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Abstract: Background and objective: Despite medical advances, we are facing the unprecedented
disaster of the coronavirus disease 2019 (COVID-19) pandemic without available treatments and
effective vaccines. As the COVID-19 pandemic has approached its culmination, desperate efforts
have been made to seek proper treatments and response strategies, and the number of clinical trials
has been rapidly increasing. In this time of the pandemic, it is believed that learning lessons from
it would be meaningful in preparing for future pandemics. Thus, this study aims at providing a
comprehensive landscape of COVID-19 related clinical trials based on the ClinicalTrials.gov database.
Materials and methods: Up to 30 March 2020, we identified a total of 147 eligible clinical trials and
reviewed the overview of the studies. Results: Until then, the most clinical trials were set up in China.
Treatment approaches are the most frequent purpose of the registered studies. Chloroquine, interferon,
and antiviral agents such as remdesivir, lopinavir, and ritonavir are agents under investigation in
these trials. Conclusions: In this study, we introduced the promising therapeutic options that many
researchers and clinicians are interested in, and to address the hidden issues behind clinical trials in
this COVID-19 pandemic.

Keywords: COVID-19; clinical trials

1. Introduction

After the first cluster of cases with coronavirus disease-19 (COVID-19) was reported in December
2019, the disease has been rapidly spreading around the world in an unprecedented way [1]. The number
of infected patients has rapidly increased, eventually became pandemic that the World Health
Organization declared as a public health emergency of international concern [2]. Unfortunately, there
are still no efficient antiviral agents and vaccines for severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2) infections. Thus, a large number of clinical trials have been initiated with massive
efforts to identify effective therapeutic agents against COVID-19. The continually pouring over clinical
trials represent what numerous researchers and clinicians are thinking and planning to fight against
the pandemics including, COVID-19. Thus, it is believed that identifying and analyzing trends,
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and backgrounds of these clinical trials could provide valuable lessons to cope with other potential
pandemics in the future.

For transparency in the entire research process, the International Committee of Medical Journal
Editors (ICMJE) announced that clinical trials should be registered on the public site before conducting
the research. After 1 July 2005, this policy has been applied to all clinical trials starting recruitment [3].
The National Library of Medicine (NLM) developed a registry (ClinicalTrials.gov) that provides the
most effective source of information for all kinds of clinical research. However, most of the clinical
trials require a lot of time, funding, and effort to complete them. Because of the rapid rate of virus
transmission, an efficient strategy is needed to maximize public health benefits.

As ClinicalTrials.gov represents the latest research on COVID-19 to date, we aimed to analyze
all of the COVID-19 related studies that have been conducted so far and to provide a comprehensive
landscape of the COVID-19 pandemic.

2. Materials and Methods

2.1. Data Source and Eligible Study

Two physicians (J.Y.L. and H.W.S.) at the Yonsei University Wonju College of Medicine used the
term “COVID 19” and “Sars-Cov2” to search all the registered clinical trials in the ClinicalTrials.gov
database. All identified trials were recorded on Google drive (Google Corporation, Mountain View, CA,
USA) as spreadsheet form, which makes it possible that all the recorded databases could be discussed
at any time. The other physician (J.L.) would review the data recorded by the two physicians, and any
disagreements were solved by consensus or referring to the other physician (J.I.S.) who has more than
twenty years of experience in clinical trials. Up to 30 March 2020, a total of 172 trials were identified.
After carefully reviewing all the information presented by the ClinicalTrials.gov database, 25 trials
were excluded. One-hundred forty-seven trials were left for further analysis.

2.2. Study Variables

Before the performance of our search, we set up a record standards for each study variable and
the following characteristics provided by ClinicalTrials.gov database were assessed: registration time,
country of registration, type of study (interventional or observational, randomized controlled trial
(RCT)), the purpose of the study (the outcome of the study), registration number, time perspective
(prospective or retrospective), included participants (all COVID-19 confirmed patients, suspected
person who did not have confirmed COVID-19, close contacted with COVID-19 confirmed patients
who are tested negative for COVID-19, medical staff who have close contact with COVID-19 patients),
type of treatment, primary and secondary outcome, masking (none or open-label or blind), allocation
(none or randomized or non-randomized), study arm (none or one or two or more), funding source
(university or hospital or industry or other), participant age, center (one or two or more), and participant
country (single or two or more).

2.3. Statistical Analysis

The characteristics of clinical trials were summarized by descriptive statistics: continuous variables
were characterized as mean and standard deviations (SD), and categorical variables were reported
as numbers and percentages. When performing univariate analyses, Chi-square (for categorical
variables) and independent t-test (for continuous variables) were used to compare the difference for
the characteristics between the two groups. Fisher’s exact test was also applied if number of cases was
small for categorical variables. All statistical tests were performed using with IBM Statistics Package
for the Social Science (SPSS) version 25.0 (IBM Corporation, Armonk, NY, USA) and a two-sided
p < 0.05 was considered statistically significant.
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3. Results

3.1. Baseline Characteristics of Registered Clinical Trials

Among 172 trials from ClinicalTrials.gov, 25 trials were excluded because of duplication, not related
to COVID-19, 9 about Chinese herbs, 16 disappeared when a second search was performed at
ClinicalTrials.gov. Finally, 147 trials (63 RCTs, 29 Non-RCTs, 55 observational studies) were analyzed.
As shown in Figure 1, there was an increasing trend in the number of registered studies over time.
In the investigational period, most of the studies were registered in China, 34.7% (51) (Figure 2).
63 (42.9%) studies were classified as RCT, 29 (19.7%) studies were classified as non-RCT, and 55 (37.4%)
studies were classified as observational studies. Three trials were registered as multi-country study,
and 39 trials were registered as a multicenter study. Most of the studies (131, 88.5%) were studies
conducted by hospitals or universities or non-governmental organizations (NGO). Analysis of the
effectiveness of the treatment is most frequent purpose of the study (Figure 3).

Among various medications, chloroquine and hydroxychloroquine were the most frequently
drugs under investigation (n = 16) (Figure 4). When classified according to therapeutic mechanisms,
antiviral agents were the most studied treatment medication (n = 17) (Figure 5).
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3.2. Studies Registered as Randomized Controlled Trials

All studies performed randomization, but only 35 (55.6%) studies performed blinding. A brief
summary of enrolled studies’ characteristics is shown in supplement Table S1. Treatment effectiveness
was the most frequent purpose of the enrolled studies (54, 85.7%), and prevention of COVID-19 was
the next most frequent purpose of the enrolled studies (8, 12.7%). Among 38 kinds of various treatment
medications (49 kinds of comparisons), hydroxychloroquine (6, 9.5%) was the most frequently studied
medication. The clinical course was the most frequent primary and secondary outcomes of studies
(33, 52.4%/31, 49.2%), the average number of participants was 1339.43 (minimum 20, maximum 40,000)
and 11 trials were sponsored by industrial companies.

When performed univariate analyses, multicenter studies were associated with open labeled
masking compared to blinding (p = 0.047). Single center studies used more blinding and included fewer
multi-country studies than multicenter trials (p = 0.047 and p = 0.045, respectively). Multi-country
studies had more likely sponsors from industries (p = 0.004, respectively). There was no difference
between randomized controlled trials performed in China and outside China (Table 1).

Table 1. Clinical characteristics in randomized controlled studies (RCT).

China (n = 19) Studies Outside China (n = 44) p-Value

Planned Enrollment 136.2 ± 114.6 1944.9 ± 6109.6 0.204
Blinded 11 (57.9%) 24 (54.5%) 0.806

Multicenter 7 (36·8%) 16 (36·4%) 0.971
Multi-Country 0 (0%) 3 (6·8%) 0.547

Sponsor (Industry) 1 (5.3%) 10 (22.7%) 0.150

Blinded (n = 35) Open Label (n = 28)

Planned Enrollment 1933.8 ± 6817.7 731.4 ± 1303.5 0.362
China 11 (31.4%) 8 (28.6%) 0.806

Multicenter 9 (25.7%) 14 (50.0%) 0.047
Multi-Country 1 (2.9%) 2 (7.1%) 0.560

Sponsor (Industry) 7 (20.0%) 4 (14.3%) 0.553

Multicenter (n = 23) Single Center (n = 40)

Planned enrollment 959.9 ± 1719.9 1652.2 ± 6358.2 0.612
China 7 (30.4%) 12 (30.0%) 0.971

Blinded 9 (39.1%) 26 (65.0%) 0.047
Multi-Country 3 (13.0%) 0 (0%) 0.045

Sponsor (Industry) 5 (21.7%) 6 (15.0%) 0.498

Multi-Country (n = 3) Single Country (n = 60)

Planned Enrollment 2573.3 ± 3058.5 1340.7 ±5249.2 0.690
China 0 (0%) 19 (31.7%) 0.547

Blinded 1 (33.3%) 34 (56.7%) 0.427
Multicenter 3 (100%) 20 (33.3%) 0.045

Sponsor (Industry) 3 (100%) 8 (13.3%) 0.004

Sponsor (Industry) (n = 11) Researcher (n = 52)

Planned Enrollment 905.8 ± 1744.6 1503.9 ± 5627.4 0.730
China 1 (9.1%) 18 (34.6%) 0.150

Blinded 7 (63.6%) 28 (53.8%) 0.741
Multicenter 5 (45.5%) 18 (34.6%) 0.511

Multi-Country 3 (27.3%) 0 (0%) 0.004

Data are mean ± SD or number (percentage) of patients.

3.3. Study Registered as Non-Randomized Controlled Trials

All studies were prospective nonblinded. Twenty (69%) studies investigated treatment effectiveness
(supplement Table S2). Fourteen (48.3%) trials were registered in China and eight trials (27.6%) were
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registered in Italy. Clinical assessment of the disease course is the most frequent primary outcome of
the studies (10, 34.5%) and the same was the case for the secondary outcome (9, 31%). There were
24 kinds of treatments in non-randomized trials and mesenchymal stem cell treatment is the leading
intervention. Seven trials were multicenter studies and four trials were sponsored by the industry.
There were no multi-country studies. The mean of participant’s number of patients was 253.72
(minimum 4, maximum 2944).

In univariate analyses, single group (n = 18, 90.0%) showed more single arm than parallel group
(n = 1, 11.1%) (p < 0.001). Other analyses showed no difference between groups such as China/outside
of China, multicenter and sponsored group (Table 2).

Table 2. Clinical characteristics in non-randomized controlled studies (non-RCT).

China (n = 14) Outside of China (n = 15) p-Value

Participant 260.0 ± 775.0 247.9 ± 294.9 0.955
Multicenter 3 (21.4%) 4 (26.7%) 1.000

Sponsor (Industry) 2 (14.3%) 2 (13.3%) 1.000
Single Group 10 (71.4%) 3 (66·7%) 1.000
Single Arm 10 (74.4%) 9 (60.0%) 0.700

Multicenter (n = 7) Single Center (n = 22)

Participant 354.3 ± 336.0 221.7 ± 627.0 0.600
China 3 (42.9%) 11 (50.0%) 1.000

Sponsor (Industry) 1 (14.3%) 3 (13.6%) 1.000
Single Group 5 (71.4%) 15 (68.2%) 1.000
Single Arm 5 (71.4%) 14 (63.6%) 1.000

Sponsor (Industry) (n = 4) Researcher (n = 25)

Participant 299.5 ± 468.3 246.4 ± 590.2 0.866
China 2 (50.0%) 12 (48.0%) 1.000

Multicenter 1 (25.0%) 6 (24.0%) 1.000
Single Group 2 (50.0%) 18 (72.0%) 0.568
Single Arm 1 (25.0%) 18 (72.0%) 0.105

Single Group (n = 20) Parallel Group (n = 9)

Participant 122.9 ± 170.4 544.6 ± 959.9 0.226
China 10 (50.0%) 4 (44.4%) 1.000

Multicenter 5 (25.0%) 2 (22.2%) 1.000
Sponsor (Industry) 2 (10.0%) 2 (22.2%) 0.568

Single Arm 18 (90.0%) 1 (11.1%) <0.001

Single Arm (Industry) (n = 19) Non-Randomized (n = 10)

Participant 151.1 ± 203.5 448.7 ± 925.1 0.340
China 10 (52.6%) 4 (40.0%) 0.700

Multicenter 5 (26.3%) 2 (20.0%) 1.000
Sponsor (Industry) 1 (5.3%) 3 (30.0%) 0.105

Single Group 18 (94.7%) 2 (20.0%) <0.001

Data are mean ± SD or number (percentage) of patients.

3.4. Study Registered as Observational Trials

Among 55 observational studies, 11 were retrospective (20%), while the others were prospective.
Most of the trials were registered in China and Italy (19, 35%/13, 23.6%). Treatment was the most
frequent purpose of the respective study (23, 41.8%) and the diagnosis was the next frequent purpose
of the study (21, 38.2%). The clinical course was the most frequent primary and secondary outcomes
of the trials (18, 32.7%/17, 30.9%). Eight trials were multicenter and two were industry sponsored
(supplement Table S3).
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In Table 3, there was only a significance between countries (China or outside of China) and
direction (prospective or retrospective). In other words, countries outside of China (n = 32, 91.4%)
performed more observational trials than China (n = 12, 60.0%) (p = 0.011). Multicenter and group of
trials with a sponsor did not have statistically difference.

Table 3. Clinical characteristics in observational study.

China (n = 20) Outside of China (n = 35) p-Value

Participant 17,264.1 ± 66,918.8 6494.9 ± 20,004.3 0.377
Prospective 12 (60.0%) 32 (91.4%) 0.011
Multicenter 4 (20.0%) 4 (11.4%) 0.443

Sponsor (Industry) 1 (5.0%) 1 (2.9%) 1.000

Prospective (n = 44) Retrospective (n = 11)

Participant 12,849.8 ± 47,942.9 655.6 ± 1454.2 0.406
China 12 (27.3%) 8 (72.7%) 0.011

Multicenter 7 (15.9%) 1 (9.1%) 1.000
Sponsor (Industry) 2 (4.5%) 0 (0%) 1.000

Multicenter (n = 8) Single Center (n = 47)

Participant 10,089.8 ± 19,219.4 10,465.7 ± 46,057.5 0.982
China 4 (50.0%) 16 (34.0%) 0.443

Prospective 7 (87.5%) 37 (78.7%) 1.000
Sponsor (Industry) 0 (0%) 2 (4.3%) 1.000

Sponsor (Industry) (n = 2) Researcher (n = 53)

Participant 210.0 ± 127.3 10,795.9 ± 43,842.0 0.736
China 1 (50.0%) 19 (35.8%) 1.000

Prospective 2 (100%) 42 (79.2%) 1.000
Multicenter 0 (0%) 8 (15.1%) 1.000

Data are mean ± SD or number (percentage) of patients.

4. Discussion

In the COVID-19 pandemic era, numerous clinical trials are in place and are scheduled to be
implemented. In particular, since there are no effective antiviral drugs and vaccines for COVID-19,
many drugs and interventions are being tested in various ways [4] and while the number of COVID-19
is peaking in most countries, the greater the number of these clinical trials is. Currently, most clinical
trials registered at Clinicaltrials.gov are interventional studies to identify the effects of existing drugs on
COVID-19 and many follow-up RCTs are planned and performed to obtain clear and reliable evidence
of clinical effectiveness.

Treatment approaches for COVID-19 now show an extensive range of diversity, ranging from
traditional Chinese herbs to stem cell therapy. The diversity and rapid increase of these clinical trials
may be primarily due to the urgency of not having a realistic treatment for COVID-19. However,
in another aspect, the urgency of the pandemic has resulted in simplified clinical research as the
barriers to perform clinical trials have been lowered and sometimes, if unintentionally, strict ethical
demands have been eased. In regard to the trends for the treatment of COVID-19, our study shows
that chloroquine and hydroxychloroquine were the most frequently studied agents (Figure 4) [5–9].
Chloroquine and hydroxychloroquine have been used in the treatment of malaria, providing extensive
clinical experiences. In addition, it can be administered orally and is inexpensive. In particular,
they can be used to not only treat but also prevent COVID-19 [10], which may be the reason many
researchers choose them first as a targeted drug. However, many studies do not investigate the
efficacy of the drug [11]. Recently, there has been a report of side effects, including the occurrence of
severe arrhythmia, associated with the use of hydroxychloroquine in the treatment of patients with
COVID-19 [12]. Such report seems to pour cold water on the promising plans of the early development
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of the cheap and effective drugs for COVID-19, but at the same time, the study also aroused the
necessity of care and prudence in the overheated competition of clinical trials.

The next most widely studied therapeutic agents are interferon (Figure 4). Interferon has a
potential of directly inhibiting viral replication and the roles of interferon have been already proven in
many clinical diseases, especially in viral hepatitis. Thus, the therapeutic role of interferon was studied
even in severe acute respiratory syndrome (SARS) and middle east respiratory syndrome (MERS)
pandemics. A few positive results were reported in in vitro and in vivo studies [13], while a following
meta-analysis study did not provide concrete evidence [14], its clinical effects remaining inconclusive
up to date. Now, a few clinical trials are ongoing in which interferon are being applied either alone or
as a combination therapy with antiviral agent.

Antiviral agents are the most studied treatment option in this COVID-19 pandemic, although
there are fewer studies compared to hydroxychloroquine and interferon as individual drug (Figure 5).
Various antiviral drugs have already been examined for their efficacy as a therapeutic agent in SARS
and MERS [15]. Although no antiviral drugs have a conclusive basis as a therapeutic agent, it seems
likely that drugs that have accumulated various data from existing studies are considered primarily as a
candidate for a new therapeutic agent in the COVID-19 pandemic. Moreover, the demand for antiviral
drugs that directly inhibit the growth of viruses with more relevant mechanisms is still high [16].
The most commonly studied antiviral drug for COVID-19 is lopinavir and ritonavir. Both are used to
treat acquired immune deficiency syndrome (AIDS) have been mainly studied to verify the effects of
combination therapy rather than a single treatment. This trend seems to reflect the general perception
of clinicians that these drugs are limited in effectiveness, either alone or even as a combination of two
drugs [17]. Remdesivir is also an interesting antiviral agent that is currently considered to be the most
promising treatment for COVID-19. Remdesivir has shown effects in non-human studies of SARS and
MERS [18,19], while there is not enough clinical data in human studies yet. The recent results of an
interventional study investigating clinical effects of remdesivir showed the potential for the treatment
of COVID-19 [20]. In addition, interim results of study conducted by National Institutes of Health’s
National Institute of Allergy and Infectious Disease (NIAID) showed that remdesivir had 31% faster
time to recovery and survival benefit. We are waiting for further results, while US Food and Drug
Administration (USFDA) has already approved the emergency use of remdesivir in consideration of
the urgency of the COVID-19 pandemic. A reliable study is needed in the end and further RCTs are
currently underway to clearly determine the effectiveness of remdesivir.

Another feature of the clinical trials being implemented in the management of COVID-19 is that
several novel therapeutic agents are targeted therapies [21]. In particular, the clinical trials of cytokine
blockade such as tocilizumab, sarilumab, anakinra, and emapalumab are being tried to mitigate the
cytokine storm in COVID-19 [22–25]. On the other hand, a few traditional anti-inflammatory drugs are
still attracting attention. In particular, steroids have been used empirically to treat serious conditions
even in SARS and MERS [26–29]. Despite the controversy of the efficacy and side effects [30,31],
steroids have been widely used in actual clinical practice and clinical studies are also being conducted
to verify the effects of steroids in the COVID-19 pandemic.

It is somewhat unexpected that studies on the use of colchicine in the treatment of COVID-19 are
not small. Colchicine is non-selective inhibitor of NLRP3 inflammasomes and mitigating interleukin
activation [32]. Colchicine has been mainly used as an anti-inflammatory drug in gouty arthritis and
this anti-inflammatory action is also likely to have a useful effect in the treatment of COVID-19 [33].
In the end, many researchers seem to believe that adequate control of excessive systemic inflammation,
such as cytokine storm is an important therapeutic goal in the treatment of COVID-19 as much as a
direct treatment against coronavirus [34].

Interestingly, there are a few clinical trials of stem cell therapy for the treatment of COVID-19 [35].
In fact, stem cell therapy does not yet have solid clinical utility and clear indications, while the
above-mentioned drugs have shown successful clinical outcomes in some clinical fields. Nevertheless,
the phenomena of active clinical trials of stem cell therapy, along with the preference of novel
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targeted therapies, illustrate the adventurous trend among researchers and clinicians for seeking novel
therapeutic agents in the pandemics without the treatment.

In the current circumstances, most clinical trials of COVID-19 appear to be led by hospitals,
universities, or public research institutes. In fact, many biotech and pharmaceutical companies are
focusing on the clinical application of products such as drugs or diagnostic kits produced by their own
companies. However, at a time when faced with public disasters such as this COVID-19 pandemic,
the excellent material and human resources of each commercial company must be a huge asset if
well organized and properly used. Therefore, it is still regrettable that the role led by commercial
companies in many clinical trials is relatively small, even though it can be understood that there is a
fundamental difference between the aim of trials and the role of these companies. It is expected to
set up a highly efficient response system to the pandemic if the coordinator is able to compromise
the needs for excellent material and human resources and the commercial interests of the companies.
Recently, several car manufacturers have joined to solve the problem of the shortage of mechanical
ventilators in the United States. Working together to play a public role to the extent that it does not
infringe upon the private autonomy of the companies is thought to be a good model for preparing
another infectious pandemic in the future.

RCT studies in the COVID-19 pandemic still seem to be accompanied by ethical issues as was
the case during other pandemics. For a long time, there have been discussions about the ‘principle of
clinical equipoise’ in RCT [36–38]. Most RCTs are being tried to find a more reliable basis when some
drugs or interventions are recognized to be effective to some extent through previous interventional
studies. Therefore, the drugs or interventions that are planned for RCT may already be expected to
work, although they have no concrete evidence of efficacy yet. In this regard, RCTs that start with such
a premise can hardly be seen as truly adhering to the ‘principle of clinical equipoise’. Nevertheless,
the problem is, in fact, there is no proper alternative. In the face of the real problem of the pandemic,
we are racing to find the key for a cure. In the process, those problems leave us with an ethical
dilemma. Some studies set up a control group on which basic treatments are essentially applied in
design. In addition, they set up a treatment group by adding targeted drugs or interventions. This type
of research may alleviate some of the ethical dilemmas.

5. Conclusions

In this study, we outlined but extensively examined the rapidly changing clinical trials in the
COVID-19 pandemic. It is important to know which drugs are of high interest and which treatments
are newly introduced. However, at the same time, through looking at the trends of various clinical
trials, understanding why certain treatments are preferentially chosen by many researchers and
discussing the hidden issues behind clinical trials in the pandemic era is also crucial to prepare for
future pandemics. Above all, we believe that it would be good if we could establish and implement
practical response strategies that can complement emergent elements with ethical ones without conflict
in this COVID-19 pandemic.

Our study has an important limitation. Despite of our efforts, many studies were added since we
started this study, and our study still does not have much recent research information. Not all data
registered for clinicaltrials.gov are continued; some trials did not recruit patients over several months
or disappeared when re-checked on the site. Research in other areas besides therapeutic agents is
difficult to identify in detail, due to the nature of characteristics of site; therefore, the analysis through
the site is limited. Nevertheless, the overall trends of trials are thought to be unchanged and we believe
that our discussions on essential issues are still valid.

Supplementary Materials: The following are available online at http://www.mdpi.com/1010-660X/56/6/315/s1,
Table S1: Summary of characteristics for registered randomized controlled trials, Table S2: Summary of
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Author Contributions: J.Y.L., J.L. and J.I.S. designed this study, H.W.S., J.Y.L. and J.L. collected data. J.Y.L. and
K.H.L. did the analysis. J.S.K., J.W.Y., J.L., H.W.S., A.K. and J.I.S. wrote the first draft of the manuscript and gave

http://www.mdpi.com/1010-660X/56/6/315/s1


Medicina 2020, 56, 315 10 of 12

critical comments on the manuscript draft. All authors had full access to all the study data. All authors reviewed,
wrote and approved the final version. The corresponding author had ultimate responsibility for the decision to
submit for publication. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Huang, C.; Wang, Y.; Li, X.; Ren, L.; Zhao, J.; Hu, Y.; Zhang, L.; Fan, G.; Xu, J.; Gu, X.; et al. Clinical features
of patients infected with 2019 novel coronavirus in Wuhan, China. Lancet 2020, 395, 497–506. [CrossRef]

2. Chan, J.F.-W.; Yuan, S.; Kok, K.-H.; To, K.K.-W.; Chu, H.; Yang, J.; Xing, F.; Liu, J.; Yip, C.C.-Y.; Poon, R.W.-S.;
et al. A familial cluster of pneumonia associated with the 2019 novel coronavirus indicating person-to-person
transmission: A study of a family cluster. Lancet 2020, 395, 514–523. [CrossRef]

3. De Angelis, C.; Drazen, J.M.; Frizelle, F.A.; Haug, C.; Hoey, J.; Horton, R.; Kotzin, S.; Laine, C.; Marusic, A.;
Overbeke, A.J.P.; et al. Clinical Trial Registration: A Statement from the International Committee of Medical
Journal Editors. N. Engl. J. Med. 2004, 351, 1250–1251. [CrossRef] [PubMed]

4. Mehta, N.; Mazer-Amirshahi, M.; Alkindi, N.; Pourmand, A. Pharmacotherapy in COVID-19; A narrative
review for emergency providers. Am. J. Emerg. Med. 2020. [CrossRef]

5. Liu, J.; Cao, R.; Xu, M.; Wang, X.; Zhang, H.; Hu, H.; Li, Y.; Hu, Z.; Zhong, W.; Wang, M. Hydroxychloroquine,
a less toxic derivative of chloroquine, is effective in inhibiting SARS-CoV-2 infection in vitro. Cell Discov.
2020, 6, 1–4. [CrossRef] [PubMed]

6. Yao, X.; Ye, F.; Zhang, M.; Cui, C.; Huang, B.; Niu, P.; Liu, X.; Zhao, L.; Dong, E.; Song, C.; et al. In Vitro
Antiviral Activity and Projection of Optimized Dosing Design of Hydroxychloroquine for the Treatment
of Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2). Clin. Infect. Dis. 2020. [CrossRef]
[PubMed]

7. Gautret, P.; Lagier, J.-C.; Parola, P.; Hoang, V.T.; Meddeb, L.; Mailhe, M.; Doudier, B.; Courjon, J.;
Giordanengo, V.; Vieira, V.E.; et al. Hydroxychloroquine and azithromycin as a treatment of COVID-19:
Results of an open-label non-randomized clinical trial. Int. J. Antimicrob. Agents 2020, 105949. [CrossRef]

8. Taccone, F.S.; Gorham, J.; Vincent, J.-L. Hydroxychloroquine in the management of critically ill patients with
COVID-19: The need for an evidence base. Lancet Respir. Med. 2020, 8, 539–541. [CrossRef]

9. Wang, M.; Cao, R.; Zhang, L.; Yang, X.; Liu, J.; Xu, M.; Shi, Z.; Hu, Z.; Zhong, W.; Xiao, G. Remdesivir and
chloroquine effectively inhibit the recently emerged novel coronavirus (2019-nCoV) in vitro. Cell Res. 2020,
30, 269–271. [CrossRef]

10. Vincent, M.J.; Bergeron, E.; Benjannet, S.; Erickson, B.R.; Rollin, P.E.; Ksiazek, T.G.; Seidah, N.G.; Nichol, S.T.
Chloroquine is a potent inhibitor of SARS coronavirus infection and spread. Virol. J. 2005, 2, 69. [CrossRef]
[PubMed]

11. Molina, J.M.; Delaugerre, C.; Le Goff, J.; Mela-Lima, B.; Ponscarme, D.; Goldwirt, L.; De Castro, N. No evidence
of rapid antiviral clearance or clinical benefit with the combination of hydroxychloroquine and azithromycin
in patients with severe COVID-19 infection. Med. Mal. Infect. 2020. [CrossRef] [PubMed]

12. Borba, M.G.S.; Val, F.F.A.; Sampaio, V.S.; Alexandre, M.A.A.; Melo, G.C.; Brito, M.; Mourão, M.P.G.;
Brito-Sousa, J.D.; Baía-Da-Silva, D.; Guerra, M.V.F.; et al. Effect of High vs Low Doses of Chloroquine
Diphosphate as Adjunctive Therapy for Patients Hospitalized With Severe Acute Respiratory Syndrome
Coronavirus 2 (SARS-CoV-2) Infection: A Randomized Clinical Trial. JAMA Netw. Open 2020, 3, e208857.
[CrossRef]

13. Channappanavar, R.; Lu, L.; Xia, S.; Du, L.; Meyerholz, D.K.; Perlman, S.; Jiang, S. Protective Effect of
Intranasal Regimens Containing Peptidic Middle East Respiratory Syndrome Coronavirus Fusion Inhibitor
Against MERS-CoV Infection. J. Infect. Dis. 2015, 212, 1894–1903. [CrossRef] [PubMed]

14. Morra, M.E.; Van Thanh, L.; Kamel, M.G.; Ghazy, A.A.; Altibi, A.M.; Dat, L.M.; Thy, T.N.X.; Vuong, N.L.;
Mostafa, M.R.; Ahmed, S.I.; et al. Clinical outcomes of current medical approaches for Middle East respiratory
syndrome: A systematic review and meta-analysis. Rev. Med. Virol. 2018, 28, e1977. [CrossRef]

15. Chan, K.S.; Lai, S.T.; Chu, C.M.; Tsui, E.; Tam, C.Y.; Wong, M.M.L.; Tse, M.W.; Que, T.L.; Peiris, J.S.M.; Sung, J.;
et al. Treatment of severe acute respiratory syndrome with lopinavir/ritonavir: A multicentre retrospective
matched cohort study. Hong Kong Med. J. 2003, 9, 399–406.

http://dx.doi.org/10.1016/S0140-6736(20)30183-5
http://dx.doi.org/10.1016/S0140-6736(20)30154-9
http://dx.doi.org/10.1056/NEJMe048225
http://www.ncbi.nlm.nih.gov/pubmed/15356289
http://dx.doi.org/10.1016/j.ajem.2020.04.035
http://dx.doi.org/10.1038/s41421-019-0132-8
http://www.ncbi.nlm.nih.gov/pubmed/31934347
http://dx.doi.org/10.1093/cid/ciaa237
http://www.ncbi.nlm.nih.gov/pubmed/32150618
http://dx.doi.org/10.1016/j.ijantimicag.2020.105949
http://dx.doi.org/10.1016/S2213-2600(20)30172-7
http://dx.doi.org/10.1038/s41422-020-0282-0
http://dx.doi.org/10.1186/1743-422X-2-69
http://www.ncbi.nlm.nih.gov/pubmed/16115318
http://dx.doi.org/10.1016/j.medmal.2020.03.006
http://www.ncbi.nlm.nih.gov/pubmed/32240719
http://dx.doi.org/10.1001/jamanetworkopen.2020.8857
http://dx.doi.org/10.1093/infdis/jiv325
http://www.ncbi.nlm.nih.gov/pubmed/26164863
http://dx.doi.org/10.1002/rmv.1977


Medicina 2020, 56, 315 11 of 12

16. Wu, J.; Li, W.; Shi, X.; Chen, Z.; Jiang, B.; Liu, J.; Wang, D.; Liu, C.; Meng, Y.; Cui, L.; et al. Early antiviral
treatment contributes to alleviate the severity and improve the prognosis of patients with novel coronavirus
disease (COVID-19). J. Intern. Med. 2020. [CrossRef]

17. Cao, B.; Wang, Y.; Wen, D.; Liu, W.; Wang, J.; Fan, G.; Ruan, L.; Song, B.; Cai, Y.; Wei, M.; et al. A Trial of
Lopinavir–Ritonavir in Adults Hospitalized with Severe Covid-19. N. Engl. J. Med. 2020, 382, 1787–1799.
[CrossRef]

18. De Wit, E.; Feldmann, F.; Cronin, J.; Jordan, R.; Okumura, A.; Thomas, T.; Scott, D.; Cihlar, T.; Feldmann, H.
Prophylactic and therapeutic remdesivir (GS-5734) treatment in the rhesus macaque model of MERS-CoV
infection. Proc. Natl. Acad. Sci. USA 2020, 117, 6771–6776. [CrossRef]

19. Sheahan, T.P.; Sims, A.C.; Leist, S.R.; Schäfer, A.; Won, J.; Brown, A.J.; Montgomery, S.A.; Hogg, A.; Babusis, D.;
Clarke, M.O.; et al. Comparative therapeutic efficacy of remdesivir and combination lopinavir, ritonavir, and
interferon beta against MERS-CoV. Nat. Commun. 2020, 11, 222. [CrossRef] [PubMed]

20. Grein, J.; Ohmagari, N.; Shin, D.; Diaz, G.; Asperges, E.; Castagna, A.; Feldt, T.; Green, G.; Green, M.L.;
Lescure, F.-X.; et al. Compassionate Use of Remdesivir for Patients with Severe Covid-19. N. Engl. J. Med.
2020, 382, 2327–2336. [CrossRef] [PubMed]

21. Zhang, S.; Li, L.; Shen, A.; Chen, Y.; Qi, Z. Rational use of tocilizumab in the treatment of novel coronavirus
pneumonia. Clin. Drug Investig. 2020. [CrossRef] [PubMed]

22. Mehta, P.; McAuley, D.F.; Brown, M.; Sanchez, E.; Tattersall, R.S.; Manson, J.J. COVID-19: Consider cytokine
storm syndromes and immunosuppression. Lancet 2020, 395, 1033–1034. [CrossRef]

23. Zhang, W.; Zhao, Y.; Zhang, F.; Wang, Q.; Li, T.; Liu, Z.; Wang, J.; Qin, Y.; Zhang, X.; Yan, X.; et al. The use of
anti-inflammatory drugs in the treatment of people with severe coronavirus disease 2019 (COVID-19): The
Perspectives of clinical immunologists from China. Clin. Immunol. 2020, 214, 108393. [CrossRef] [PubMed]

24. Favalli, E.; Ingegnoli, F.; De Lucia, O.; Cincinelli, G.; Cimaz, R.; Caporali, R. COVID-19 infection and
rheumatoid arthritis: Faraway, so close! Autoimmun. Rev. 2020, 102523. [CrossRef]

25. Richardson, P.; Griffin, I.; Tucker, C.; Smith, D.; Oechsle, O.; Phelan, A.; Stebbing, J. Baricitinib as potential
treatment for 2019-nCoV acute respiratory disease. Lancet 2020, 395, e30–e31. [CrossRef]

26. Ho, J.C.-M.; Ooi, G.C.; Mok, T.Y.; Chan, J.W.; Hung, I.F.-N.; Lam, B.; Wong, P.C.; Li, P.C.; Ho, P.L.; Lam, W.K.;
et al. High–Dose Pulse Versus Nonpulse Corticosteroid Regimens in Severe Acute Respiratory Syndrome.
Am. J. Respir. Crit. Care Med. 2003, 168, 1449–1456. [CrossRef] [PubMed]

27. Auyeung, T.W.; Lee, J.; Lai, W.K.; Choi, C.H.; Lee, H.K.; Li, P.C.; Lok, K.H.; Ng, Y.Y.; Wong, W.M.; Lee, J.S.;
et al. The use of corticosteroid as treatment in SARS was associated with adverse outcomes: A retrospective
cohort study. J. Infect. 2005, 51, 98–102. [CrossRef] [PubMed]

28. Hui, D.S. Systemic Corticosteroid Therapy May Delay Viral Clearance in Patients with Middle East Respiratory
Syndrome Coronavirus Infection. Am. J. Respir. Crit. Care Med. 2018, 197, 700–701. [CrossRef]

29. Arabi, Y.M.; Mandourah, Y.; Al-Hameed, F.; Sindi, A.A.; Almekhlafi, G.A.; Hussein, M.A.; Jose, J.; Pinto, R.;
Al-Omari, A.; Kharaba, A.; et al. Corticosteroid Therapy for Critically Ill Patients with Middle East Respiratory
Syndrome. Am. J. Respir. Crit. Care Med. 2018, 197, 757–767. [CrossRef] [PubMed]

30. Russell, C.D.; Millar, J.E.; Baillie, J.K. Clinical evidence does not support corticosteroid treatment for
2019-nCoV lung injury. Lancet 2020, 395, 473–475. [CrossRef]

31. Shang, L.; Zhao, J.; Hu, Y.; Du, R.; Cao, B. On the use of corticosteroids for 2019-nCoV pneumonia. Lancet
2020, 395, 683–684. [CrossRef]

32. Misawa, T.; Takahama, M.; Kozaki, T.; Lee, H.; Zou, J.; Saitoh, T.; Akira, S. Microtubule-driven spatial
arrangement of mitochondria promotes activation of the NLRP3 inflammasome. Nat. Immunol. 2013, 14,
454–460. [CrossRef] [PubMed]

33. Deftereos, S.G.; Siasos, G.; Giannopoulos, G.; Vrachatis, D.A.; Angelidis, C.; Giotaki, S.G.; Gargalianos, P.;
Giamarellou, H.; Gogos, C.; Daikos, G.; et al. The GReek study in the Effects of Colchicine in COvid-19
complications prevention (GRECCO-19 study): Rationale and study design. Hell. J. Cardiol. 2020. [CrossRef]
[PubMed]

34. Deftereos, S.; Giannopoulos, G.; Vrachatis, D.A.; Siasos, G.; Giotaki, S.G.; Cleman, M.; Dangas, G.; Stefanadis, C.
Colchicine as a potent anti-inflammatory treatment in COVID-19: Can we teach an old dog new tricks?
Eur. Hear J. Cardiovasc. Pharmacother. 2020. [CrossRef] [PubMed]

http://dx.doi.org/10.1111/joim.13063
http://dx.doi.org/10.1056/NEJMoa2001282
http://dx.doi.org/10.1073/pnas.1922083117
http://dx.doi.org/10.1038/s41467-019-13940-6
http://www.ncbi.nlm.nih.gov/pubmed/31924756
http://dx.doi.org/10.1056/NEJMoa2007016
http://www.ncbi.nlm.nih.gov/pubmed/32275812
http://dx.doi.org/10.1007/s40261-020-00917-3
http://www.ncbi.nlm.nih.gov/pubmed/32337664
http://dx.doi.org/10.1016/S0140-6736(20)30628-0
http://dx.doi.org/10.1016/j.clim.2020.108393
http://www.ncbi.nlm.nih.gov/pubmed/32222466
http://dx.doi.org/10.1016/j.autrev.2020.102523
http://dx.doi.org/10.1016/S0140-6736(20)30304-4
http://dx.doi.org/10.1164/rccm.200306-766OC
http://www.ncbi.nlm.nih.gov/pubmed/12947028
http://dx.doi.org/10.1016/j.jinf.2004.09.008
http://www.ncbi.nlm.nih.gov/pubmed/16038758
http://dx.doi.org/10.1164/rccm.201712-2371ED
http://dx.doi.org/10.1164/rccm.201706-1172OC
http://www.ncbi.nlm.nih.gov/pubmed/29161116
http://dx.doi.org/10.1016/S0140-6736(20)30317-2
http://dx.doi.org/10.1016/S0140-6736(20)30361-5
http://dx.doi.org/10.1038/ni.2550
http://www.ncbi.nlm.nih.gov/pubmed/23502856
http://dx.doi.org/10.1016/j.hjc.2020.03.002
http://www.ncbi.nlm.nih.gov/pubmed/32251729
http://dx.doi.org/10.1093/ehjcvp/pvaa033
http://www.ncbi.nlm.nih.gov/pubmed/32337546


Medicina 2020, 56, 315 12 of 12

35. Gentile, P.; Sterodimas, A. Adipose-derived stromal stem cells (ASCs) as a new regenerative immediate
therapy combating coronavirus (COVID-19)-induced pneumonia. Expert Opin. Biol. Ther. 2020, 1–6.
[CrossRef] [PubMed]

36. Weijer, C.; Shapiro, S.H.; Glass, K.C.; Enkin, M.W. For and against: Clinical equipoise and not the uncertainty
principle is the moral underpinning of the randomised controlled trial FOR AGAINST. BMJ 2000, 321,
756–758. [CrossRef]

37. Rabinstein, A.A.; Brinjikji, W.; Kallmes, D. Equipoise in Clinical Trials. Circ. Res. 2016, 119, 798–800.
[CrossRef] [PubMed]

38. Greisen, G.; Van Bel, F. Equipoise is necessary for randomising patients to clinical trials. Acta Paediatr. 2016,
105, 1259–1260. [CrossRef] [PubMed]

© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1080/14712598.2020.1761322
http://www.ncbi.nlm.nih.gov/pubmed/32329380
http://dx.doi.org/10.1136/bmj.321.7263.756
http://dx.doi.org/10.1161/CIRCRESAHA.116.309594
http://www.ncbi.nlm.nih.gov/pubmed/27635084
http://dx.doi.org/10.1111/apa.13549
http://www.ncbi.nlm.nih.gov/pubmed/27537099
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Materials and Methods 
	Data Source and Eligible Study 
	Study Variables 
	Statistical Analysis 

	Results 
	Baseline Characteristics of Registered Clinical Trials 
	Studies Registered as Randomized Controlled Trials 
	Study Registered as Non-Randomized Controlled Trials 
	Study Registered as Observational Trials 

	Discussion 
	Conclusions 
	References

