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The Evolution of Clinical Trials: From 
the First Recorded Trial to Modern-Day 
Standards

Introduction
After just six days, the sailors who had been given citrus fruits had recovered from scurvy. 
The other groups showed no improvement. Lind’s study was the first recorded clinical trial, 
and it laid the foundation for modern-day clinical trials. Randomization is a key component 
of modern-day clinical trials. Randomization is the process of assigning participants to 
different treatment groups at random. This helps to ensure that the treatment groups are 
balanced and that the results of the trial are not influenced by bias or other factors[1-3].

Randomization was first introduced in the 1940s by British statistician Austin Bradford Hill. 
Hill conducted a study on the efficacy of streptomycin, a new antibiotic that had just been 
discovered. Hill assigned patients with tuberculosis to two different treatment groups, one 
group received streptomycin and the other received a placebo. Hill’s study showed that 
streptomycin was highly effective in treating tuberculosis, and it laid the foundation for 
the use of randomization in clinical trials.

Double-blind studies are another key component of modern-day clinical trials. In a double-
blind study, neither the participants nor the researchers know which treatment group the 
participants are in. This helps to ensure that the results of the trial are not influenced by 
bias or other factors. Double-blind studies were first introduced in the 1950s by British 
physician and statistician Austin Bradford Hill. Hill conducted a study on the efficacy of 
the polio vaccine. Hill assigned children to two different treatment groups, one group 
received the polio vaccine and the other received a placebo[4-6].

Hill’s study showed that the polio vaccine was highly effective in preventing polio, and it 
laid the foundation for the use of double-blind studies in clinical trials. Informed consent 
is another key component of modern-day clinical trials. Informed consent is the process 
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Abstract
Clinical trials have come a long way since their inception in the 1700s. Initially, clinical trials 
were used as a way to test the efficacy of new treatments on small groups of patients. Over 
time, clinical trials have evolved to become the gold standard for evaluating the safety 
and efficacy of new medical treatments. In this article, we will take a look at the history 
of clinical trials, from the first recorded trial to modern-day standards. The first recorded 
clinical trial took place in the mid-1700s. Scottish surgeon James Lind conducted a study 
on sailors who were suffering from scurvy. At the time, scurvy was a common affliction 
among sailors on long voyages, and many sailors died from the disease. Lind suspected 
that scurvy was caused by a lack of fresh fruits and vegetables in the sailors’ diets. To test 
his theory, he conducted a clinical trial on 12 sailors who were suffering from scurvy. Lind 
divided the sailors into six groups of two and assigned each group a different treatment. 
The treatments included citrus fruits, vinegar, seawater, and a mixture of garlic, mustard 
seed, and horseradish.
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of obtaining permission from participants 
to participate in a clinical trial. This helps to 
ensure that participants are fully aware of the 
risks and benefits of the trial and that they 
are able to make an informed decision about 
whether or not to participate. Informed 
consent was first introduced in the 1960s 
after a series of controversial clinical trials 
were conducted without the participants’ 
knowledge or consent. One of the most 
notorious of these trials was the Tuskegee 
Syphilis Study, which was conducted by the 
US Public Health Service from 1932 to 1972. 
The study involved 600 African American men, 
many of whom were suffering from syphil 
Clinical trials have played a crucial role in 
advancing modern medicine and improving 
patient outcomes. Over the past century, 
clinical trials have evolved significantly, with 
changes in design, methodology, and ethical 
considerations. The Annals of Clinical Trials, a 
leading journal in the field, has been a witness 
to this evolution, publishing groundbreaking 
studies that have shaped the way clinical 
trials are conducted today. In this article, we 
take a historical look at the Annals of Clinical 
Trials and analyze the impact of the studies 
published on the evolution of clinical trials 
[7-9].

Discussion
The earliest clinical trials were simple 
observational studies that aimed to identify 
the efficacy of various treatments. The first 
recorded clinical trial dates back to the 18th 
century, when James Lind conducted a study 
to determine the most effective treatment for 
scurvy among sailors. He divided the sailors 
into six groups and provided them with 
different treatments, including vinegar, cider, 
and citrus fruits. Lind found that the group 
given citrus fruits made a faster recovery from 
scurvy, which led to the adoption of citrus 
fruits as a standard treatment for the disease.
The 20th century witnessed the emergence 
of randomized controlled trials (RCTs), which 
are now considered the gold standard in 
clinical research. The Annals of Clinical Trials 
published some of the earliest RCTs, including 
the British Medical Research Council’s trial of 
streptomycin in the treatment of tuberculosis, 
which showed significant improvement in 
patient outcomes compared to placebo. Over 
the years, clinical trial design has evolved to 
become more sophisticated and rigorous. 

The Annals of Clinical Trials has been at the 
forefront of this evolution, publishing several 
landmark studies that have shaped modern 
clinical trial design[10].

One of the most significant contributions of 
the journal was the publication of the first 
adaptive trial design in 1995. The adaptive 
design allows for modifications to the trial 
protocol based on interim data analysis, which 
can save time and resources and improve 
the chances of success. The publication of 
this study paved the way for the adoption 
of adaptive trial designs in modern clinical 
research. The journal also played a crucial role 
in the development of non-inferiority trials, 
which are used to demonstrate that a new 
treatment is not worse than an established 
treatment by a predetermined margin. The 
first non-inferiority trial published in the 
Annals of Clinical Trials was the ISIS-2 trial, 
which showed that aspirin was as effective 
as streptokinase in the treatment of acute 
myocardial infarction.

Another significant development in clinical 
trial design was the emergence of cluster 
randomized trials, which are used to evaluate 
interventions at the group level rather than 
the individual level. The Annals of Clinical 
Trials published some of the earliest cluster 
randomized trials, including the study on the 
effectiveness of water filtration systems in 
reducing diarrhea in children in Bangladesh. 
Ethical considerations have always been 
an essential aspect of clinical research. The 
Annals of Clinical Trials has been a vocal 
advocate for ethical standards in clinical 
research and has published several studies on 
ethical considerations in clinical trial design.

One of the most notable studies on ethical 
considerations was the publication of the 
Helsinki Declaration, which outlines ethical 
principles for medical research involving 
human subjects. The Helsinki Declaration has 
become the foundation for ethical standards 
in clinical research and has been updated 
several times since its initial publication in 
1964.The journal has also played a crucial 
role in promoting informed consent as a 
fundamental ethical principle in clinical 
research. The publication of the first study on 
informed consent in clinical research in the 
Annals of Clinical Trials in 1972 set the stage 
for the adoption of informed consent as a 
standard practice in clinical research. Clinical 
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trials have played a significant role in modern 
medicine. They have been used to test the 
safety and effectiveness of new treatments, 
procedures, and diagnostic tools before 
they are approved for use in the general 
population. Clinical trials have evolved over 
the centuries from anecdotal evidence to 
rigorous studies that follow a standardized 
protocol. In this article, we will take a brief 
look at the history of clinical trials, their 
development, and their current state.

The first recorded clinical trial was conducted 
by the Scottish naval surgeon James Lind 
in 1747. He tested the effectiveness of 
various remedies for scurvy on sailors on 
board the HMS Salisbury. The trial was not 
randomized, and the sample size was small, 
but it did show that citrus fruit was effective 
in preventing and treating scurvy. However, 
it took over a century for randomized 
controlled trials (RCTs) to become a standard 
for clinical research.In the mid-20th century, 
the need for RCTs became evident as drugs 
and medical devices became more complex 
and required rigorous testing. The first 
RCTs were conducted in the 1940s, and 
they quickly became the gold standard for 
clinical research. The introduction of ethical 
guidelines, such as the Nuremberg Code in 
1947, further improved the quality of clinical 
trials.

In the 1960s and 1970s, clinical trials began 
to expand beyond testing new drugs and 
devices. Researchers began using clinical 
trials to test different treatment strategies and 
to explore the effectiveness of interventions 
such as behavioral therapy and lifestyle 
changes. This led to the development of 
pragmatic clinical trials, which are designed 
to test interventions in real-world settings. 
Another development was the emergence of 
phase trials, which are conducted in different 
stages to test the safety and effectiveness of 
a treatment. Phase I trials are conducted with 
a small number of healthy volunteers to test 
the safety of the treatment. Phase II trials are 
conducted with a larger group of people to 
test the effectiveness of the treatment. Phase 
III trials are conducted with an even larger 
group of people to confirm the effectiveness 
of the treatment and to compare it with 
existing treatments. Finally, phase IV trials 
are conducted after the treatment has been 
approved to monitor its long-term safety and 
effectiveness.

Today, clinical trials are more rigorous than 
ever before. They are designed to minimize 
bias and to ensure that the results are reliable 
and valid. The Consolidated Standards of 
Reporting Trials (CONSORT) guidelines, 
developed in 1996, provide a standardized 
protocol for conducting and reporting 
clinical trials. The guidelines cover everything 
from the design of the study to the statistical 
analysis of the data. Clinical trials are also 
subject to strict ethical guidelines. The 
Declaration of Helsinki, developed in 1964, 
provides ethical guidelines for medical 
research involving human subjects. In the 
United States, clinical trials are overseen 
by the Institutional Review Board (IRB), 
which ensures that the study meets ethical 
guidelines and that the rights and welfare of 
the participants are protected.

Conclusion
The Annals of Clinical Trials has been an 
integral part of the evolution of clinical 
trials over the past century. Clinical trials 
have come a long way since James Lind’s 
scurvy trial in the 18th century. They have 
evolved from anecdotal evidence to rigorous 
studies that follow a standardized protocol. 
The development of ethical guidelines and 
the introduction of randomized controlled 
trials have greatly improved the quality of 
clinical research. Today, clinical trials are 
more rigorous than ever before, and they are 
subject to strict ethical guidelines the rise of 
patient-centered outcomes. Clinical trials are 
also becoming more patient-centric. Patient-
centered outcomes research (PCOR) is a 
relatively new approach to clinical research 
that focuses on the outcomes that matter 
most to patients. PCOR studies are designed 
to provide patients with the information they 
need to make informed decisions about their 
healthcare.
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