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Editorial: The Future of Randomized Clinical Trials

psychiatry. As the public’s faith and knowledge of our 
treatments has increased, fewer and fewer patients are 
willing to participate in placebo-controlled clinical trials. 
The patient knows, often correctly, that active treatments 
exist. Therefore why he should take a chance on getting 
a placebo? Therefore, smaller and smaller percentages 
of real life patient populations are included in studies 
and study populations include to an increasing degree 
patients who are very resistant and have not gotten well 
with past treatments and are therefore willing to partici-
pate in a placebo controlled trial; or alternatively patients 
who see themselves as having such a mild disorder that 
they don’t need treatment and would be happy to receive 
a placebo. One approach to solving this problem is to 
use add-on designs. In an add-on design, whether in 
psychiatry or in oncology, every patient receives stan-
dard treatment while half of the patients receive an addi-
tional experimental treatment or a placebo. This add-on 
design has not been accepted by the American FDA for 
many illnesses. For depression, for example, the FDA 
has stated that the placebo response rate varies so much 
that comparison to a placebo is necessary to show that 
the trial is truly measuring depression. Pharmaceutical 
companies are also hesitant to base their marketing and 
development strategies on add-on trials. They are afraid 
that their market will be limited if their drug is used 
only in patients who are failures at current therapy and 
if their new drug is considered only as an add-on drug. 
Pharmaceutical companies like to compare their drug to 
a placebo because they feel they have a better chance of 
success to prove efficacy. 

Where are we then to go in this crisis? I think the 
answer is the appropriate use of the bioinformatic revo-
lution. I believe that the model for clinical research in 
psychiatry will be based on the model that has been pio-
neered for the neurodegenerative disease amyotrophic 
lateral sclerosis (ALS). Unfortunate patients with ALS 
usually die within a few years after diagnosis. Patients 
have initiated a website where others with this disease 
register themselves and report on their symptoms and 
survival at regular intervals such as weekly or monthly. 
They also report what treatments they are taking. Clearly 
this is not random allocation and violates the basic prin-
ciple of the randomized controlled trial. However, the 
internet age has made this principle no longer neces-

Jeffery Drazen, the editor of the New England Journal 
of Medicine, spoke in early December at Ben-Gurion 
University about evidence-based medicine. He described 
the history of case reports in medicine and the misleading 
recommendations that resulted from early studies of dan-
gerous treatments of tuberculosis without proper controls. 
After the World War II era, medicine developed the con-
cept of the controlled trial as the only way to find unbiased 
evidence that could justify our treatments in medicine 
including psychiatry. The methodology of controlled trials 
has progressed since that time and the need for random-
ization and often stratification as well as other statistical 
controls was shown in numerous articles and studies.

However, in psychiatry we seem to be approaching a 
crisis of this whole paradigm. In almost every area of psy-
chiatry, controlled clinical trials that yielded statistically 
significant and promising results have with the perfor-
mance of other studies been found to be non-replicable. 
This confusion was the stimulus for the development of 
meta-analysis. The concept of meta-analysis was based 
on the premise that contradictory results in individual 
randomized controlled trials could be due to random 
factors and that the statistical compilation of multiple 
controlled studies would lead to firm knowledge that 
could inform our treatments in a reliable way. However, 
we are now facing the bankruptcy of this approach in 
every area of psychiatry (and I presume in most areas of 
medicine in which I am not expert). There are contra-
dictory meta-analyses in almost every subject: the treat-
ment of schizophrenia, the treatment of bipolar disorder, 
treatment of bipolar depression, the treatment of anxiety 
disorder, the treatment of obsessive compulsive disorder, 
etc.  It is hard for the clinician to decide whether one can 
base treatment on research evidence at all. It is confusing 
for NIMH and other funding agencies to decide whether 
psychiatry is a field worth funding for clinical research, 
given the non-replicability of results. It is even more dif-
ficult for pharmaceutical companies to decide whether 
to invest in psychiatric research if the results with com-
pounds that they want eventually to sell and profit from 
are often not replicable between phase II  studies and 
phase III studies.

What could be the reasons for this crisis? First, in 
a somewhat paradoxical way a reason might be the 
increasing faith of the public in medicine including 
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sary. The bioinformatics revolution allows the numbers 
of patients who can register at such a site from such a 
large number of countries in large numbers of different 
environments, social classes, and ethnic groups such that, 
in my opinion and that of others, the statistical ability 
to covary will not demand prospective randomization 
in order to obtain firm clinical knowledge. With the 
introduction of the electronic medical record in many 
countries, the same is becoming true in other areas of 
medicine including psychiatry. When depressed patients 
can register at an internet site and  rate their symptoms 
of depression and list their treatments,  and the N’s of 
such  data banks reach the tens of thousands, appropriate 
statistical calculations and covariances will allow us to 
determine whether a new antidepressant is better than 
the old or not and in which types of patients. 

The FDA and similar regulatory agencies in the 
future will concentrate on safety, that is, the proof that 
a compound is not dangerous for public consumption 
based on animal studies and small studies of normal 
volunteers. That will be phase I. Phase II will be small, 
innovative clinical trials as in this issue of the Israel 
Journal of Psychiatry. Phase III will disappear and be 
replaced by what is now Phase IV, the post marketing 
phase which will take place on internet sites. The results 
of these internet sites’ efficacy judgments will not be 
published  in a single article that will stand as “a fact” 
published on a specific date, rather the results on these 

internet sites will be updated perhaps daily. Physicians 
will be able to see the statistical chances of improve-
ment for a patient similar to the one they have in front 
of them at a particular time. They will be able to see 
those chances of improvement with the various com-
pounds available in the market at that time within vari-
ous subgroups of patients by clinical symptoms, age, sex 
and country as well as other variables. The data capacity 
of such systems will allow also comparison of specific 
subgroups such as patients who had a past response to 
a particular antidepressant or patients that might have 
had a particular psychosocial precipitant such as unem-
ployment. In clinical research we must adjust to the new 
internet reality and abandon the expensive, time con-
suming and often ethically problematic large clinical 
trials that have characterized the last generation. 
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