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High-quality research begins with a sound study design. Ran-
domized controlled trial (RCT) is considered as the gold stan-
dard in generating evidence for testing the efficacy of a new 

drug or intervention. Observational studies, on the other hand, are im-
portant in generating new hypotheses, testing the real-life application 
of findings of a trial, and establishing a base for sample size calculation 
for a trial. A well-designed observational study provides valuable in-
formation for clinical decision-making where RCT is lacking. A report 
of single or multiple cases describes an unusual or rare occurrence 
and provides insight into the unexplored aspects of a disease. Though 
all research designs have their significance, evidence generated from 
RCTs and meta-analysis of RCTs are high ranked and often used for 
changing practice guidelines.

Randomization in the allocation of the participants in the 
treatment arm is the key feature of RCT  designed to control known 
and unknown variables that might affect the outcome. This feature 
removes the investigator’s bias in allocating the treatment and is 
considered as the beauty of randomization [1]. Besides, RCT also 
plays a significant role in evaluating routine standard care. The 
routine administration of anti-arrhythmic drugs after myocardial 
infarction was found to increase the incidence of death when this 
standard care was challenged in the CAST trial [2]. Similarly, the 
CRASH trial in 2004 proved the standard therapy of administering 
steroids after head injury to be more harmful when mortality was 
considered [3]. 

Although RCT is the best design to test the efficacy of a new 
treatment, we do not find adequate trials published in the medical 
literature. Most of the Cochrane reviews conclude with insufficient 
evidence to favor treatment and encourage more trials for informed 
decision-making. Majority of the research articles in medical jour-
nals are observational studies and clinical trials occupy a meager 
percentage. 

There are several hurdles in designing, planning, conducting, 
and monitoring a clinical trial. Designing the trial is crucial to focus 
on the given research question. A team with qualified and expe-
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rienced members with expertise in different aspects of 
a trial besides the research area is essential. Prepara-
tion and maintenance of appropriate trial documents 
require significant time and effort. Before recruiting 
patients, a trial proposal must pass through regulatory 
hurdles. It must be approved at the local (institutional) 
and national level, and by the ethical boards of all the 
countries in case of multinational trials. Varying  laws/ 
regulations in different countries also add complexity 
and significantly delay ethical approvals [4]. 

Sufficient patient recruitment and retention to 
achieve the desired power is another challenge of RCT. 
Negative perception of the public towards clinical trials 
can be a hurdle to successful recruitment. Many clinical 
trials require time extension to meet the initial recruit-
ment plan which further adds financial burden [5]. The 
cost of a clinical trial is rising each year with increas-

ing regulatory scrutiny to ensure the safety of the trial 
participants. Hence, it may be  impossible to conduct a 
clinical trial without sufficient grant/ funding. In Ne-
pal, research grants are provided by Nepal Health Re-
search Council, University Grant Commission, and oth-
er institutions/ organizations but the budget allocated 
is negligible. Thus, international funding agencies are 
often relied upon to conduct clinical trials in our coun-
try.

As RCTs have played a significant role in the 
prevention and treatment of disease saving millions 
of lives, it is the responsibility of all the stakeholders 
of clinical research to facilitate and promote clinical 
trials. The hurdles in the conduction of trials should 
be relaxed to motivate the researchers in generating 
high-quality evidence to inform clinical practice.
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