ /doi.org/10.1136/bmj.39489.470347.ad.

19. Siemieniuk RA, Bartoszko JJ, Zeraatkar D, Kum E, Qasim A, Mar-
tinez JPD, et al. Drug treatments for covid-19: living systematic
review and network meta-analysis. BMJ. 2020;370:m2980. https://
doi.org/10.1136 /bm;j.m2980.

20. The COVID-NMA initiative. A living mapping and living system-
atic review of Covid-19 trials. Paris: COVID-NMA; 2023 [cited 30
November 2023]. Available from: https:/ /covid-nma.com/.

21.Pan American Health Organization. Ongoing Living Update of
Potential COVID-19 Therapeutics: summary of rapid systematic
reviews. Rapid Review, 22 April 2020. Washington, D.C.: PAHO;
2020. Available from: https:/ /iris.paho.org/handle /10665.2 /52025.

22.Pan American Health Organization. Ongoing Living Update of
Potential COVID-19 Therapeutics Options: Summary of Evidence.
Rapid Review. 49th edition. Washington, D.C.: PAHO; 2023. Avail-
able from: https:/ /iris.paho.org/handle/10665.2/52719.

23. Pan American Health Organization. Looking back to look forward
in applying evidence and science for health emergencies: A rapid
response program for COVID-19 clinical management. Washing-
ton, D.C.: PAHO; 2024. Available from: https://iris.paho.org/
handle/10665.2/61403.

24. Pan American Health Organization. Directrices para el cuidado de
pacientes adultos con COVID-19 grave o critica en las Américas.

Review

Cuarta edicién. Washington, D.C.: PAHO; 2022. Available from:
https:/ /iris.paho.org/handle/10665.2/56751.

25. Pan American Health Organization. Considerations for strength-
ening the first level of care in the management of the COVID-19
pandemic. Washington, D.C.: PAHO; 2020. Available from: https:/ /
iris.paho.org/handle/10665.2/53190.

26. Pan American Health Organization. Guidelines for prophylaxis
and management of patients with mild and moderate COVID-19 in
Latin America and the Caribbean. Washington, D.C.: PAHO; 2021.
Available from: https:/ /iris.paho.org/handle/10665.2/55068.

27.Haby MM, Chapman E, Clark R, Barreto ], Reveiz L, Lavis JN.
Designing a rapid response program to support evidence-informed
decision-making in the Americas region: using the best available
evidence and case studies. Implement Sci. 2016;11(1):117. https://
doi.org/10.1186/s13012-016-0472-9.

28. Murthy L, Shepperd S, Clarke MJ, Garner SE, Lavis JN, Perrier L,
et al. Interventions to improve the use of systematic reviews in
decision-making by health system managers, policy makers and
clinicians. Cochrane Database Syst Rev. 2012;2012(9):CD009401.
https://doi.org/10.1002/14651858.cd009401.pub?2.

29. Heron L, Buitrago-Garcia D, Ipekci AM, Baumann R, Imeri H,
Salanti G, et al. How to update a living systematic review and keep it
alive during a pandemic: a practical guide. Syst Rev. 2023;12(1):156.
https:/ /doi.org/10.1186/513643-023-02325-y.

30. Hartling L, Guise JM, Kato E, Anderson ], Aronson N, Belinson S,
et al. EPC Methods: An Exploration of Methods and Context for
the Production of Rapid Reviews. Rockville: Agency for Healthcare
Research and Quality; 2015. (AHRQ Publication No. 15-EHC008-EF.
Research White Paper.) Available from: https://effectivehealthcare.
ahrq.gov/products/rapid-review-production/white-paper.

31. Haby MM, Barreto JOM, Kim JYH, Peiris S, Mansilla C, Torres M,
et al. What are the best methods for rapid reviews of the research
evidence? A systematic review of reviews and primary studies.
Res Synth Methods. 2024;15(1):2-20. https://doi.org/10.1002/
jrsm.1664.

32. Epistemonikos Foundation; Pan American Health Organization.
BIGG-MAP: Revolutionizing Evidence-Based Decision-Making in
Healthcare. [Sao Paulo]: PAHO; [date unknown]. Available from:
https:/ /bigg-map.epistemonikos.org.

33. Stanford V, Gresh L, Toledo ], Méndez ], Aldighieri S, Reveiz L.
Evidence in decision-making in the context of COVID-19 in Latin
America. Lancet Reg Health Am. 2022;14:100322. https://doi.
org/10.1016/j.1ana.2022.100322.

Manuscript received on 12 December 2024. Revised version accepted for publica-
tion on 7 March 2025.

Rev Panam Salud Publica 49, 2025 | https://journal.paho.org | https://doi.org/10.26633/RPSP.2025.41 7


https://journal.paho.org
https://doi.org/10.26633/RPSP.2025.41
https://iris.paho.org/handle/10665.2/56751
https://iris.paho.org/handle/10665.2/53190
https://iris.paho.org/handle/10665.2/53190
https://iris.paho.org/handle/10665.2/55068
https://doi.org/10.1186/s13012-016-0472-9
https://doi.org/10.1186/s13012-016-0472-9
https://doi.org/10.1002/14651858.cd009401.pub2
https://doi.org/10.1186/s13643-023-02325-y
https://effectivehealthcare.ahrq.gov/products/rapid-review-production/white-paper
https://effectivehealthcare.ahrq.gov/products/rapid-review-production/white-paper
https://doi.org/10.1002/jrsm.1664
https://doi.org/10.1002/jrsm.1664
https://bigg-map.epistemonikos.org
https://doi.org/10.1016/j.lana.2022.100322
https://doi.org/10.1016/j.lana.2022.100322
https://doi.org/10.1016/s2213-2600(21)00175-2
https://doi.org/10.1016/s2213-2600(21)00175-2
https://doi.org/10.1101/2020.07.17.20155218
https://doi.org/10.1016/S0140-6736(20)31142-9
https://doi.org/10.1016/j.jclinepi.2017.05.006
https://doi.org/10.1016/j.jclinepi.2017.05.006
https://iris.who.int/handle/10665/373975
https://iris.who.int/handle/10665/373975
https://doi.org/10.1136/bmj.l4898
https://doi.org/10.1136/bmj.39489.470347.ad
https://doi.org/10.1136/bmj.m2980
https://doi.org/10.1136/bmj.m2980
https://covid-nma.com
https://iris.paho.org/handle/10665.2/52025
https://iris.paho.org/handle/10665.2/52719
https://iris.paho.org/handle/10665.2/61403
https://iris.paho.org/handle/10665.2/61403

Review

Izcovich et al. « PAHO living systematic review of COVID-19 therapeutics

Es factible presentar evidencia rapida, actualizada y de buena calidad
durante emergencias de salud: revision sistematica continua de la OPS de
305 opciones terapéuticas para la COVID-19

RESUMEN

Palabras clave

Objetivo. Realizar una revision sistematica continua para ofrecer una sintesis de la evidencia de manera con-
stante y en tiempo real en el contexto de un panorama en rapida evolucion conformado por estudios sobre
posibles intervenciones terapéuticas durante la pandemia de COVID-19.

Métodos. La revision sistematica continua se realizé utilizando la plataforma Living Overview of Evidence para
la COVID-19, en la cual se recopilan estudios de mas de 40 fuentes, incluidas bases de datos electrénicas y
servidores de prepublicacion. En las busquedas diarias realizadas se encontraron ensayos controlados ale-
atorizados en los que se evaluaban diversas intervenciones farmacolégicas para la COVID-19. Se agruparon
los datos para realizar metandlisis a fin de obtener estimaciones precisas de los efectos y se utilizé el marco
GRADE para realizar la evaluacion de la certeza. El proceso iterativo permitié incorporar de forma continua la
evidencia nueva y actualizar la revision con rapidez.

Resultados. Como parte de la revision, actualizada 48 veces desde su presentacion inicial en abril del
2020, se evaluaron 305 intervenciones estudiadas en 924 ensayos controlados aleatorizados. Este proceso
dinamico permitié al equipo responder con prontitud a las consultas de los responsables de la toma de deci-
siones y ofrecer informacion fiable sobre la eficacia y la seguridad de las intervenciones. Los resultados de
la revisién se usaron como apoyo en la elaboracién de directrices terapéuticas y brindaron informacion a los
responsables de la toma de decisiones, por lo que tuvieron un papel fundamental en la configuracion de las
practicas clinicas y las estrategias de salud publica durante la pandemia.

Conclusiones. El enfoque de revision sistematica continua permitié demostrar la manera en que la sintesis
dinamica de evidencia puede satisfacer la demanda en una crisis mundial de salud que evoluciona con rapi-
dez. Al proporcionar a los responsables de la toma de decisiones evidencia oportuna y de alta calidad, el
proceso subrayo la importancia de integrar las revisiones continuas en las estrategias de preparacion frente
a futuras emergencias de salud publica o en campos en rapida evolucion en los que surge con rapidez evi-
dencia nueva.

COVID-19; tratamiento farmacolégico de COVID-19; revision sistematica; revisiones sistematicas como
asunto; politica informada por la evidencia.
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Viabilidade do fornecimento rapido de evidéncias atualizadas de alta
qualidade durante emergéncias de saude: revisao sistematica viva da OPAS
de 305 potenciais tratamentos para COVID-19

RESUMO

Palavras-chave

Objetivo. Desenvolver uma revisao sistematica viva de estudos para apresentar em tempo real uma sintese
continua de evidéncias em um cenario de rapida evolugc&o das potenciais intervencgdes terapéuticas durante
a pandemia de COVID-19.

Métodos. Foi realizada uma revisdo sistematica utilizando a plataforma COVID-19 Living Overview of Evi-
dence, que agrega estudos de mais de 40 fontes, como bases de dados eletrdnicos e servidores de artigos
pré-impresséo. Pesquisas diarias identificaram ensaios clinicos randomizados que avaliaram intervengoes
farmacoldgicas para a COVID-19. Realizou-se um agrupamento metanalitico para obter estimativas precisas
de efeito, e o sistema GRADE foi utilizado para avaliar a certeza. O processo iterativo garantiu a integracao
continua de novas evidéncias e a rapida atualizac&do da reviséo.

Resultados. A revisdo avaliou 305 intervengdes em 924 ensaios clinicos randomizados e incluiu 48 atual-
izacOes desde seu langcamento, em abril de 2020. Esse processo dindmico permitiu que a equipe respondesse
prontamente as consultas dos tomadores de decisao e fornecesse informacdes confiaveis sobre a efetividade
e a seguranca das intervencoes. Os resultados da reviséo apoiaram a elaboracéo de diretrizes terapéuticas e
guiaram os tomadores de deciséo, desempenhando um papel fundamental na definicdo de praticas clinicas
e estratégias de saude publica durante a pandemia.

Conclusoées. A abordagem de revisao sistematica viva demonstrou que a sintese dinamica de evidéncias
pode atender as demandas de uma crise mundial de saude em répida evolucdo. Ao fornecer aos toma-
dores de decisdo evidéncias oportunas e de alta qualidade, o processo destacou a importancia de integrar
revisdes vivas as estratégias de preparacao para futuras emergéncias de saude publica ou cenarios em
rapida evolugao, nos quais novas evidéncias surgem rapidamente.

COVID-19; tratamento farmacolégico da COVID-19; revisdo sistematica; revisdes sistematicas como assunto;
politica informada por evidéncias.
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