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Clinical trial protocols: relevance and 
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Protocolos de ensaios clínicos: relevância e 
contribuições além da qualidade metodológica 

Editorial

Fuad Ahmad Hazime1 
Vinicius Saura Cardoso2 

The global health crisis resulting from the new 
coronavirus pandemic has demonstrated the 
extreme importance of clinical intervention 
research (clinical trials), and especially the need 
for methodological rigor in conducting protocols 
and interpreting their results. However, when 
there is restricted access and detailed knowledge 
of clinical protocols, the degrees of uncertainty 
about the safety and efficacy of a therapy increase 
considerably. In this context, the registration and 
prior publication of clinical trial protocols allow 
the comparison between what was planned and 
carried out by the researchers.1 The registration 
process is easy to carry out and can be 
performed on open-access international virtual 
platforms, such as, for example, the American 
https://clinicaltrials.gov or the Brazilian https://
ensaiosclinicos.gov.br. Registering clinical trial 
protocols has many advantages: (1) publicity and 
transparency about ongoing research; (2) fidelity 
to ethical precepts and good clinical research 
practices; (3) contributions to the state of the art 
and changes in clinical decision making; and (4) 
avoid unnecessary duplication and expenditure 
of resources. Considering the above potential 
benefits some scientific journals have embarked 

on to require the registration of clinical protocols 
as a prerequisite for manuscript submission and 
subsequent publication.2,3 However, despite this 
important initiative, there are still failures in the 
adherence of published articles in relation to 
their respective records, especially in the selective 
report of clinical outcomes.4,5 

Currently, researchers have great interest in 
the publication of clinical trial protocols both in 
international and national journals. The prior 
publication of these protocols or clinical trial 
proposals contributes to the scientific community, 
health professionals, patients, funding agencies, 
and public health policies being able to update 
themselves on new clinical research in progress 
and follow up on future results. 

There are also benefits to the authors themselves: 
(1) promotion of the group or research center; 
(2) draw the attention of other research groups 
to new partnerships; (3) possibility of authorship 
and intellectual contribution to the “state of the 
art” and (4) increase in the number of publications 
and academic scores.
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Although the contributions and benefits mentioned 
above are necessary and legitimate, the publication of 
clinical research protocols should contribute beyond 
the aspects of transparency and methodological 
quality. The real contribution to the state of the art 
- or higher level of knowledge/development on a 
given topic/research field - comes from a protocol 
whose theoretical-scientific rationale explores new 
possibilities and presents plausible arguments. 

In this sense, protocols that present an extension of 
their (previous) record in a scientific article format 
bring with them content with little contribution to 
the scientific community and the progress of science. 
On the other hand, the submission of protocols 
for publication is an opportunity for authors to 
demonstrate the relevance of their study, why 
their results can provide important information to 
guide the future use (or not) of a particular therapy. 
Moreover, why this research proposal will reduce the 
degrees of uncertainty about its therapeutic efficacy. 

Perfect protocols, free from bias and bringing a final 
and decisive answer, are utopian and incompatible 
with human experimentation. However, these aspects 
can be better explored to reduce the weaknesses of a 
therapeutic proposal and the degrees of uncertainty 
about its relevance and potential applicability. 

Another important issue, still little addressed in the 
protocols, is the excessive emphasis on statistical 
significance at the expense of clinical significance. 
A statistically significant difference or p < 0.05, for 
example, can be interpreted as follows: "my results 
have a probability less than 5% of having occurred by 
chance". This is an important step in describing the 
results; however, it does not mean that the therapy is 
clinically effective. It is necessary to demonstrate the 
magnitude of its effect.6,7 For instance, a therapy to 
treat chronic pain conditions may have a statistically 
significant outcome for pain relief compared to 
placebo treatment. However, a reduction in pain 
intensity (11-point Numerical Rating Scale) of less 
than 2 points is not considered a minimally important 
clinical difference.8 The information that the primary 
and secondary outcomes will be interpreted 
considering their clinical significance scores brings 
more transparency and reliability to the reader. Some 
journals are already requesting this from authors.9 

We need to move forward quickly in incorporating 
information that brings relevant contributions to 
the progress of science, as other aspects should 
also be addressed in clinical protocols: the costs and 
consequences of a health intervention.
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