
Pediatric Clinical Trial Registration and Trial Results: An
Urgent Need for Improvement

Performing research studies in children to evaluate drugs and other
therapies is critical to providing proper pediatric medical care. For too
long, medication use in children has been limited to extrapolation from
adult studies or off-label use for indications that have not been properly
evaluated in children. It has been less than 20 years since practical
measures have been put in place to ensure that the necessary research
evaluating therapies is more consistently carried out in children.
Prompted by the American Academy of Pediatrics and other pediatric
organizations, the Food and Drug Administration (FDA) in 1997 and the
National Institutes of Health (NIH) in 1998 initiated policies designed to
increase the number of children in research studies, including drug
trials.1,2 Along with subsequent legislation, including the Best Phar-
maceuticals for Children Act (2002), and the Pediatric Research Equity
Act (2007), the initiatives by the FDA and NIH have succeeded in better
including children in pharmaceutical trials.

To ensure that clinical drug trials in children are not unnecessarily
repeated, the importance of a clinical trial registry has long been
recognized.3 It is the policy of the American Academy of Pediatrics that
“all clinical trials should be registered before initiation, and any results
(including negative findings) should be published or otherwise made
available to all researchers and the public.”4 This policy is consistent
with the requirements of FDA and NIH, and an online database, Clin-
icalTrials.gov, was created for this purpose.

In this issue of Pediatrics, Shamliyan and Kane have provided an im-
portant first look at how well clinical research registration is working
for studies involving children.5 Significant concernswere identifiedwith
regard to registration, completion rates, and posting of results. Al-
though more than 20 000 studies involving children have been regis-
tered on ClinicalTrials.gov since 2000, it appears that a substantial
proportion of NIH-sponsored studies have not registered. Although
70% of closed studies involving children have been completed, the
proportion of noncompleted studies seems to be rapidly increasing.
Perhaps most troubling, 95% of completed studies involving children
have not posted results to ClinicalTrials.gov, and fewer than one-third
of these completed studies have been published. At present, the
results of most clinical studies of children are unavailable to the
pediatric research community and the public. As a consequence, trials
may be unnecessarily repeated, and the information cannot be used to
guide therapy.

Also in this issue of Pediatrics, Carrasco and Bloch have provided a
specific example of how the unavailability of trial results can disadvan-
tage children and their physicians.6 The efficacy of serotonin receptor
inhibitors (SRI) for treating repetitive behaviors in autism spectrum
disorders was examined by searching the published literature and
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ClinicalTrials.gov. Meta-analysis of the
published literature suggested a small
but significant effect of SRI in the treat-
ment of repetitive behaviors. There was
substantial evidence of publication bias,
however; and adjusting for this extin-
guished the significant effect of SRI
treatment. Of particular note, there were
5 completed trials identified on Clin-
icalTrials.gov without posted results.
This lack of timely and complete disclo-
sure of trial findings results in physicians
being unable to make rational informed

decisions about the efficacy and risks of
SRI treatment of children with autism
spectrum disorders. It is especially ironic
that problems in making research data
available about the use of this class of
drugs in children created a firestorm
almost 10 years ago.7 Unfortunately, this
problem has not been resolved.

We have made great progress toward
including children in research, and
thousands of children have partici-
pated in clinical investigations. One of
the most important obligations to the

children and families who have will-
ingly enrolled in trials is to ensure that
their participation can benefit all chil-
dren. Only timely, complete, and readily
available clinical trial results can meet
this obligation. We have a viable mech-
anism (ClinicalTrials.gov) to post trial
results, but have fallen far short of the
goal. Addressing this deficiency will re-
quire a renewed commitment by clinical
investigators, the NIH, the pharmaceu-
tical industry, and the FDA. It is time for
urgent action.

REFERENCES

1. Food and Drug Administration Moderniza-
tion Act of 1997. Pub L. 105–115

2. Health NIo. NIH policy and guidelines on the
inclusion of children as participants in
research involving human subjects. 1998.
Available at: http://grants.nih.gov/grants/
guide/notice-files/not98-024.html. Accessed
February 25, 2012

3. Hetherington J, Dickersin K, Chalmers I, Meinert
CL. Retrospective and prospective identification
of unpublished controlled trials: lessons from a

survey of obstetricians and pediatricians. Pe-
diatrics. 1989;84(2):374–380

4. Shaddy RE, Denne SC; Committee on Drugs
and Committee on Pediatric Research. Clini-
cal report—guidelines for the ethical con-
duct of studies to evaluate drugs in pediatric
populations. Pediatrics. 2010;125(4):850–860

5. Shamliyan T, Kane RL. Clinical research involving
children: registration, completeness, and publi-
cation. Pediatrics. 2012;129(5). Available at:
www.pediatrics.org/cgi/content/full/129/5/e1291

6. Carrasco M, Volkmar FR, Bloch MH. Pharma-
cologic treatment of repetitive behaviors in
autism spectrum disorders: evidence of pub-
lication bias. Pediatrics. 2012;129(5). Available
at: www.pediatrics.org/cgi/content/full/129/5/
e1301

7. Magno J, Derivan A, Greenhill LL; Pediatric
Psychopharmacology Initiative. Making re-
search data available: an ethical imperative
demonstrated by the SSRI debacle. J Am Acad
Child Adolesc Psychiatry. 2004;43(5):512–514

COMMENTARY

PEDIATRICS Volume 129, Number 5, May 2012 e1321
 by guest on February 16, 2019www.aappublications.org/newsDownloaded from 

http://ClinicalTrials.gov
http://ClinicalTrials.gov
http://ClinicalTrials.gov
http://ClinicalTrials.gov
http://grants.nih.gov/grants/guide/notice-files/not98-024.html
http://grants.nih.gov/grants/guide/notice-files/not98-024.html
http://www.pediatrics.org/cgi/content/full/129/5/e1291
http://www.pediatrics.org/cgi/content/full/129/5/e1301
http://www.pediatrics.org/cgi/content/full/129/5/e1301


DOI: 10.1542/peds.2012-0621 originally published online April 23, 2012; 
2012;129;e1320Pediatrics 

Scott C. Denne
Improvement

Pediatric Clinical Trial Registration and Trial Results: An Urgent Need for

Services
Updated Information &

http://pediatrics.aappublications.org/content/129/5/e1320
including high resolution figures, can be found at: 

References
http://pediatrics.aappublications.org/content/129/5/e1320#BIBL
This article cites 3 articles, 2 of which you can access for free at: 

Subspecialty Collections

b
http://www.aappublications.org/cgi/collection/medical_education_su
Medical Education
following collection(s): 
This article, along with others on similar topics, appears in the

Permissions & Licensing

http://www.aappublications.org/site/misc/Permissions.xhtml
in its entirety can be found online at: 
Information about reproducing this article in parts (figures, tables) or

Reprints
http://www.aappublications.org/site/misc/reprints.xhtml
Information about ordering reprints can be found online: 

 by guest on February 16, 2019www.aappublications.org/newsDownloaded from 

http://http://pediatrics.aappublications.org/content/129/5/e1320
http://pediatrics.aappublications.org/content/129/5/e1320#BIBL
http://www.aappublications.org/cgi/collection/medical_education_sub
http://www.aappublications.org/cgi/collection/medical_education_sub
http://www.aappublications.org/site/misc/Permissions.xhtml
http://www.aappublications.org/site/misc/reprints.xhtml


DOI: 10.1542/peds.2012-0621 originally published online April 23, 2012; 
2012;129;e1320Pediatrics 

Scott C. Denne
Improvement

Pediatric Clinical Trial Registration and Trial Results: An Urgent Need for

 http://pediatrics.aappublications.org/content/129/5/e1320
located on the World Wide Web at: 

The online version of this article, along with updated information and services, is

ISSN: 1073-0397. 
60007. Copyright © 2012 by the American Academy of Pediatrics. All rights reserved. Print 
the American Academy of Pediatrics, 141 Northwest Point Boulevard, Elk Grove Village, Illinois,
has been published continuously since 1948. Pediatrics is owned, published, and trademarked by 
Pediatrics is the official journal of the American Academy of Pediatrics. A monthly publication, it

 by guest on February 16, 2019www.aappublications.org/newsDownloaded from 

http://pediatrics.aappublications.org/content/129/5/e1320

