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ABSTRACT

Keywords

A considerable number of clinical trials is being conducted globally in response to the COVID-19 pandemic,
including in low- and middle-income countries such as those in the Latin America and Caribbean region (LAC).
Yet, an abundance of studies does not necessarily shorten the path to find safe and efficacious interventions for
COVID-19. We analyze the trials for COVID-19 treatment and prevention that are registered from LAC countries
in the International Clinical Trials Registry Platform, and identify a trend towards small repetitive non-rigorous
studies that duplicate efforts and drain limited resources without producing meaningful conclusions on the
safety and efficacy of the interventions being tested. We further assess the challenges to conducting scientifi-
cally sound and socially valuable research in the LAC region in order to inform recommendations to encourage
clinical trials that are most likely to produce robust evidence during the pandemic.

Coronavirus infections; clinical trial; ethics, research; public health policy; Latin America; Caribbean Region.

During the SARS-CoV-2 pandemic the urgency to conduct
research to find safe and efficacious treatments and vaccines
has led to a sizable proliferation of COVID-19 clinical trials.
Arapid reaction of the scientific community to advance research
during this outbreak has resulted in multiple COVID-19 trials
conducted in several countries around the world, including low
and middle-income countries (LMICs), such as those in Latin
America and the Caribbean (LAC) (1). Given the rising num-
bers of COVID-19 cases and deaths recorded in the LAC region,
research has become a fundamental endeavor to respond to the
pandemic. However, the volume of studies being conducted
in LAC within a compressed time frame and challenges in the
registration of clinical trials have made it difficult to under-
stand and assess the research that is being conducted. This
paper presents an overview and analysis of the clinical trials
for treatment and prevention of COVID-19 in the LAC region
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in order to assess the challenges and inform recommendations
to ensure that these research efforts are able to generate mean-
ingful evidence.

METHODS

We searched in the International Clinical Trials Registry
Platform (ICTRP) of the World Health Organization (WHO)
for registered COVID-19 clinical trials in countries and ter-
ritories of LAC from the beginning of the pandemic to
August 19. While the primary goal of ICTRP is the registration
of clinical trials, observational studies and expanded access
protocols are sometimes registered. Additionally, ICTRP may
not include all clinical trials being conducted in LAC as regis-
tering trials into registries that feed ICTRP is not required in
some countries.
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RESULTS

In the Region, only three countries (Brazil, Cuba and Peru)
have primary registries that provide clinical trials data to ICTRP
(2). Despite these limitations, ICTRP provides the most accurate
picture of the research conducted in LAC. Of the 5213 COVID-19
trials registered, a search was made by the 47 countries and
territories of the LAC region. We identified 285 studies being con-
ducted in the region. 79 are registered as observational studies
and 206 as interventional studies. Two entries explicitly indi-
cate interventions being provided through compassionate use
or expanded access programs. 170 of the interventional studies
registered in ICTRP test products for treatment and prevention.
The following overview is based on this subset of clinical trials.

Brazil, followed by Mexico and Argentina, have the high-
est number of registered COVID-19 trials. Combined, they
make up 75.8% of the total of clinical trials for treatment and
prevention registered from the Region (Table 1). 18.2% of
clinical trials registered from LAC are multi-country studies,
all of which involve collaborations with countries outside
the Region. No regional collaborative research initiative was
found. Two trials correspond to global research efforts; one is
the WHO's Solidarity trial that is being conducted in five LAC
countries. Most of the multi-country trials are sponsored by
the pharmaceutical industry. 78.4% of the single-country trials
have non-commercial sponsors.

141 studies are randomized trials. 77 of them are controlled
with at least partial blinding and represent 45.3% of the total of
trials registered. 104 clinical trials (61.2%) have sample sizes of
200 or fewer. The minimum sample size of the clinical trials reg-
istered is nine and the maximum is 115 000 from a vaccine trial.

87.6% of the clinical trials are focused on treatment for
COVID-19 rather than on preventive interventions. The vast
majority of interventions tested in the Region have other
approved clinical uses. Convalescent plasma, antimalarials and
antivirals are the most studied type of interventions (Figure 1).
In total, there are 98 different potential therapeutics and vac-
cines being tested in LAC; 6 of these are combination therapies,
84 are mono-therapies, and 8 are vaccines (2 are repurposed
and 6 are SARS-CoV-2 vaccines). Three of the 98 are new inves-
tigational therapeutics and a COVID-19 vaccine being tested

TABLE 1. Number of clinical trials for treatment and preven-
tion of COVID-19 registered in WHO/ICTRP from LAC countries,
March — August 19, 2020

Country #

Brazil 71
Mexico 52
Argentina 24
Colombia 15
Cuba 12
Peru 12
Chile 9
Ecuador 2
Puerto Rico 3
Honduras 1
Dominican Republic 1
Total 202

Carracedo et al. « COVID-19 Clinical Trials in Latin America and the Caribbean

exclusively in Cuba (CIGB 300, CIGB-2020, CIGB-258 peptide
and FINLAY-FR-1). As in the rest of the world, convalescent
plasma, hydroxychloroquine/chloroquine (HCQ/CQ), and
azithromycin are the three most popular interventions being
studied in LAC (3).

Many countries are testing the same interventions in mul-
tiple trials. For instance, there are 27 single-country trials
studying convalescent plasma in the Region, and most of them
have small sample sizes (<100). In Mexico, for example, seven
plasma studies enroll a total of 281 participants. Regarding
HCQ/CQ (either alone or in tandem with another drug), there
are 26 studies, of which 14 are being conducted in Brazil. Of
note, the recruitment status of 70.3% of the HCQ/CQ clinical
trials is active.

In regard to the population, the majority of the clinical trials
include only adults (above 18 years of age). Children can partic-
ipate in 11 clinical trials, with one month as the minimum age
in inclusion criteria. Only one registered trial is specific about
including pregnant women, which is unclear in 44 trials. In the
rest of the studies (73.5%), pregnant women are excluded. To
date, none of the COVID-19 clinical trials registered from LAC
has completed the item referred in ICTRP.

DISCUSSION

From the total of COVID-19 clinical trials conducted globally
for treatment and prevention of COVID-19, a sizable amount of
trials (10.2%) is being conducted in LAC according to ICTRP.
As for the design, a significant number of clinical trials iden-
tified has very small sample sizes and no control group. They
are therefore not capable of producing sound evidence on the
safety and efficacy of the interventions being tested. Lessons
learnt from previous outbreaks have demonstrated that research
efforts during epidemics should focus on well-designed ran-
domized controlled trials with a large number of participants
to produce robust evidence rapidly (4,5). Designs that render
trials unable to answer the scientific question of the study
compromise their validity and are ethically problematic because
participants are being exposed to risks without the prospect of
benefits as a result (i.e. valuable knowledge). As long as small,
non-controlled studies are being conducted in the region,
research efforts are not being geared towards producing the
knowledge that is needed to respond to the pandemic.

Furthermore, trials in LAC often tested the same inter-
ventions, leading to a high share of small and repetitive
studies. There is also a lack of multicenter studies at national
and regional levels, which may reveal weaknesses in coordi-
nation and collaboration at both levels. A lack of experience in
the design and implementation of large multicenter trials in the
Region, research infrastructure constraints, and the challeng-
ing context posed by the pandemic might further explain this.
Without effective mechanisms in place to coordinate and col-
laborate, researchers fail to team up and share data. Lack of
coordination also leads to the collection of diverse data sets,
which hinders comparisons between potential investigational
interventions. Within the same jurisdictions, it leads to com-
petition for the recruitment of participants for similar studies,
which delays reaching the studies” sample size.

In order to advance coordination and avoid duplication of
research efforts, researchers need to be able to know which
studies are already being conducted. Adequate clinical trial
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FIGURE 1. Number of COVID-19 clinical trials from LAC per type of intervention registered in WHO/ICTRP, March — August 19, 2020
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registration that is complete, centralized and publicly avail-
able is thus indispensable. Countries must therefore require
the registration of all clinical trials in registries that feed into
ICTRP. Currently, some LAC countries lack a mechanism to
register clinical trials and some have national clinical trials
registries that are not publicly available or do not feed into
ICTRP (6). It is also crucial for ICTRP to function optimally.
Due to heavy traffic during the pandemic, the search function
of the portal was not working and only a database file of the
COVID-19 trials registered globally could be downloaded
from the website. Further challenges were posed by regis-
try entries lacking complete information about the trials and
miscategorized studies.

It can however be argued that, to advance rapid collabora-
tion between research teams in the context of the pandemic,
even adequate clinical trial registration does not suffice. By
the time trials are registered, protocols have been elaborated,
obtained ethics approval and are ready to recruit participants.
Mechanisms for researchers to share their plans at a prior stage,
which facilitate teaming up towards multi-center trials, seem
necessary. Devising and implementing such mechanisms is a
challenge to improve our response to the pandemic and future
emergencies.

Concerning the interventions under study, LAC trials persist
on primarily testing interventions that are potentially harm-
ful, show a low rate of success, or have been proven futile,
such as HCQ/CQ, hydroxychloroquine and azithromycin, or
lopinavir/ritonavir (7,8,9). The rapid development of scientific
evidence during the pandemic poses the need to oversee trials
being conducted in order to ensure they continue to have social

value and are justified both scientifically and in light of their
risk-benefit profile. LAC countries should strengthen mecha-
nisms to supervise COVID-19 clinical trials and take necessary
action, which includes the termination and modification of tri-
als that are no longer justified or lack a favorable risk-benefit
profile and are thus not ethical. Doing so will further avoid
participants being exposed to unnecessary risks and valuable
resources being used in futile research. Moreover, the paucity
of studies on new interventions suggests the need to enhance
capacity in basic sciences, the conduct of local clinical trials and
fostering innovation.

Regarding the study population, the LAC trials that were
assessed tend to systematically exclude children, adoles-
cents, and pregnant and lactating women (10). Lopinavir/
ritonavir and hydroxychloroquine are already used by preg-
nant women with HIV-infection and malaria, respectively;
remdesivir has been tested in pregnant women during the
Ebola outbreak; and women with multiple sclerosis receive
interferon beta while pregnant (11,12,13). Yet pregnant
women are being excluded from trials testing interventions
with these drugs. SARS-CoV-2 infection could affect anyone,
and the generalized exclusion of these groups without an ade-
quate justification deprives them of the potential benefits of
research.

Despite being hit very hard during the pandemic, the vast
amount of research being conducted in the Region as part of the
COVID-19 response reveals increased capacities and pending
challenges. Efforts are still needed to maximize LAC’s capacity
to conduct trials that produce sound evidence and make the
most of scarce resources. Large, multi-country, well-designed,
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randomized, controlled clinical trials that test interventions with
promising results based on updated evidence while including
participants equitably must be prioritized, for which early on
coordination and collaboration across multiple research teams
is indispensable. Adaptive platform trials with multiple arms
investigating different interventions simultaneously are con-
sidered the best option during the pandemic to produce rapid
results across a range of treatment options according to harmo-
nized endpoints and outcomes (14,15,16). More participation of
the LAC countries in such global efforts as the WHO Solidarity
Trial and the development of similar regional research collabo-
rations should be encouraged with a view to further building
local capacity.

Finally, the challenges posed by the COVID-19 pandemic
highlight the need to strengthen national research systems,
and national research ethics systems within them, aimed at
ensuring that research is effective and adheres to the highest
ethical standards in order to inform decision-making during
and after the pandemic. The Pan American Health Organiza-
tion (PAHO)’s ongoing efforts to strengthen LAC’s capacities
to conduct rigorous ethical research should escalate to fos-
ter networks of collaborative research across the Region that
are capable of catalyzing effective, high impact research.
Well-established national research systems and collaborative
networks will allow LAC countries and territories to be better
prepared for research response for health emergencies in the
future.

CONCLUSION

Our assessment of the clinical trials conducted in the
Region reveals a trend towards small, repetitive non-rigorous
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studies that duplicate efforts and drain limited resources
without yielding sound evidence on the safety and efficacy
of the interventions being tested. LAC countries need to join
efforts and direct resources towards therapeutics with a greater
success rate. Well-designed, high-quality randomized con-
trolled clinical trials with large sample sizes and fair inclusion
criteria are best positioned to contribute meaningfully to the
discovery of safe and efficacious therapeutics and vaccines for
COVID-19. Mechanisms of coordination and collaboration for
clinical trials within and across the countries of the Region,
clinical trials registration in public and globally searchable reg-
istries feeding into ICTRP, more participation in research global
efforts, and the strengthening of national research systems are
key elements to improve our regional research response to the
COVID-19 pandemic and beyond.
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El panorama de los ensayos clinicos sobre COVID-19 en América Latina y el
Caribe: evaluacion y desafios

RESUMEN Se esta llevando a cabo un numero considerable de ensayos clinicos en todo el mundo en respuesta a la pan-
demia de COVID-19, incluso en paises de ingresos bajos y medios como los de la region de América Latina
y el Caribe. Sin embargo, la abundancia de estudios no necesariamente acorta el camino para encontrar
intervenciones seguras y eficaces frente a la COVID-19. Se analizaron los ensayos para el tratamiento y la
prevencion de la COVID-19 de los paises de América Latina y el Caribe que estan registrados en la Plataforma
de Registros Internacionales de Ensayos Clinicos de la Organizacion Mundial de la Salud, y se identific una
tendencia hacia la realizacion de estudios pequefios, repetitivos y no rigurosos que duplican los esfuerzos
y merman recursos limitados sin producir conclusiones significativas sobre la seguridad y la eficacia de las
intervenciones evaluadas. Se evaluaron asimismo los desafios que plantea la realizacion de investigaciones
cientificamente solidas y socialmente valiosas en la region de América Latina y el Caribe a fin de brindar
recomendaciones que alienten la realizacion de ensayos clinicos que tengan mas probabilidades de producir
evidencia sélida durante la pandemia.

Palabras clave Infecciones por coronavirus; ensayo clinico; ética en investigacion; politicas publicas de salud; América
Latina; Region del Caribe.
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