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Dear Editor,

In the current public health crisis arising from the coro-
navirus disease 2019 (COVID-19) pandemic, past expe-
riences (with Acquired Immune Deficiency Syndrome
(AIDS), Ebola, etc.) and a flexible framework can be
used to quickly and effectively determine the best drug
response. In clinical trials, the investigator or applicant
should initially take care about rights protection of the
subjects. Eventually, the subjects’ rights of voluntary
participation, the right to know, the right to privacy, the
right to security, the right to timely treatment and other
rights should be protected.’? The balance between tak-
ing the necessary precautions and making the decision
to administer an experimental treatment to a large pro-
portion of the population is unique to each crisis.

Are any treatments showing encouraging signs?
Clinical trials of drugs are usually divided into four
phases: phases L, I, IIT and IV. Each phase has different

requirements and objectives, and the number of cases
required is also different.* Some of the drugs currently
registered are only effective in vitro, and the safety has
not been proven.* This is the most pressing question, and
the one that leads to all others. There are currently sever-
al hundred clinical trials® underway around the world to
assess the effects of various treatments for COVID-19.
For example, the Discovery trial,® carried out by Euro-
pean health centers on 3,200 patients, including 800 in
France, is testing the effects of four treatments that have
been used previously against other diseases. The four
treatments that will be compared to standard protocol
are as follows: Remdesivir (used to treat Ebola), lopina-
vir/ritonavir (a drug combination used to treat AIDS),
interferon beta-1A (interferon added to stimulate im-
mune defenses), and hydroxychloroquine (used to treat
rheumatoid arthritis and lupus). These treatments have
been included in this article because they have previ-
ously demonstrated potent antiviral actions against
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viruses and in vitro actions against severe acute respira-
tory syndrome coronavirus-2 (SARS-CoV-2). They have
also been the subject of preliminary studies; however,
to date, the effects described in both publications and
pre-publications have not been conclusive. A small frac-
tion of these publications comprised reports of prospec-
tive clinical trials (0.25%), and many of these trials have
imparted conflicting conclusions, leading to confusion
among the public and the scientific community.”

Drug repurposing is also an impressive idea for treat-
ing COVID-19 as it involves low cost and rapidly avail-
able in the pharmacies. This idea alleviates some steps of
clinical trials, especially those concerning the strenuous
diligence and time needed for phase 1 and 2 trials.?

Where is the knowledge deficit currently?

Although the pressure and urgency for conducting
COVID-19 research abounds during this worldwide
crisis, this should not preclude scientific principles
and ethics.” Pandemics create issues regarding scientif-
ic and ethical questions for research and understanding
what ethical concerns remain the same and differs is es-
sential for conducting clinical trials. There have been
promising results reported in studies on treatments for
COVID-19. If one study found a treatment which was
effective in vitro against viruses that showed similari-
ties to SARS-CoV-2 in terms of their function. This in-
dicates that preliminary studies are headed in the right
direction. Unfortunately, a few encouraging results does
not guarantee with any certainty the efficiency and safe-
ty of these treatments. The questions that arise are relat-
ed to the effectiveness of each treatment and their side
effects when used in patients who may be in respirato-
ry distress or have other diseases. Additionally, the use
of an appropriate protocol is equally vital: the dosage,
when to administer treatment, and in which patients
(age, sex, comorbidity factors, undergoing other treat-
ments). However, there is also an important issue in the
comparative evaluation of these treatments from the
point of view of their risks and benefits. Indeed, even if
a promising and effective treatment is found with mod-
erate risks, the research environment arising from the
current pandemic is strongly encouraging the scientific
community to initiate studies to determine which of
these treatments maximizes the benefits and minimiz-
es the risks. This is due to the fact that this pandemic
is calling for the treatment of hundreds of thousands of
individuals globally. Any approximation in this regard
could otherwise result in a significant number of vic-
tims, who would have reacted better with treatments
that were more effective or better tolerated. Therefore,
the current knowledge deficit concerns the absolute effi-
cacy and safety of each treatment, as well as the com-
parison among treatments. The interventions selected
for testing should consist of the most promising thera-

pies, as determined by existing data. The value of clinical
trials depends on the quality of information produced
and the relevance of the data to address public health
needs."

Should the knowledge deficit be set aside given the ur-
gency of the situation?

This point of tension arises directly from the uncertainty
regarding the treatments being tested during an ongo-
ing crisis in which many lives are at stake. Hydroxy-
chloroquine is at the center of a controversy in France
and several other countries, where many are wonder-
ing about the benefits of systematically treating patients
with hydroxychloroquine, even if this means postpon-
ing scientific certainty. However, even in a case where a
patient’s condition deteriorates, and an uncertain treat-
ment appears to be more acceptable (so called “compas-
sionate use”), the administration of this treatment to all
those affected remains questionable. This holds true if
the implemented protocol targets patients at an early
stage, thus calling for the systematic treatment of any
person that tests positive or presents moderate symp-
toms. Since the overwhelming majority of COVID-19
patients do not progress to severe forms, treating them
with hydroxychloroquine or other treatments with side

effects or potentially dangerous effects poses a serious
public health risk."

What are the general provisions, and how are they
adapted to the circumstances?
Clinical trials are not only subject to methodology but
also to legislation, which guarantees respect for individ-
uals, non-maleficence, and justice.’*** However, the bal-
ance between taking the necessary precautions, which
are typically already in use, and the decision to admin-
ister an experimental treatment to a large proportion of
the population is unique to each crisis. The mortality
rate of AIDS was extremely high during the initial years
of the epidemic, similar to that of Ebola. Thus, the le-
thality of these diseases justified the administration of
treatments in the absence of proof of their superiority
and without a placebo group. Compared to AIDS and
Ebola, the lethality of COVID-19 appears to be lower,
but is more difficult to establish since the total number
of cases is not yet known, and lethality is dependent on
age and the healthcare system. Therefore, the adminis-
tration of non-validated treatments remains problem-
atic, especially since a large majority of the total cases
are asymptomatic or have more mild forms of the in-
fection. Despite these challenges, several factors have
already helped to adapt the clinical standards to the cir-
cumstances in this pandemic.

First, clinical trials have been set up in record time
and making agreements among several healthcare cen-
ters that have the capacity to analyze large amounts of
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samples rapidly.5'¢ Second, these trials are making use
of relatively recent methodologies with several arms, al-
lowing for the observation of the effects of several treat-
ments simultaneously and adapting them accordingly.
This last point allows researchers to stop one of the arms
quickly if it demonstrates ineffectiveness and to contin-
ue only with those treatments that show promise."”

Conclusion

In terms of study design, patients’ rights should be pri-
marily considered, followed by scientific value and
commercial interest. Multidisciplinary international co-
operation should be conducted to reduce the harm to
patients’ rights and interests. The medical and research
professions have the means to reconcile care and im-
plement rigorous testing for COVID-19, with the pos-
sibility of making initial results available in a few days.
During the situation of COVID-19, the review stan-
dards for clinical studies should not be lowered.
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