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Editorial

When the Clinical Trials Standard Approaches are not Feasible

Peter Weichung’
Department of Clinical Studies, Harvard University, Boston, USA

CLINICAL TRIALS STANDARD APPROACHES

Adequately powered Randomized Clinical Trials (RCTs) and
test RCTs are generally considered the foremost authoritative
research methods for establishment of the efficacies of therapeutic
interventions. By allocating sufficient numbers of people to groups
for instance, an experimental or an impact group of investigators
can estimate or determine with a point of certainty the effect of a
given intervention.

However, when the available population of research participants
doesn't allow the conduct of an RCT with adequate statistical
power, there might still be a requirement to style and perform
clinical research. Some distinctive research populations like
astronauts or members of a little, isolated community may contains
but five individuals. for instance , a study focused on assessing
the consequences of microgravity on bone mineral density loss
during space missions would need to believe data for a couple of
individuals. This report defines this research situation as a little
clinical test and explores the varied design and analytical strategies
one might concede to approach a little clinical test.

Obtaining sufficiently large control groups for research with small
numbers of participants are often difficult for research involving
individuals with severe, debilitating, or incapacitating conditions,
and therefore the use of untreated or placebo control groups can
raise ethical dilemmas. Historically, drug developers and federal
regulators are wary of small clinical trials for variety of reasons, but
primarily due to their lack of statistical power and generalizability.
Thus, generally, a little clinical test is conducted due to external
constraints, not necessarily by choice. Nonetheless, the overall
requirements for little clinical trials are not any different than those
for adequately powered “large clinical” trials; that's, they need to
be sufficiently designed and appropriately analyzed to supply an
inexpensive measure of the effect of an intervention. They ought
to be designed to possess an outcome measure for determination
of success, a baseline measure which will do not to determine
changes, and a way to watch the changes. due to the planning and
analysis constraints of small clinical trials and since of uncertainties
inherent to small clinical trials, it's likely that they're going to
require a minimum of the maximum amount and doubtless more
thought than traditional, large clinical trials.

In some cases, however, properly designed small clinical trials
can contribute to substantial evidence of efficacy; however,
those conclusions may require the utilization of assumptions
and inferences given the paucity of knowledge. Small clinical
trials may successfully be wont to study diseases or conditions
with a well-described explanation with little variation; when
sensitive pharmaco-dynamic effects are directly associated with
pathophysiology; when good nonhuman models are available; and
when the intervention features a large effect on efficacy, produces a
predictable relationship between measurable drug levels and effects,
and has been applied to a related condition. Traditionally, small
studies are more likely to be conducted to check surgical procedures
than to check drugs. they're least likely to be useful for the study
of complex disease syndromes with highly variable outcomes (e.g.,
some chronic diseases like arteriosclerotic cardiovascular disease),
for drugs with but dramatic effects in vitro, for illnesses during
which correlates of success are unclear, in situations during which
the danger of shortterm death is high, and for surgical procedures
that there are many complex and confounding factors.

Alternatives approaches

New approaches to protocol design are needed for trials with small
sample sizes which will assess the potential therapeutic efficacies
of medicine, biologics, devices, and other medical interventions.
For instance , a possible alternative is to assess the therapeutic
leads to one treated population by sequentially measuring whether
the intervention leads to outcomes that fall above or below a pre-
established probability range for an efficacious outcome. Such a
clinical test might be considered to possess demonstrated efficacy
when the cumulative observed results fall within or above the
prescribed confidence range, or the trial might be stopped when
the cumulative observed effect falls below the pre-established level
of confidence. a serious question, however, for this and other
approaches is whether or not the science base of other methods
alone or together is sufficiently developed for these nonrandomized
clinical trials to be effective in demonstrating efficacy in studies
with small sample size.

It has been recognized for a few time that RCTs although highly
desirable are neither practical nor feasible as a way of answering
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all clinical research questions. A spread of other methods, like
non-RCTs, observational methods, naturalistic studies, and case-
control studies, are utilized in clinical investigations. Additionally,
there has been increasing discussion over the past decade about
the worth of measuring surrogate markers instead of traditional
clinical endpoints in clinical trials.
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In 1990, the Institute of Medicine (IOM) published Medical
Intervention at the Crossroads: Modern Methods of Clinical
Investigation, which discussed the advantages and disadvantages of
non-RCTs. However, the difficulty of when and the way to conduct
a little clinical test continues to challenge many areas of life science.



