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ACTION: Final rule.

SUMMARY: This final rule details the
requirements for submitting registration
and summary results information,
including adverse event information, for
specified clinical trials of drug products
(including biological products) and
device products and for pediatric
postmarket surveillances of a device
product to ClinicalTrials.gov, the
clinical trial registry and results data
bank operated by the National Library of
Medicine (NLM) of the National
Institutes of Health (NIH). This rule
provides for the expanded registry and
results data bank specified in Title VIII
of the Food and Drug Administration
Amendments Act of 2007 (FDAAA) to
help patients find trials for which they
might be eligible, enhance the design of
clinical trials and prevent duplication of
unsuccessful or unsafe trials, improve
the evidence base that informs clinical
care, increase the efficiency of drug and
device development processes, improve
clinical research practice, and build
public trust in clinical research. The
requirements apply to the responsible
party (meaning the sponsor or
designated principal investigator) for
certain clinical trials of drug products
(including biological products) and
device products that are regulated by
the Food and Drug Administration
(FDA) and for pediatric postmarket
surveillances of a device product that
are ordered by FDA.

DATES: These regulations are effective
on January 18, 2017. Additional
information on the effective date and
the compliance date can be found in
Section IV.F.

FOR FURTHER INFORMATION CONTACT:

Regulatory Process: Jerry Moore, NIH
Regulations Officer, Office of
Management Assessment, telephone
(301-496—4607) (not a toll-free number),
Fax (301-402-0169), or by email at
jm40z@nih.gov.

Technical Information: Kevin Fain,
Senior Advisor for Policy and Research,
ClinicalTrials.gov, National Center for
Biotechnology Information, NLM, NIH,
Department of Health and Human

Services, telephone (301-402-0650) (not
a toll-free number), Fax 301-402—0118,
or by email at register@clinicaltrials.gov.
SUPPLEMENTARY INFORMATION:

Executive Summary

Purpose of This Regulatory Action

This final rule clarifies and expands
requirements for the submission of
clinical trial registration and results
information to the ClinicalTrials.gov
database, which is operated by the
NLM. It implements the provisions of
section 402(j) of the Public Health
Service Act (PHS Act) (42 United States
Code (U.S.C.) 282(j)) as amended by
Title VIII of FDAAA and including
technical corrections made to FDAAA
under Public Law 110-316), which were
intended to improve public access to
information about certain clinical trials
of U.S. FDA-regulated drugs, biological
products, and devices (also referred to
as “FDA-regulated drugs, biological
products, and devices” in this
preamble) and certain pediatric
postmarket surveillances of a device.
Under section 402(j) of the PHS Act,
those responsible for specified clinical
trials of these FDA-regulated products
have been required to submit
registration information to
ClinicalTrials.gov since December 26,
2007, summary results information for
clinical trials of approved products as of
September 27, 2008, and certain adverse
events information since September 27,
2009. Section 402(j) of the PHS Act
requires the Secretary of Health and
Human Services to use rulemaking to
expand the requirements for submission
of summary results information, and
authorizes the Secretary to use
rulemaking to make other changes that
enhance, but do not decrease, the
available information about the
specified trials.

This final rule does not impose
requirements on the design or conduct
of clinical trials or on the data that must
be collected during clinical trials.
Instead it specifies how data that were
collected and analyzed in accordance
with a clinical trial’s protocol are
submitted to ClinicalTrials.gov. No
patient-specific data are required to be
submitted by this rule or by the law this
rule is intended to implement.

The major provisions of this rule are
summarized below. More detailed
discussions of these provisions are in
Sections III and IV of this preamble.

Summary of the Major Provisions of the
Regulatory Action

Applicable Clinical Trial

This final rule clarifies which clinical
trials of FDA-regulated drug products

(including biological products) and
device products and which pediatric
postmarket surveillances of a device
product, are applicable clinical trials for
which information must be submitted to
ClinicalTrials.gov. The final rule
considers all interventional clinical
trials with one or more arms and with
one or more pre-specified outcome
measures to be controlled clinical trials.
The final rule does not consider any
expanded access use (e.g., access under
treatment INDs or treatment protocols,
which provide widespread access,
access for intermediate-sized patient
populations, or access for individual
patients) to be an applicable clinical
trial. The final rule also describes an
approach for evaluating, prior to
registration, whether a particular
clinical trial or study is an applicable
clinical trial (see Section IV.A.5 and
Section IV.B.2).

Responsible Party

This final rule specifies that there
must be one (and only one) responsible
party for purposes of submitting
information about an applicable clinical
trial. The sponsor of an applicable
clinical trial will be considered the
responsible party, unless and until the
sponsor designates a qualified principal
investigator as the responsible party.
This final rule specifies the approach for
determining who will be considered the
sponsor of an applicable clinical trial
under various conditions, what qualifies
a principal investigator to be designated
a responsible party by a sponsor, and
how responsibility reverts to the
sponsor if a designated principal
investigator is unable to fulfill the
requirements for submitting information
to ClinicalTrials.gov unless and until
the sponsor designates another principal
investigator as the responsible party (see
Section IV.A.2).

Registration

This final rule specifies requirements
for registering applicable clinical trials
at ClinicalTrials.gov. It requires that the
responsible party register an applicable
clinical trial not later than 21 calendar
days after enrolling the first human
subject (also referred to as participant or
subject), and it specifies the data
elements of clinical trial information
that must be submitted at the time of
registration. These data elements
include the descriptive information,
recruitment information, location and
contact information, and administrative
data elements listed in section 402(j) of
the PHS Act, as well as additional
required data elements under the
Secretary’s authority to modify the
registration information requirements by
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rulemaking as long as such
modifications improve, and do not
reduce, the clinical trial information
available to the public in
ClinicalTrials.gov. We consider these
additional required registration data
elements necessary to enable the NIH to
implement other statutory provisions,
indicate the status of human subjects
protection review of the trial, facilitate
the public’s ability to search and
retrieve information from
ClinicalTrials.gov, and help ensure that
entries are meaningful and
unambiguous. We note that some of
these additional data elements required
under this rule were included in
ClinicalTrials.gov before FDAAA was
enacted or have been implemented
since 2007 as optional data elements
(see Section IV.B).

Although section 402(j) of the PHS
Act includes a provision delaying
public posting of registration
information for applicable clinical trials
of unapproved or uncleared device
products until the device product is
approved or cleared, the final rule
includes a provision under which the
responsible party for an applicable
device clinical trial can indicate to the
Agency that it is authorizing the public
posting of clinical trial registration
information that would otherwise fall
under the delayed posting provision
prior to approval or clearance of the
product (see Section IV.B.5).

Expanded Access Information

Section 402(j) of the PHS Act requires
the submission of information regarding
whether, for an applicable drug clinical
trial of an unapproved drug product
(including an unlicensed biological
product), expanded access to the
investigational product being studied in
the applicable clinical trial is available
under section 561 of the Federal Food,
Drug, and Cosmetic Act (FD&C Act). If
the responsible party for an applicable
clinical trial of an unapproved drug
product (including an unlicensed
biological product) is both the sponsor
of the applicable clinical trial being
registered and the manufacturer of the
unapproved product, this rule requires
the submission of a separate expanded
access record containing details about
how to obtain access to the
investigational product. Once an
expanded access record has been
created for a particular investigational
product and a National Clinical Trial
(NCT) number has been assigned to it,
the responsible party must update the
applicable clinical trial(s) with that NCT
number and provide that NCT number
when submitting clinical trial
registration information for any future

applicable clinical trial(s) studying the
same investigational product. The NCT
number for the expanded access record
allows ClinicalTrials.gov to link the
existing expanded access record to the
study record for the clinical trial (see
Section IV.B.5 and Section IV.D.3).

Results Information Submission

This final rule addresses the statutory
requirement for the submission of
summary results information for
applicable clinical trials of drug
products (including biological products)
and device products that are approved,
licensed, or cleared by FDA. It also
extends the requirement for results
information submission to applicable
clinical trials of drug products
(including biological products) and
device products that are not approved,
licensed, or cleared by FDA. The rule
requires the submission of data in a
tabular format summarizing participant
flow; demographic and baseline
characteristics; primary and secondary
outcomes, as well as results of any
scientifically appropriate statistical
tests; and adverse event information. In
addition, the rule requires the
submission of the full protocol and
statistical analysis plan (if a separate
document) (see Section IIL.D).

In general, this rule requires the
submission of results information not
later than 1 year after the completion
date (referred to as the “primary
completion date”’) of the clinical trial,
which is defined as the date of final data
collection for the primary outcome
measure. Results information
submission could be delayed for up to
2 additional years from the date of
submission of a certification that either
an unapproved, unlicensed, or
uncleared product studied in the trial is
still under development by the
manufacturer or that approval will be
sought within 1 year after the primary
completion date of the trial for a new
use of an approved, licensed, or cleared
product that is being studied in the trial.
This rule also permits responsible
parties to request extensions to the
results information submission
deadlines for “good cause” as well as a
permanent waiver of results information
submission requirements for
extraordinary circumstances (see
Section IV.C.3 and Section IV.C.6).

Adverse Events Information

This final rule requires the
responsible party to submit information
summarizing the number and frequency
of adverse events experienced by
participants enrolled in a clinical trial,
by arm or comparison group, as well as
a brief description of each arm or group

as a component of clinical trial results
information. It also requires submission
of three tables of adverse event
information: One summarizing all
serious adverse events; another one
summarizing other adverse events that
occurred with a frequency of 5 percent
or more in any arm of the clinical trial;
and finally, one summarizing all-cause
mortality data by arm or group. This
final rule clarifies that these adverse
event tables must include information
about events that occurred, regardless of
whether or not they were anticipated or
unanticipated. In addition, this rule
requires responsible parties to provide
the time frame for adverse event data
collection and specify whether the
collection approach for adverse events
was systematic or non-systematic. The
final rule does not require a responsible
party to collect adverse event
information that is not specified in the
protocol (see Section IV.C.4).

Updates and Other Required
Information

This final rule requires that all
submitted information be updated at
least annually if there are changes to
report. More rapid updating is required
for several data elements to help ensure
that users of ClinicalTrials.gov have
access to accurate, up-to-date
information about important aspects of
an applicable clinical trial or other
clinical trial. The final rule also requires
timely corrections to any errors
discovered by the responsible party or
the Agency during quality control
review of submissions or after the
information has been posted. The rule
clarifies that the responsible party’s
obligation to submit updates and
correction of errors ends on the date on
which the required data elements for
clinical trial results information have
been submitted for all primary and
secondary outcomes and all adverse
events that were collected in accordance
with the protocol, and the quality
control review process has concluded
(see Section IV.D.3).

Effective Date and Compliance Date

This final rule will be effective
January 18, 2017. As of that date, the
ClinicalTrials.gov system will allow
responsible parties to comply with the
rule. Responsible parties will have 90
calendar days after the effective date to
come into compliance with the
requirements of this rule (see Section
IV.F).

Legal Consequences of Non-Compliance

This final rule outlines the potential
civil or criminal actions, civil monetary
penalty actions, and grant funding
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actions that may be taken if responsible
parties fail to comply with the rule’s
requirements. It does not outline all
potential legal consequences, e.g., laws
governing the veracity of information
submitted to the federal government,
however, and should not be understood
as describing the exclusive means of
enforcement that the government might
undertake with respect to compliance
with the provisions of section 402(j) of
the PHS Act, including these regulations
(see Section IV. E).

Costs and Benefits

Based on our cost estimates, this
regulatory action is expected to result in
$59.6 million in annual costs, and it is
not expected to have a significant
impact on the economy. The costs
consist primarily of the time needed to
organize, format, and submit to
ClinicalTrials.gov information that was
prepared for or collected during the
clinical trial (e.g., summary of key
protocol details and clinical trial results
information). The potential benefits
include greater public access to
information about ongoing and
completed applicable clinical trials.
Such information may help potential
clinical trial participants to better
understand their options for
participating in new trials; to better
enable funders and clinical researchers
to determine the need for new trials; to
provide more complete information for
those who use evidence from clinical
trials to inform medical and other
decisions; and to better enable the
scientific community to examine the
overall state of clinical research as a
basis for engaging in quality
improvement (e.g., with regard to
research methods). The rule is also
expected to provide greater clarity about
what is required for those who are
subject to the legal mandate to submit
information to ClinicalTrials.gov (see
Section V).

Commonly Used Abbreviations

ANDA Abbreviated New Drug Application

API Application Program Interface

BLA Biologics License Application

CBER Center for Biologics Evaluation and
Research, FDA

CDER Center for Drug Evaluation and
Research, FDA

CDISC Clinical Data Interchange Standards
Consortium

CDRH Center for Devices and Radiological
Health, FDA

CFR Code of Federal Regulations

CONSORT Consolidated Standards of
Reporting Trials

CSR Clinical Study Report

CTRP Clinical Trial Reporting Program, NCI

EMA European Medicines Agency

EU European Union

EudraCT European Clinical Trials Database

FDA Food and Drug Administration, HHS

FDAAA Food and Drug Administration
Amendments Act of 2007

FDAMA Food and Drug Administration
Modernization Act of 1997

FD&C Act Federal Food, Drug, and
Cosmetic Act

FOIA Freedom of Information Act

FR Federal Register

HDE Humanitarian Device Exemption

HHS Department of Health and Human
Services

ICH International Conference on
Harmonization of Technical Requirements
of Pharmaceuticals for Human Use

ICMJE International Committee of Medical
Journal Editors

IDE Investigational Device Exemption

IND Investigational New Drug Application

IOM Institute of Medicine (now the Health
and Medicine Division of the National
Academies of Sciences, Engineering, and
Medicine)

IPD Individual Participant Data

IRB Institutional Review Board

IVD In Vitro Diagnostic

LPLV Last Patient Last Visit

MedDRA Medical Dictionary for Regulatory
Affairs

MeSH® Medical Subject Headings

NCI National Cancer Institute, NIH

NCT National Clinical Trial

NDA New Drug Application

NIH National Institutes of Health, HHS

NLM National Library of Medicine, NIH

NPRM Notice of Proposed Rulemaking

OHRP Office for Human Research
Protections, HHS

PCORI Patient-Centered Outcomes Research
Institute

PDF Portable Document Format

PHS Act Public Health Service Act

PMA Premarket Approval

PRS Protocol Registration and Results
System, ClinicalTrials.gov

RFA Regulatory Flexibility Act

SAP Statistical Analysis Plan

SNOMED CT® Systematized Nomenclature
of Medicine—Clinical Terms®

UMLS Unified Medical Language System

U.S. United States

U.S.C. United States Code

U.S. TSA U.S. Trade Secrets Act

UTSA Uniform Trade Secrets Act, Uniform
Law Commission

WHO World Health Organization

XML Extensible Markup Language
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Regulatory Text

I. Background

This final rule implements
requirements for submitting registration
and summary results information for
specified clinical trials of drug products
(including biological products) and
device products to ClinicalTrials.gov,
the clinical trial registry and results data
bank operated by the NLM, NIH, since
2000. This final rule provides for the
expanded registry and results data bank
specified in 402(j) of the PHS Act (42
U.S.C. 282(j)), as amended by Title VIII
of FDAAA and including technical
corrections made to FDAAA under
Public Law 110-316. These provisions
are intended to enhance patient
enrollment, provide a mechanism to
track subsequent progress of clinical
trials, provide more complete results
information, and enhance patient access
to and understanding of the results of
clinical trials (see 42 U.S.C. 282(j),
section 402(j) of the PHS Act).

The requirements apply to the
responsible party (the sponsor or
designated principal investigator) for
certain clinical trials of drug products
(including biological products) and
device products regulated by the FDA
under designated sections of the FD&C
Act.

The Notice of Proposed Rulemaking
(NPRM) for Clinical Trials Registration
and Results Submission was published
on November 21, 2014, in the FR (79 FR
69566). We received nearly 900
comments during the 120 day public
comment period, which closed on
March 23, 2015. Of the total comments
received, about 60 percent were nearly
identical in content, expressing support
for clinical trial transparency efforts and
the goals of the NPRM and provided
specific perspectives on a number of the
proposals. Another large subset of
comments also expressed support for
clinical trial transparency and the
NPRM goals, but did not comment on
specific proposals. There were about
100 distinct comments that addressed
specific NPRM proposals. As reflected
below, all of the comments were
reviewed and all points and
perspectives were carefully considered.
Section III includes discussion of

comments on several key issues in the
final rule, and Section IV includes
discussion of comments related to each
specific provision in the final rule. For
each key issue and specific provision,
we outline the statutory basis, the
NPRM proposal, the relevant public
comments, our response to the
comments, and the approach taken in
the final rule. The NPRM provided a
comprehensive review of the legislative
background and history that led to its
development and, by extension, to this
final rule. We review it again here in
brief.

NLM initially developed the database,
known as ClinicalTrials.gov, in response
to the statutory mandate of section 113
of the Food and Drug Administration
Modernization Act of 1997 (FDAMA) to
establish, maintain, and operate a data
bank of information on certain clinical
trials (these requirements currently are
codified at 42 U.S.C. 282(i), PHS Act
402(i)), and in support of NLM’s
statutory mission to improve access to
information to facilitate biomedical
research and the public health (see 42
U.S.C. 286(a)). The registry became
publicly available in February 2000.
Since the establishment of
ClinicalTrials.gov, the scientific
community, general public, and others
have called for many new measures to
improve access to and transparency of
information about clinical trials. In
addition, various parties have
developed and implemented trial
registration policies including, for
example, journal editors (through the
International Committee of Medical
Journal Editors (ICMJE)) [Ref. 1, 2] and
industry (through the International
Federation of Pharmaceutical
Manufacturers and Associations) [Ref.
3]. ClinicalTrials.gov accepts
information on trials other than those
legally required to be registered in
support of the mission of the NLM and
other policies such as those from the
ICMJE [Ref. 1, 2]. With the enactment of
Title VIII of FDAAA, the legal mandate
for ClinicalTrials.gov reporting was
expanded to include more registration
information for a broader set of clinical
trials, as well as results information.

As discussed in the proposed rule,
there are significant public health
benefits to requiring the disclosure of
the information required under this
rule. Enhancements to the scope of
ClinicalTrials.gov improve its utility in
assisting individuals in finding trials for
which they may be eligible to enroll,
and then ensuring that their
participation is honored and trust is
enhanced by creating a public record of
the trial and its results. In addition,
access to more complete information

about clinical trials has both scientific
and other public health benefits. The
scientific benefits relate to the
prevention of incomplete and biased
reporting of individual trials, and the
provision of information about a more
complete and unbiased set of trials; the
resulting set of data about clinical trials
can form a more robust basis for current
medical decision making and future
research planning. In addition,
ClinicalTrials.gov provides an overview
of the clinical trials enterprise,
facilitating quality improvement in
study focus, design, and reporting. The
rule should also provide greater clarity
about what is required for those who are
subject to the legal mandate to submit
information to ClinicalTrials.gov.

For many years, members of the
scientific community, general public,
industry, and others have been in active
discussions about the need for increased
access to information about clinical
trials [Ref. 4]. Communities have
expressed concern about the lack of
publications from clinical trials [Ref. 5]
(regardless of outcomes) and bias in the
literature, [Ref. 6, 7] which may be due
to selective reporting by trial sponsors
or by journals in response to
manuscripts that they deem less
interesting. Interested parties have
highlighted the importance of filling
this gap because of missed opportunities
to share knowledge that could have had
implications for research participants
who took part in these trials, future
research participants who may benefit
from this missing knowledge in the
design of studies in which they will
participate, and patients who may have
benefited from the missing information
in terms of a more robust understanding
of their diseases, conditions, and
potential treatments.

Even before this rulemaking,
extensive research had been conducted
using the clinical trial information that
is publicly available on
ClinicalTrials.gov. The published
literature relying on ClinicalTrials.gov
data includes:

¢ Studies characterizing the clinical
research for specific conditions, such as
acute kidney injury and the assessment
of endpoints and sample size in
prevention trials [Ref. 8];

¢ studies identifying research gaps in
a domain, such as for pediatric studies
[Ref. 9];

e studies assessing data mining
methods, such as the systematic
identification of pharmacogenomics
information from clinical trials [Ref. 10];

¢ studies characterizing the overall
clinical research landscape, such as the
characteristics of clinical trials
registered in ClinicalTrials.gov [Ref. 11];



64986 Federal Register/Vol. 81, No. 183/ Wednesday, September 21, 2016/Rules and Regulations

¢ studies evaluating publication bias
or selective reporting, such as the lack
of publication for trials registered on
ClinicalTrials.gov [Ref. 12];

e studies of research reporting, for
example, by examining discrepancies
between the ClinicalTrials.gov results
database and peer-reviewed
publications [Ref. 13]; and

¢ studies assessing specific research-
related methods and issues, such as the
reporting of non-inferiority trials in
ClinicalTrials.gov [Ref. 14] and the use
of ClinicalTrials.gov to estimate
condition-specific nocebo effects and
other factors affecting outcomes of
analgesic trials [Ref. 15].

Many commenters identified the
issues noted above, and supported the
need for greater access to information
about clinical trials. A large majority of
comments in response to the NPRM
expressed support for the rule, with
many noting the value of transparency
of clinical trials, in general. Commenters
highlighted that accessible information
about trials is critical for the public,
including patients, and will contribute
to better science in various ways. For
example, one commented that the
proposed rule promotes transparency,
benefitting patients in the long run.
Another asserted that doctors work with
uncertainty and that access to all results
information, regardless of statistical
significance, can be important. Others
argued that requiring more trials to be
registered and reported will allow
science to progress more quickly
because scientists will be able to learn
from trials that they otherwise would
not have had access to, helping them to
avoid “reinventing the wheel.”

On the other hand, we recognize that
the posting of results information from
applicable clinical trials of unapproved,
unlicensed, and uncleared products, as
well as unapproved, unlicensed, or
uncleared uses of approved/licensed/
cleared medical products, presents
special challenges. Despite the concerns
raised by opponents to the rule (such as
concerns from device manufacturers
and the pharmaceutical industry about
disclosure of what they view to be
proprietary, confidential information
and its impact on innovation and
investment incentives, and concerns
that the delay for submission of results
information is insufficient given the
length and cost of drug development), it
is important that results information for
each such clinical trial of an
unapproved, unlicensed, and uncleared
product be presented in an unbiased
manner, but with the understanding that
the evaluation of the overall benefit and
risk profile of each such product, or
each use of an already approved

product, be determined by an
assessment of the full evidence base for
that product (i.e., not from the results of
any one trial in isolation). Under the
FD&C Act, the PHS Act, and their
implementing regulations, firms that
market medical products are generally
required to submit an application to
FDA for premarket review, and provide
robust scientific evidence that
demonstrates that the product is safe
and effective for each of its intended
uses, before the firm distributes the
product for each such use. During FDA
premarket review of medical products,
FDA also generally reviews proposed
labeling for the intended use(s) of the
product to ensure that the labeling
provides adequate information for the
safe and effective use of the product.
Real harms have been associated with
use of medical products for unapproved
uses—harms to health as well as the
diversion of resources to ineffective
treatments [Ref. 16, 17].

A. Review of Scientific Benefits Related
to Specific Provisions of the Rule

Registration Information

A public registry of trials enables
interested parties, including patients, to
find trials in which they might want to
participate and facilitates the discovery
of trials for academic research centers
with experts studying particular
diseases or conditions [Ref. 18]. The
highly structured data, along with the
search engine, enable members of the
public to search for trials that might
meet their needs by using a variety of
technical and non-technical terms [Ref.
19]. This is of particular importance for
trials that involve unapproved,
uncleared, or unlicensed medical
products that might not have a generic
name [Ref. 20]. These trials tend to use
company-specific code names that
ClinicalTrials.gov links to their eventual
generic name (if one is assigned). As a
result, a user of the system can find all
trials associated with a given product,
even if they use different names (or
codes) at different stages of the product
development cycle. Without such a
registry, there would be no single,
centralized way to identify trials
studying any intervention for any
disease regardless of sponsor or funding
for which an individual may be eligible
(e.g., previous Federal trial registries
established under the Health Omnibus
Extension of 1988 for trials for human
immunodeficiency virus infection and
acquired immune deficiency syndrome,
commonly referred to as HIV/AIDS, and
FDAMA 113 for effectiveness studies for
serious or life-threatening diseases or
conditions conducted under

investigational new drug applications
(INDs) were limited to certain
conditions and one intervention type,
i.e., drugs).

The public record also ensures that
each individual’s participation in a trial
is appropriately respected by preventing
the conduct of “secret” trials, for which
their existence is not publicly known
(and/or their results are never publicly
reported after completion or
misreported—i.e., reporting bias) [Ref.
21, 22]. The unique identifier assigned
to each record (NCT number) also
permits, for the first time, a way to
identify each clinical trial
unambiguously [Ref. 23] and link
information about a single clinical trial
from different resources/databases [Ref.
24].

The searchable, structured listing of
trials also enables Institutional Review
Boards (IRBs) [Ref. 25], researchers,
funding agencies, systematic reviewers
[Ref. 26, 27], and other groups,
including the Presidential Commission
for the Study of Bioethics Issues [Ref.
28], and the National Academies of
Science workshops [Ref. 29], to see the
landscape of trials on a given topic, by
a particular funder, by geography [Ref.
30], by population [Ref. 9], or other
relevant criteria. Providing these users
with such a capability informs their
judgments about the potential value of
new trials, scientific and financial
accountability of sponsors, as well as
helping to ensure that assessments of
the risks and benefits of a potential
intervention for a particular use account
for the totality of evidence from all prior
trials. Such analyses of the clinical
research also provide feedback and
insights for the clinical research
community itself, by informing the
design and analysis of future trials [Ref.
11, 31, 32].

The information that describes the
clinical trial in the registry records also
facilitates assessments of the quality and
appropriateness of trial reporting by
enabling journal editors, researchers,
and other readers of the medical
literature to assess the degree to which
the disclosed results (e.g., journal
articles, scientific conferences)
accurately reflect the prespecified
protocol and have accounted for all
prespecified outcome measures. This
helps to (1) prevent the type of
incomplete results reporting that has
been documented in conference and
journal abstracts, as well as in full
journal articles [Ref. 33] and (2) allow
the members of the public to assess
fidelity to the protocol, which is
essential to understanding the validity
of disclosed results [Ref. 34].
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The freely downloadable registry data
enable third parties to use the
information that describes the clinical
trial to meet other specific needs [Ref.
35], such as reformatting the data for
constituents of various patient advocacy
groups (e.g., patients with breast cancer)
[Ref. 36], data mining for associations
among interventions and diseases
studied worldwide, and for use in semi-
automated data collection for
conducting critical appraisals and
systematic reviews to support evidence-
based medicine. For example, while
ClinicalTrials.gov does not itself match
potential participants with relevant
trials, the rule ensures the timely
posting of registration information about
trials currently enrolling participants.
This information is used by third parties
to provide matching services that help
patients find trials that might be
appropriate for them.

Summary Results Information

The public availability of results
information helps investigators design
trials and IRBs review proposed trials,
by allowing them to weigh the proposed
study’s risks and benefits against a more
complete evidence base than is
currently available through the
scientific literature [Ref. 37]. The rule
facilitates better science through aiding
in the identification of knowledge gaps
for trials of all types of products,
whether unapproved or approved and
marketed. Mandatory submission and
posting of results information will also
help investigators avoid repeating trials
on drug and device products (including
biological products) that have been
found to be unsafe or unsuccessful
while also providing access to
information that may help verify
findings.

While the registry information at
ClinicalTrials.gov can be used to
determine where information might be
missing from the literature (e.g., missing
trials, missing outcome measures) [Ref.
13, 38, 39], the results database fills
many gaps in the medical evidence base
by providing tabular objective data that
summarize findings from trials. These
data can be used by systematic
reviewers and others who analyze the
literature to develop evidence-based
treatment and policy recommendations
[Ref. 26].

FDAAA has led to the development of
a minimum reporting set that provides
key facts about the aggregate analyses
for each trial without the accompanying
narrative interpretations found in
journal articles[Ref. 40]. In this way,
results are made available in a timely
manner for all prespecified primary and
secondary outcome measures, and all

serious and frequent adverse events, and
complement the published literature
[Ref. 41].

The submission and posting of results
information on ClinicalTrials.gov may
occur before, simultaneously with, or
after journal publication, but is
independent of journal submission and
publication. The legal requirements
help to fill substantial gaps in the
database left by the non-publication (or
very delayed publication) of a
substantial portion of clinical trials in
the medical literature [Ref. 42, 43]. In
addition, the complete set of results
information for all primary and
secondary outcome measures that were
specified in a study protocol
supplements the more limited set of
results data found in the published
literature [Ref. 44]. The availability of
results information from applicable
clinical trials will help to prevent
skewing of the evidence base that is the
foundation of systematic reviews and
clinical practice guidelines. In addition,
if information were to be presented
publicly about the safety profile of an
approved drug product, the availability
of clinical trial results information
through ClinicalTrials.gov could help
inform the public record about the drug
product’s safety [Ref. 45].

Review of Public Health Benefits
Related to Specific Provisions of the
Rule

Results information for trials of
unapproved products may inform the
assessment of risks and benefits that
potential participants might face in
subsequent studies of those same or
similar products; they may also
contribute to the overall assessments
that are made of similar marketed
products [Ref. 46]. Trials of products
that are unapproved, unlicensed, and
uncleared are unlikely to be published
if the results of these trials are
insufficient to support applications for
product approvals (e.g., because the
study resulted in negative findings or
was inadequately designed or executed).
This rule’s requirements that
responsible parties submit results
information from clinical trials of
unapproved, uncleared, or unlicensed
products regardless of whether
approval, clearance, or licensure is
sought, as well as the public posting of
this information, are expected to
alleviate the concerns regarding bias in
the literature and selective publication.
Frequently cited economic benefits of
sharing clinical trial data generally
include avoiding a suboptimal return on
the financial resources invested by
study funders and sponsors [Ref. 471,
while the submission and posting of

results information from trials of
unapproved, uncleared, or unlicensed
products in particular is expected to
reduce costs by minimizing the number
of redundant trials. Overall, the rule’s
requirement ensures the public
availability and accessibility of
information that likely would not
otherwise have been in the public
domain.

The reporting of an unambiguous
accounting for all deaths, as required by
the final rule, within each trial enables
researchers and others to understand the
most basic elements of the study in a
way that was not previously possible in
many cases [Ref. 48].

Mandatory submission and posting of
the protocol and statistical analysis plan
(SAP) for each reported trial provides a
resource for researchers and others
interested in understanding the detailed
methods used to conduct a particular
trial and analyze the collected data [Ref.
49, 50, 51]. Our reasoning behind their
inclusion is more fully explained in
Section III.D on Submission of Protocols
and Statistical Analysis Plans, but we
wish to emphasize that availability of
the protocol and SAP is expected to
provide users of ClinicalTrials.gov with
a fuller picture of the trial. One of the
aims of the statute and of the rule is to
“provide more complete results
information” (section 402(j)(3)(D)(i) of
the PHS Act), which we believe
complements the goals of increased
transparency and accountability. As
such, the addition of the protocol as
clinical trial results information to be
submitted and posted on
ClinicalTrials.gov furthers this statutory
purpose and significantly enhances the
understanding of the trial and the
context of the data fields and results
information provided. It also enables
readers to conduct a more complete
evaluation of results [Ref. 47, 52, 53].
Although protocols are sometimes
provided along with published articles,
they are currently distributed among
different journal Web sites and cannot
be reliably found for most trials.
Protocols also help to provide a more
nuanced understanding of key trial
methods, including, for example, the
detailed eligibility criteria; how
information was collected for key
outcome measures and adverse events;
and how data were handled, including
detailed methods of statistical analyses.
Such details of trial methods can affect
the interpretation of a study’s findings
[Ref. 52, 53, 54, 55]. SAPs describe the
analyses to be conducted and the
statistical methods to be used, including
“plans for analysis of baseline
descriptive data and adherence to the
intervention, prespecified primary and
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secondary outcomes, definitions of
adverse and serious adverse events, and
comparison of these outcomes across
interventions for prespecified
subgroups. The full SAP describes how
each data element was analyzed, what
specific statistical method was used for
each analysis, and how adjustments
were made for testing multiple
variables. If some analysis methods
require critical assumptions, data users
will need to understand how those
assumptions were verified.” [Ref. 47].

Limiting ClinicalTrials.gov to Objective
Data

As described in greater detail in
Section III.C on Submission of
Technical and Non-technical
Summaries, the final rule does not
require the submission of technical or
non-technical narrative summaries of
study results due to a lack of evidence
that such summaries would always meet
the statutory standard of not being
misleading or promotional (section
402(j)(3)(D)(iii)(I) and section
402(j)(3)(D)(iii)(II) of the PHS Act). In
fact, experts suggest that such
summaries can lead to biased reporting,
whether because of omission or
commission [Ref. 56]. Presenting results
information in a tabular format leads to
a more objective database. We believe
that actively avoiding the introduction
of bias serves an important public
health interest—one that Congress
foresaw—and prevents
ClinicalTrials.gov from being a platform
in which data are conflated with
opinions or interpretation.

In this regard, it should be noted that
nothing in this rule authorizes a firm to
use information posted in, or links to,
other Web sites available on
ClinicalTrials.gov to promote
unapproved, unlicensed, or uncleared
medical products or unapproved,
unlicensed, or uncleared uses of
approved or cleared medical products,
or supersedes or alters other statutory
and regulatory provisions related to
such communications. For example,
under the FD&C Act, the PHS Act, and
their implementing regulations, firms
that market medical products are
generally required to submit an
application to FDA for premarket
review, and provide robust scientific
evidence that demonstrates that the
product is safe and effective for each of
its intended uses, before the firm
distributes the product for each such
use. To the extent firms make a product
available for one use (whether as a
medical product or not), but make
express or implied claims regarding the
safety or efficacy of that product for
another medical product use, for which

it lacks the applicable approval,
licensure or clearance, they are
effectively evading the premarket
review requirements of the applicable
law and undermining the public health
interests advanced by these
requirements.

In addition, where emerging and
developing scientific data are not yet
sufficiently complete or robust to
demonstrate safety and efficacy of the
product for an initial or additional
intended use, representations of safety
and effectiveness can be misleading,
particularly if addressed to health care
providers and/or patients [Ref. 57, 58].
Marketing activities and
communications can also be designed to
persuade, promote, and influence
prescribing and use in ways that are not
based on valid scientific evidence, to
the extent such evidence exists [Ref. 59,
60].

It is important to note that even
though we are limiting the submissions
to objective data elements, the
government does not independently
verify the scientific validity or relevance
of the information submitted to
ClinicalTrials.gov beyond the limited
quality control review by NIH, which is
focused on the clarity and completeness
of the information submitted, not the
quality, validity, meaning or relevance
of the trial itself. Accordingly, the
inclusion of data and information in the
ClinicalTrials.gov platform, the links to
other studies and Web sites, and the
conduct of the limited quality control
review by NIH, do not constitute a
government affirmation or verification
that the information within or
referenced in the database, or
communications that rely on that
information, are truthful and non-
misleading.

Other Benefits

Other benefits relate to the role in
assisting individuals in finding trials in
which to enroll, and then ensuring that
their participation is honored and trust
is enhanced by creating a public record
of the trial and its results. It also fulfills
an obligation to trial participants that is
established between them and the
research team. Individuals participate in
clinical trials with the understanding
that the research will contribute to the
expansion of knowledge pertaining to
human health. When trial information is
withheld from public scrutiny and
evaluation, the interpretation of the data
and the public’s trust in the research
may be compromised. The rule helps to
further the goal of ensuring that
participation in research leads to
accountability via the public reporting
of information. Much has been written

about the importance of trust in clinical
research, and although many factors
promote the development of trust,
ensuring a public record of the trials in
which people participate contributes
significantly to this goal [Ref. 47, 61].

Finally, the availability of results
information is expected to assist people
in making more informed decisions
about participating in a clinical trial by
providing them and their care providers
with access to information about the
results of a broader set of clinical trials
of various interventions that have been
studied for a disease or condition of
interest.

B. Anticipated Long-Term Benefits of
ClinicalTrials.gov Beyond the Final Rule

ClinicalTrials.gov provides the
scaffolding on which individual
participant data (IPD (the next frontier
in transparency) and other trial “meta-
data” can be organized in the future.
This is particularly important to
catalyze the enormous potential value of
data sharing. Such IPD (and, for
example, associated biospecimens) are
most valuable if their availability is
identified in a searchable system and
associated with key trial meta-data so
that they can be used in a scientifically
appropriate manner. ClinicalTrials.gov
provides mechanisms for linking the
trial records with sources of IPD and
meta-data about each trial as
recommended by the Institute of
Medicine (IOM)in a 2015 report entitled
Sharing Clinical Trial Data: Maximizing
Benefits, Minimizing Risks and ICMJE
[Ref. 47, 62]; the search interface allows
for the easy identification of such data
so that researchers can identify data for
their secondary use.

II. Overview of Statutory Provisions

The final rule clarifies and establishes
additional procedures and requirements
for registering and submitting results
information, including adverse event
information, for certain clinical trials of
drug products (including biological
products) and device products, as well
as for pediatric postmarket surveillances
of a device product that are required by
FDA under section 522 of the FD&C Act;
the final rule requirements implement
section 402(j) of the PHS Act.

Title VIII of FDAAA, enacted on
September 27, 2007, section 801(a),
amended the PHS Act by directing the
Secretary of the Department of Health
and Human Services (HHS), acting
through the Director of the NIH (or the
Agency) to expand the existing clinical
trial registry data bank known as
ClinicalTrials.gov and to ensure that the
data bank is publicly available through
the Internet. Among other duties, NIH is
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directed to expand the data bank to
include registration information for a
broader set of clinical trials than were
required to register under FDAMA.
Section 402(j) of the PHS Act specifies
that identified entities or individuals,
called responsible parties, are to submit
registration information for certain
applicable clinical trials of drugs
(defined by section 402(j)(1)(A)(vii) of
the PHS Act to include biological
products) and devices, including any
pediatric postmarket surveillance of a
device required by FDA under section
522 of the FD&C Act (21 U.S.C. 3601).
Section 402(j)(2)(A)(iii) of the PHS Act
authorizes the Secretary of HHS to
modify by regulation the data elements
required for registration, provided that
the Secretary provides a rationale for
why such modification “improves and
does not reduce” the information
included in the data bank. The statute
specifies certain deadlines by which
registration information is to be
submitted to the data bank.

Section 402(j)(3) of the PHS Act
further directs the Agency to augment
the registry data bank to include
summary results information through a
multistep process, as follows:

First, for those clinical trials that form
the primary basis of an efficacy claim or
are conducted after a product is
approved, licensed, or cleared, the
registry data bank is to be linked to
selected existing results information
available from the NIH and FDA
(section 402(j)(3)(A) of the PHS Act).
Such information includes citations to
published journal articles focused on
the results of applicable clinical trials,
posted FDA summaries of FDA advisory
committee meetings at which applicable
clinical trials were considered, and
posted FDA assessments of the results of
any applicable drug clinical trials that
were conducted under section 505A or
505B of the FD&C Act (21 U.S.C. 355a,
21 U.S.C. 355¢).

Second, for each applicable clinical
trial subject to section 402(j) of the PHS
Act, the responsible party must submit
to the data bank results information
required under section 402(j)(3)(C) of
the PHS Act. Such information is to
include tables of demographic and
baseline characteristics of the “patients
who participated in the clinical trial”
(section 402(j)(3)(C)(i) of the PHS Act),
i.e., the enrolled human subjects, and
the primary and secondary outcome
measures for each arm of the clinical
trial, as well as a point of contact for
scientific information about the clinical
trial results and information on whether
certain agreements exist between the
sponsor and the principal investigator
that limit the ability of the principal

investigator to discuss or publish the
results of an applicable clinical trial
after it is completed. The
ClinicalTrials.gov basic results
component was launched on September
27, 2008.

In addition, section 402(j)(3)(I)(i) of
the PHS Act directs the Secretary to
issue regulations to “determine the best
method for including in the registry and
results data bank appropriate results
information on serious adverse and
frequent adverse events for applicable
clinical trials (required to submit results
information under section 402(j)(3)(C) of
the PHS Act) in a manner and form that
is useful and not misleading to patients,
physicians, and scientists.” If
regulations are not issued by September
27, 2009, then section 402(j)(3)(I)(ii) of
the PHS Act specifies that the statutorily
mandated adverse event reporting
provisions specified in section
402(j)(3)(M)(iii) of the PHS Act shall take
effect, requiring the submission of
certain information summarizing
serious and frequent adverse events
observed during an applicable clinical
trial. Regulations were not issued by the
deadline, so the statutorily mandated
adverse event reporting provisions
required by sections 402(j)(3)(I)(ii) and
(iii) of the PHS Act took effect on
September 27, 2009, at which time the
ClinicalTrials.gov basic results database
was updated accordingly. Section
402(j)(3)(D(v) of the PHS Act indicates
that adverse event information is
“deemed to be” clinical trial
information that is included in the data
bank pursuant to the requirements for
results information submission under
section 402(j)(3)(C) of the PHS Act.

Third, section 402(j)(3)(D) of the PHS
Act requires the Secretary to further
expand the data bank by regulation ““to
provide more complete results
information and to enhance patient
access to and understanding of the
results of clinical trials.” It requires
consideration of specific issues in
developing the regulations, in
particular:

(1) Whether to require submission of
results information for applicable
clinical trials of products that are not
approved, licensed, or cleared (whether
approval, licensure, or clearance was
sought) (see section 402(j)(3)(D)(ii)(II) of
the PHS Act.); and if submission of
clinical trial results information is
required for such applicable clinical
trials, the date by which that
information is required to be submitted.
(See section 402(j)(3)(D)(iv)(III) of the
PHS Act.);

(2) Whether non-technical written
summaries of the clinical trial and its
results can be included in the data bank

without being misleading or
promotional. (See section
402(j)(3)(D)(iii)(I) of the PHS Act.);

(3) Whether technical written
summaries of the clinical trial and its
results can be included in the data bank
without being misleading or
promotional. (See section
402(j)(3)(D)(iii)(I1) of the PHS Act.);

(4) Whether to require submission of
the full clinical trial protocol or only
such information on the protocol as may
be necessary to help evaluate the results
of the trial. (See section
402(j)(3)(D)(iii)(I) of the PHS Act.);

(5) Whether the 1 year period for
submission of results information
should be increased to a period not to
exceed 18 months. (See section
402(j)(3)(D)(iv)(I) of the PHS Act.); and

(6) Whether requirements for results
information submission as set forth in
the regulations should apply to
applicable clinical trials for which
results information required under
section 402(j)(3)(C) of the PHS Act is
submitted before the effective date of
such regulations. (See section
402(j)(3)(D)(iv)(I) of the PHS Act.).

Section 402(j)(3)(D)(v) of the PHS Act
further requires that the regulations
shall establish:

(1) A standard format for the
submission of clinical trial information.
(See section 402(j)(3)(D)(v)(I) of the PHS
Act.);

(2) Additional information on clinical
trials and results written in
nontechnical, understandable language
for patients. (See section
402(j)(3)(D)(v)(II) of the PHS Act.);

(3) Procedures for quality control,
with respect to completeness and
content of clinical trial information, to
help ensure that data elements are not
false or misleading and are non-
promotional. (See section
402(j)(3)(D)(v)(II) of the PHS Act.);

(4) Appropriate timing and
requirements for updates of clinical trial
information and whether and how such
updates should be tracked. (See section
402(j)(3)(D)(v)(IV) of the PHS Act.);

(5) A statement to accompany the
entry for an applicable clinical trial
when primary and secondary outcome
measures for such applicable clinical
trial are submitted as a voluntary
submissions after the date specified in
section 402(j)(2)(C) of the PHS Act. (See
section 402(j)(3)(D)(v)(V) of the PHS
Act.); and

(6) Additions or modifications to the
manner of reporting the data elements
established under the results
information submission provisions of
section 402(j)(3)(C) of the PHS Act. (See
section 402(j)(3)(D)(v)(VI) of the PHS
Act.).
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Section 402(j)(3)(D)(vii) of the PHS
Act requires the Secretary to convene a
public meeting to solicit input from
interested parties on those issues. The
public meeting was convened on April
20, 2009, on the NIH campus. The
public meeting attracted more than 200
registered participants and 60 written
comments. All of the comments
received prior to, during, and after the
public meeting are available in the
Clinical Trials Public Meeting Docket,
ID: NIH-2009-0002, at the
www.regulations.gov Web site [Ref. 63].
We carefully reviewed the comments
received in developing the proposed
provisions to address the considerations
enumerated in section 402(j)(3)(D) of the
PHS Act. Many of the comments helped
inform development of the proposed
rule, which was issued on November 21,
2014, for public comment. For purposes
of this rulemaking, we prepared a
memorandum summarizing these
comments from the public meeting and
the issues commented upon [Ref. 64].

Furthermore, section 402(j)(4)(A) of
the PHS Act directs that the data bank
accept “voluntary submissions” of
complete registration or complete
results information for certain clinical
trials for which such information would
not otherwise be required to be
submitted, provided that the responsible
party complies with requirements that
could involve submission of
information on additional clinical trials.

Section 402(j)(5) of the PHS Act
specifies certain procedures and
penalties related to non-compliance.
Among other things, it directs NIH to
publicly post notices of noncompliance
in the data bank; requires report forms
under certain HHS grants to include a
certification that required registration
and results information submission
under section 402(j) of the PHS Act are
complete; requires federal agencies to
verify compliance before future funding
or continuation of funding under
section 402(j) of the PHS Act; and grants
FDA the authority to sanction
responsible parties who fail to comply
with section 402(j) of the PHS Act.

Section 801(b) of FDAAA includes
certain conforming amendments to the
FD&C Act, which make failure to
comply with specified requirements of
section 402(j) of the PHS Act, and the
submission of false or misleading
clinical trial information under section
402(j) of the PHS Act, prohibited acts
under the FD&C Act (see 21 U.S.C.
331(jj)(1)—(3)). Committing any such
prohibited act could subject the violator
to criminal and/or civil penalties,
including civil money penalties.

Section 801(c) of FDAAA requires the
Secretary to issue guidance on how the

requirements of section 402(j) of the
PHS Act apply to a pediatric postmarket
surveillance of a device, where that
pediatric postmarket surveillance is not
a clinical trial. The preamble of this
final rule addresses this topic and is
intended to serve as the required
guidance.

Section 801(d) of FDAAA includes a
preemption provision, which states that
“[ulpon the expansion of the registry
and results data bank under section
402(j)(3)(D) of the PHS Act, as added by
this section, no State or political
subdivision of a State may establish or
continue in effect any requirement for
the registration of clinical trials or for
the inclusion of information relating to
the results of clinical trials in a
database.”

I11. Discussion of Public Comments on
Selected Key Issues

A. Scope and Applicability

The final rule covers requirements for
the submission of clinical trial
registration and results information to
the ClinicalTrials.gov database. It
includes expanded requirements for the
submission of clinical trial registration
and results information, as authorized
by section 402(j) of the PHS Act, to
improve public access to information
about certain clinical trials of FDA-
regulated drug products (including
biological products) and device
products. However, the rule does not
impose requirements on the design or
conduct of clinical trials or on the data
that must be collected during clinical
trials. Instead it specifies how data that
were collected and analyzed in
accordance with a clinical trial’s
protocol are to be submitted to
ClinicalTrials.gov.

Following the public comment
period, we received comments on a
variety of the NPRM’s sections and key
issues, which are discussed in detail in
the other subsections of Section III and
in Section IV of this preamble. We also
received comments from approximately
115 commenters on topics that, while
important, are outside of the scope of
the NPRM and the rule. Although we
are not responding to these comments,
the types of topics raised by these
comments are described below.

We received comments suggesting
that the rule should establish
requirements for the conduct of clinical
trials and that compliance with the rule
should affect whether future clinical
trials may proceed. For example, it was
suggested that the rule should not
permit trials with placebo groups to be
conducted where there is no benefit to
the participant and the condition

studied is life-threatening. It was also
suggested that studies should not be
allowed to proceed to the next phase
until all information submission
requirements of the rule are met. We
emphasize neither section 402(j) of the
PHS Act nor this rule establishes
requirements for clinical trial design or
progress.

Commenters also provided input on
the role of human subjects review
boards, suggesting that the rule should
require all proposed studies to be
subject to their review, and that the rule
should clarify HHS’ position on human
subjects protection. The role of human
subjects review boards in the course of
research is outside of the scope of this
rule, but Human Subjects Protection
Review Board Status is a required
registration data element (see
§§11.10(b)(35) and 11.28(a)(2)(iv)(D)).

Commenters also provided input on
how they see the role of the rule with
respect to FDA action. For example, it
was suggested that the rule should
prohibit the approval of a product
application submitted to FDA unless
results information submission
requirements have been met. While the
rule’s results information submission
requirements are connected to FDA
approval, licensure, or clearance in
terms of triggers for results information
submission in certain cases, the rule
does not affect, direct, or prohibit FDA
from acting on a particular application
or submission. Although FDA'’s actions
with respect to approval, licensure, or
clearance are outside the scope of this
rule, FDA enforces FDAAA’s
registration and results information
submission requirements and the
requirement that a responsible party not
submit false and/or misleading
information. As described in more detail
in Section IV.E, if FDA identifies a
violation, the Agency may notify the
responsible party and, as appropriate,
initiate administrative proceedings for
civil monetary penalties or the process
for civil or criminal judicial actions.

We received comments about
enforcement of the rule, suggesting that
NIH and FDA should be enforcing the
current requirements (i.e., before the
rule’s effective date) as well as the
additional results information reporting
requirements in the final rule. We have
addressed the applicability of the
requirements of section 402(j) of the
PHS Act and final rule throughout this
preamble, including in the Effective
Date, Compliance Date, and
Applicability of Requirements in this
Part discussion in Section IV.F. A few
commenters suggested that FDA should
enforce results information reporting
requirements and that it should cancel
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marketing approvals “in cases of
egregious misrepresentations.”
Commenters also proposed specific
penalty structures, such as only
penalizing the responsible party and not
the institution and making all
intentional violations criminal with
mandatory prison sentences. They also
proposed incentives, such as providing
easier submission mechanisms and
citable credit for shared data sets. The
specifics of how and under what
circumstances FDA will seek to enforce
section 402(j) of the PHS Act are beyond
the scope of the rule, as are issues
relating to the marketing of FDA-
regulated products. FDA may issue
guidance regarding enforcement in the
future. FDA enforces FDAAA’s
registration and results information
submission requirements and the
requirement that a responsible party not
submit false and/or misleading
information. As described in more detail
in Section IV.E, if FDA identifies a
violation, the Agency may may notify
the responsible party and, as
appropriate, initiate administrative
proceedings for civil monetary penalties
or the process for civil or criminal
actions.

Although we did include in the
preamble to the proposed rule a general
discussion of the statutory procedures
and penalties related to non-compliance
(79 FR 69570), we did not otherwise
discuss in detail the legal ramifications
of failure to comply with the
requirements of section 402(j) of the
PHS Act, including these regulations.
Other than the requirement that a
responsible party not submit false or
misleading information and the
associated notice of potential liabilities
for doing so (see § 11.6), the proposed
codified text did not describe the
potential legal consequences of failing
to comply with the requirements of the
rule. However, as discussed in Section
IV. E below, we are adding a new
§ 11.66 that describes potential legal
consequences provided for in the
FDAAA enforcement provisions for
failure to comply with the requirements
in these regulations.

Some commenters suggested that the
rule should require registered trials to
make IPD datasets available to qualified
researchers and some suggested that the
rule should require the submission and
disclosure of de-identified IPD datasets
to ClinicalTrials.gov. The sharing or
submission of de-identified IPD is not
required or authorized in section 402(j)
of the PHS Act, and is, thus, not
included in this rule. In addition,
ClinicalTrials.gov does not currently
have a mechanism to directly collect
datasets containing de-identified IPD.

As discussed in Section I, however,
ClinicalTrials.gov provides optional
registration data elements that allow
responsible parties to specify whether
there is a plan to share the IPD or
associated documents from the trial.
Providing such meta-data about IPD in
a searchable system facilitates
identification of such data for use in a
scientifically appropriate manner. In
this way, we anticipate that
ClinicalTrials.gov can be used in the
future to catalyze IPD sharing.

Some commenters expressed concern
about whether posting results
information might be considered “prior
publication” by journal editors thereby
precluding subsequent publication of a
journal article, while others suggested
that posting of results information could
be delayed an additional 12 months
while papers undergo peer review. The
rule implements the directives of
section 402(j) of the PHS Act and is
independent of the ICMJE clinical trial
registration policy [Ref. 1, 2]. However,
we note that the ICMJE has stated that
submission of summary results to
ClinicalTrials.gov will not be considered
prior publication and will, thus, not
interfere with journal publication [Ref.
2]. Interested parties are encouraged to
explore the policies of the ICMJE and of
the journals to which they seek to
submit papers.

Some commenters also requested that
NIH publish guidance clarifying the
rule’s requirements and provide training
to clinical investigators about them. The
Agency intends to continue making
guidance documents and other materials
available, including examples, case
studies, and, as discussed below, a
publicly-accessible checklist-based tool
available at https://
prsinfo.clinicaltrials.gov (or successor
site) consisting of the relevant data
elements and detailed explanation of
each criterion. One commenter also
suggested that one of the reasons for
poor compliance with current law is the
difficulty in interpretation and
complexities around results reporting.
We expect that the clarifications in this
rule will help to address this concern.

Commenters provided suggestions
regarding the usability of
ClinicalTrials.gov. Comments regarding
technical changes to the Web site are
discussed in Section IV.A.4 (“In what
format must clinical trial information be
submitted?—§ 11.8”’). While the details
of the usability of ClinicalTrials.gov
were not outlined in the NPRM or
codified in this rule, we do wish to
address these comments. Some
commenters were dissatisfied with the
process for entering data into the
Protocol Registration and Results

System (PRS), noting it is difficult to
navigate, cumbersome, and complex.
The PRS is the electronic system
maintained by ClinicalTrials.gov that
responsible parties use to register and
submit results information for their
studies, described at https://
prsinfo.clinicaltrials.gov. They pointed
to limitations of the PRS in sorting,
filtering, and building queries, and some
had specific suggestions on elements by
which the site should be able to search,
filter, and sort. We note that the PRS
user interface has been updated
incrementally over time with significant
changes being made between 2014 and
2016, including the implementation of
features to help streamline the results
data entry process. In addition, based on
usability study findings and expert
evaluation, we further streamlined the
data submission process for registration
and results information, improved the
reporting and portfolio management
functions (with this series of
enhancements, including one made in
March 2016, addressing many of the
concerns expressed by commenters),
and provided enhanced resource
materials for data submitters. We have
also been providing 1-on-1 assistance to
investigators submitting results in the
PRS. While we continue our efforts to
enhance the usability of the PRS and
train personnel at academic institutions
to provide centralized support to their
investigators, the 1-on-1 assistance
initiative has proven to be effective for
providing customized support to
investigators in fulfilling their
requirements—especially for the many
investigators who are using the PRS to
submit results information for the first
time. We will also expand the options
in the PRS to accommodate the
requirements of the final rule.

Commenters wanted the site to be
user-friendly and allow for feedback,
suggesting the NIH consult with experts
to develop tools and with members of
the public to ensure a user-friendly
interface. We have conducted usability
studies with a wide user audience and
continue to obtain valuable feedback
from a survey implemented on the
public site. An example of a change that
was made using this feedback was
adding an option to search for trials
based on the specific age of the potential
participant (previously only age groups
were easily searchable). We note that
users may continue to provide feedback
by using the “Contact NLM Help Desk”
link on the bottom of every page on the
ClinicalTrials.gov public Web site and
by responding to the survey, when
prompted. We intend to further consider
this valuable input and collect
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additional input as we continue to
refine the site and optimize it to support
provider and patient needs and to
improve its scientific utility. Our goal is
for clinical researchers, data scientists,
health care providers, patients, and the
public users of the site to have a more
positive experience and for the site to be
functional for these diverse audiences.

Other commenters wanted to be sure
the Agency has sufficient resources to
carry out NLM’s mission. Commenters
also requested better communication
between the ClinicalTrials.gov staff that
operate the PRS and responsible parties,
particularly via email, and suggested
that the NIH reinstate in-person training
sessions. Over the last year, we have
expanded both the customer service and
reviewer staff and provided
comprehensive training to help ensure
communications with responsible
parties are as prompt, clear, and helpful
as possible. We will continue to ensure
staff are well-trained and monitor the
satisfaction of responsible parties with
the communications they receive. We
will continue to offer PRS training to
responsible parties. In addition, we will
be launching a series of activities, such
as webinars and presentations at
selected conferences, to educate the
biomedical research community about
their obligations and to ensure that
patients and care providers are aware of
the information available at
ClinicalTrials.gov. All such information
will be available from https://
prsinfo.clinicaltrials.gov. Overall, we are
taking steps to improve the usability of
the resource for all users of
ClinicalTrials.gov, data submitters and
data users alike.

Finally, a few commenters suggested
that the law and the final rule should
apply to all researchers conducting
clinical trials with NIH funds. A number
of commenters also took note of the
proposed NIH Policy on Dissemination
of NIH-Funded Clinical Trial
Information, which was issued by NIH
on November 19, 2014, in tandem with
the publication of the NPRM [Ref. 65].
The policy proposed that all NIH-
funded awardees and investigators
conducting clinical trials should be
expected to register their clinical trials
and submit results information to
ClinicalTrials.gov. NIH proposed that
the policy would apply to awardees and
investigators conducting clinical trials,
funded in whole or in part by NIH,
whether or not they are subject to
section 402(j) of the PHS Act. The
policy would, thereby, also apply to
NIH-funded phase 1 clinical trials of
FDA regulated drugs, small feasibility
studies of devices, and trials of
interventions not regulated by FDA,

including surgical and behavioral
interventions.

The draft policy proposed that the
same registration and results
information submission elements and
reporting timeframes that would be
required under the final rule would also
apply to those clinical trials subject to
the NIH policy, through the terms and
conditions of the NIH funding awards.
Most of the NPRM commenters who
also commented on the draft NTH policy
were supportive of it and of its
application to a wider range of clinical
trials [Ref. 66]. NIH considered those
comments and comments received on
the policy itself in developing the final
policy. The final policy is substantively
the same as the proposed draft policy in
terms of scope, applicability, and the
content and timing of registration and
results information submission. It
requires NIH-funded applicants and
offerors to submit a plan for the
dissemination of NIH-funded clinical
trial information that will address how
the policy’s expectations for registration
and results information submission will
be met. NIH-funded awardees and
investigators conducting clinical trials
funded in whole or in part by NIH will
be required to comply with all terms
and conditions of award, including
following their plan for the
dissemination of NIH-funded clinical
trial information. The final NIH policy,
NIH Policy on Dissemination of NIH-
Funded Clinical Trial Information,
appears elsewhere in this FR [FR
OFFICE, PLEASE CROSS-REFERENCE
NIH POLICY] and includes a preamble
discussing the public comments on the
draft policy.

B. Submission of Results Information for
Applicable Clinical Trials of
Unapproved, Unlicensed, or Uncleared
Products for Any Use

Overview of Proposal

Section 402(j) of the PHS Act requires
the submission and posting of
registration information and results
information for applicable clinical trials
of approved, licensed, or cleared
products, as well as submission of
registration information and posting
requirements for applicable clinical
trials of unapproved, unlicensed, or
uncleared products. The statute
provides the Secretary with the
discretion through rulemaking to
require the submission of results
information from applicable clinical
trials of products that are unapproved,
unlicensed, or uncleared, whether or
not approval, licensure, or clearance
was sought. In particular, section
402(j)(3)(D)(ii)(I1) of the PHS Act

specifies that the Secretary, through
regulation, shall establish whether
results information should be required
for ““(aa) an applicable drug clinical trial
for a drug that is not approved under
section [505 of the FD&C Act] and not
licensed under section [351 of the PHS
Act] (whether approval or licensure was
sought or not); and (bb) an applicable
device clinical trial for a device that is
not cleared under [section 510(k) of the
FD&C Act] and not approved under
section [515 or section 520(m) of the
FD&C Act] (whether clearance or
approval was sought or not).” Given this
authority and various factors discussed
in the NPRM (79 FR 69633), we
proposed to require submission of
results information from applicable
clinical trials of FDA-regulated drugs
(including biological products) and
devices that are unapproved,
unlicensed, or uncleared for any use as
of the completion date, whether or not
approval, licensure, or clearance was
sought.

Regarding the scope of trials for
which submission of results information
in accordance with subpart C of the
proposed rule is required, § 11.42(a)
proposed to require submission of
results information for all applicable
clinical trials (i.e., regardless of whether
the product being studied was
approved, licensed, or cleared) for
which submission of registration
information was required under
proposed § 11.22 and for which the
completion date was on or after the
effective date of the rule. Section
11.42(b) proposed to require submission
of results information for those
applicable clinical trials for which
submission of registration information
was required under proposed § 11.22
and for which the completion date was
before the effective date of the rule, but
for which the relevant results
information submission deadline in
proposed § 11.44 was on or after the
effective date of the rule and results
information was submitted on or after
the effective date, consistent with the
applicable deadline established by
proposed § 11.44.

With respect to the proposed results
information submission deadlines for
applicable clinical trials of drugs and
devices that are not approved, licensed,
or cleared by FDA for any use as of the
completion date of the trial (where the
completion date occurs prior to the
effective date of the final rule), but are
subsequently approved on or after the
effective date, proposed § 11.44(a)(2)
would require results information to be
submitted by the earlier of (i) 1 year
after the primary completion date or (ii)
30 calendar days after FDA approval,
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licensure, or clearance, except as
otherwise provided under § 11.44(c),
(d), or (e). Under proposed § 11.44(c),
results information submission for
applicable clinical trials studying FDA-
regulated drugs (including biological
products) or devices that were not
approved, licensed, or cleared by the
FDA for any use before the completion
date of the trial may be delayed for up
to 2 additional years (i.e., up to 3 years
after the primary completion date) if the
responsible party certifies before the
results information submission deadline
that initial approval, licensure, or
clearance of the studied product is being
sought or may be sought by the sponsor
at a future date. If the responsible party
so certifies, all required clinical trial
results information must be submitted
by the earlier of (1) 30 calendar days
after FDA approves, licenses, or clears
the drug or device for any indication
studied in the applicable clinical trial,
(2) 30 calendar days after a marketing
application or premarket notification is
withdrawn and not resubmitted within
210 calendar days, or (3) 2 years from
the date of certification (proposed

§ 11.44(c)(2)). Proposed § 11.44(d)
addressed the submission requirements
in situations where clinical trial results
information has not been collected for a
secondary outcome measure by the
completion date.

The NPRM also addressed the
situation in which results information
for an applicable clinical trial of a
device not previously approved or
cleared is required to be submitted.
Proposed § 11.35(b)(2) implemented
section 402(j)(2)(D)(ii)(I) of the PHS Act,
which prohibits the Director from
posting submitted registration
information prior to the date on which
FDA approves or clears the device
studied in the applicable clinical trial.
Therefore, the timelines for submitting
and posting clinical trial results
information for applicable device
clinical trials for unapproved or
uncleared devices in proposed §§ 11.44
and 11.52, respectively, could result in
the public availability of clinical trial
results information for such trials before
the information submitted during
registration is posted in accordance with
proposed § 11.35(b)(2) for these same
trials, and for devices that are never
approved or cleared, without such
registration information ever being
posted.

As we explained in the NPRM,
posting clinical trial results information
without sufficient corresponding public
availability of certain descriptive
information about the trial (that is
similar to the type of information
included as part of registration) would

fail to provide the necessary context for
understanding clinical trial results
information, thereby significantly
limiting understanding of posted results
information (79 FR 69580). Section
402(j)(3)(D)(ii)(II) of the PHS Act
authorizes the Secretary to require,
through rulemaking, the submission of
clinical trial results information for
applicable clinical trials of products that
have not been approved, licensed or
cleared, whether or not approval,
licensure or clearance had been sought.
Specifically, it authorizes the Secretary
to require, for an applicable device
clinical trial of a device that has not
been previously approved or cleared,
the submission of the results
information that is described in section
402(j)(3)(D)(iii) of the PHS Act. Section
402(j)(3)(D)(iii) of the PHS Act states
that the regulations “‘shall require, in
addition to the elements described in
[section 402(j)(3)(C) of the PHS Act] . . .
[sluch other categories as the Secretary
determines appropriate.” Thus, for
applicable device clinical trials of
unapproved or uncleared devices, the
Secretary can require, through
rulemaking, submission of “such other
categories’’ of results information as the
Secretary determines appropriate in
addition to the information required
under section 402(j)(3)(C) of the PHS
Act. As discussed in the NPRM, in order
to “enhance patient access to and
understanding of the results of clinical
trials” as required by section
402(j)(3)(D)(i) of the PHS Act, we
interpreted ‘““such other categories” of
results information for applicable device
clinical trials of unapproved or
uncleared devices subject to proposed
§11.35(b)(2) and for which posting of
registration information continues to be
delayed to include, among other things,
certain descriptive information that is
similar to the type of information that is
required to be submitted under section
402(j)(2)(A)(ii) of the PHS Act (79 FR
69581). Accordingly, proposed
§11.48(a)(6) required responsible
parties for applicable device clinical
trials of unapproved or uncleared
devices, for which the device remained
unapproved or uncleared at the time of
results information submission to
submit this descriptive information as
part of clinical trial results information.

Comments and Response

A number of commenters addressed
the topic of results information
submission for applicable clinical trials
of unapproved, unlicensed, or uncleared
products. Commenters who supported
the proposal stated that public
availability of results information from
trials of unapproved, unlicensed, and

uncleared drugs (including biological
products) and devices is expected to
have public health benefits, as it helps
protect the safety of participants who
volunteer to be in clinical trials by
reducing the likelihood that people will
unknowingly design, approve, or
participate in clinical trials that are
duplicative and unnecessary (e.g.,
because similar clinical trials have
already been conducted but not
published), or that are potentially
ineffective or harmful (e.g., because
similar interventions have been shown
to be harmful or ineffective in previous,
unpublished clinical trials).
Commenters also stated that results
information from trials of unapproved,
unlicensed, or uncleared products will
reduce costs by minimizing the number
of redundant trials.

Commenters expected that public
availability of results information will
assist potential human subjects in
making more informed decisions about
participating in a clinical trial by
providing them and their care providers
with information about the results of a
broader set of clinical trials of various
interventions that have been studied for
a disease or condition of interest.
Investigators and human subjects
protection review boards that already
have access to unpublished information
from the sponsor of a clinical trial or the
manufacturer of a drug or device will
have access via ClinicalTrials.gov to
information about other clinical trials of
similar unapproved, unlicensed, or
uncleared products that might help
them in designing or considering the
potential risks and benefits of
participation in a clinical trial.

Commenters highlighted that results
should be put to the broadest use
because participants in research often
put themselves at risk to participate and
they deserve to have their participation
contribute to the advancement of
medical science, so that future patients
may benefit from the knowledge gained.
Commenters also indicated that
increased transparency could help
researchers learn from failed trials,
verify findings, advance research, and
improve overall understanding of
disease. Commenters stated that trial
results that are never published distort
the evidence base for systematic reviews
conducted to support development of
clinical practice guidelines, which
increases the time and effort needed to
develop such guidelines. One
commenter suggested that because it is
common for products to be used outside
of their approved marketing
authorization in medical practice,
information on trials of unapproved,
unlicensed, or uncleared products
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should comply with robust reporting
requirements in order to minimize
potential risk to the public.

A couple of commenters mentioned
that the requirement to submit results
information from trials of unapproved
products is consistent with the 2014
European Union (EU) clinical trial
regulations. We agree with this point
and note the ongoing regulatory efforts
by the European Medicines Agency
(EMA) to make results information from
clinical trials of drugs conducted within
the EU available in a publicly accessible
data bank, regardless of the approval
status of the drug [Ref. 67, 68, 69]. As
discussed in the NPRM, all clinical
trials of drugs performed within the EU
are registered in EMA’s European
Clinical Trials Database (EudraCT)
database, with information on phase 2,
3, and 4 clinical trials and all pediatric
clinical trials made public through the
EU Clinical Trials Register (79 FR
69578) [Ref. 70]. In October 2013, EMA
released a new version of the EudraCT
database to support the submission and
public posting of summary clinical trial
results on the EU Clinical Trials Register
(EU CTR). The specified summary
results information differs from the
detailed information that would be
submitted to EMA as part of a Marketing
Authorization Application. As noted in
the EMA’s announcement, the EudraCT
summary results data requirements are
“substantially aligned”” with those of the
ClinicalTrials.gov results database [Ref.
71].

Commenters who were opposed to the
proposal suggested that submission (and
public posting) of results information
for trials of products still under
development may curtail incentives to
invest in innovative research. Regarding
devices in particular, it was suggested
that requiring results information
submission for trials of uncleared
devices will have a negative effect on
the development of new and innovative
devices. Comments suggested that the
risk of disclosing such results
information would outweigh the benefit
to the public, who cannot use a product
that is not approved, licensed, or
cleared. See the discussion of §11.44 in
Section IV.C.3 of this preamble for
comments and the Agency response
regarding the timeline for submission of
results information for trials of
unapproved, unlicensed, or uncleared
products.

Several commenters raised legal
challenges, citing the FD&C Act, the
Freedom of Information Act (FOIA), and
the U.S. Trade Secrets Act (U.S. TSA).
We disagree with these comments. As
an initial matter, we would like to
clarify that FDA’s disclosure laws and

regulations do not apply to information
submitted to ClinicalTrials.gov. FDA’s
statutory provisions apply to
information obtained by the FDA
pursuant to the enumerated statutory
provisions of the FD&C Act, (see
sections 301(j) and 520(c) of the FD&C
Act) and FDA’s general and product-
specific disclosure regulations for drug
products (including biological products)
and device products apply to FDA
records. (See 21 CFR part 20 and 21 CFR
312.120, 314.430, 807.95, 812.38, and
814.9). Information submitted to
ClinicalTrials.gov is submitted to NIH
pursuant to section 402(j) of the PHS
Act and the regulations promulgated
under it. Registration and results
information submitted to
ClinicalTrials.gov is not obtained
pursuant to the FD&C Act, nor is it
maintained as an FDA record.

With respect to the FOIA (5 U.S.C.
552), although the FOIA provides a
general right to obtain information in
Federal Agency records, it also
establishes certain exemptions from
disclosure; thus, while the FOIA is,
broadly speaking, a disclosure statute, it
also states that the disclosure
requirements do not apply to
information in Agency records if that
information falls within one of the
enumerated exemptions (see 5 U.S.C.
552(b)). In other words, an Agency is
not required to release information
under FOIA if that information falls
within one of the enumerated
exemptions. One of the categories of
information that is exempted from
disclosure is “trade secrets and
commercial or financial information
obtained from a person [that is]
privileged and confidential.” (5 U.S.C.
552(b)(4)). In contrast, the U.S. TSA (18
U.S.C. 1905) explicitly prohibits the
release of such information by an
Agency employee from Agency records.
However, the U.S. TSA prohibitions do
not apply when the disclosure of
information is authorized by law. As
established by the Supreme Court in
Chrysler Corp. v. Brown, 441 U.S. 281
(1979), a statute or validly promulgated
regulation requiring disclosure
constitutes “authorization by law” for
purposes of the U.S. TSA. Section 402(j)
of the PHS Act requires that the Agency
post certain registration and results
information from applicable clinical
trials, and further requires the Secretary
to determine via rulemaking whether to
require the submission and posting of
results information from applicable
clinical trials of unapproved,
unlicensed, or uncleared drugs and
devices (see section 402(j)(3)(D)(i) and
(i1)(II) of the PHS Act), as well as to

determine what results information
must be submitted (see section
402(j)(3)(D)(iii)(IV) of the PHS Act).
Accordingly, to the extent that clinical
trial information, including but not
limited to results information from
applicable clinical trials of unapproved,
unlicensed, or uncleared drugs and
devices, described in section 402(j) of
the PHS Act and this final rule may
contain trade secret and/or confidential
commercial information, the
requirement that such information be
posted on ClinicalTrials.gov is
authorized by law for the purposes of
the U.S. TSA.

It was also suggested that the
provision in section 402(j)(2)(D)(ii)(I) of
the PHS Act for delayed disclosure of
registration information prohibits the
posting of results information for
applicable clinical trials of unapproved
or uncleared devices. We believe the
authority to require submission of
results information for applicable
clinical trials of unapproved and
uncleared devices is clear from the
language in section
402(j)(3)(D)(i1)(IN)(bb) of the PHS Act.
We have explained above the reasoning
for requiring responsible parties to
submit certain descriptive information
as part of clinical trial results
information for certain applicable
device clinical trials of unapproved or
uncleared device products, which is
maintained in the final rule at
§11.48(a)(7).

One commenter also suggested that
disclosure would be a forced release of
trade secrets and confidential
commercial information in violation of
common law applicable to trade secrets.
Another commenter raised a
constitutional challenge, suggesting that
the Agency would be disclosing trade
secrets through this requirement, which
they argued would constitute a
regulatory taking of property without
just compensation, in violation of the
Fifth Amendment of the U.S.
Constitution. We disagree.

The Supreme Court found in
Ruckelshaus v. Monsanto (467 U.S. 986
(1984)) that trade secrets are property
for purposes of the application of the
Takings Clause of the Fifth Amendment.
Most states have adopted the Uniform
Trade Secrets Act (UTSA) and its
definition of “protected trade secret
interests”: “[IInformation, including a
formula, pattern, compilation, program,
device, method, technique, or process
that: (i) Derives independent economic
value, actual or potential, from not
being generally known to, and not being
readily ascertainable by proper means
by, other persons who can obtain
economic value from its disclosure or
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use, and (ii) is the subject of efforts that
are reasonable under the circumstances
to maintain its secrecy.” (See UTSA
with 1985 Amendments § 1(4)).

However, even if there is a protected
trade secret interest, the question of
whether the government’s proposed
regulation amounts to a taking under the
Fifth Amendment requires additional
analysis. In Penn Cent. Transp. Co. v.
City of New York (438 U.S. 104 (1978)),
the Supreme Court set forth a three-
factor analysis for determining whether
a regulatory taking had occurred.
Specifically, the Court identified (1) The
extent to which an Agency’s regulation
interferes with distinct investment-
backed expectations, (2) The economic
impact of the regulation on the
claimant, and (3) The character of the
governmental action.

As an initial matter, none of the
commenters identified any specific
information that they assert constitutes
trade secret information for purposes of
a takings analysis, and that would be
taken as a result of the statutory and
regulatory requirements regarding
submission to and posting on
ClinicalTrials.gov. With respect to the
factors outlined by the Supreme Court
in Penn Central, we do not believe that
drug and medical device manufacturers
have a reasonable expectation at this
time that the results information
described in the final rule will be kept
confidential. This is because (1) the
field of drug and device development is
highly regulated, (2) there has been
robust public debate over the need for
greater transparency of clinical trial
results, and (3) it has been clear since
the proposed rule was issued in 2014
(and in our view since the enactment of
FDAAA, with its requirement that the
rulemaking address the issue of results
information submission and posting for
applicable clinical trials of unapproved,
unlicensed, and uncleared products),
that such information can and may be
made available to the public. None of
the commenters have identified specific
information required under the
regulations that they believe would be
of value to competitors, or that would
allow competitors to benefit from
innovators’ scientific and technical
advancements. Nor, as stated above,
have they identified specific clinical
trial results information that would be
required to be submitted and that would
meet the definition of a protected trade
secret property interest for purposes of
a takings analysis.

Regarding the final factor under Penn
Central, we reiterate that, as discussed
at length in this preamble, as well as in
the proposed rule, there are significant
public health benefits to requiring the

disclosure of the information posted on
ClinicalTrials.gov, including for
applicable clinical trials of unapproved,
unlicensed, and uncleared products. For
many years the scientific community,
general public, industry and others have
engaged in high-profile public
discussions about the need for increased
access to information about clinical
trials. Potential societal harms
associated with having an incomplete
medical evidence base have been
reviewed; for example, studies have
revealed that selective publication of
clinical trial results could give a
misleading picture about serious
adverse effects of widely marketed
drugs and about increased risks of such
effects in certain segments of the
population [Ref. 45].

As noted previously, the requirements
for submission to and posting on
ClinicalTrials.gov have the additional
public health benefit of supporting
international standards and norms (e.g.,
Declaration of Helsinki, World Health
Organization (WHO) Statement on
Public Disclosure of Clinical Trials
Results) and with industry,
governmental, and other policies. The
requirements under section 402(j) of the
PHS Act, including those in this final
rule, reflect our careful consideration
and balancing of the burdens and
benefits of the disclosure of this
information for the drug and medical
device industry and the public. These
requirements further the important
public health goals of enhancing patient
enrollment in clinical trials, providing a
mechanism to track the progress of
clinical trials, and enhancing patient
access to and understanding of the
results of clinical trials.

The final rule maintains the proposal
to require the submission of results
information for applicable clinical trials
of unapproved, unlicensed, or uncleared
products, regardless of whether FDA
approval, licensure, or clearance is or
will be sought or obtained. We conclude
that this requirement is in furtherance of
the express statutory purpose of section
402(j)(3)(D)() of the PHS Act, which
states that the Secretary shall expand
the registry and results data bank “[t]o
provide more complete results
information and to enhance patient
access to and understanding of the
results of clinical trials.” We considered
a number of factors, notably the
potential public health benefits of
timely disclosure of results information
for applicable clinical trials of
unapproved, unlicensed, or uncleared
products; the potential effects of
disclosure on the competitive advantage
of drug and device manufacturers,
including incentives to invest in the

development of new products intended
to improve public health; and other
results information submission
requirements and policies (e.g., those of
the EMA). Other considerations include
the relative burden on the responsible
party of submitting results information
for an applicable clinical trial of an
unapproved, unlicensed, or uncleared
product, the date by which results
information must be submitted and
practical issues of implementation and
compliance.

As discussed in the NPRM (79 FR
69578), we recognize that the posting of
results information about applicable
clinical trials of unapproved,
unlicensed, and uncleared products
presents special challenges. Such
information would be accessible to care
providers and their patients but describe
products that are not approved,
licensed, or cleared, and thus may not
be available outside of clinical trials.
Further, even for approved, licensed, or
cleared products, the posted results
information might contain information
about unapproved, unlicensed, or
uncleared uses and further information
may be helpful in understanding
potential risks and benefits. We believe
that the results information from any
individual applicable clinical trial
should be considered in the context of
the broader set of information available
about the product and alternative
products. In keeping with current
practice, we intend to establish links
from clinical trial records in
ClinicalTrials.gov to additional sources
of information, including but not
limited to the FDA and NIH information
specified in section 402(j)(3)(A)(ii) of
the PHS Act (we intend to indicate that
the links were added by the Agency and
not by the responsible party for the
applicable clinical trial). We intend to
provide information to assist users in
better understanding and interpreting
the information available in
ClinicalTrials.gov, including materials
that describe the general purpose and
content of the data bank, a general
description of the limitations of the
results information presented, and
cautions that the information should be
used in conjunction with advice from
healthcare professionals.

In this regard, it bears repeating that
nothing in this rule authorizes a firm to
use information posted in, or links to
other Web sites available on,
ClinicalTrials.gov, to promote
unapproved, unlicensed, or uncleared
medical products or unapproved,
unlicensed, or uncleared uses of
approved, licensed, or cleared medical
products, or supersedes or alters other
statutory and regulatory provisions
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related to such communications. In
addition, the government does not
independently verify the scientific
validity or relevance of the information
submitted to ClinicalTrials.gov beyond
the limited quality control review by
NIH. As discussed in Section II1.C.12 of
the NPRM, since responsible parties
have been submitting results, the NIH
has used a two-step process for quality
control, starting with an automated
system-based check prior to submission
followed by a detailed, manual review
after submission. This detailed review is
based on quality review criteria for
identifying apparent errors, deficiencies,
or inconsistencies that are not detected
by the automated checks. If any such
problems are identified in the detailed,
manual review, the proposed rule
stated, the Director would send an
electronic notification to the responsible
party, indicating that the submission
contains apparent errors, deficiencies,
and/or inconsistencies listing such
issues and requesting that they be
addressed. Accordingly, the inclusion of
data and information in the
ClinicalTrials.gov platform, the links to
other studies and Web sites, and the
conduct of the limited quality control
review by NIH, do not constitute a
government affirmation or verification
that the information within or
referenced in the database, or
communications that rely on that
information, are truthful and non-
misleading, particularly where they are
being pointed to in the context of
treatment decisions relating to the use of
a product for an unapproved use.

The final rule does make a
modification to the NPRM regarding
applicable clinical trials that are
completed before the effective date of
the final rule and that study a product
that is not approved, licensed, or
cleared as of the effective date of the
final rule. Proposed § 11.44(a)(2) would
have required that for: (1) Applicable
clinical trials that reach their
completion date prior to the rule’s
effective date, (2) of products that are
unapproved, unlicensed, or uncleared
as of the completion date, and (3) for
which the studied product is approved,
licensed, or cleared by FDA on or after
the effective date, if not otherwise
subject to other deadlines specified in
proposed § 11.44, results information
must be submitted by the earlier of one
year after the completion date or 30
calendar days after FDA approval,
licensure, or clearance. A commenter
suggested this could result in a situation
in which a trial ends shortly before FDA
approval or clearance and is not given
a full year to submit results information

after the trial’s primary completion date.
This provision has been removed from
the final rule. As discussed in more
detail below, an applicable clinical trial
of an unapproved, unlicensed, or
uncleared product that reaches its
primary completion date before the
effective date of the final rule is not
subject either to the results information
submission requirements in the final
rule or the results information
submission requirements specified in
section 402(j)(3)(C) and section
402(j)(3)(1) of the PHS Act.

Commenters also suggested changes
to the scope of the results information
submission requirement for applicable
clinical trials of unapproved,
unlicensed, or uncleared products and
addressed the statutory charge to the
Secretary to determine whether the rule
should require the submission of results
information from applicable clinical
trials of unapproved, unlicensed, or
uncleared products, whether or not
approval, licensure, or clearance will be
sought (section 402(j)(3)(D)(ii)(II) of the
PHS Act). Commenters suggested
various options on the subject of the
abandonment of product development,
including that abandoned products
should be identified, but submission of
results information from applicable
clinical trials of such products should
not be required; commenters also
suggested that the rule should only
apply to applicable clinical trials of
unapproved, unlicensed, or uncleared
products that have been declared
abandoned by the sponsor.

As explained in the proposed rule and
above, while limiting results submission
to those applicable clinical trials of
unapproved, unlicensed, or uncleared
products for which product
development has been abandoned by
industry would mitigate industry
concerns about disclosing potentially
valuable information to competitors, it
would do little to address concerns
about bias in the disclosure of
information (79 FR 69577). Considerable
information of potential scientific,
clinical, and public significance would
still be hidden from public view and
would continue to be unavailable for
consideration by human subjects
protection review boards in assessing
proposed clinical trials, by individuals
considering participation in them, or by
other researchers who are planning
similar clinical trials or clinical trials of
similar products. In addition, limiting
results information submission and
posting to applicable clinical trials of
products for which product
development has been abandoned
would be difficult to administer because
only the sponsor and/or manufacturer

are in a position to determine that
product development has been
abandoned for all potential uses.
Moreover, product development is often
suspended for periods of time before
being resumed when company priorities
change or an investigational product is
transferred to another company.
Information about unapproved,
unlicensed, or uncleared products for
which product development may have
been suspended might therefore remain
undisclosed for long periods of time,
depriving the public of the benefits that
could result from disclosure.

A few commenters suggested that if
the proposal is adopted, only a limited
number of primary or key secondary
outcomes prior to regulatory approval
should be required to be submitted, or
the final rule should allow the
submission of redacted results
information, especially when the
product has not been approved,
licensed, or cleared by FDA. The
Agency disagrees; we believe that
results information submission for all
pre-specified primary and secondary
outcomes, as required in the statute, is
necessary to serve the public interest in
having access to full and complete
information. Selective reporting of
results information would produce an
incomplete and potentially skewed
submission that ultimately would not
serve the interests of the public and
users of ClinicalTrials.gov.

Finally, it was suggested that device
manufacturers be permitted to withhold
proprietary information from the public
as long as doing so does not pose a risk
to patients. As discussed in Section
IV.B. 5, trials of unapproved or
uncleared device products qualify for a
delay in the disclosure of registration
information. However, based on the
evidence available in the published
literature as described in Section I of
this preamble, we have concluded that
selectively withholding of clinical trial
information, including results
information, at the discretion of the
responsible party does not best serve the
public interest. In addition, section
402(j) of the PHS Act requires the trial
results in summary form (rather than
individual participant-level form),
which we believe can be provided
without disclosing trade secret or
confidential commercial information.
Commenters did not indicate how such
results information is or could be
considered proprietary (or how it could
contain proprietary information).
Furthermore, even if the summary
results information required to be
submitted and posted does include such
proprietary information, as discussed
above, section 402(j) of the PHS Act and
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this final rule constitute authorization
by law to disclose this information.

Final Rule

Based on the comments received and
the statutory requirements, this final
rule maintains the requirement to
submit results information from
applicable clinical trials of unapproved,
unlicensed, and uncleared products
consistent with the timelines outlined
in §11.44. The timely disclosure of
results information, along with options
for limited delays in results information
submission deadlines with certification
when seeking initial approval,
licensure, or clearance, or approval,
licensure, or clearance of a new use,
takes into consideration the various
interests at stake, including the public
health benefits of disclosure and the
commercial interests of sponsors.

Registration information must be
submitted by the deadlines outlined in
§ 11.24, which do not distinguish
between the submission of information
from applicable clinical trials of
approved, licensed, or cleared products
and information from applicable clinical
trials of unapproved, unlicensed, or
uncleared products. Section 11.35
specifies (see Section IV.B.5) the
timelines for posting of registration
information for applicable drug clinical
trials (regardless of product approval
status), applicable clinical trials of
device products that previously were
approved or cleared, and applicable
clinical trials of device products that
have not been previously approved or
cleared (which qualify for delayed
posting in § 11.35(b)(2)(i)). Section
IV.B.5 also describes new
§ 11.35(b)(2)(ii) that provides a process
for a responsible party to indicate to the
Director that it is authorizing the
Director to publicly post its clinical trial
registration information at
ClinicalTrials.gov prior to the date of
FDA approval or clearance of its device
product. If the responsible party submits
the Post Prior to U.S. FDA Approval or
Clearance data element under
§ 11.28(a)(2)(i)(Q), the Director will post
publicly the registration information
that would otherwise be subject to
delayed posting as specified in
§ 11.35(b)(2)(i), except for certain
administrative data, as soon as
practicable.

Under § 11.44, delayed submission of
results information for applicable
clinical trials involving products that
are unapproved, unlicensed, or
uncleared for any use is permitted only
if the responsible party certifies as set
forth in § 11.44 (c) (and prior to the
standard results information submission
deadlines as specified in § 11.44(a)) that

the sponsor or manufacturer intends to
continue with product development,
meaning that it is either seeking, or may
at a future date seek, initial approval,
licensure, or clearance of the product
under study in the applicable clinical
trial. For the purposes of this final rule
only, we interpret “use” to include
“indication.” For the purposes of this
final rule, “indication” means ‘“‘the
disease or condition the product is
intended to diagnose, treat, prevent,
cure, or mitigate.”

Section 402(j)(3)(D)(iv)(I) of the PHS
Act directs that, in determining the
timeline for submission of results
information from applicable clinical
trials of unapproved, unlicensed, or
uncleared products, the Secretary take
into account both the certification
process under section 402(j)(3)(E)(iii) of
the PHS Act “when approval, licensure,
or clearance is sought” and “whether
there should be a delay of submission
when approval, licensure, or clearance
will not be sought.” Specifically with
regard to applicable clinical trials of
unapproved, unlicensed, or uncleared
products for which approval, licensure,
or clearance will not be sought, we
interpret the phrase “will not be
sought” in section 402(j)(3)D)(iv)(III)(bb)
of the PHS Act to mean that the sponsor
or manufacturer has no intention of
continuing with commercial
development of the product. For these
trials, as with the disclosure of clinical
trial results information from applicable
clinical trials of all unapproved,
unlicensed, or uncleared products, we
believe that the public benefits of
disclosure of results information
outweigh any private, commercial
interests (see discussion in Section II,
Overview of Statutory Provisions). With
respect to products for which initial
approval, licensure, or clearance is, or
may at a future date be sought, we
recognize that, in many cases, this is
information that will be known only to
the sponsor or manufacturer of the drug
product (including biological product)
or device product and may not even be
known to them at the time a clinical
trial is completed, especially for an
earlier stage trial, such as a phase 2
applicable drug clinical trial. Instead,
the sponsor or manufacturer may know
only that it intends to continue with
product development, such as through
the conduct of a subsequent clinical
trial. Therefore, as a condition of
delaying results information submission
for unapproved, unlicensed, or
uncleared products for any use,

§ 11.44(c) requires the responsible party
to certify that the sponsor intends to
continue with product development and

either is seeking, or may at a future date,
seek approval, licensure, or clearance. If
the responsible party elects to submit a
certification for delayed submission, it
is the responsible party’s obligation to
verify that the particular applicable
clinical trial meets the § 11.44(c)
criteria, as explained in this preamble.

If, after submission of a certification
under § 11.44(c), the drug product
(including biological product) or device
product studied in the applicable
clinical trial becomes approved,
licensed, or cleared for the use studied
in the applicable clinical trial, results
information will be due 30 calendar
days after the date of product approval,
licensure, or clearance. If, after
submission of such a certification,
initial approval is no longer being
sought (e.g., product development is
abandoned), any continued delay in
results information submission is not
warranted, and the responsible party
should submit results information as
soon as practicable, but not later than 30
calendar days after the application or
premarket notification is withdrawn
without resubmission for no less than
210 calendar days (i.e., 240 calendar
days after submission of the withdrawal
request). We limit the allowable delay
period for results information
submission for applicable clinical trials
of unapproved, unlicensed, or uncleared
products for any use to 2 years after the
submission of a certification (i.e., up to
a total of 3 years after the primary
completion date) for delayed results
information submission, which parallels
the statutorily-mandated 2 year
limitation in § 11.44(b). The certification
must be submitted prior to the date on
which results information would
otherwise be due under the standard
submission deadline in § 11.44(a) (i.e.,
12 months after the primary completion
date), and we permit only one
certification to be submitted for each
clinical trial.

In addition, the final rule maintains
§11.48(a)(6) as proposed in final
§ 11.48(a)(7), which requires responsible
parties to submit additional descriptive
results information for applicable device
clinical trials of unapproved or
uncleared devices for which registration
information is not posted at the time of
results information submission. In such
situations, posting clinical trial results
information with certain descriptive
information that is similar to the type of
information that is included as part of
registration, provides the necessary
context for understanding clinical trial
results information and improves the
understanding of posted results
information. As explained in the
proposed rule, facilitating this
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understanding is why journal articles
and other reports of the results of
clinical trials routinely include
information about the disease or
condition and interventions under
study, the inclusion and exclusion
criteria for participants, the location(s)
of the trial, etc. Without such
information, results data about patient
demographics, outcomes, and adverse
events could be uninterpretable and
inaccessible. For example, patients and
other users typically access clinical trial
results by searching for (and retrieving)
clinical trials with specific
characteristics that involve a particular
intervention or type of intervention,
study a particular disease or condition,
recruit certain types of subjects, take
place during a particular time period,
are conducted in a specific location or
particular facility, are sponsored by a
particular organization, or match a title
or identification number they have
found in other public sources.

Similarly, consistent with section
402(j)(3)(D)(i) of the PHS Act, providing
information about the purpose of the
study, its design, the intervention(s)
studied, the types of subjects eligible to
participate, the duration of the study,
and the outcome measures will enhance
the understanding of clinical trial
results by researchers, healthcare
providers, patients and other users of
ClinicalTrials.gov. Users can benefit
from knowing whether the clinical trial
is completed, if data are still being
collected for other outcome measures, or
if the clinical trial was prematurely
terminated. They can benefit from
understanding whether information has
been submitted for all anticipated
outcome measures and corresponds to
the outcome measures that the clinical
trial was designed to achieve or whether
the outcome measures changed during
the course of the study. They can also
benefit from information to assist in
comparing results with the results of
other clinical trials and with other
publicly available information about a
clinical trial of interest and other trials.
Whether the clinical trial was reviewed
for human subjects protection and who
had authority over the conduct of the
trial can also be useful. In addition,
users may benefit from knowing who
submitted the information and when it
was last verified (i.e., to indicate
whether it might be out of date). Such
information is not readily available from
information submitted under
§11.48(a)(1)—(5), but is similar to the
descriptive information provided during
registration (e.g., Primary Purpose,
Primary Outcome Measure(s), Overall
Recruitment Status) (see §11.28(a)).

In addition, requiring responsible
parties for applicable device clinical
trials of unapproved, unlicensed, or
uncleared device products to resubmit
information submitted previously to the
data bank during registration under
§11.28(a), in order to comply with
§11.48(a)(7), would be inefficient and
impose an unnecessary burden on
responsible parties. It would also
introduce the possibility that the
additional information provided at the
time of results information submission
would be inconsistent with the
registration information and require the
Agency to perform an additional quality
review of the registration information.
To promote efficiency, responsible
parties must fulfill the requirement
under § 11.48(a)(7) by affirming in the
data bank when submitting clinical trial
results information that they are
submitting information that is already
contained in the data bank and that
such information has been updated as
specified in § 11.64(a)(iii) and that it
will be included as clinical trial results
information. Once this affirmation is
made, any information listed in
§ 11.48(a)(7) that was previously
submitted to the data bank will
automatically populate the results
information data fields and be posted
when results information is posted.

As discussed in Section IV.B.5 of this
preamble, we also note that under final
§11.35(b)(2)(ii), a responsible party can
indicate to the Director that it is
authorizing the Director to publicly post
its clinical trial registration information,
that would otherwise be subject to
delayed posting, as specified in
§11.35(b)(2)(i), prior to the date of FDA
approval or clearance. For an applicable
device clinical trial for which
registration information described in
§11.28 has been posted in accordance
with § 11.35(b)(2)(ii) before the
submission of results information
described in § 11.48, the requirement of
§11.48(a)(7) will not apply.

C. Submission of Technical and Non-
technical Summaries

Overview of Proposal

Sections 402(j)(3)(D)(iii)(I) and (II) of
the PHS Act specify that the regulations
shall require ““[a] summary of the
clinical trial and its results that is
written in non-technical,
understandable language for patients”
and “[a] summary . . . that is technical
in nature,” respectively, “if the
Secretary determines that such types of
summary [both non-technical and
technical] can be included without
being misleading or promotional.” We
interpreted this statutory condition to

mean that such summaries should be

required only if the summaries can be
consistently produced by responsible

parties in a way that is not misleading
or promotional.

In the NPRM, we acknowledged that
if non-technical and technical
summaries could be consistently
produced without being misleading or
promotional, patients, members of the
general public, clinicians, and
researchers might benefit from brief,
well-written, accurate, and objective
summaries of the results of individual
clinical trials (79 FR 69581). We
discussed considerations related to the
optimal format for narrative non-
technical summaries and the question of
whether a single, brief summary of an
individual trial can provide sufficient
background and context to avoid being
potentially misleading to a clinician or
patient interested in the clinical
significance of the results. We described
the challenges of producing summaries
of trials with many outcome measures
and adverse events without being
selective. In addition to reviewing the
relevant literature on the matter, we
consulted with the FDA Risk
Communication Advisory Committee
[Ref. 72] and considered prior public
comments from a public meeting held in
2009 [Ref. 63]. We indicated that, until
further research could be conducted to
assess the value of these summaries to
the public and whether they can
consistently be provided in a manner
that is objective and not misleading, we
would defer the decision about whether
or not to require the submission of
narrative summaries. We indicated that
we would continue to provide links,
where possible, from individual clinical
trials in ClinicalTrials.gov to related
peer reviewed literature and other
information about the intervention,
disease, or condition studied. The
NPRM invited public comment
pertaining to whether the inclusion of
technical and non-technical summaries
should be required in clinical trial data
submission on ClinicalTrials.gov and
what methodologies could be employed
to ensure non-misleading, non-
promotional, accurate, and consistent
summaries (79 FR 69582).

Comments and Response

Comments addressed the question of
whether the submission of technical and
non-technical narrative results
summaries should be required.
Commenters noted that preparing both
technical and non-technical summaries
would be burdensome (e.g., a
commenter estimated that providing a
non-technical summary would add 4
hours to the overall time to complete the
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submission of the results information
for a clinical trial) and raised concerns
regarding the ability of trial sponsors to
write accurate, non-promotional, and
non-misleading summaries.
Commenters suggested that if results
summaries were to be required, the
Secretary would need to develop and
issue guidelines or templates regarding
their appropriate authorship, content,
evaluation, and format to ensure
consistency across summaries. No
comments addressed the methods that
might be employed to help answer the
questions about whether narrative
summaries could be consistently
produced in a non-promotional and
non-misleading manner. However,
several commenters suggested external
organizations with whom the Secretary
might collaborate on narrative summary
issues, namely the ICMJE to ensure that
narrative summaries would not
preclude future journal publications; the
Multi-Regional Clinical Trials Center of
Brigham and Women’s Hospital and
Harvard to investigate the format they
are using for summaries; the FDA
regarding Drug Trials Snapshots; and
the Patient-Centered Outcomes Research
Institute (PCORI) regarding peer review
and public release of research findings.
One commenter suggested that the
summaries could be subject to a peer
review process or prepared by
independent medical writers. For both
technical and non-technical summary
results submission, there were
commenters who supported deferral of
a decision pending further exploration
and the development of guidelines for
preparing such documents.

With regard to technical summaries
specifically, some commenters
suggested that such summaries would
be redundant to the required trial results
information proposed in the NPRM.
Other commenters expressed concerns
regarding disclosure of proprietary
information, particularly if such
summaries were to be posted prior to
FDA product approval. One commenter
supported requiring technical
summaries of results because they
would suit the needs of professionals,
manufacturers, and others in the
industry. Several commenters suggested
that as an alternative to technical
summaries, ClinicalTrials.gov could
systematically link to published reviews
and/or clinical study reports (CSRs)
submitted to FDA.

With regard to non-technical
summaries specifically, commenters
pointed out that it may be difficult for
members of the public to understand
study results provided in a technical
summary and that the provision of lay
summaries would enhance public

understanding of the results. Others
highlighted the difficulty inherent in
writing a simple summary that presents
the nuances of complex research
findings, noting that systematic reviews,
which synthesize all available evidence,
are better sources of information for the
lay public than brief summaries of a
single trial. One commenter suggested
that the informed consent document
could be required in lieu of a lay
summary because it provides important
basic information in non-technical
terms and has been reviewed by an
independent party, i.e., an IRB.

Taking the public comments into
consideration, and given concerns about
the potential for harm to public health
from the promotion of medical products
for unapproved uses, the Secretary is
declining at this time to require
narrative results summaries until further
research is conducted to determine
whether and, if so, how, summaries can
be reliably and consistently produced
without being promotional or
misleading. Current approaches in the
dissemination of trial summaries, such
as FDA’s Drug Trials Snapshots,
PCORI’s summary reports, and industry
efforts to return summary results to
participants, may be informative and
will be reviewed and considered as part
of any further research.

To provide additional information to
the general public about a registered
clinical trial, we will accept optional
submission of the final version of the
informed consent document to be
posted on the associated record.
Although the informed consent
document does not provide information
on interpreting the results of the trial,
the document is written in lay language
and its description of the trial’s purpose,
procedures, risks and potential benefits
may help put the trial results into
clearer context.

Final Rule

The final rule does not require the
submission of technical or non-
technical summaries of results to
ClinicalTrials.gov because we have not
identified evidence on the basis of
which to conclude that there is a
feasible way to ensure that the
information contained in such
summaries will be consistently
produced without being misleading or
promotional. We will continue to
explore automated ways to consistently
produce result summaries in a non-
promotional, non-misleading way as
well as mechanisms for linking results
to information that might assist users in
interpreting the results of clinical trials,
such as systematic reviews and
summary outcome information that

sponsors and investigators provide to
participants following the trial’s
completion. Should we determine in the
future that narrative summaries can be
consistently produced in a non-
promotional, non-misleading way, a
separate rulemaking process with notice
and public comment will be
undertaken.

D. Submission of Protocols and
Statistical Analysis Plans

Overview of Proposal

Section 402(j)(3)(D)(iii)(III) of the PHS
Act stipulates that regulations for an
expanded registry and results data bank
shall require at the time of results
information submission, in addition to
basic results information, the
submission of “[t]he full protocol or
such information on the protocol for the
trial as may be necessary to help to
evaluate the results of the trial”
(emphasis added).

The NPRM noted that this statutory
requirement could be satisfied in several
ways, such as “(1) [r]lequiring
submission of additional structured data
elements derived from, or describing,
the protocol; (2) requiring submission of
portions of the final protocol or other
narrative information about the conduct
of the study that is associated with the
protocol (e.g., a SAP, if not part of the
protocol); or (3) requiring submission of
the full protocol at the time of results
submission, meaning the final version of
the protocol, including all protocol
amendments, in a format such as
Portable Document Format (PDF)”’ (79
FR 69582). As we explained in the
NPRM, given the proposals for
submission of additional registration
and results information, we did not
propose to require submission of the
protocol or other “information on the
protocol.” We did, however, solicit
public comment on whether the
registration and results information
proposed for submission was sufficient
to meet the statutory requirement. We
asked for perspectives on the relative
benefits and burdens of preparing and
submitting any additional information
and how such information would help
evaluate the results of the clinical trial.

Comments and Response

Commenters supportive of a
requirement for protocol submission
maintained that it improves
transparency and quality of reporting by
providing information to the public
about inclusion and exclusion criteria,
the interventions studied, and trial
outcomes. They suggested that the
availability of the protocol allows users
to compare reported outcomes and
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analyses against those pre-specified in
the protocol. Some commenters asserted
that a full understanding of the trial
results is not possible without having
access to the protocol and the trial’s
procedural details, details they stated
permit the study to be replicated or built
upon and that are pivotal to improving
the design of future trials.

Some commenters pointed to an IOM
recommendation that called for sharing
of the protocol and SAP not only to help
other investigators understand the
original analysis, replicate or reproduce
the study, and carry out additional
analyses, but also because it
complements trial registration in
identifying trials that were initiated,
allows future auditing of data sharing,
facilitates meta-analyses and systematic
reviews, promotes greater
standardization of protocol elements
(e.g., interventions, outcomes), and may
help reduce unnecessary duplication of
studies [Ref. 47].

Another commenter maintained that
an added benefit of making protocols
available through ClinicalTrials.gov was
that it would help journal editors,
reviewers, and readers verify the a priori
or post hoc nature of trial outcomes.
They noted that journal editors
encounter situations where outcomes
reported in manuscripts do not match
those listed on ClinicalTrials.gov and
that posting of study protocols would be
an important additional safeguard
against reporting bias. Another
commenter pointed out that a central
archive for protocols would alleviate the
burden on clinical trial investigators in
addressing multiple requests for a copy
of their protocols.

Commenters in support of a
requirement for protocol submission
also noted that, unless a standardized
protocol format were required, the
burden would be minimal because the
document already exists. One
commenter suggested that because the
requirement is virtually burden-free and
the benefits are so great, the requirement
should be retroactive as far back as
possible.

Commenters opposed to requiring
protocol submission offered a number of
reasons for this position. They suggested
that the proposed registration and
results elements provide sufficient
information to understand the results of
a clinical trial. Some thought the
protocols should not be required
because they will be confusing to the
public and detrimental to recruitment,
noting that they are technical, not
standardized, and may have multiple
amendments. Some asserted that
protocols contain personally identifiable
information, proprietary information, or

other information that, if publicly
disclosed, could be damaging to
business interests. They suggested that a
submission requirement would conflict
with protections under the FD&C Act,
FDA regulations, and FOIA.
Commenters in support of protocol
submission suggested redaction of such
information was an appropriate remedy
that should be allowed before
submission. Finally, other commenters
opposed redaction of information based
on concerns it would be too
burdensome and time consuming, with
one commenter suggesting that allowing
responsible parties to redact proprietary
information might result in the
exclusion of essential details needed for
others to understand the results of the
trial. No specific burden estimates
associated with protocol redaction and
submission were provided.

We appreciate that the data elements
proposed in the NPRM are helpful to
those reviewing and analyzing entries in
ClinicalTrials.gov, and it was due to
these additional elements that we did
not propose the submission of the
protocol in the NPRM. However, we
found compelling and persuasive the
arguments that protocols provide
information in a context that is not
captured by these elements alone and
that the protocol will improve
transparency and the quality of
reporting by providing a more complete
picture of the trial. We understand that
although the registration data elements
include descriptors of key features of
the protocol, there are times when this
additional detail may be helpful to
researchers and others with an interest
in the clinical trial’s results and the
ability to assess those results. For
example, the protocol provides more
detail than the registry and results data
elements about methods of participant
selection, randomization, masking, and
assignment to arms; methods of
collecting clinical trial data; specific
information about clinical trial
interventions (e.g., other elements of
care that were provided in addition to
the specified interventions); and
assessment of adverse events. The
protocol may also contain information
on the statistical techniques used to
analyze collected results information,
which helps others in interpreting the
submitted results of a clinical trial. The
protocol’s description of the approach
and circumstances that led to data
collection may be helpful in
contextualizing the submitted results
information. We agree that this picture
will help users of ClinicalTrials.gov to
interpret the data elements that are
required by this rule and that the

protocol will be an important part of
results information reporting for those
wishing to fully understand the trial and
its reported outcome measures.

We were also persuaded by the
rationale for protocol submission
discussed in the 2015 IOM report on
sharing clinical trial data [Ref. 47],
which described the value it would
have for journal editors, reviewers, and
readers in helping to verify trial
outcomes and safeguard against
reporting bias, and that it would help
investigators in addressing multiple
individual requests for a copy of their
protocols. Further, it would allow for
access to this information long after any
prevailing document retention
requirements have lapsed.

We did not find the argument that
some might not understand the protocol
to be a sufficient reason to not require
its submission. Rather, although we
acknowledge that there may be some
individuals who may not understand
the protocol, we believe that in general
it will enhance understanding through
its detail, content, and context.
Regarding the suggestion that its posting
could be detrimental to recruitment, we
require the protocol at the time of
results information submission, thereby
eliminating the concern that posting the
protocol will affect a trial’s recruitment.

With regard to the argument that the
protocol contains proprietary
information, section 402(j)(3)(D)(iii)(ILI)
of the PHS Act specifically requires the
Agency to determine via this
rulemaking whether to require the
submission of the protocol. As
discussed above in Section IIL.B, a
statute or validly promulgated
regulation requiring disclosure
constitutes authorization by law to
disclose information that might
otherwise be considered to be trade
secret and/or confidential commercial
information as those terms are defined
in the FOIA and the TSA. However,
notwithstanding this authorization, if
there is a case in which a responsible
party believes that a protocol does
contain trade secret and/or confidential
commercial information, the responsible
party may redact that information, so
long as the redaction does not include
any specific information that is
otherwise required to be submitted
under this rule. For example, the
Intervention Name(s) for each
intervention studied must be submitted
under §11.28(a)(2)(i)(J); therefore, this
information may not be redacted from
the protocol for that trial.

The burden of redacting protocols
prior to submission is on the
responsible party; the Agency does not
intend to review protocols to assess
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whether they contain trade secret and/
or confidential commercial information.
Regarding the concern that redaction
might result in a protocol lacking in
essential details necessary to
understand the results, we emphasize
that responsible parties must comply
with all other applicable results
information submission requirements of
this rule. The Agency may contact a
responsible party if it appears that the
responsible party has redacted
information that is otherwise required to
be submitted under these regulations.
More specific guidance regarding
redaction will be considered in the
future.

In addition, we believe that concerns
that might exist about a loss of
competitive advantage are mitigated
because the submission of the protocol
is not required until after the trial is
completed and clinical trial results
information is submitted in accordance
with the deadlines specified in § 11.44.
We also note that § 11.44(c) provides for
delays in submitting clinical trial results
information for an applicable clinical
trial that studies a product that is not
yet approved by the FDA, thereby
allowing for additional time before the
protocol is required to be submitted.

Moreover, in our experience,
protocols do not contain proprietary
information or manufacturer details.
However, as noted above, should there
be a case in which a protocol does
contain such information, redaction of
such information will be allowed as
long as the redaction does not
encompass the information that is
otherwise required to be submitted
under this rule.

While some commenters were
concerned about posting of personal
information contained in protocols, in
our experience, protocols generally do
not contain information about
individual clinical trial participants.
However, if such information were to be
included in a protocol, it should be
redacted. Again, the burden of doing so
is on the responsible party; the Agency
does not intend to review protocols to
assess whether they include personal
information about trial participants.
However, if it comes to the Agency’s
attention that personal information
about trial participants has been
included in a protocol, the Agency may
contact the responsible party regarding
the matter.

Protocols can include information
about principal investigators and other
individuals associated with conducting
a clinical trial. In response to the
concerns expressed by the commenters,
responsible parties may redact
personally identifying information

about individuals who are involved in
conducting the clinical trial if that
information is not otherwise required to
be submitted as part of clinical trial
information. The Agency anticipates
that because information such as work
email addresses and contact information
related to the clinical trial is likely
available through other public sources
(e.g., a medical center’s Web site), in
many cases this information will not
need to be redacted and, therefore, the
burden associated with redaction will
be minimal.

Because the protocol document
already exists, we do not foresee this
additional submission requirement to be
burdensome. Rather, submission of the
protocol itself is expected to be a
minimally burdensome requirement that
would involve an upload of an existing
electronic document. We also expect
that it will be less burdensome for a
responsible party to submit the protocol
than to extract and submit specified
portions or selected information from a
protocol. Similarly, as mentioned above,
we do not expect redactions of any
proprietary or personal information to
be burdensome. The submission of the
protocol at the time of the submission
of clinical trial results information,
rather than at the time of clinical trial
registration information, also minimizes
the burden on responsible parties in that
any amendments that occurred over the
course of the trial would already be
incorporated into the document.

We also agree with the commenters
who urged requiring submission of the
SAP if it is not included in the protocol
document. Many of the benefits of the
protocol that were cited by commenters
(summarized above) derived from the
statistical analysis section of the
protocol. If that section were written as
a separate document (the SAP), then
that document would be necessary to
derive those same benefits (e.g., better
understanding of how data were
collected and analyzed). As noted by
commenters, the IOM recommended
that both the full protocol and the SAP,
including all versions and amendments,
“should be shared to help other
investigators understand the original
analysis, replicate or reproduce the
study, and carry out additional
analysis” [Ref. 47]. SAPs describe the
analyses to be conducted and the
statistical methods to be used, including
“plans for analysis of baseline
descriptive data and adherence to the
intervention, prespecified primary and
secondary outcomes, definitions of
adverse and serious adverse events, and
comparison of these outcomes across
interventions for prespecified
subgroups. The full SAP describes how

each data element was analyzed, what
specific statistical method was used for
each analysis, and how adjustments
were made for testing multiple variables

. . if some analysis methods require
critical assumptions, data users will
need to understand how those
assumptions were verified” [Ref. 47].
Some commenters objected to requiring
the submission of both the protocol and
the SAP, for the reasons described
above; other commenters raised similar
objections specifically with respect to
the submission of SAPs. We find these
objections unpersuasive for the reasons
described above related to protocols.
Therefore, we are requiring submission
of the SAP as part of clinical trial results
information.

If the SAP is submitted as part of the
protocol, it need not be separately
submitted. Some commenters objected
to submission of SAPs because the SAPs
might contain proprietary information.
Although we think it unlikely that SAPs
will contain proprietary information, we
will accept redacted SAPs under the
same terms as redacted protocols. We
wish to emphasize that neither this
requirement nor anything in this rule
sets standards or creates requirements
for the substantive content of protocols
or SAPs.

Final Rule

The final rule requires submission of
the full version of the protocol and the
SAP (if a separate document) as part of
clinical trial results information, as
specified in § 11.48(a)(5). Submission of
the protocol and SAP allows interested
users of ClinicalTrials.gov to
contextualize the reported clinical trial
results information. We emphasize that
this rule does not create requirements
for the substantive content of protocols
or SAPs. However, to allow for
unambiguous identification of the
submitted document(s), the protocol
and SAP (if submitted as separate
document) must contain a cover page
that lists the Official Title (as defined in
§11.10(b)(2)), NCT number (as defined
in §11.10(a), if available), and the date
of each document. We are requiring the
inclusion of this additional information
pursuant to our authority in section
402(j)(3)(D)(iii)(IV) of the PHS Act.

The requirements for submission of
the protocol and the SAP are detailed in
§11.48(a)(5) of the final rule, which
stipulates that ““[a] copy of the protocol
and the statistical analysis plan (if not
included in the protocol), including all
amendments approved by a human
subjects protection review board (if
applicable), before the time of
submission under this subsection and
that apply to all clinical trial Facility
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Locations” must be submitted. It further
indicates that “[t]he responsible party
must include the Official Title (as
defined in § 11.10(b)(2)), NCT number
(as defined in § 11.10(a)) (if available),
and date of the protocol and the
statistical analysis plan on the cover
page of each document.” In addition,
“[t]he responsible party may redact
names, addresses, and other personally
identifiable information, as well as any
trade secret and/or confidential
commercial information (as those terms
are defined in the Freedom of
Information Act (5 U.S.C. 552) and the
Trade Secrets Act (18 U.S.C. 1905))
contained in the protocol or statistical
analysis plan prior to submission,
unless such information is otherwise
required to be submitted under this part.
The protocol and statistical analysis
plan must be submitted in a common
electronic document format specified at
https://prsinfo.clinicaltrials.gov.”

The protocol and, if separate, the
SAP, will be posted with other clinical
trial results information, in accordance
with §11.52. If amendments are made to
the protocol between the initial
submission of partial clinical trial
results information and later submission
of additional partial results information,
the responsible party must submit a
copy of the revised protocol at the time
of the later submission of partial results
information, in accordance with
§11.44(d)(3)(i). However, the Protocol
and Statistical Analysis Plan results
data element in § 11.48(a)(5) are
excluded from the updating
requirements in § 11.64(a)(2)(i). Each
submitted version of the protocol and
SAP will continue to be available
through the ClinicalTrials.gov archive
site.

IV. Discussion of Public Comments
Related to Specific Provisions of the
Regulations

A. Subpart A—General Provisions

1. 11.2—What is the purpose of this
part?

Overview of Proposal

The NPRM described in § 11.2 the
overall purpose of the regulations.
Implementing section 402(j) of the PHS
Act (42 U.S.C. 282(j)), the rule provides
the requirements and procedures for the
submission of clinical trial information
for certain applicable clinical trials and
other clinical trials to the Director of the
NIH to be made publicly available
through ClinicalTrials.gov.

Comments and Response

As noted earlier, more than half of the
submitted comments were identical in

content. These commenters addressed
proposed § 11.2 by recommending that
the final rule be expanded to require
registration and results information
submission for all clinical trials. They
reasoned that it was important and in
the public interest for data on all
clinical trials of drugs, biological
products, and devices, and not only
“certain applicable clinical trials,” to be
posted before the trial moves from one
phase to the next. These commenters
also suggested replacing the phrase
“certain applicable clinical trials” in
proposed § 11.2 with “all clinical
trials.”

The statute required the Agency to
make a number of decisions through
rulemaking, including whether to
expand the requirement to report results
information to applicable clinical trials
of unapproved, unlicensed, or uncleared
products, but it did not call for
consideration of whether all clinical
trials should be subject to registration
and reporting requirements. Since the
statute limits the applicability to
applicable clinical trials as defined,
these comments are outside the scope of
the current rulemaking. Comments on
the scope of the rule are further
discussed in Section III.A of this
preamble, Scope and Applicability, and
in Section IV.B.2 in the discussion of
§11.22.

Final Rule

No changes are made in § 11.2 of the
final rule.

2.11.4—To whom does this part apply?
Overview of Proposal

Proposed § 11.4(a) specified that the
regulations would apply to any person
or entity that is considered to be the
“responsible party,” defined in section
402(j)(1)(A)(ix) of the PHS Act, for an
applicable clinical trial that is required
to be registered under § 11.22 or a
clinical trial for which clinical trial
information is submitted voluntarily
under § 11.60. Proposed § 11.4(b), which
would implement section 402(j)(1)(B) of
the PHS Act, required the responsible
party to communicate their identity and
contact information to the Director by
submitting the Responsible Party
Contact Information data element
during registration. Proposed § 11.4(c)
outlined procedures for determining the
responsible party for each applicable
clinical trial or other clinical trial
subject to this part. In particular,
§11.4(c)(1) specified who would be
considered the sponsor and required
that each applicable clinical trial or
other clinical trial must have one
sponsor. Furthermore, § 11.4(c)(2)

established the requirements and
procedures for a sponsor to designate a
principal investigator to be the
responsible party. If and when a
designated principal investigator
becomes unable to meet all of the
requirements for being designated as a
responsible party, proposed § 11.4(c)(3)
outlined the mechanisms by which the
sponsor would become the responsible

party.
Comments and Response

Commenters suggested replacing the
phrase “applicable clinical trial” in
proposed § 11.4 with “all clinical
trials.” Commenters also expressed their
opinions regarding proposed §11.4
which focused on the designation of a
responsible party. While commenters
expressed support for assigning one
responsible party per applicable clinical
trial, they sought clarification regarding
procedures for when a designated
responsible party becomes unable to
meet all of the requirements under
§11.4(c)(2)() (e.g., principal investigator
leaves the institution, principal
investigator dies). Furthermore, a
commenter suggested that the
responsible party remain responsible for
clinical trial information submission
requirements even after leaving his/her
institution and another suggested that
the responsible party be able to change
the sponsor, for example, when the
principal investigator changes
institutions.

As explained in the response to
comments for § 11.2, section 402(j) of
the PHS Act did not call for
consideration of whether all clinical
trials should be subject to registration
and results information reporting
requirements, and it limits the
applicability to applicable clinical trials
as defined. The Agency outlines in
§11.4(c)(2) and (3) of the final rule the
procedures on the designation of a
responsible party. These procedures
specify that in the event a principal
investigator who has been designated
the responsible party no longer meets or
is no longer able to meet all the
requirements of § 11.4(c)(2)(i), the
sponsor must withdraw the designation
in the format specified at https://
prsinfo.clinicaltrials.gov (or successor
site), at which time the sponsor will be
considered the responsible party unless
and until the sponsor makes a new
designation. These procedures,
however, do not allow for a principal
investigator who has been designated as
the responsible party to change the
sponsor because § 11.4(c) defines the
sponsor as the default responsible party.
Consistent with the statute, the sponsor
is permitted to designate a principal
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investigator as the responsible party.
However, if the designated principal
investigator no longer meets or is no
longer able to meet the criteria for being
designated a responsible party (e.g., due
to changing institutions), the role of
responsible party reverts back to the
original sponsor.

Commenters also suggested that it
would be more helpful if the electronic
ClinicalTrials.gov system, i.e., PRS, used
by responsible parties to register and
submit results information for their
trials included a way for sponsors to
designate a principal investigator as the
responsible party. Commenters also
suggested that PRS administrators
should be allowed to control the settings
in the Responsible Party field so they
can set the “default” according to
policies or preferences established by an
institution.

Sponsors are not only responsible for
assigning the role of responsible party,
but they must also ensure that a
designated principal investigator knows
that he/she has been assigned the
responsibility and has accepted the role
and designation. Given the legal
ramifications of the responsible party
role, we do not believe it is appropriate
for the assignment to be set through a
default mechanism controlled through
the PRS. We note that tools are available
in the PRS to help remind responsible
parties, including principal
investigators designated as a responsible
party, when a study record requires
attention (see https://
prsinfo.clinicaltrials.gov or successor
site). We will continue to evaluate and
develop tools in the PRS to help ensure
that responsible parties understand their
reporting obligations.

Final Rule

Final § 11.4 maintains the proposed
approach of the NPRM, and clarifies in
§ 11.4(a) that the rule also applies to any
responsible party required by the
Director to register under § 11.62 to
protect the public health (discussed in
more detail in Section IV.D.2). Thus,
final § 11.4(a) specifies that the rule
applies to the responsible party for an
applicable clinical trial that is required
to be registered under § 11.22, for which
clinical trial information is voluntarily
submitted under §11.60 (discussed in
more detail in in Section IV.D.1), or for
which the Director has determined,
consistent with §11.62, that clinical
trial information must be submitted in
order to protect the public health. The
responsible party is either the sponsor
of the clinical trial or a principal
investigator who meets the criteria
specified in § 11.4(c)(2) and has been so
designated by the sponsor. In no case

will this rule apply to the sponsor or
principal investigator or other
individual or entity associated with a
clinical trial of drug or device not
subject to FDA jurisdiction. Although
section 402(j)(4)(A) of the PHS Act
directs the Secretary to permit
“[v]oluntary submissions” of clinical
trial information for ““a clinical trial that
is not an applicable clinical trial or that
is an applicable clinical trial that is not
subject to” the registration provisions of
section 402(j)(2) of the PHS Act, we
interpret section 402(j) of the PHS Act
and, thus, the final rule as not applying
to anyone who submits information to
ClinicalTrials.gov about trials of
interventions that are not subject to FDA
jurisdiction under sections 505, 510(k),
515, 520(m), or 522 of the FD&C Act, or
section 351 of the PHS Act. Moreover,
we interpret section 402(j) of the PHS
Act as not applying to anyone who
submits information to
ClinicalTrials.gov for a study that is
neither an applicable clinical trial
(including a pediatric postmarket
surveillance of a device product as
defined in this part) nor a clinical trial
as defined in §11.10(a), even if it
involves a drug or device subject to
sections 505, 510(k), 515, 520(m), or 522
of the FD&C Act, or section 351 of the
PHS Act. For example, section 402(j) of
the PHS Act would not apply to
information submitted for a study using
a diagnostic tool that is a device product
subject to section 510(k) of the FD&C
Act, such as a magnetic resonance
imaging scanner, that is not studying the
device product and is not otherwise an
applicable clinical trial, clinical trial as
defined in § 11.10(a), or pediatric
postmarket surveillance of a device
product as defined in this part. (See the
discussion of “Studies a U.S. FDA-
regulated Device Product” in Section
IV.B.4) Consistent with other statutory
authorities of the Agency and long-
standing practice, however,
ClinicalTrials.gov may, and does, accept
registration and results information on
clinical studies, as defined in §11.10(a),
that are not subject to the requirements
of section 402(j) of the PHS Act
(including under this rule).

Section 11.4(b) of the final rule
implements section 402(j)(1)(B) of the
PHS Act, which provides that the
Secretary ““shall develop a mechanism
by which the responsible party for each
applicable clinical trial shall submit the
identity and contact information of such
responsible party to the Secretary at the
time of submission of clinical trial
[registration] information.” Section
11.4(b) provides that the responsible
party’s identity and contact information

must be included as part of the clinical
trial information that is submitted in
accordance with §11.28(a)(2)(iii)(B) and
§11.28(a)(2)(iv)(F) and updated in
accordance with § 11.64(a). Responsible
party contact information must be
provided under the data element
entitled Responsible Party Contact
Information (§ 11.28(a)(2)(iv)(F)) that, as
specified in § 11.10(b)(37) includes the
name, official title, organizational
affiliation, physical address (i.e., street
address), mailing address, phone
number, and email address of the
responsible party or of a designated
employee of the organization that is the
responsible party.

Section 11.4(c) outlines procedures
for determining the responsible party for
each clinical trial subject to this part.
The Agency believes that there must be
one (and only one) responsible party for
each clinical trial subject to this part for
which clinical trial information is
submitted. Having only one responsible
party for each clinical trial facilitates
procedural requirements during
registration and results information
submission and prevents situations in
which both a sponsor and a principal
investigator consider themselves the
responsible party and submit
information for the same clinical trial.
Absent a responsible party, the
objectives of registration and results
information submission cannot be met.
The definition of responsible party
under section 402(j)(1)(A)(ix) of the PHS
Act specifies, first, that the sponsor will
be the responsible party and, second,
that the principal investigator is the
responsible party if delegated this role
through a designation by a sponsor,
grantee, contractor, or awardee.” With
regard to clinical trials, the Agency
looks first to determine who is the
sponsor of the clinical trial, consistent
with the definition in this part, and
assumes that such individual or entity
is the responsible party, unless the
principal investigator has been
designated the responsible party in
accordance with the procedure in
§ 11.4(c)(2). For a pediatric postmarket
surveillance of a device product that is
not a clinical trial, the responsible party
would be considered the entity FDA,
under section 522 of the FD&C Act,
orders to conduct the pediatric
postmarket surveillance of a device
product. In the final rule, § 11.4(c)
clarifies that ““device” means “device
product.”

Section 11.4(c)(1) specifies who will
be considered the sponsor. The Agency
believes that there must be a sponsor as
that term is used in section
402(j)(1)(A)(ix) of the PHS Act for each
clinical trial and that (as stated above)
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there can be only one sponsor. Without
a defined sponsor, there cannot be a
responsible party for a clinical trial
because the responsible party is defined
as either the sponsor or the principal
investigator who has been so designated
by the sponsor. The definition of
sponsor in § 11.10(a) includes both a
“sponsor’” and a ‘“sponsor-investigator”
as those terms are defined in 21 Code of
Federal Regulations (CFR) 50.3. or any
successor regulation. Both definitions in
21 CFR 50.3 refer to the sponsor as, in
part, the person or entity who
“initiates” the clinical investigation. For
purposes of this rule, if a clinical trial

is being conducted under an IND or
investigational device exemption (IDE),
the IND/IDE holder is considered to be
the individual or entity who initiated
the clinical trial and, therefore, the
sponsor, regardless of how the clinical
trial is being funded. For clinical trials
not conducted under an IND or IDE, the
sponsor is considered to be the person
or entity who initiated the trial and
would be identified as follows:

(1) Where the clinical trial is being
conducted by an entity under a research
assistance funding agreement such as a
grant or sponsored research agreement,
the funding recipient generally is
considered to be the initiator of the
clinical trial, and therefore, the sponsor.
This is because, as a general rule, when
a clinical trial is funded in this manner,
the funding recipient “initiates” the
clinical trial process by, for example,
submitting a funding proposal and
designing the clinical trial.

(2) Where the clinical trial is being
conducted by an entity under a
procurement funding agreement such as
a contract, the party obtaining the goods
or services for its direct benefit or use
(the funder) generally is considered to
be the initiator of the trial, and
therefore, the sponsor. This is because,
as a general rule, when a clinical trial
is funded in this manner, it is the funder
of the clinical trial that initiates the
clinical trial process by, for example,
contracting with another entity for that
entity to conduct a clinical trial meeting
the specifications of the funder.

(3) Where there is no funding
agreement supporting the clinical trial,
the person or entity who initiated the
clinical trial by preparing and/or
planning the clinical trial, and who has
appropriate authority and control over
the clinical trial to carry out the
responsibilities under section 402(j) of
the PHS Act (including this part) is the
Sponsor.

Furthermore, § 11.4(c)(2) establishes
the procedures for designation of a
principal investigator as the responsible
party. Section 402(j)(1)(A)(ix) of the PHS

Act defines the responsible party, as
either “‘the sponsor of the clinical trial”
(as defined in [21 CFR 50.3] (or any
successor regulation)); or the principal
investigator of such clinical trial if so
designated by a sponsor, grantee,
contractor, or awardee,”” so long as such
person meets certain criteria. In order to
give practical effect to this provision, we
conclude that, for any given applicable
clinical trial or other clinical trial
subject to this part, only one entity—the
sponsor—can designate the principal
investigator as the responsible party. We
believe this interpretation is consistent
with section 402(j) of the PHS Act
because in many situations the sponsor
of the clinical trial will also be a
grantee, contractor, or awardee. In
addition, interpreting this provision in a
different manner could result in
situations in which both a sponsor (e.g.,
an IND/IDE holder) and a principal
investigator (designated by a separate
grantee, contractor, or awardee)
consider themselves the responsible
party and submit information for the
same clinical trial. This would not only
increase the overall burden associated
with registration, but more importantly
would undermine the integrity of the
data bank and potentially cause
confusion to users of the system.

Section 402(j)(1)(A)(ix) of the PHS Act
permits a principal investigator to serve
as a responsible party only if he or she
“is responsible for conducting the trial,
has access to and control over the data
from the clinical trial, has the right to
publish the results of the trial, and has
the ability to meet all of the
requirements under [section 402(j) of
the PHS Act] for the submission of
clinical trial information.” Accordingly,
if the principal investigator does not
meet the specified conditions for
serving as the responsible party, the
sponsor cannot designate the principal
investigator as the responsible party,
and the sponsor must remain the
responsible party. In § 11.10(a) we
define, for purposes of this part, the
term principal investigator to mean ‘‘the
individual who is responsible for the
overall scientific and technical direction
of the study.” We note that under
section 402(j)(1)(A)(ix) of the PHS Act,
in order to be designated the responsible
party, the principal investigator must be
responsible for “conducting the trial”
and must have “access to and control
over the data from the clinical trial.” We
interpret “the trial” to refer to the
“clinical investigation” as defined in 21
CFR 312.3 and this part, and to mean
“the entire clinical investigation.”
Similarly, we interpret “‘the data” to

mean ‘“‘all of the data,” including data
collected at all sites of a multi-site trial.

To clarify our understanding of
section 402(j)(3)(C)(iv) of the PHS Act as
it relates to whether a principal
investigator would be eligible to serve as
the responsible party, this section
requires the responsible party to
indicate, as an element of clinical trial
results information, whether there exist
“certain agreements,” which are
described, with certain exceptions, as
“an agreement . . . that restricts in any
manner the ability of the principal
investigator, after the completion date of
the trial, to discuss the results of the
trial at a scientific meeting or any other
public or private forum, or to publish in
a scientific or academic journal
information concerning the results of
the trial.” We do not view the presence
of such an agreement as necessarily
disqualifying a principal investigator
from serving as the responsible party.
Rather, we view only those agreements
that prevent the principal investigator
from performing the functions described
in section 402(j)(1)(A)(ix)(I) of the PHS
Act and § 11.4(c)(2)(i) of this part or
from submitting clinical trial
information or any updates to such
information required by section 402(j) of
the PHS Act and this part as preventing
the principal investigator from serving
as the responsible party.

To provide for the orderly
implementation of section
402(j)(1)(A)(ix)(II) of the PHS Act,
pursuant to which the sponsor may
designate a principal investigator as the
responsible party, and ensure that the
principal investigator has notice of the
designation, we have detailed the
process in § 11.4(c)(2)(ii) for designating
a principal investigator. It indicates that
the sponsor shall provide notice of the
designation to the principal investigator
and obtain acknowledgement of the
principal investigator’s understanding
of their responsibilities under this part.
We intend to continue to provide
mechanisms in the PRS for the sponsor
and the principal investigator to
indicate the designation and the
acknowledgement, respectively. The
designation by the sponsor is currently
reflected in ClinicalTrials.gov by having
the principal investigator submit
clinical trial information via the
sponsor’s organizational account (the
sponsor must provide an account for the
principal investigator within the
sponsor’s PRS organizational account).
The acknowledgement is reflected by
having the principal investigator list
their name as the responsible party and
indicate that they were designated as
the responsible party by the sponsor.
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This approach has been available in
ClinicalTrials.gov since 2011.

If and when a designated principal
investigator no longer meets or is no
longer able to meet all of the
requirements of a responsible party,

§ 11.4(c)(3) outlines the mechanisms by
which, if the withdrawal of such
designation occurs, the sponsor would
become the responsible party. This
might occur if, for example, a principal
investigator dies, retires, changes jobs,
or turns control of the clinical trial data
over to the sponsor. Final §11.4
modifies the NPRM approach by
clarifying in § 11.4(c)(3) that the
sponsor, and not the clinical
investigator, must withdraw the
designation of a principal investigator as
the responsible party. Because of this
clarification, proposed § 11.4(c)(3)(ii) is
no longer necessary, so § 11.4(c)(3)(i) is
designated as § 11.4(c)(3).

We note that even if a sponsor
designates a principal investigator as the
responsible party for an applicable
clinical trial registered under § 11.22,
there may be times when the sponsor
would need to provide the principal
investigator with certain information in
order for the principal investigator to
meet the obligations of the responsible
party. For example, in order for a
principal investigator who has been
designated as the responsible party to
satisfy the conditions for submitting a
certification for delayed submission of
results information under § 11.44(b) or
(c), the sponsor would likely have to
provide the investigator with
information about the conditions
involving FDA action on a product
application or submission, such as
approval, that would require the
responsible party to submit clinical trial
results information as set forth in
§11.44(b) or (c).

Although we expect that a principal
investigator who has been designated as
the responsible party to request such
information from the sponsor, we also
expect a sponsor who has designated a
principal investigator as the responsible
party to provide appropriate
information in a timely fashion. A
principal investigator who is not
provided the information necessary to
enable him or her to meet all of the
requirements for submitting and
updating clinical trial information does
not meet the criteria set forth in
§ 11.4(c)(2)(i) to serve as the responsible
party. If the sponsor does not provide
the principal investigator with the
requisite information to meet the criteria
under § 11.4(c)(2)(i), the principal
investigator cannot be designated, or
continue to act, as a responsible party

and the responsible party would be, or
would revert to, the sponsor.

3. 11.6—What are the requirements for
the submission of truthful information?

Overview of Proposal

Section 402(j)(5)(D) of the PHS Act
specifies that “clinical trial information
submitted by a responsible party under
this subsection shall not be false or
misleading in any particular.” In
addition, the NPRM described other
federal laws that address the submission
of false or misleading information to the
Federal Government (79 FR 69597).
Specifically, it is a prohibited act under
section 301(jj)(3) of the FD&C Act to
submit clinical trial information under
section 402(j) of the PHS Act that is
false or misleading in any particular. In
addition, other federal laws govern the
veracity of information submitted to the
Federal Government, such as 18 U.S.C.
1001 (making it a crime to make certain
false statements to the executive,
legislative, or judicial branch of the U.S.
Government).

Proposed § 11.6 set out the
requirements for the submission of
truthful information. Proposed § 11.6(a)
stated that submitted clinical trial
information must not be false or
misleading and that submission of such
information may subject the responsible
party to civil or criminal liability.
Proposed § 11.6(b) required the
responsible party to certify that
submitted information is truthful and
not misleading and that the responsible
party is aware of the potential
consequences of submitting such
information. The certification was
intended to ensure that responsible
parties are aware of these statutory
requirements and to provide an
opportunity for them to attest to the
veracity of the information at the time
of submission.

Comments and Response

Commenters addressed proposed
§11.6. While no commenters disagreed
with the proposal to include an explicit
requirement that submitted clinical trial
information must not be false or
misleading and that a warning that
submission of such information would
subject the responsible party to civil,
criminal, and/or administrative liability,
commenters did address the proposal to
require responsible parties to certify that
submitted information is truthful and
not misleading and that the responsible
party is aware of the potential
consequences of submitting such
information. Several commenters noted
that Title VIII of FDAAA did not
stipulate that the Agency should require

such a certification in the context of
submissions to ClinicalTrials.gov. They
also suggested that the requirement
effectively duplicated three other
statutory requirements beginning with
two provisions in Title VIII of FDAAA
that require the information submitted
to ClinicalTrials.gov to not be false or
misleading (section 282(j)(5)(D) of the
PHS Act), which is reflected in
proposed § 11.6(a) and the requirement
that sponsors submit a certification to
accompany the product applications or
submission to FDA stating that the
sponsor is in compliance with Title VIII
of FDAAA (section 282(j)(5)(B) of the
PHS Act), and reflected in the
prohibited acts provisions (21 U.S.C.
331(jj)(3). They also pointed to the
statutory prohibition on making false
statements to the Federal Government at
18 U.S.C. 1001, which carries criminal
penalties.

One commenter questioned the
appropriateness of requiring responsible
parties to certify that information
submitted is not misleading due to a
concern about how members of the
public might react to the information.
The concern was related to the fact that
the structured nature of the database
limited the responsible party’s ability to
provide clarifying contextual
information, which if allowed to be
provided, in the view of the commenter,
would minimize the possibility of
misleading a reader about some aspect
of the clinical trial. The commenter also
suggested that the proposed certification
requirement would require a
responsible party to evaluate whether
providing the submitted information
could “mislead”” a member of the public
and that, if the responsible party
concluded that such a result were even
remotely possible, they would be in an
untenable position of having to
reconcile conflicting legal obligations
(i.e., the responsible party could not
satisfy its legal obligation to submit the
clinical trial information under the PHS
Act without certifying otherwise).

Commenters suggested alternatives to
the certification requirement. One
suggested that the requirement be
reworked to focus on assuring that the
submitted information is “truthful and
complete” rather than the subjective
“not misleading.” Another suggested
that it would be more appropriate to
require the responsible party to certify
that “the information contained in this
submission is accurate to the best of the
sponsor’s knowledge.” Notwithstanding
the general support expressed for § 11.6,
and although we do not agree that
providing structured data entry in
standard data formats could lead to
misinterpretations of the data, we
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conclude that the commenters who
addressed proposed § 11.6(b)
specifically raised some valid concerns.
The commenters suggested that
responsible parties are well aware that
they are legally bound to submit truthful
information to the Federal Government
and that a specific attestation to the
veracity of the information at the time
of information submission to
ClinicalTrials.gov is unnecessary. As
such, and given the other provisions in
section 402(j) of the PHS Act that
protect against the submission of false
or misleading information, we have
decided to drop the requirement that the
responsible party certify that submitted
information is truthful and not
misleading and that the responsible
party is aware of the potential
consequences of submitting such
information. With regard to the
hypothetical concern that providing
structured data entry in standard data
formats could lead to misinterpretations
of the data, it is important to note that
we are not aware that such
misunderstandings have occurred nor
did any comments identify a specific
example. Section 11.6(a) will be
retained as a stand-alone provision of
the final rule.

Final Rule

The final rule eliminates proposed
§ 11.6(b) and retains the requirement
that submitted clinical trial information
must not be false or misleading. The
final rule also clarifies in § 11.6 that a
responsible party who submits false
and/or misleading information may be
subject to civil monetary penalties and/
or to other civil or criminal remedies
available under U.S. law. Eliminating
proposed § 11.6(b) does not change the
responsible party’s obligation to be
truthful and not misleading in
submissions to ClinicalTrials.gov.

4. 11.8—In what format must clinical
trial information be submitted?

Overview of Proposal

Section 402(j)(3)(D)(v)(I) of the PHS
Act requires the establishment of a
“standard format” for the submission of
clinical trial information. Section
402(j)(2)(B) of the PHS Act also requires
that clinical trial information be
submitted in such a way that is
searchable by the public. Proposed
§ 11.8 set forth the required format for
submitting clinical trial information to
ClinicalTrials.gov. The proposal
specified that information must be
submitted electronically to
ClinicalTrials.gov in the format
specified at http://
prsinfo.clinicaltrials.gov and explained

that no other format would be accepted.
Although the proposal used the phrase
“form and manner” instead of “format,”
we are using “format” in the final rule
to be consistent with the language of the
statute in section 402(j)(3)(D)(v)(I). As
discussed in sections II.B and III.C.10 of
the NPRM, NLM is adopting a tabular,
structured data entry system to promote
objective reporting, optimize data
display, permit effective searching of
ClinicalTrials.gov, and facilitate cross-
trial comparisons.

Proposed §§11.10, 11.28, and 11.48
specified the individual data elements
of clinical trial information that must be
submitted to ClinicalTrials.gov at the
time of registration and results
information submission (and updated in
accordance with proposed § 11.64),
including the subelements that are
considered to be part of a data element
(e.g., proposed § 11.10(b)(5) specifies
that the Study Design data element
includes the subelements Interventional
Study Model, Number of Arms, Arm
Information, Allocation, Masking, and
Single Arm Controlled).

In sections IV.B.4 and IV.C.4 of the
NPRM, we described the specific format
in which data elements and
subelements would be required to be
submitted to ClinicalTrials.gov. For
some data elements and subelements,
responsible parties would be required to
submit information in free-text form.
For other data elements and
subelements, responsible parties would
be required to select the best response
from menus of options presented in
ClinicalTrials.gov. The Agency also
developed a mechanism for uploading
registration and results data in an
automated electronic fashion using
eXtensible Markup Language (XML)
files.

We explained in the NPRM preamble
that the Agency might make minor
changes from time to time to the specific
format in which responsible parties
would be required to submit individual
data elements and subelements to
ClinicalTrials.gov (79 FR 69598). We
indicated that we would provide prior
notice and seek public comment on any
proposed changes to the format of
submitting clinical trial information and
that any changes would ultimately be
reflected in the PRS.

We invited comment on the specific
format described in the proposed rule
for submitting data elements and
subelements of proposed clinical trial
information, including comments on the
benefits and burden associated with
providing proposed data elements and
subelements, whether proposed menu
options are sufficient to accommodate
the range of potential entries (e.g., for

different trial designs), and whether an
“other”” option is needed in additional
data elements (79 FR 69598). We also
invited comment on the proposed
approach described in this section for
modifying the format of submitting
clinical trial information over time.

Comments and Response

Commenters addressed the proposed
format of submission. Some comments
explicitly supported the proposed rule
requirements for information to be
submitted in a structured format. Other
comments addressed data formatting
issues in the PRS. Some of these
commenters recommended that the PRS
allow submissions in Microsoft Excel®
files, such as for adverse events,
particularly because academic medical
centers are generally not familiar with
XML. We note that the PRS system has
allowed for the submission of adverse
event information in spreadsheet
format, including Excel, since 2013 and
will continue to allow this format.

Other commenters requested that the
PRS accept submissions in the same
electronic formats as required by the
Agency and other federal funders for
submissions to their own databases (e.g.,
Clinical Trial Reporting Program (CTRP)
for the National Cancer Institute (NCI)).
This approach of broadly accepting the
same electronic format as other systems
is not feasible. Any single standard data
format adopted by ClinicalTrials.gov
must provide sufficient generality and
flexibility to accommodate accurate
reporting of the mandated clinical trial
information for a wide range of clinical
trial designs, research areas/domains,
and funder/sponsor classes covered by
the law. While the Agency appreciates
that accepting a variety of submission
formats from other federal databases
may be less burdensome for responsible
parties, the PHS Act requires the final
rule to establish a standard format for
the submission of clinical trial
information. This standard format will,
in turn, facilitate search and comparison
of entries in the registry data bank, as is
also required under the statute.
Furthermore, it is possible for other
systems to map their content to the
standard data format at
ClinicalTrials.gov. For example, because
the data elements used to describe a
clinical trial in the NCI's CTRP are
designed to be compatible with the
standard format required for submitting
clinical trial registration information to
ClinicalTrials.gov, responsible parties
who have previously submitted trial
information to CTRP can submit that
same information directly into the PRS
at ClinicalTrials.gov. NCI intends to
continue to ensure that the information
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collected in CTRP is compatible with
the requirements of the final rule, while
continuing to collect and maintain other
information that meets distinct CTRP
purposes. NIH is also taking steps to
bring more standardization to the
information obtained from clinical trial
applicants and awardees in order to
enhance its stewardship of clinical
trials. These efforts will also take into
consideration the data elements in
ClinicalTrials.gov.

ClinicalTrials.gov supports this
information exchange by making
available to all organizations the
specific data elements and their
definitions, an XML schema, an
application program interface (API), and
information about validation messages.
We, therefore, retain the PRS
submission format in the final rule in
order to meet the requirements of the
law, but will continue to allow
responsible parties who have previously
submitted clinical trial data elements to
a number of other databases that are
compatible with the PRS standard
format to transfer clinical trial
information automatically from those
databases into ClinicalTrials.gov.

Some commenters recommended the
use of the Clinical Data Interchange
Standards Consortium (CDISC) data
format to ensure harmonization for
registration and results information
reporting. To our knowledge, there is no
existing standard data format that
supports the entirety of the
requirements in the final rule. However,
if such a standard data format is
developed and adopted by a significant
number of responsible parties, the
Agency will work to provide
appropriate interfaces for providing
information in that format. In general,
the PRS will accept XMLs that meet the
requirements of the PRS and that
include information that satisfies the
elements and subelements required in
this regulation.

A number of commenters also
stressed the importance of
harmonization with international and
other standard data formats for
uniformity in registration and results
information submissions. Some
commenters requested that data formats
be made consistent and be harmonized
with databases such as the EU EudraCT
database administered by the EMA [Ref.
70], or the WHO International Clinical
Trial Registry Platform Trial
Registration Data Set (Version 1.2.1)
[Ref. 73]. One commenter requested
specifically that any new data
technologies and database
functionalities should be consistent
with the EU and other registration
databases.

We note that the NPRM preamble
identified data elements that are
consistent with the WHO Trial
Registration Data Set (i.e., brief title,
official title, study design, primary
disease or condition being studied in
the trial, focus of the study, intervention
name, primary and secondary outcome
measures, eligibility criteria, overall
recruitment status, and secondary
identifications (IDs)) (79 FR 69611 et al).
These data elements are maintained in
the final rule. In addition, the Agency
provided technical assistance to the
EMA during development of the
EudraCT results database so that
EudraCT’s data requirements are
substantially aligned with the
requirements for ClinicalTrials.gov [Ref.
71]. Also, in April 2015, WHO issued a
Statement on Public Disclosure on
Clinical Trial Results [Ref. 74].
Although section 402(j)(3)(D)(vi) of the
PHS Act requires the Agency to
consider the status of consensus data
elements set of the WHO for reporting
clinical trial results information, the
WHO’s April 2015 statement did not
include any consensus data elements.
The Agency notes that opportunities to
incorporate newer data formats in the
future will be available through the
procedures described for format changes
in the section below.

One commenter requested that the
Systematized Nomenclature of
Medicine—Clinical Terms (SNOMED
CT®) be used for terminology, or in the
alternative ICD-10, to ensure the
standard’s ability to “map”’ to electronic
health records. SNOMED CT® is a
comprehensive clinical terminology
owned, maintained, and distributed by
the International Health Terminology
Standards Development Organization
[Ref. 75], which includes NLM as the
U.S. member. SNOMED CT® is used in
systems of the Federal Government for
the electronic exchange of clinical
health information and is a required
standard data format in interoperability
specifications of the U.S. Healthcare
Information Technology Standards
Panel [Ref. 76]. Since SNOMED CT®
provides clinical terminology, it applies
most directly to the data element of
“primary disease or condition being
studied in the trial, or focus of the
study” (§ 11.10(b)(9)). We note that the
rule allows the use of SNOMED CT® for
this data element or any other
vocabulary that has been mapped to
Medical Subject Headings (MeSH®)
[Ref. 77] with the Unified Medical
Language System (UMLS)
Metathesaurus. The use of ONC-
certified or endorsed terminologies is
encouraged where possible, including,

but not limited, to SNOMED CT and
Logical Observation Identifiers Names
and Codes, known by its acronym
LOINC®.

Finally, some comments requested
that an “Other” category option be
provided for all data elements. We have
instead included an “Other” category as
menu options only for those data
elements where we believe it is
necessary and appropriate. In some
instances, such as for Study Phase and
Study Type, the menu list is
comprehensive and no “Other” category
is needed. An advantage of providing a
comprehensive list of substantive
options, when possible, is to mitigate
confusion and potential errors during
data entry. Another key advantage of
using only controlled terms as menu
items is that it increases structure of the
database, thereby facilitating accurate
search and complete information
retrieval. Allowing the selection of an
“Other” option with additional free-text
elaboration can limit the specificity and
searchability of the database. Thus, we
have limited the number of data
elements that provide an “Other”
category as an option. As the nature of
clinical research methodologies and
practices evolve and we gain more
experience with certain data elements,
we anticipate that menu options will
likely change. As described in more
detail in the final rule discussion for
§11.8, we will use a notice-and-
comment process before adding any
new menu options for a data element.

Final Rule

The final rule maintains § 11.8, with
some modification for further clarity, in
requiring “Information submitted under
this part must be submitted
electronically to ClinicalTrials.gov, in
the format specified at https://
prsinfo.clinicaltrials.gov.” The final rule
also modifies in the section title the
phrase “form and manner” to “format”
to be consistent with the language used
in section 402(j)(3)(D)(v)(I) of the PHS
Act.

This final rule also specifies the data
elements and subelements defined in
§11.10 and required by § 11.28 and
§ 11.48. In addition, by describing the
registration and results information to
be submitted to ClinicalTrials.gov, this
final rule preamble specifies the format
in which information will be submitted
(such as free text or menu selections).
The format specified in this final rule
preamble will be described at https://
prsinfo.clinicaltrials.gov (or successor
site). The choice of providing menu
options versus free-text fields and the
set of menu options offered for specific
data elements and subelements are
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based on our experience in operating
ClinicalTrials.gov and on comments
received from users of
ClinicalTrials.gov, including those who
commented on the FDA draft and final
guidance documents that were issued in
2002 and 2004 [Ref. 78, 79] (79 FR
69570) and the preliminary version of
the results database and adverse event
module that were available for testing
beginning in the spring of 2008 (73 FR
29525). Some menus offer a fixed set of
options without an “Other” option;
others offer a prespecified set of options
plus an “Other” option. In most cases,
responsible parties selecting the
“Other” option would be required to
provide a free-text response to elaborate
on the “Other” selections. Some data
elements without an “Other” option
also include an optional free-text field
in which responsible parties could
voluntarily provide additional
information about the option selected.

The use of menu options is intended
to promote the entry of data in a
structured format that allows users to
search ClinicalTrials.gov and retrieve
comparable information, consistent with
the requirements of sections 402(j)(2)(B)
and (3)(D)(v)(I) of the PHS Act. Menu
options have been used in
ClinicalTrials.gov since its launch and
are routinely used to improve the
quality and to help ensure the
completeness of data submitted to
information systems. Their use can
reduce typographical errors in data
entry and minimize the data entry
burden on responsible parties by
providing a set of predefined options for
common entries. By standardizing the
set of available responses, they also
promote the use of consistent
terminology across entries and can
improve the ability of users to search
the data bank and compare entries
easily across clinical trials.

We further note that to reduce the
burden on responsible parties related to
the submission of information to the
data bank, ClinicalTrials.gov
accommodates both interactive, online
entry of information for a specific
clinical trial and automated uploading
of information that is prepared in XML
format. Responsible parties submitting
information on multiple clinical trials
may upload information that is prepared
as a batch submission. ClinicalTrials.gov
also supports uploading of adverse
event information using a spreadsheet
program, such as Microsoft Excel®, so
long as it conforms to the specified data
format of the PRS. Additional
information about submitting
information to ClinicalTrials.gov is
available at https://
prsinfo.clinicaltrials.gov.

As described in the NPRM, the
Agency might periodically make minor
changes to the specific format in which
responsible parties submit individual
data elements and subelements to
ClinicalTrials.gov (79 FR 69598). Such
changes would not require a responsible
party to submit different or more
clinical trial information than is
specified in the final rule, but would
alter the way in which the information
is entered, with the general aim of
making sure the menu options contain
the most relevant, useful, and
convenient options for responsible
parties and users of the system. For
example, if the research community
develops a new type of clinical trial
design, we might expand the list of
menu options under the Interventional
Study Model subelement of the Study
Design data element to include it. If we
find that many of the free-text entries for
the Why Study Stopped data element
fall into a small number of categories,
we might offer them as menu options (in
addition to accepting free-text for
“Other” reasons) to reduce the burden
of data entry and improve the
consistency and comparability of
responses across registered clinical
trials. We will provide prior notice and
seek public comment on any proposed
changes of substantive nature to the
format of submitting clinical trial
information. There may be times when
changes of a technical nature may be
required (e.g., updates to the XML,
redesign of the user interface,
modifications to PRS on-screen
instructions), for which no public
comments will be sought.

5. 11.10—What definitions apply to this
part?

Section 11.10 of the NPRM defined
certain terms and data elements used in
the proposed part. The terms defined in
proposed § 11.10(a) included terms
explicitly defined in section 402(j) of
the PHS Act (e.g., “applicable clinical
trial,” “responsible party”’); terms used
but not defined in section 402(j) of the
PHS Act (e.g., “clinical trial”’); and
terms not specifically found in section
402(j) of the PHS Act but which are
important for implementing the
statutory provisions. With respect to
terms not defined in the statute, we
proposed definitions to fit within the
proposed framework for the expanded
data bank and for the purposes of
satisfying the statutory goals, clarifying
the application and operation of this
proposed rule, in particular as related to
information to be submitted to
ClinicalTrials.gov, and/or for
convenience. We also referenced some
terms defined under the PHS Act and

the FD&C Act and implementing
regulations, as necessary.

For each term defined in proposed
§11.10(a), we describe below the
proposed definition, any specific public
comment(s) we received and our
response(s), and the term and definition
that is adopted in § 11.10(a) of the final
rule. The list below is alphabetized
according to the name assigned to the
term in the final rule. For example, the
term “FDA-regulated device” proposed
in the NPRM is “U.S. FDA-regulated
device” in the final rule, so it appears
toward the end of the list.

Adverse Event

In the NPRM, we defined ‘“‘adverse
event” in § 11.10(a) as “any untoward or
unfavorable medical occurrence in a
human subject, including any abnormal
sign (for example, abnormal physical
exam or laboratory finding), symptom,
or disease, temporally associated with
the subject’s participation in the
research, whether or not considered
related to subject’s participation in the
research.”

As we explained in the NPRM,
“adverse event” is a term used but not
defined in section 402(j)(3)(I) of the PHS
Act to describe a certain category of
clinical trial results information (79 FR
69598). Section 402(j)(3)(I)(iii) of the
PHS Act requires the reporting of both
anticipated and unanticipated adverse
events. Current FDA regulations define
the term ‘““adverse event” with respect to
drugs, but not to devices. (FDA
regulations for devices include a
different but related term, “suspected
adverse device effect,” that is discussed
in the definition of the term “serious
adverse event.”’) FDA regulations for
IND safety reporting requirements that
were issued on September 29, 2010 (75
FR 59935), and took effect on March 28,
2011 define an adverse event as “any
untoward medical occurrence
associated with the use of a drug in
humans, whether or not considered
drug related” (21 CFR 312.32(a)). In
addition to defining the term “adverse
event,” those FDA regulations have the
additional purpose of identifying
circumstances in which certain adverse
events (such as those that are serious
and unexpected and that also meet the
definition of a “suspected adverse
reaction,” meaning that the adverse
event must have a reasonable possibility
of being caused by the drug) must be
reported in an expedited fashion while
the trial is ongoing.

The HHS Office for Human Research
Protections (OHRP) has a definition of
adverse event that covers drug, device,
and other interventions and includes
both anticipated and unanticipated
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event(s) regardless of whether they are
attributed to the intervention(s) studied
in the clinical trial. As discussed in
OHRP’s “Guidance on Reviewing and
Reporting Unanticipated Problems
Involving Risks to Subjects or Others
and Adverse Events” (January 2007), an
adverse event means ““[a]Jny untoward or
unfavorable medical occurrence in a
human subject, including any abnormal
sign (for example, abnormal physical
exam or laboratory finding), symptom,
or disease, temporally associated with
the subject’s participation in the
research, whether or not considered
related to the subject’s participation in
the research” [Ref. 80]. The OHRP
definition was adapted from the
definition used by the International
Conference on Harmonization of
Technical Requirements of
Pharmaceuticals for Human Use (ICH)
Guideline E6, Good Clinical Practice:
Consolidated Guidance [Ref. 81] which
was published by FDA as a guidance
document in the FR in 1997 (62 FR
25692). The definition, therefore, is
consistent with international norms.
Although the ICH Guidelines are
intended to apply to pharmaceutical
products, the OHRP definition is
intended to apply broadly to research in
humans that involves any type of
intervention.

We received comments on the adverse
event definition. The commenters
asserted that the definition was
inconsistent with FDA’s adverse event
definition. One commenter noted that
the definition of “adverse event”” was
vague and requested that the rule define
the term to be consistent with IRB
reporting requirements at continuing
review. We disagree. The IRB
requirements cited by the commenter
are described in the OHRP guidance
from which we derived the adverse
event definition; this helps ensure
consistency in the submission of
adverse event information for applicable
device clinical trials and applicable
drug clinical trials. As explained above,
this definition is consistent with, but
not identical to, FDA’s definition of
“adverse event” for IND safety reporting
in 21 CFR 312.32(a). The definition in
§11.10(a) includes not only those
adverse events defined in 21 CFR 312.32
(which apply to clinical trials of drug
products), but also adverse events more
broadly from research participation
subject to this part (i.e., including
clinical trials of device products) and
ensures consistency with the
international standard. For example, a
“suspected adverse event,” defined by
FDA as a subcategory of “‘adverse event
that requires a reasonable possibility of

”

being caused by the drug, is also
included under the definition of
“adverse event” in § 11.10(a).

After considering these comments, we
maintain the definition of “adverse
event” in §11.10(a) of the final rule to
mean ‘‘any untoward or unfavorable
medical occurrence in a human subject,
including any abnormal sign (for
example, abnormal physical exam or
laboratory finding), symptom, or
disease, temporally associated with the
subject’s participation in the research,
whether or not considered related to
subject’s participation in the research.”

Additionally, this final rule includes
a requirement to submit to
ClinicalTrials.gov summary information
about anticipated and unanticipated
adverse events observed during a
clinical trial (as well as a requirement to
submit information about serious
adverse events), regardless of attribution
(i.e., whether or not the investigator
believes they are related to the
intervention(s)). These requirements are
consistent with the definition of
“adverse event” in the final rule, which
is not limited to adverse events that are
anticipated, are likely to have been
caused by the drug product (including
biological product) or device product (or
other type of intervention used in the
clinical trial), or have a reasonable
possibility of being related to the
intervention under study. The definition
of “adverse event,” which includes all
adverse events regardless of possible
attribution and regardless of whether
they were anticipated, advances the
statutory goal of providing more
information that may be related to
medical products’ potential risks.

Applicable Clinical Trial

In the NPRM, we defined “applicable
clinical trial” in § 11.10(a) to mean ‘“‘an
applicable device clinical trial or an
applicable drug clinical trial.” As we
explained, this definition, which is
identical to the statutory definition in
section 402(j)(1)(A)(@i) of the PHS Act,
designates the scope of clinical trials
that may be subject to the requirements
to submit clinical trial registration and
results information as specified in this
part (79 FR 69599). However, not all
trials meeting the definition of an
“applicable clinical trial”” are subject to
the clinical trial registration and results
information submission requirements.
For example, an applicable clinical trial
that reached its primary completion
date on or before September 27, 2007
(i.e., the date of enactment of FDAAA)
is not subject to section 402(j) of the
PHS Act, nor is an applicable clinical
trial that was ongoing as of September
27,2007, and reached its primary

completion date prior to December 26,
2007. In addition, in proposed

§ 11.22(b), we described an approach for
determining whether a clinical study or
trial meets the definition of an
“applicable clinical trial.”

We received comments on this
definition. One commenter supported
the proposed definition. Other
commenters requested that the
definition include all clinical trials, and
one of these commenters further
requested that the definition be
amended in the final rule to include any
human experiment introducing any
form of a drug, device, biologic,
radiation, or any other form of treatment
into the human body. The definition of
“applicable clinical trial” is set forth in
section 402(j) of the PHS Act.

Based on further review and analysis,
we have reconsidered whether any
expanded access use falls within the
definition of “applicable clinical trial.”
For the following reasons, we have
determined that no expanded access use
would be considered an “applicable
clinical trial” under section 402(j) of the
PHS Act.

FDAMA (Pub. L. 105-115) contained
two related provisions addressing
expanded access use. FDAMA added
section 561 to the FD&C Act, which
specifically authorized the Secretary to
permit investigational drugs and
investigational devices to be made
available for the diagnosis, monitoring,
or treatment of serious or life-
threatening diseases or conditions under
certain circumstances. These so-called
“expanded access” provisions were
implemented by FDA through its IND
and IDE regulations (see 21 CFR
312.300-320 and 21 CFR 812.36).

FDAMA also amended section 402 of
the PHS Act to require the Secretary to
establish a data bank of information on
experimental drugs for serious or life-
threatening diseases and conditions.
This FDAMA-created data bank
included two specified aspects: “(A) A
registry of clinical trials (whether
federally or privately funded) of
experimental treatments for serious or
life-threatening diseases and conditions
under regulations promulgated pursuant
to section 505(i) of the [FD&C Act] . . .”
and “(B) Information pertaining to
experimental treatments for serious or
life-threatening diseases and conditions
that may be available—(i) under a
treatment investigational new drug
application that has been submitted . . .
under section 561(c) of the [FD&C Act]

. . .” (currently section 402(i)(3) of the

PHS Act). In addition, the FDAMA data
bank could include information on “the
results of clinical trials . . . with the
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consent of the sponsor . . .” (currently
section 402(i)(3) of the PHS Act).

These FDAMA provisions were
implemented by NIH through the
creation of ClinicalTrials.gov. The
FDAMA provisions were subsequently
amended to require information on
clinical trials to also include a
description of whether, and through
what procedure, the manufacturer or
sponsor would make the drug available
for expanded access use, particularly in
children (section 15(c)(2) of Public Law
107-109; 115 Stat. 1420 (2002)). Thus,
there is a distinction reflected in section
402(i) of the PHS Act between a clinical
trial and expanded access use.

The FDAAA provision adding current
section 402(j) of the PHS Act was
intended to expand the
ClinicalTrials.gov data bank. The
structure and language of section 402(j)
reflect congressional intent to maintain
in the data bank the same distinction
between clinical trials and expanded
access use. This congressional intent is
evident in section 402(j)(2)(A)(ii)(I1)(gg)
of the PHS Act, which states that ““in the
case of an applicable drug clinical trial,
if the drug is not approved . . . specify
whether or not there is expanded access
to the drug under section 561 of the
[FD&C Act] . . .” This provision
implies that expanded access use would
not itself be considered an “applicable
clinical trial.”

For these reasons, we have concluded
that expanded access use under section
561 of the FD&C Act does not fall within
the definition of “applicable clinical
trial” under section 402(j) of the PHS
Act. However, information on the
availability of investigational drug
products (including biological drug
products) for expanded access will
continue to be required to be submitted
to the Clinical Trials.gov database under
authority of the section 402(j)
registration requirements.

In the final rule, the definition of
“applicable clinical trial” in § 11.10(a)
is revised by the addition, at the end of
the definition, of the following
statement: “Expanded access use under
section 561 of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 360bbb) is
not an applicable clinical trial.” Other
than this change, we maintain the
proposed definition of “applicable
clinical trial” as the first sentence of the
definition in the final rule: “Applicable
clinical trial means an applicable device
clinical trial or an applicable drug
clinical trial.”” This first sentence of the
definition is identical to the statutory
definition.

We also received comments
specifically on the “applicable device
clinical trial” or “applicable drug

clinical trial” components of the
proposed applicable clinical trial
definition. These are addressed within
the definition for each.

Applicable Device Clinical Trial

In the NPRM, we defined ‘“‘applicable
device clinical trial” in §11.10(a) to
mean (1) a prospective clinical study of
health outcomes comparing an
intervention with a device subject to
section 510(k), 515, or 520(m) of the
FD&C Act against a control in human
subjects (other than a small clinical trial
to determine the feasibility of a device,
or a clinical trial to test prototype
devices where the primary outcome
measure relates to feasibility and not to
health outcomes); and (2) a pediatric
postmarket surveillance as required
under section 522 of the FD&C Act.

As we explained in the NPRM,
“applicable device clinical trial” is the
term used in section 402(j)(1)(A) of the
PHS Act to designate the clinical trial of
a device and FDA-ordered pediatric
postmarket surveillance of a device for
which clinical trial information must be
submitted to ClinicalTrials.gov under
section 402(j) of the PHS Act (79 FR
69599). The proposed rule adopted, in
§11.10, the definition of applicable
device clinical trial, as provided in
section 402(j)(1)(A)(ii) of the PHS Act:
“(I) a prospective clinical study of
health outcomes comparing an
intervention with a device subject to
section 510(k), 515, or 520(m) of the
[FD&C] Act against a control in human
subjects (other than a small clinical trial
to determine the feasibility of a device,
or a clinical trial to test prototype
devices where the primary outcome
measure relates to feasibility and not to
health outcomes); and (II) a pediatric
postmarket surveillance as required
under section 522 of the [FD&C] Act.”
In addition, the proposed rule in § 11.10
adopted the definition of “device” in
section 402(j)(1)(A)(vi) of the PHS Act as
“a device as defined in section 201(h) of
the [FD&C] Act.” We provided
additional elaboration of the
interpretation of applicable device
clinical trial in the NPRM.

We received several comments on this
definition. One commenter supported
the proposed rule’s applicable clinical
trial definition with respect to devices,
particularly that only a “prospective”
clinical study should be considered an
“interventional study,” and thus an
applicable clinical trial. Many
commenters requested that the
applicable device clinical trial
definition be expanded to include any
trials in which a device is introduced
into the human body, but they agreed
that the definition should not include

observational studies. One commenter
requested that the definition include
small device feasibility studies, which
are explicitly excluded by the statutory
definition. Two other commenters
requested that the definition include all
studies conducted under an IDE.

We have not modified the definition
of “applicable device clinical trial” in
the final rule based on these comments.
The statutory definition explicitly states
which trials fall within the definition of
an applicable clinical trial; it does not
include all device clinical trials. Section
402(j)(1)(A)(ii) of the PHS Act requires
that the device must be subject to
section 510(k), 515, or 520(m) of the
FD&C Act. Section 402(j)(1)(A)(ii) of the
PHS Act also explicitly excludes certain
device feasibility studies from the
“applicable device clinical trial”
definition. A device is considered to be
subject to section 510(k), 515, or 520(m)
of the FD&C Act if any of the following
is required before it may be legally
marketed in the United States: (1) A
finding of substantial equivalence under
section 510(k) of the FD&C Act
permitting the device to be marketed, (2)
an order under section 515 of the FD&C
Act approving a pre-market approval
application for the device, or (3) a
humanitarian device exemption (HDE)
under section 520(m) of the FD&C Act.
Such devices that are considered to be
subject to section 510(k), 515, or 520(m)
of the FD&C Act include significant risk
devices for which approval of IDE is
required under section 520(g) of the
FD&C Act, non-significant risk devices
that are considered to have an approved
IDE in accordance with 21 CFR 812.2(b),
or devices that are exempt from the
submission requirements of 21 CFR 812
(79 FR 69600).

Some commenters also requested
clarification of definitional elements.
One commenter requested that the rule
clarify the term “health-outcomes” for
making an applicable clinical trial
determination. We have not provided a
definition of “health outcomes” in the
final rule for the applicable device
clinical trial definition. However, in the
NPRM, we explained that a
“prospective clinical study of health
outcomes” is a clinical study in which
the primary objective is to evaluate a
defined clinical outcome related to
human health (79 FR 69599). For
example, a clinical study of a diagnostic
device (such as an in vitro diagnostic
(IVD)) in which the primary purpose is
to evaluate the ability of the device to
make a diagnosis of a disease or
condition is related directly to human
health and, therefore, would be
considered a clinical study “‘of health
outcomes” for purposes of this rule. We
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will consider additional guidance on
this term if our experience reflects it is
needed.

Another commenter suggested that
the term ““feasibility,” as used in the
parenthetical exclusion in the definition
of “applicable device clinical trial,” was
described in the NPRM in a way that is
more limited than FDA guidance and
requested clarification in the final rule.
The “feasibility study” exclusion in the
definition directly incorporates the
language from section 402(j)(1)(A)(ii)(I)
of the PHS Act: ““a small clinical trial to
determine the feasibility of a device, or
a clinical trial to test prototype devices
where the primary outcome measure
relates to feasibility and not to health
outcomes” is not an ‘“‘applicable device
clinical trial.” We explained in the
NPRM that clinical studies designed
primarily to determine the feasibility of
a device or to test a prototype device are
considered by the Agency to be clinical
studies conducted to confirm the design
and operating specifications of a device
before beginning a full clinical trial (79
FR 69601). Feasibility studies are
sometimes referred to as phase 1
studies, pilot studies, prototype studies,
or introductory trials (although we note
that the use of these terms does not
necessarily mean that the study is a
feasibility study under the definition).
Our explanation of this exemption is
consistent with FDA’s regulation of
devices. FDA published the guidance
Investigational Device Exemptions
(IDEs) for Early Feasibility Medical
Device Clinical Studies, Including
Certain First in Human (FIH) Studies
(October 2013) to address the
development and review of IDE
applications for early feasibility studies
of significant risk devices [Ref. 82]. For
the purposes of the guidance, the
guidance defines an “early feasibility
study” as a limited clinical investigation
of a device early in development,
typically before the device design has
been finalized, for a specific indication.
The guidance further defines a
“traditional feasibility study” as a
clinical investigation that is commonly
used to capture preliminary safety and
effectiveness information on a near-final
or final device design to adequately plan
an appropriate pivotal study. Section
402(j)(1)(A)(i1)(I) of the PHS Act
excludes “small clinical trial[s] to
determine the feasibility of a device, or
a clinical trial to test prototype devices
where the primary outcome measure
relates to feasibility and not to health
outcomes” from the definition of
“applicable device clinical trial.”” The
excluded clinical trials described in this
statutory definition appear to be

consistent with the early feasibility
study definition in the guidance, but not
with that of the traditional feasibility
study, which evaluates preliminary
safety and effectiveness information
(i.e., for “health outcomes’’). Therefore,
it is likely that only early feasibility
studies would fall within this exclusion
under the §11.10 definition of an
“applicable device clinical trial.”

Two commenters requested that the
rule define “small,” which is used in
the definition’s “feasibility study”
exemption. One of the commenters
requested that the rule use a
“threshold’”” number of subjects
indicated for the Enrollment data
element based on an empirical database
review, such as not more than 20-30
subjects for a study. The other
commenter requested clarification of the
term ““small” and suggested that a
device trial with at least 10 subjects
could not qualify as “small” for the
“feasibility study”” exemption. We are
not including a threshold number in the
definition, because some studies with
an enrolled subject total exceeding a
specified threshold might be more
appropriately considered a “small
feasibility study,” while other studies
with an enrolled subject total below the
specified threshold, depending on the
prevalence of the disease or condition,
might not be considered “small” for the
purposes of this exemption. We note
that a trial with at least 10 subjects
would generally not be considered
“small.”

To determine whether a device trial is
an applicable device clinical device, one
comment requested clarification as to
whether a device that is solely packaged
and/or labeled in the United States
would be considered “manufactured in”
the United States. The commenter
opposed considering devices that are
solely packaged and/or labeled in the
United States as ‘“manufacture[d] in the
U.S.” and requested clarification in the
final rule. Pursuant to section 510 of the
FD&C Act, FDA’s jurisdiction extends to
the “manufacture, preparation,
propagation, compounding or
processing” of devices, which term is
defined to include “‘repackaging or
otherwise changing the container,

wrapper, or labeling or any . . . device
package in furtherance of the
distribution of the . . . device from the

original place of manufacture to the
person who makes final delivery or sale
to the ultimate consumer or user.” The
NPRM used the term ‘“manufacture’ as
a short-hand for all device activities
within FDA’s jurisdiction. Therefore, a
device product that is packaged and/or
labeled in the United States would be
considered “manufactured” in the

United States and subject to section
510(k), 515, or 520(m) of the FD&C Act.

After considering the comments, we
maintain the definition of “applicable
device clinical trial” in §11.10(a),
except that we have clarified the status
of certain clinical trials of combination
products, made clear that the term
“device” refers to a particular
manufacturer’s device product, and
included the applicable United States
Code (U.S.C.) statutory citations. In
§11.10(a) of the final rule, we define
“applicable device clinical trial”” to
mean ““(1) [a] prospective clinical study
of health outcomes comparing an
intervention with a device product
subject to section 510(k), 515, or 520(m)
of the Federal Food, Drug, and Cosmetic
Act (21 U.S.C. 360(k), 21 U.S.C. 360e, 21
U.S.C. 360j(m)) against a control in
human subjects (other than a small
clinical trial to determine the feasibility
of a device product, or a clinical trial to
test prototype device products where
the primary outcome measure relates to
feasibility and not to health outcomes);
(2) [a] pediatric postmarket surveillance
of a device product as required under
section 522 of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 3601); or
(3) [a] clinical trial of a combination
product with a device primary mode of
action under 21 CFR part 3, provided
that it meets all other criteria of the
definition under this part.”

The first part of the definition in
section 402(j)(1)(A)(ii)(I) of the PHS Act
defines a clinical study as an applicable
device clinical trial if it meets the
following four criteria: (1) It is a
prospective clinical study of health
outcomes; (2) it compares an
intervention with a device against a
control in human subjects; (3) the
studied device is subject to section
510(k), 515, or 520(m) of the FD&C Act;
and (4) it is other than a small clinical
trial to determine the feasibility of a
device or a clinical trial to test prototype
devices where the primary outcome
measure relates to feasibility and not to
health outcomes. Except as described
below with regard to pediatric
postmarket surveillances of a device
product, if a clinical investigation fails
to meet one or more of these criteria, it
would not be considered an applicable
device clinical trial. We have
considered the meaning of these criteria
carefully and our interpretation follows.

(1) “Prospective clinical study of
health outcomes.” First, we interpret the
term “clinical study,” with respect to a
device product. We interpret ‘“clinical
study” with respect to a device product
to mean an investigation in which a
device product is used in one or more
human subjects. For the purposes of
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interpreting the term “‘clinical study,”
we consider the term “human subject”
to have the same meaning as the term
“subject,” which is defined in FDA
regulations as a “human who
participates in an investigation, either as
an individual on whom or on whose
specimen an investigational device is
used or as a control. A subject may be
in normal health or may have a medical
condition or disease” (see 21 CFR
812.3(p)). For the purposes of only the
requirements under section 402(j) of the
PHS Act and this rule, the term “human
subject” does not include de-identified
human specimens [Ref. 83]. Note that
we use the term “participant”
interchangeably with “human subject”
in this document.

The term “study” is often used
interchangeably with the term
“investigation.” As pertaining to device
products, “investigation” is defined as
“a clinical investigation or research
involving one or more subjects to
determine the safety or effectiveness of
a device.” (See 21 CFR 812.3(h).)
Although FDA regulations pertaining to
device products do not specifically
define the term ““clinical investigation,”
that term is defined in FDA regulations
pertaining to clinical investigations of
drug products (including biological
products) as “any experiment in which
a drug is administered or dispensed to,
or used involving, one or more human
subjects,” where “experiment” is
defined as “any use of a drug except for
the use of a marketed drug in the course
of medical practice” (see 21 CFR 312.3).
In our view, these definitions can be
applied to trials of a device product by
defining a ““clinical study of a device
product” as “any experiment in which
a device product is administered,
dispensed to, or used involving, one or
more human subjects,” defining an
“experiment” as “any use of a device
product except for the use of a marketed
device product in the course of medical
practice,” and using the definition of
“subject” described above (from 21 CFR
812.3(p)). This interpretation helps
improve consistency between
definitions of the terms “applicable
device clinical trial”” and “applicable
drug clinical trial.” In addition, our
proposed interpretation of a “clinical
study” of a device product would
include studies in which subjects are
assigned to specific interventions
according to a study protocol. Studies in
which a device product is used on a
patient as part of routine medical care
and not because of a study or protocol
would not be considered clinical studies
for the purposes of this rule. An
example of studies that would not be

considered clinical investigations
include situations in which, after a
device product has been administered to
patients in the course of routine medical
practice by a healthcare provider, a
researcher not associated with the
administration of the device product
reviews the patients’ records in order to
assess certain effects, interviews the
patients to assess certain impacts, or
collects longitudinal data to assess
health outcomes.

Second, turning to our interpretation
of the term ““prospective,” we consider
a prospective clinical study to be any
study that is not retrospective or, in
other words, one in which subjects are
followed forward in time from a well-
defined point (i.e., the baseline of the
study) or are assessed at the time the
study intervention is provided. A
prospective clinical study may also have
non-concurrent (e.g., historical) control
groups. An example of a retrospective
study, and therefore not an applicable
device clinical trial, is a study in which
subjects are selected based on the
presence or absence of a particular event
or outcome of interest (e.g., from
hospital records or other data sources)
and their past exposure to a device
product is then studied.

Third, with respect to our
interpretation of the phrase “of health
outcomes,” for the purposes of the
definition of “applicable device clinical
trial,” we consider a ‘“prospective
clinical study of health outcomes” to be
a clinical study in which one or more
of the primary or secondary outcome
measures are biomedical or health-
related. For example, a clinical study of
a diagnostic device (such as an IVD) in
which the primary outcome measure is
the number of subjects with the correct
diagnosis, would be considered a
clinical study of health outcomes for the
purposes of this proposed rule.

(2) “Comparing an intervention with
a device against a control in human
subjects.” We interpret the phrase an
“intervention with a device” to be an
intervention in which a device product
is used on a human subject in the course
of a study. As stated above, the meaning
of the term “human subject” is
consistent with the definition of
“subject” in 21 CFR 812.3(p), except
that for the purposes of only the
requirements under this part, the term
“human subject” does not include de-
identified human specimens. We
interpret the term ““intervention”
broadly, to include various techniques
for using the device product such as,
among others, device regimens and
procedures and the use of prophylactic,
diagnostic, or therapeutic agents.

A clinical study is considered, or
intended, to “‘compare an intervention
with a device against a control in
human subjects” when it compares
differences in the biomedical or health-
related outcomes between human
subjects who received an intervention
that included a device product and
human subjects who received other
interventions or no intervention (e.g.,
comparison with another device
product, comparison with usual clinical
care that did not involve a device
product). The intervention under study
may be one with a device product that
has never been cleared or approved or
one with a device product that has been
cleared or approved, regardless of
whether the clearance or approval is for
the use being studied. Such controlled
clinical studies include not only
concurrent control groups, but also non-
concurrent controls such as historical
controls (e.g., literature, patient records,
human subjects as their own control) or
outcomes using objective performance
criteria such as performance criteria
based on broad sets of data from
historical databases (e.g., literature or
registries) that are generally recognized
as acceptable values. As discussed
further in the definition of “control or
controlled,” we clarify for the purposes
of this part that all interventional
studies, whether single or multi-arm,
with a pre-specified outcome are
considered to be controlled (i.e.,
comparing an intervention against a
control).

As discussed above, expanded access
protocols under section 561 of the FD&C
Act, under which investigational
devices are made available under
certain circumstances, do not fall within
the definition of “applicable device
clinical trial.”

(3) ““A device subject to section
510(k), 515, or 520(m)”’ of the FD&C Act.
A device product is considered to be
subject to section 510(k), 515, or 520(m)
of the FD&C Act if any of the following
is required before it may be legally
marketed in the United States: (1) A
finding of substantial equivalence under
section 510(k) permitting the device
product to be marketed, (2) an order
under section 515 of the FD&C Act
approving a pre-market approval
application for the device product, or (3)
an HDE under section 520(m) of the
FD&C Act. Device products that are
considered to be subject to section
510(k), 515, or 520(m) of the FD&C Act
include significant risk devices for
which approval of an IDE is required
under section 520(g) of the FD&C Act,
non-significant risk devices that are
considered to have an approved IDE in
accordance with 21 CFR 812.2(b), or
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device products that are exempt from
the submission requirements of 21 CFR
part 812.

If a clinical study of a device product
includes sites both within the United
States (including any U.S. territory) and
outside of the United States, and if any
of those sites is using (for the purposes
of the clinical study) a device product
that is subject to section 510(k), 515, or
520(m) of the FD&C Act, we would
consider the entire clinical study to be
an applicable device clinical trial,
provided that it meets all of the other
criteria of the definition under this part.
However, a clinical study of a device
product that is being conducted entirely
outside of the United States (i.e., does
not have any sites in the United States
or in any U.S. territory) and is not
conducted under an IDE may not be a
clinical study of a device product
subject to section 510(k), 515, or 520(m)
of the FD&C Act and, therefore, is not
an applicable device clinical trial,
depending on where the device product
being used in the clinical study is
manufactured. If the device product is
manufactured in the United States or
any U.S. territory, and is exported for
study in another country (whether it is
exported under section 801(e) or section
802 of the FD&C Act), the device
product is considered to be subject to
section 510(k), 515, or 520(m) of the
FD&C Act. If the device product is
manufactured outside of the United
States or its territories, and the clinical
study sites are all outside of the United
States and/or its territories, the device
product would not be considered to be
subject to section 510(k), 515, or 520(m)
of the FD&C Act. A device product that
is packaged and/or labeled in the United
States would be considered
“manufactured” in the United States
subject to section 510(k), 515, or 520(m)
of the FD&C Act.

(4) “Other than a small clinical trial
to determine the feasibility of a device,
or a clinical trial to test prototype
devices where the primary outcome
measure relates to feasibility and not to
health outcomes.” Clinical studies
designed primarily to determine the
feasibility of a device product or to test
a prototype device are considered by the
Agency to be clinical studies conducted
to confirm the design and operating
specifications of a device product before
beginning a full clinical trial. Feasibility
studies are not considered applicable
device clinical trials under this part.

The second part of the definition in
section 402(j)(1)(A)(ii)(II) of the PHS Act
specifies that an applicable device
clinical trial includes “pediatric
postmarket surveillance as required
under section 522 of the Federal Food,

Drug, and Cosmetic Act.” Postmarket
surveillances can take many forms, from
literature reviews to controlled clinical
trials. Based on the statutory language,
any pediatric postmarket surveillance of
a device product under section 522 of
the FD&C Act, regardless of its design,
is an applicable device clinical trial.

In addition, a combination product
may include a device subject to section
510(k), 515, or 520(m) of the FD&C Act,
as well as a drug (including a biological
product) subject to section 505 of the
FD&C Act or section 351 of the PHS Act
(see 21 CFR 3.2(e)). Drugs (including
biological products) and devices do not
lose their discrete regulatory identities
when they become constituent parts of
a combination product. In general, the
regulatory requirements specific to each
constituent part of a combination
product also apply to the combination
product itself. However, because some
requirements of section 402(j) of the
PHS Act are different for applicable
device clinical trials than for applicable
drug clinical trials, there is a need for
clarity as to which requirements apply
to applicable clinical trials of
combination products that include
device and drug constituent parts. In
order to provide this clarity, the final
rule specifies that an applicable clinical
trial of a combination product with a
device primary mode of action under 21
CFR part 3 would be considered an
applicable device clinical trial, provided
that it meets all other criteria of the
definition under §11.10(a), and
likewise, a clinical trial of a
combination product with a drug
primary mode of action under 21 CFR
part 3 would be considered an
applicable drug clinical trial, provided
that it meets all other criteria of the
definition under § 11.10(a).

Applicable Drug Clinical Trial

In the NPRM, we defined “applicable
drug clinical trial” in §11.10(a) to mean
““a controlled clinical investigation,
other than a phase 1 clinical
investigation, of a drug subject to
section 505 of the Federal Food, Drug,
and Cosmetic Act or to section 351 of
the Public Health Service Act, where
‘clinical investigation’ has the meaning
given in 21 CFR 312.3 (or any successor
regulation) and ‘phase 1’ has the
meaning given in 21 CFR 312.21 (or any
successor regulation).”

As we explained in the NPRM,
“applicable drug clinical trial” is the
term used in section 402(j)(1)(A) of the
PHS Act to designate a clinical trial
involving a drug (including a biological
product) for which clinical trial
information must be submitted to
ClinicalTrials.gov under section 402(j)

of the PHS Act (79 FR 69601). The
proposed rule in § 11.10 adopted the
definition of applicable drug clinical
trial in section 402(j)(1)(A)(iii)(I) of the
PHS Act and further clarified that, as
specified in sections 402(j)(1)(A)(iii)(II)
and (III), the term “‘clinical
investigation” has the meaning given in
21 CFR 312.3 (or any successor
regulation) and “phase I"” has the
meaning given in 21 CFR 312.21 (or any
successor regulation). We did, however,
propose to replace ‘“phase I’ with
“phase 1,” to be consistent with the
numbering scheme used in FDA
regulations (21 CFR 312.21). We
provided additional elaboration of the
interpretation of the term ‘“‘applicable
drug clinical trial” in the NPRM (79 FR
69601).

In addition, for the purposes of
implementing the rule, we proposed to
treat certain clinical trials of
combination products as applicable
drug clinical trials. Combination
products are defined in 21 CFR 3.2(e).
A combination product is comprised of
a drug and a device; a biological product
and a device; a drug and a biological
product; or a drug, a biological product,
and a device that, for example, are
physically, chemically, or otherwise
combined or mixed and produced as a
single entity or are separate products
packaged together in a single package or
as a unit (see 21 CFR 3.2(e)(1) and (2)).
Because the definition of a “drug” in
proposed § 11.10 included a biological
product, we stated in the proposed rule
that a combination product would
always consist, in part, of a drug.
Therefore, we proposed to treat clinical
trials of combination products that meet
the definition in 21 CFR 3.2(e) as
applicable drug clinical trials, for the
purposes of the rule, as long as the
clinical trial of the combination product
is a controlled clinical investigation,
other than a phase 1 clinical
investigation, and the combination
product is subject to sections 505 of the
FD&C Act and/or section 351 of the PHS
Act and/or section 510(k), 515, or
520(m) of the FD&C Act.

Several commenters addressed the
proposed definition. Many commenters
requested that the definition of
“applicable drug clinical trial” include
“phase 0” or phase 1 studies. One
commenter requested that the definition
include all interventional drug clinical
trials, including phases 1-4, consistent
with the EU Clinical Trial Registration
requirements. Several commenters
requested that the applicable drug
clinical trial definition be expanded to
include any trials in which a drug is
introduced into the human body, but
they agreed that the definition should
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not include observational studies. One
commenter, as noted in the discussion
of an applicable device clinical trial,
opposed considering packaging or
labeling in the United States as
“manufacture[d] in the U.S.” and
requested clarification in the final rule.
Another commenter requested that the
rule clarify whether foreign trials not
conducted under an IND with a drug
product not exported from the United
States, but which are subsequently
included as a pivotal trial in a new drug
application (NDA) or biologics license
application (BLA), should be considered
applicable clinical trials and therefore
listed in Item 10 of Form FDA 3674.

Section 402(j)(1)(A)(iii)(I) of the PHS
Act explicitly requires that the drug
must be subject to section 505 of the
FD&C Act or section 351 of the PHS Act
and explicitly exempts phase 1 studies
from the definition of “applicable drug
clinical trial” and, therefore, from the
registration and results information
submission requirements. With respect
to the comment regarding packaging or
labeling, pursuant to section 510 of the
FD&C Act, FDA’s jurisdiction extends to
the “manufacture, preparation,
propagation, compounding or
processing” of drugs, which term is
defined to include “repackaging or
otherwise changing the container,
wrapper, or labeling or any drug
package . . . in furtherance of the
distribution of the drug . . . from the
original place of manufacture to the
person who makes final delivery or sale
to the ultimate consumer or user.” The
NPRM used the term “manufacture” as
short-hand for all drug activities within
FDA'’s jurisdiction. Therefore, a drug
product that is packaged and/or labeled
in the United States would be
considered “manufactured” in the
United States subject to section 505 of
the FD&C Act or section 351 of the PHS
Act. With respect to the question about
a foreign trial, the issue of which trials
should be listed on Form FDA 3674 is
outside the scope of this rulemaking.

Commenters requested that we change
the interpretation of the terms
“applicable drug clinical trial” and
“applicable device clinical trial”” for
combination products. The commenters
asked that we rely on the “primary
mode of action” (see 21 CFR 3.2(m)) to
determine whether a combination
product is an applicable drug clinical
trial or applicable device clinical trial.
We agree with these commenters and
have modified the regulations to
incorporate this change. FDA
regulations in 21 CFR part 3 specify that
the primary mode of action of a
combination product is the single mode
of action that provides the most

important therapeutic action of the
intended therapeutic effects of the
combination product. A combination
product with a device primary mode of
action under 21 CFR part 3 would be
considered an applicable device clinical
trial, provided that it meets all other
criteria of the definition under this part.
A combination product with a drug
primary mode of action under 21 CFR
part 3 would be considered an
applicable drug clinical trial, provided
that it meets all other criteria of the
definition under this part.

In §11.10(a) of the final rule, we
define “applicable drug clinical trial” to
mean a controlled clinical investigation,
other than a phase 1 clinical
investigation, of a drug product subject
to section 505 of the FD&C Act (21
U.S.C. 355) or a biological product
subject to section 351 of the PHS Act (42
U.S.C. 262), where “clinical
investigation” has the meaning given in
21 CFR 312.3 and “phase 1" has the
meaning given in 21 CFR 312.21. In
addition, a clinical trial of a
combination product, where the
combination product meets the
definition in 21 CFR 3.2(e) and has a
drug primary mode of action under 21
CFR part 3 will be considered an
applicable drug clinical trial, as long as
the clinical trial of the combination
product is a controlled clinical
investigation, other than a phase 1
clinical investigation, and the
combination product is subject to
section 505 of the FD&C Act and/or
section 351 of the PHS Act.

We interpret the definition of
applicable drug clinical trial under
section 402(j)(1)(A)(iii) of the PHS Act
as having four operative elements: (1)
“Controlled”; (2) “clinical
investigation”; (3) “other than a phase
[1] clinical investigation”; and (4) “drug
product subject to section 505 of the
Federal Food, Drug, and Cosmetic Act
or section 351 of th[e] [Public Health
Service] Act.” A clinical investigation
that meets all four elements is
considered an applicable drug clinical
trial. Conversely, a clinical investigation
that does not meet one or more of these
criteria would not be considered an
applicable drug clinical trial. We have
carefully considered these four criteria,
and our interpretation follows in an
order that facilitates the explanation.

(1) With regard to a “drug product
subject to section 505 of the Federal
Food, Drug, and Cosmetic Act or section
351 of th[e] [Public Health Service]
Act,” §11.10(a) adopts the definition of
the term ““drug” in section
402(j)(1)(A)(vii) of the PHS Act as
follows: “a drug as defined in section
201(g) of the [FD&C Act] or a biological

product as defined in section 351 of
thle] [PHS Act].” Section 11.10(a) also
clarifies in the definition of “applicable
drug clinical trial” that the term “drug”
refers to a particular manufacturer’s
drug product. In keeping with the
requirements of the FD&C Act and
section 351 of the PHS Act, a drug
product or a biological product is
considered to be “subject to section 505
of the [FD&C Act] or section 351 of th[e]
[PHS Act],” as applicable, if it is the
subject of an approved NDA or licensed
BLA or if an approved NDA or licensed
BLA would be required in order for that
drug product or biological product to be
legally marketed. A non-prescription
drug product that is or could be
marketed under an existing over-the-
counter drug monograph (see 21 CFR
330-358) is not considered ‘‘subject to
section 505 of the [FD&C Act].”

As discussed above, a clinical trial of
a combination product with a drug
primary mode of action under 21 CFR
part 3 would be considered an
applicable drug clinical trial, provided
that it meets all other criteria of the
definition under § 11.10(a).

A drug product or a biological
product that is subject to section 505 of
the FD&C Act or section 351 of the PHS
Act and, therefore, would require an
approved NDA or licensed BLA in order
to be marketed legally can be shipped
for the purpose of conducting a clinical
investigation of that product if an IND
is in effect. Drug products (including
biological products) that are being
studied under an IND are considered
“subject to section 505 of the FD&C
Act” both because (in most situations)
the drug product being studied would
need an approved NDA or licensed BLA
to be marketed legally, and because
INDs are issued by FDA pursuant to the
authority in section 505(i) of the FD&C
Act. We note that a substance
characterized by a responsible party as
a dietary supplement could be
considered a “drug” subject to section
505 of the FD&C Act under the
applicable drug clinical trial definition
if the trial is studying a use that meets
the drug definition under the FD&C Act.
Furthermore, whether a drug product or
biological product is subject to section
505 of the FD&C Act or section 351 of
the PHS Act is a different question from
whether a clinical investigator would
need to obtain an IND from FDA before
beginning to enroll human subjects in a
clinical investigation. Therefore, a drug
product or biological product being
studied in a clinical investigation can be
subject to section 505 of the FD&C Act
or section 351 of the PHS Act, even if
a clinical investigation of that drug
product or biological product is “IND
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exempt” (i.e., does not require an IND
because that clinical investigation falls
within 21 CFR 312.2(b)). Therefore,
provided it meets all other criteria of the
definition, a clinical investigation of a
drug product (including a biological
product) can be an applicable drug
clinical trial under section 402(j) of the
PHS Act and this part, even if it does
not require an IND. Furthermore, if a
sponsor chooses to obtain an IND
(issued under section 505 of the FD&C
Act) for a clinical investigation of a drug
product (including a biological product)
that is not otherwise subject to section
505 of the FD&C Act or section 351 of
the PHS Act, the sponsor, in so doing,
agrees to regulation under section 505 of
the FD&C Act, and that clinical
investigation thus will be considered an
applicable drug clinical trial, provided
that it meets all other criteria of the
definition under this part.

If a clinical investigation of a drug
product (including a biological product)
includes sites both within the United
States (including any U.S. territory) and
outside of the United States, and any of
those sites is using (for the purposes of
the clinical investigation) a drug
product or biological product that is
subject to section 505 of the FD&C Act
or section 351 of the PHS Act, we would
consider the entire clinical investigation
to be an applicable drug clinical trial,
provided that it meets all other criteria
of the definition under this part.
However, a clinical investigation of a
drug product (including a biological
product) that is being conducted
entirely outside of the United States
(i.e., does not have any sites in the
United States or in any U.S. territory)
may not be a clinical investigation of a
drug product or biological product
subject to section 505 of the FD&C Act
or section 351 of the PHS Act, and
therefore not an applicable drug clinical
trial, depending on where the drug
product (including biological product)
being used in the clinical investigation
is manufactured. If the drug product
(including a biological product) is
manufactured in the United States or
any U.S. territory, and is exported for
study in another country under an IND
(whether pursuant to 21 CFR 312.110 or
section 802 of the FD&C Act), the drug
product or biological product is
considered to be subject to section 505
of the FD&C Act or section 351 of the
PHS Act (as applicable), and the clinical
investigation may be an applicable drug
clinical trial, provided that it meets all
other criteria of the definition under this
part. If the drug product (including a
biological product) is manufactured
outside of the United States or its

territories, the clinical investigation
sites are all outside of the United States,
and the clinical investigation is not
being conducted under an IND, the drug
product or biological product would not
be considered to be subject to section
505 of the FD&C Act or section 351 of
the PHS Act, and the clinical
investigation would not be an
applicable drug clinical trial. A drug
product that is packaged and/or labeled
in the United States would be
considered “manufactured” in the
United States subject to section 505 of
the FD&C Act or section 351 of the PHS
Act.

(2) With regard to “clinical
investigation,” section
402(j)(1)(A)(iii)(II) of the PHS Act
provides that the term “clinical
investigation” has the meaning given to
it in 21 CFR 312.3, which defines a
“[c]linical investigation” as “‘any
experiment in which a drug is
administered or dispensed to, or used
involving, one or more human
subjects.” The regulation further defines
an “‘experiment” as “any use of a drug
except for the use of a marketed drug in
the course of medical practice.”

The FDA definition of a “clinical
investigation” of a drug includes studies
in which human subjects are assigned to
specific interventions according to a
research protocol. However, a situation
in which a drug product is administered
or provided to a patient as part of
routine medical care and not under a
study or research protocol is not
considered a clinical investigation for
the purposes of this rulemaking. A
clinical investigation does not include
situations in which, after a drug product
has been administered to patients in the
course of routine medical practice by a
healthcare provider, a researcher not
associated with the administration of
the drug product reviews the patients’
records to assess certain effects,
interviews the patients to assess certain
impacts, or collects longitudinal data to
track health outcomes. Similarly, a
situation in which a healthcare provider
only observes and records the effects of
the use of a marketed drug product in
the course of his or her routine medical
practice is not considered a clinical
investigation under this definition.
Because these activities are not
considered clinical investigations under
21 CFR 312.3, they are not considered
applicable drug clinical trials under
section 402(j) of the PHS Act and this
part. Accordingly, in the approach
described in §11.22(b)(2), we consider
an interventional study (or
investigation) of a drug product to be
one of the criteria for determining an
applicable drug clinical trial.

(3) With regard to “controlled,” we
consider a “controlled clinical
investigation” to be one that is designed
to permit a comparison of a test
intervention with a control to provide a
quantitative assessment of the effect of
the drug product. The purpose of the
control is to distinguish the effect of a
drug product from other influences,
such as spontaneous change in the
course of diseases, the placebo effect, or
biased observation. The control will
provide data on what happens to human
subjects who have not received the test
intervention or who have received a
different intervention. Generally, the
types of controls that are used in
clinical investigations are as follows: (1)
Placebo concurrent control, (2) dose-
comparison control, (3) no intervention
concurrent control, (4) active
intervention concurrent control, and (5)
historical control (see 21 CFR
314.126(b)). As discussed further in the
definition of ‘“‘control or controlled,” we
are clarifying for the purpose of this part
that all interventional studies, both
single-armed and multi-armed, with a
pre-specified outcome measure are
considered to be controlled (i.e.,
comparing an intervention against a
control).

In our view, a clinical investigation
designed to demonstrate that an
investigational drug product is
bioequivalent to a previously approved
drug product, or to demonstrate
comparative bioavailability of two
products (such as for the purposes of
submitting an abbreviated new drug
application (ANDA) under 21 U.S.C.
355(j) or an NDA as described in 21
U.S.C. 355(b)(2)), is considered to be a
controlled clinical investigation. In this
case, the control generally is the
previously approved drug product.
However, as discussed below, a
bioequivalence or comparative
bioavailability study that falls within
the scope of 21 CFR 320.24(b)(1), (2), or
(3) shares many of the characteristics of
a phase 1 study and is considered to be
a phase 1 trial (and, therefore, not an
applicable clinical trial) in this rule.

As discussed above, expanded access
protocols under section 561 of the FD&C
Act do not fall within the definition of
“applicable drug clinical trial.”

(4) With regard to the “other than a
phase [1] clinical investigation”
element, an applicable drug clinical trial
is defined in section 402(j)(1)(A)(iii) of
the PHS Act to exclude phase 1 clinical
investigations, consistent with 21 CFR
312.21. Under 21 CFR 312.21(a)(1), a
phase 1 study “includes the initial
introduction of an investigational new
drug into humans. Phase 1 studies are
typically closely monitored and may be
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conducted in patients or normal
volunteer subjects. These studies are
designed to determine the metabolism
and pharmacologic actions of the drug
in humans, the side effects associated
with increasing doses, and, if possible,
to gain early evidence on effectiveness.
During phase 1, sufficient information
about the drug’s pharmacokinetics and
pharmacological effects should be
obtained to permit the design of well-
controlled, scientifically valid, phase 2
studies. The total number of subjects
and patients included in phase 1 studies
varies with the drug, but is generally in
the range of 20 to 80.” Under 21 CFR
312.21(a)(2), “[plhase 1 studies also
include studies of drug metabolism,
structure-activity relationships, and
mechanism of action in humans, as well
as studies in which investigational
drugs are used as research tools to
explore biological phenomena or
disease processes.” Clinical trials that
are phase 1 studies under 21 CFR 312.21
are not applicable drug clinical trials.
Clinical trials that are identified as
phase 1/phase 2 trials (i.e., trials with
characteristics of both phase 1 and
phase 2 studies) are not considered
phase 1 studies and may be applicable
drug clinical trials if they meet the other
specified criteria.

Under certain circumstances, a
clinical investigation designed to
demonstrate that an investigational drug
product is bioequivalent to a previously
approved drug product, or to
demonstrate comparative bioavailability
of two products (such as for the
purposes of submitting an ANDA under
21 U.S.C. 355(j) or an NDA as described
in 21 U.S.C. 355(b)(2)) will be
considered to be a phase 1 clinical
investigation under 21 CFR 312.21 for
the purposes of determining whether a
particular clinical trial is an applicable
drug clinical trial under section
402(j)(1)(A)(iii) of the PHS Act.
Although phase 1 clinical investigations
are generally designed to fit sequentially
within the development plan for a
particular drug product, and to develop
the data that will support beginning
phase 2 clinical investigations, 21 CFR
312.21(a) does not limit phase 1 clinical
investigations to that situation. A
bioequivalence or comparative
bioavailability study that falls within
the scope of 21 CFR 320.24(b)(1), (2), or
(3) shares many of the characteristics of
a phase 1 clinical investigation as
described in 21 CFR 312.21(a), and,
therefore, is considered to be a phase 1
clinical investigation for the purposes of
section 402(j) of the PHS Act (including
in this rule). However, a bioequivalence
or comparative bioavailability clinical

trial that falls within the scope of 21
CFR 320.24(b)(4) does not share the
characteristics of a phase 1 clinical trial
as described in 21 CFR 312.21(a), and,
therefore, is not considered to be a
phase 1 clinical trial for the purposes of
section 402(j) of the PHS Act (including
in this rule).

Approved Drug

In the NPRM, we defined “approved
drug” in proposed § 11.10(a) to mean “‘a
drug that is approved for any indication
under section 505 of the Federal Food,
Drug, and Cosmetic Act or a biological
product licensed for any indication
under section 351 of the Public Health
Service Act” (see 79 FR 69603). We
received several comments on this
proposed definition asserting that a
clinical trial for a new use of an
approved drug product would subject
the clinical trial to the rule’s
requirements. We agree that clinical
trials of new uses for an approved drug
product can be subject to the rule, if the
clinical trial also meets the definition of
an “applicable drug clinical trial”” and
meets the requirements of § 11.22.

In the final rule, we maintain the
definition except the final rule
definition uses the term ‘“use’ instead of
“indication” for further clarity. As
explained elsewhere, for the purposes of
this rule only, we interpret “use” to
include “indication.” We also clarified
in the final rule that “drug” refers to a
particular manufacturer’s drug product.
We also include the applicable U.S.C.
statutory citations in the definition.
Based on our experience with
ClinicalTrials.gov and routine queries
from users, we are also clarifying two
issues here. First, a drug product that is
not approved for any use but is
“tentatively approved” by FDA, as
described in sections
505(j)(5)(B)(iv)(I1)(dd)(AA) and (BB) of
the FD&C Act, is not considered to be
an approved drug for the purposes of
section 402(j) of the PHS Act, and
therefore is not included in the rule’s
definition of “approved drug.” Second,
a drug product approved by FDA but for
which approval is later withdrawn
under section 505(e) of the FD&C Act,
and that is no longer approved for any
use, is not considered an approved drug
for purposes of this part.

Approved or Cleared Device

In the NPRM, we defined “approved
or cleared device” in §11.10(a) to mean
““a device that is cleared for any
indication under section 510(k) of the
Federal Food, Drug, and Cosmetic Act
or approved for any indication under
sections 515 or 520(m) of that Act.” As
we explained, section 402(j)(2)(D)(ii)(II)

of the PHS Act uses the phrase “a
device that was previously cleared or
approved” to refer to a subset of devices
that, if studied in an applicable device
clinical trial, would trigger certain
requirements under this proposed part
with respect to the public posting of
clinical trial information (79 FR 69603).
Accordingly, we proposed defining the
term “‘approved or cleared device” to
refer to any device that has been
approved or cleared under the
applicable section of the FD&C Act for
any indication, even if the applicable
device clinical trial studies the device
for an unapproved or uncleared use. We
received several comments on this
definition asserting that a clinical trial
for a new use of an approved or cleared
device would subject the clinical trial to
the rule’s requirements. We agree that
clinical trials of new uses for an
approved or cleared device can be
subject to the rule, if the clinical trial
also satisfies the “applicable device
clinical trial” definition elements and
other triggering requirements, such as
§11.22 for registration.

The final rule maintains the
definition, except that the final rule
definition uses the term “use” instead of
“indication” for further clarity. As
explained elsewhere, for the purposes of
this rule only, we interpret ‘““‘use” to
include “indication.” We also clarified
that the term ““device” refers to a
particular manufacturer’s device
product and include the applicable
U.S.C. statutory citations in the
definition.

Arm

In the NPRM, we defined ‘“‘arm” in
§11.10(a) to mean “‘a pre-specified
group or subgroup of human subjects in
a clinical trial assigned to receive
specific intervention(s) (or no
intervention) according to a protocol.”
We received no comments on this
definition, and we maintain the
definition in the final rule, except the
final rule definition modifies the phrase
“human subjects” to “human subject(s)”
for further clarity.

Clinical Study

The NPRM did not propose a
definition of “clinical study” in
§ 11.10(a) but we are including the term
and data element in this final rule. The
term “clinical study” is used in the
statutory definition of “applicable
device clinical trial”’ (see section
402((j)(1)(A)(i1)(1) of the PHS Act), and
the NPRM discussed “clinical study” in
the context of this definition (79 FR
69599). “Clinical study” is also used in
the definition of “clinical trial”’ in
§11.10(a) of this regulation. To provide
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further clarity, we define the term
“clinical study” in § 11.10(a) to mean
“research according to a protocol
involving one or more human subjects
to evaluate biomedical or health-related
outcomes, including interventional
studies and observational studies.”” This
definition is consistent with our
discussion of the term’s meaning in the
NPRM (79 FR 69599).

Clinical Trial

In the NPRM, we defined “‘clinical
trial” in § 11.10(a) to mean ‘“‘a clinical
investigation or a clinical study in
which human subjects are prospectively
assigned, according to a protocol, to one
or more interventions (or no
intervention) to evaluate the effects of
the interventions on biomedical or
health-related outcomes.” As we
explained, the definition explicitly
included biomedical in addition to
health-related outcomes because we
have defined the term “clinical trial” to
include phase 1 studies, which may
measure physiological changes that are
biomedical in nature but may not be
related to health effects (79 FR 69603).
We defined the term “clinical trial” to
include phase 1 studies, in part, because
phase 1 studies may be voluntarily
submitted under section 402(j)(4)(A) of
the PHS Act. The restriction of the
scope of this definition to clinical
investigations or studies in which
human subjects are prospectively
assigned to interventions was intended
to distinguish clinical trials
(interventional studies) from
observational studies, in which the
investigator does not assign human
subjects to interventions, but, for
example, observes patients who have
been given interventions in the course
of routine clinical care. Observational
studies may also include retrospective
reviews of patient medical records or
relevant literature.

Several commenters addressed the
proposed definition. Many commenters
requested that we define “clinical trial”
to mean any trial in which a drug,
biologic, device, radioactive material, or
any other foreign body is introduced
into the human body. We do not use
this alternative definition because it
includes the use of drugs, biologics,
devices, or radioactive materials
provided to a patient as part of routine
medical care, such as in observational
studies. Other commenters requested
that we resolve any differences between
the proposed rule’s definition and the
definitions of “clinical trial” used by
NIH and ICMJE, and the definition of
“qualified clinical trial” used by the
Centers for Medicare & Medicaid
Services. These commenters expressed

concern that any differences in
definitions could lead to inconsistencies
in how responsible parties must register
and report results information across
these contexts. We note that the
definition of “clinical trial” we
proposed is consistent with the NIH,
ICMJE, and WHO definitions, although
the scope of what needs to be registered
differs from other contexts because of
the requirements of section 402(j) of the
PHS Act. We note that the
ClinicalTrials.gov system allows for the
reporting of studies that are not subject
to (or are independent of) requirements
under section 402(j) of the PHS Act,
including under different timelines and
with additional information, which
means that reporting in these other
contexts is not impeded. Finally, the
proposed definition of ““clinical trial”
did not distinguish between approved,
licensed, or cleared uses and
unapproved, unlicensed, or uncleared
uses, and therefore human testing of an
approved drug or device for a new use
can fall within the scope of a clinical
trial. These clinical trials, though, must
meet the definition of an “applicable
clinical trial” and other conditions of
the regulation in order for registration
and results information reporting to be
required under section 402(j) of the PHS
Act.

In the final rule, we maintain the
proposed definition for “clinical trial,”
except the final rule definition modifies
the phrase “human subjects” to “human
subject(s)” for further clarity. In terms of
defining the scope of a clinical trial, we
recognize that it may sometimes be
difficult to determine whether two or
more closely related studies should be
considered a single clinical trial for the
purposes of this part. In general, a
clinical trial has a defined group of
human subjects who are assigned to
interventions, and the collected data are
assessed and analyzed, based on a
protocol. However, when two different
studies use the same protocol but
involve different groups of human
subjects, and the plan is to analyze the
data from the two studies separately, the
two studies should be considered
separate clinical trials. This is distinct
from a situation in which multiple sites
of the same clinical trial follow the same
protocol with different groups of human
subjects, but the intention is to analyze
the primary outcome measure(s) with
pooled data from all the study sites.
Additionally, when some (or all) human
subjects from a clinical trial are offered
the opportunity to participate in an
additional clinical trial that was not part
of the original protocol (e.g., a follow-on
study), and participation requires a

separate consent process, the additional
clinical trial would generally be
considered a separate clinical trial.

Clinical Trial Information

In the NPRM, we defined “‘clinical
trial information” in § 11.10(a) to mean
“the data elements, including clinical
trial registration information and
clinical trial results information, the
responsible party is required to submit
to ClinicalTrials.gov under this part.”
As we explained, section 402(j)(1)(A)(iv)
of the PHS Act expressly provides that
“Ic]linical trial information” means
“those data elements that the
responsible party is required to submit
under paragraph (2) or under paragraph
(3)” of section 402(j) of the PHS Act (79
FR 69603). Paragraph (2) refers to
registration requirements, including the
registration information that is included
in proposed § 11.28, and paragraph (3)
refers to results information submission
requirements, including results
information in proposed § 11.48.
Section 402(j)(3)(I)(v) of the PHS Act
also expressly provides that adverse
event information included in the data
bank pursuant to paragraph (3)(I) ““is
deemed to be clinical trial information
included in such data bank pursuant to
subparagraph (C).”

We received no comments on this
definition. We are clarifying on our own
initiative that clinical trial information
is submitted to ClinicalTrials.gov as
specified in section 402(j) of the PHS
Act and as specified in the final
regulations; we also corrected a
typographical error. Therefore, for the
purposes of the final rule, clinical trial
information means ““the data elements,
including clinical trial registration
information and clinical trial results
information, that the responsible party
is required to submit to
ClinicalTrials.gov, as specified in
section 402(j) of the Public Health
Service Act (42 U.S.C. 282(j)) and this
part.”

Clinical Trial Registration Information

In the NPRM, we defined ‘“‘clinical
trial registration information” in
§11.10(a) to mean ‘‘the data elements
that the responsible party is required to
submit to ClinicalTrials.gov, as listed
under §11.28.” We received no
comments on this definition. We clarify
that the full set of data elements
specified in § 11.28 must be submitted
in order to register an applicable clinical
trial for applicable clinical trials with an
initiation date on or after the effective
date of the final rule, as discussed
further in section IV.F. Effective Date,
Compliance Date, and Applicability of
Requirements in this part. For
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applicable clinical trials with an
initiation date before the effective date
of the final rule, clinical trial
registration information must be
submitted as specified in section
402(j)(2)(A)(ii) of the PHS Act.
Therefore, for the purposes of the final
rule, clinical trial registration
information means ‘“‘the data elements
that the responsible party is required to
submit to ClinicalTrials.gov, as specified
in section 402(j)(2)(A)(ii) of the Public
Health Service Act (42 U.S.C.
282(j)(2)(A)(ii)) or §11.28, as
applicable.”

Clinical Trial Results Information

In the NPRM, we defined ‘““clinical
trial results information” in § 11.10(a) to
mean ‘“‘the data elements that the
responsible party is required to submit
to ClinicalTrials.gov under § 11.48 or, if
applicable, § 11.60(a)(2)(i)(B).” We
noted that clinical trial results
information includes the adverse event
information set forth in proposed
§ 11.48(a)(4) pursuant to section
402(j)(3)(M)(v) of the PHS Act, which
indicates that the adverse event
information included in the registry and
results data bank under section
402(j)(3)(I) of the PHS Act “is deemed
to be clinical trial information included
in [the] data bank pursuant to [section
402()(3)(C) of the PHS Act]” (79 FR
69603). We received no comments on
this definition.

We clarify in the final rule that the
full set of data elements under § 11.48
must be submitted when results
information is submitted for applicable
clinical trials with a primary completion
date on or after the effective date of the
final rule, as discussed further in
section IV.F. Effective Date, Compliance
Date, and Applicability of Requirements
in this part. For applicable clinical trials
with a primary completion date before
the effective date of the final rule,
results information must be submitted
as specified in sections 402(j)(3)(C) and
402(j)(3)(I) of the PHS Act. We also note
that, under § 11.60, if a responsible
party seeks to submit clinical trial
results information voluntarily for an
applicable clinical trial with a primary
completion date on or after the effective
date and for which clinical trial
registration information is not
submitted, clinical trial results
information is defined to include the
data elements in § 11.48 and the data
elements in §11.60(b)(2)(i)(B) or
(c)(2)(i)(B), as applicable. Therefore, for
the purposes of the final rule, “clinical
trial results information” means ‘‘the
data elements that the responsible party
is required to submit to
ClinicalTrials.gov, as specified in

sections 402(j)(3)(C) and 402(j)(3)(I) of
the Public Health Service Act (42 U.S.C.
282(j)(3)(C) and (I)) or §11.48, as
applicable. If a responsible party
submits clinical trial results information
voluntarily for a clinical trial, clinical
trial results information also means
§11.60(b)(2)(1)(B) or § 11.60(c)(2)(1)(B),
as applicable.”

Comparison Group

In the NPRM, we defined
‘“‘comparison group” in proposed
§11.10(a) to mean ‘“‘a grouping of
human subjects in a clinical trial, other
than an arm, that is used in analyzing
the results data collected during the
clinical trial” (see 79 FR 69604). We
received no comments on this definition
and maintain the definition in the final
rule, except the final rule definition
clarifies that the grouping ““is or may
be” used in analyzing the results data.

We clarify that, in some trials, results
data are not analyzed according to the
arms to which human subjects were
assigned; the data may be combined into
other groupings for analysis. For
example, in a cross-over study, human
subjects in one arm of a trial may
receive intervention X for a period of
time followed by intervention Y, while
human subjects in another arm of the
trial may receive intervention Y for a
period of time followed by intervention
X. In such studies, outcome measures
and adverse events are often analyzed
and reported by intervention (e.g.,
results for human subjects when
receiving intervention X versus results
for human subjects when receiving
intervention Y), rather than by arm.[Ref.
84] When submitting results
information to ClinicalTrials.gov under
§11.48, responsible parties must submit
data in the way in which they were
analyzed, whether by arm (as defined
above) or by comparison group. We note
that, in general, the set of comparison
groups for a particular trial should
account for all of the participants in the
analysis.

Completion Date

In the NPRM, we defined “completion
date” in §11.10(a) to mean ““for a
clinical trial, the date that the final
subject was examined or received an
intervention for the purposes of final
collection of data for the primary
outcome, whether the clinical trial
concluded according to the pre-
specified protocol or was terminated. In
the case of clinical trials with more than
one primary outcome measure with
different completion dates, this term
refers to the date upon which data
collection is completed for all of the
primary outcomes.”

As we explained in the NPRM,
“completion date” is defined in section
402(j)(1)(A)(v) of the PHS Act as “the
date that the final subject was examined
or received an intervention for the
purposes of final collection of data for
the primary outcome, whether the
clinical trial concluded according to the
pre-specified protocol or was
terminated” (79 FR 69604). This term
has particular significance because the
responsible party is required to submit
“the expected completion date” to
ClinicalTrials.gov upon registration (see
section 402(j)(2)(A)(ii)(T)(jj) of the PHS
Act) and submit clinical trial results
information for certain applicable
clinical trials not later than 1 year after
the earlier of the estimated or the actual
completion date (see sections
402()(3)(E)(1)(I) and (II) of the PHS Act),
unless the deadline is delayed or
extended using one of the mechanisms
described in § 11.44. For purposes of the
proposed rule, we interpreted “expected
completion date” in section
402(j)(2)(A)(i1)(M)(j) of the PHS Act to be
synonymous with “estimated
completion date” in section
402()(3)(E)(1)(I) of the PHS Act.

The proposed rule adopted the
statutory definition of “completion
date” with respect to applicable clinical
trials but proposed one modification.
For a clinical trial that has multiple
primary outcome measures each with a
different date on which the final human
subject is examined or receives an
intervention for the purposes of final
data collection, we proposed that
“completion date” would refer to the
date on which data collection is
completed for all of the primary
outcomes. The proposed rule also
defined “completion date” for a
pediatric postmarket surveillance of a
device that is not a clinical trial as ““the
date on which the final report
summarizing the results of the pediatric
postmarket surveillance is submitted to
FDA.” The proposed rule also noted
that the current implementation of
ClinicalTrials.gov uses the term
“primary completion date” to refer to
“completion date,” as defined in section
402(j)(1)(A)(v) of the PHS Act. This was
done in the data bank to alert those
submitting data to ClinicalTrials.gov
under section 402(j) of the PHS Act that
the definition of “completion date”
differs from that of the term “study
completion date,” which refers to the
date on which the last subject makes the
last visit as part of the clinical trial
(commonly referred to as Last Patient
Last Visit (LPLV)) and is also collected
by ClinicalTrials.gov as an optional data
element [Ref. 85]. We stated that
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ClinicalTrials.gov would begin to use
the term “completion date” once the
final regulations take effect and that we
would include a notice on
ClinicalTrials.gov to alert responsible
parties to this change in data element
name.

We received comments on this
definition. Commenters expressed
concern about confusion and possible
misinterpretation among responsible
parties and the public about the
definition. Many of these commenters
suggested replacing “completion date”
with “primary completion date” or
“primary outcome measure completion
date,” noting that ClinicalTrials.gov has
used ‘“‘primary completion date” since
the enactment of FDAAA. Several other
commenters requested that “completion
date” be redefined to mean LPLV. In
addition, several commenters supported
the NPRM position that when there are
multiple primary outcome measures, the
completion date is interpreted as “the
date upon which data collection is
completed for all of the primary
outcomes.” Two commenters also
requested further clarification in the
definition about the term’s application
to trials that are terminated, particularly
when the decision to terminate occurs
more than 1 year after the last
previously enrolled subject reached the
data collection point for a primary
outcome measure, but before the
enrollment goals are reached. One
commenter requested clarification
regarding cases in which sample
analysis occurs after a patient’s last
visit. We did not receive any comments
on the definition of “completion date”
for a pediatric postmarket surveillance
of a device that is not a clinical trial.

We generally maintain the definition
of “completion date” in §11.10(a) in the
final rule because the statute explicitly
defines the term in this way. We have
made a minor modification, consistent
with the statutory definition, to clarify
that the term “clinical trial” includes an
applicable clinical trial; we have also
clarified that “device” means “device
product.” However, we agree with the
comments, so we are clarifying that
“completion date” is synonymous with
“primary completion date,” to avoid
confusion among researchers and the
public. We have revised the definition
of “completion date” to state that for
purposes of this part, the term
“completion date” is referred to as
“primary completion date.” We use the
term “‘primary completion date” in this
preamble and in the codified provisions.
We also add to final § 11.10(a) the term
“primary completion date,” which is
defined as and refers to the definition of
“completion date.” In addition,

ClinicalTrials.gov will continue to use
the term ‘“‘primary completion date” and
the related data element to refer to
“completion date,” as defined in
§11.10(a) of the final rule. We believe
that this approach balances the need to
implement terms that are specifically
defined by section 402(j) of the PHS Act
while being responsive to commenters’
concerns that the statutory definition of
“completion date” differs from the way
the term is commonly used by the
clinical research community. This
change will also help clarify the
meaning of the statutory term for users.

Also, with regard to comments
suggesting that “completion date”
should mean LPLV, we note that
adopting such an approach would be
inconsistent with the statutory
definition. However, we do add the
Study Completion Date data element,
which is currently an optional data
element in ClinicalTrials.gov, as a
required component of clinical trial
registration information in the final rule,
and we include a definition of “study
completion date”” in § 11.10(a). (See also
the discussion of “‘study completion
date” later in this preamble.) As
supported by the commenters, we also
maintain the definitional element for
multiple primary outcomes as proposed,
i.e., that “completion date” (and
“primary completion date”’) means the
date on which data collection is
completed for all of the primary
outcomes. As explained in the NPRM,
while this approach may delay the
submission and public availability of
clinical trial results information for the
earliest primary outcomes, we expect
any such delays to be minimal (79 FR
69604). Most clinical trials registered on
ClinicalTrials.gov to date specify only a
single primary outcome, and those with
multiple primary outcomes have
measurement time frames that are
relatively close in time.

Moreover, this approach avoids cases
in which the submission of clinical trial
results information would be required
before data collection has been
completed for all of the primary
outcomes in a clinical trial and before
all of the results data for the primary
outcomes have been ‘“‘unblinded,” a
situation that could threaten the
scientific integrity of the clinical trial.
While a responsible party could request
a good-cause extension of the results
information submission deadline in
such a situation under § 11.44(e), the
definition in the final rule should
reduce the number of good-cause
extension requests that responsible
parties might be expected to file.
Submission of results information for all
primary outcomes at the same time will

also aid in the interpretation of clinical
trial results information by providing
users of ClinicalTrials.gov with a more
comprehensive set of results
information from the clinical trial,
rather than results information for only
some of the primary outcomes.

In response to the commenters
seeking clarification about the
completion date for terminated clinical
trials, we do not believe that any
changes to the definition are needed.
Under the definition of “completion
date,” the completion date of a
terminated trial is the date that the final
subject was examined or received an
intervention for the purposes of final
collection of data for the primary
outcome, which may be on or before the
trial termination. By ““final subject,” the
definition means the last subject who
was examined or received an
intervention before the trial was
terminated. We do not interpret this
definition as meaning that all enrolled
subjects must be examined or receive an
intervention before the clinical trial is
terminated in order for the trial to reach
the completion date. As described in the
discussion of § 11.48 in this preamble,
the responsible party would provide the
clinical trial results information that
had been collected for those subjects
who were examined or received the
intervention up to the point of
termination. In response to one
commenter, we clarify that if an
applicable clinical trial is terminated on
a date that is after the last subject was
examined or received an intervention
for a primary outcome measure, the
completion date would still be the date
that the final subject was examined or
received an intervention for the primary
outcome before trial termination,
regardless of when the decision to
terminate was made and whether the
enrollment goals were reached. In this
scenario, it is possible that the decision
to terminate the trial could occur after
the standard submission deadline for
study results information under
§11.44(a) (i.e., 1 year after the primary
completion date) or may occur during a
period that is much less than 1 year
after the primary completion date. We
clarify that upon trial termination, a
responsible party may submit a request
demonstrating good-cause for extending
the results information submission
deadline as specified in § 11.44(e).
Finally, in response to another
comment, we do not agree that the date
of sample analysis after a subject’s last
examination or receipt of the
intervention should qualify as the
“completion date” under the definition.
We view sample analysis as a separate
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step from data collection; moreover,
including it in the definition of
“completion date” would be
inconsistent with the statutory
definition. We also note that an analysis
could be conducted months or even
years after the last subject was examined
or received an intervention, which
could significantly delay the reporting
of results information under § 11.44. We
clarify that if there are extenuating
circumstances that cause a delay in
sample analysis that interferes with
meeting the results information
submission deadline specified in

§ 11.44, the responsible party may
submit a request for extending the
results information submission deadline
as specified in § 11.44(e).

In §11.10(a) of the final rule, we
define “completion date” to mean ‘““for
a clinical trial, including an applicable
clinical trial, the date that the final
subject was examined or received an
intervention for the purposes of final
collection of data for the primary
outcome, whether the clinical trial
concluded according to the pre-
specified protocol or was terminated. In
the case of clinical trials with more than
one primary outcome measure with
different completion dates, this term
refers to the date on which data
collection is completed for all of the
primary outcomes. For a pediatric
postmarket surveillance of a device
product that is not a clinical trial,
completion date means the date on
which the final report of the pediatric
postmarket surveillance of the device
product is submitted to FDA. For
purposes of this part, completion date is
referred to as ‘primary completion
date.””

Control or Controlled

In the NPRM, we defined “‘control or
controlled” in §11.10(a) to mean ‘“with
respect to a clinical trial, that data
collected on human subjects in the
clinical trial will be compared to
concurrently collected data or to non-
concurrently collected data (e.g.,
historical controls, including a human
subject’s baseline data), as reflected in
the pre-specified primary or secondary
outcome measures.” “Control” and
“controlled” are terms used in sections
402(j)(1)(A)(i1)(I) and (iii)(I) of the PHS
Act as part of the definitions of
“applicable device clinical trial”” and
“applicable drug clinical trial,”
respectively. As we explained in the
NPRM, the definition is consistent with
(but broader than) FDA regulations that
define the related concepts of “adequate
and well-controlled studies” for drugs
(21 CFR 314.126(b)(1) and (2)) and “‘a
well-controlled clinical investigation”

for devices (21 CFR 860.7(f)) (79 FR
69604). FDA has also adopted as
guidance the ICH E10: Choice of Control
Group and Related Issues in Clinical
Trials, which describes considerations
to be used in choosing a control group
[Ref. 86]. In FDA regulations, the critical
attribute of a well-controlled clinical
trial, which is the intent of any
controlled trial, is “a design that permits
a valid comparison with a control to
provide a quantitative assessment” of
the effect of the investigational
intervention (see 21 CFR 314.126(b)(2)).
The FDA regulations recognize several
types of concurrent controls (e.g., active
control) and the non-concurrent,
historical control. This can refer to a
control group for which data were
collected at a different time or place but
can also refer to a clinical trial in which
subjects serve as their own controls
(e.g., the clinical trial measures change
from baseline).

We explained in the NPRM that, for
purposes of determining whether it is an
applicable clinical trial subject to this
part, the proposed definition of “control
or controlled” would include any
clinical trial with multiple concurrent
arms (79 FR 69574 and 69605). In
addition, we explained that some single-
arm clinical trials would also be
included in the definition. Such trials
would include single-arm trials of FDA-
regulated products that, as specified in
their protocols, intend to evaluate an
effect by comparing measures taken
after an intervention to baseline
measures taken from the participants
prior to the intervention. Many of these
studies have explicitly defined ‘“change
from baseline” measures identified in
their protocols, i.e., they are designed to
compare a measure taken after an
intervention to the participant’s state
prior to the intervention. Other single-
arm trials that would be considered
controlled include, for example, studies
with an identified measure of “‘response
rate’” or measures in which the state
prior to or without the intervention can
be assumed (e.g., studies in conditions
that do not resolve over the time period
studied without the intervention, such
as certain types of cancer).

We proposed in § 11.10(b)(5) that the
Study Design data element include, for
single-armed studies, whether or not the
clinical trial is controlled, as specified
by the protocol or SAP. Accordingly,
proposed § 11.28(a)(i)(v) would require
that a responsible party that registers a
single-arm trial provide this
information. We also proposed in
§11.22(b) that a trial or study that was
described accurately by the data
elements listed in § 11.22(b)(1) or (2)
would be considered to meet the

definition of an applicable clinical trial.
We invited comments on the proposed
approach for identifying single-arm
trials that would be considered
controlled and on alternative ways to
identify such trials (79 FR 69574). In
particular, we invited comments on
whether there are other specific,
objective features of clinical trials that
could serve as the basis for
differentiating between single-arm
studies that are and are not controlled.
We also invited comments on and
information about the types of single-
arm trials that meet the other criteria for
an applicable clinical trial and do or do
not meet our proposed definition of
“controlled.”

We received several comments on the
definition. One commenter supported
the proposed definition, particularly
including single-arm studies. Several
commenters sought clarifications of the
definition. Some commenters stated that
all interventional studies in humans
should be considered controlled for the
purposes of the NPRM, including single-
arm studies. Some commenters
indicated that ambiguity around the
definition of controlled could result in
responsible parties making erroneous,
subjective assessments and failing to
register or submit information for
certain trials. One of these commenters
suggested that if the definition was not
clarified to include all interventional
studies, the rule should require a
responsible party registering a single-
arm study without a control to explain
the trial’s purpose, ethical approval,
justification for the lack of a control,
and knowledge to be obtained. Another
commenter requested that the final rule
amend the definition of “controlled” to
include single-arm studies assessing
changes from historical controls or
baseline or, alternatively, revise the
definition to clarify that all single-arm
trials are considered controlled. Two
commenters indicated that all single-
arm interventional studies should be
considered controlled by asserting that
all such studies that otherwise meet the
definitional criteria specified in
proposed § 11.22(b) are considered to be
applicable clinical trials. One of these
commenters emphasized that single-arm
studies should be considered controlled
because they compare collected data to
other information (e.g., participant
baseline data); the other commenter
objected that the NPRM’s proposal to
distinguish controlled clinical trials
from other trials is potentially
confusing—especially in light of FDA’s
regulatory definition of “[adequate and]
well-controlled” trials, and asserted that
the “controlled” definition was
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unnecessary for the applicable clinical
trial determination. The commenter also
noted that removing the “controlled”
criterion and requiring results
information reporting for all trials
would better align the rule to the EU
Clinical Trials Regulation. Finally,
several commenters stated that no
control groups should be allowed in
clinical trials involving life-threatening
conditions.

Other commenters asserted that the
current definition of “control or
controlled” is too broad. One stated that
only multi-armed studies are controlled
and that the standard use of the term
“controlled” in the scientific
community worldwide includes a
comparison group. The commenter
requested that for any single arm studies
to be defined as controlled, a separate
proposed rule with this approach
should be issued for comment. Two
commenters also expressed concerns
that the meaning of “controlled” in the
NPRM'’s definition differed from the
FDA'’s definition of “‘adequate and well
controlled,” and one suggested
harmonizing the final rule with the EU
Clinical Trials Regulation requirements
for results information reporting but
limiting the scope to “adequate and well
controlled” studies under 21 CFR
314.126.

Another commenter suggested that
the proposed definition may be too
broad and that it could conceivably
encompass any interventional study in
which patient data are captured at
baseline and post-intervention. The
commenter suggested that to be
included in the definition, a single-arm
trial would need to be able to plausibly
distinguish the effect of an intervention
from other causes and, furthermore, that
the definition could be revised to be
limited to trials “designed to permit a
comparison of a test intervention with a
control to provide a quantitative
assessment of the effect of an
intervention.” The commenter also
requested that NIH provide additional
guidance for responsible parties on how
to determine whether the study is
controlled. Another commenter stated
that single-arm phase 2 studies should
be considered controlled only if they
involve the comparison of primary and
secondary endpoints and adverse events
with a specific historical cohort. The
commenter stated that a trial should not
be considered controlled simply by the
use of a pre-specified benchmark for the
primary endpoint.

We have reconsidered our proposed
approach based on the comments and
determined that all interventional
studies with pre-specified outcome
measures should be considered

controlled under the definition in the
final rule, whether the trial has a single
group of human subjects or involves two
or more concurrent groups of human
subjects. We agree with those comments
suggesting that any single-arm
interventional trial with pre-specified
outcome measure(s) be considered
controlled since it implicitly or
explicitly compares the effect of the
intervention to some other information
(e.g., patient baseline). Under our
definition of “interventional,” the effect
of the intervention on biomedical or
other health-related outcomes is
evaluated according to a research
protocol. In order to assess the effect of
the experimental intervention, plans for
single-arm trials identify how the
outcomes will be measured. Either
explicitly or implicitly, the measured
outcomes are compared with either the
patients themselves prior to the
intervention or historical data from
other patients (or subjects). Therefore, a
single-arm interventional study with
pre-specified outcome measure(s) would
always involve the use of some type of
control to evaluate the intervention’s
effect.

This revised approach simplifies the
rule’s application by making it clearer,
less subjective, and easier for
responsible parties to implement. For
example, the revised approach
eliminates the need for a responsible
party to rely on a subjective
determination of “controlled” for single-
group studies. In addition, the approach
minimizes the chances of an applicable
clinical trial not being registered (and
subsequently not reporting results
information). The approach also
harmonizes the definition of “‘control or
controlled” for trials of drugs and
device products. Importantly, we
believe the approach supports the
purpose of the provisions of section
402(j) of the PHS Act to make more
information about clinical trials
available to the public. Accordingly,
§11.10(a) of the final rule defines
‘““control or controlled” to include not
only concurrent control groups, but also
non-concurrent controls, which would
include all single-arm clinical trials
with pre-specified outcome measures. In
addition, the following clarification is
added to the end of the definition: “For
purposes of this part, all clinical trials
with one or more arms and pre-specified
outcome measure(s) are controlled.” We
wish to note, however, that although in
certain circumstances some types of
expanded access use under section 561
of the FD&C Act arguably might fall
within this definition, as discussed
above, expanded access use is not

considered to fall within the definition
of “applicable drug clinical trial.”

The definition of “control or
controlled” in the final rule is
consistent with the types of controls
recognized by FDA and the ICH E10
guidance (i.e., recognition of both
concurrent and non-concurrent
controls) [Ref. 86]. The definition,
however, is necessarily broader than the
definition of “adequate and well-
controlled” used in FDA regulations
and the ICH E10 guidance because the
purpose of this term, as used in this
rule, is different from the more limited
circumstances in which use of a non-
concurrent control constitutes an
“adequate and well-controlled” clinical
trial, i.e., one that might serve to support
marketing authorization. Our definition
does not reflect a consideration of the
adequacy or appropriateness of the
control or the adequacy of the study
design, e.g., whether adequate steps
were taken to minimize bias. Because
the transparency goals underlying this
final rule also apply to clinical trials
that may not be considered “adequate
and well-controlled” under FDA
regulations, we conclude that
responsible parties are required to
register and submit results information
for such trials. Therefore, the definitions
of “applicable device clinical trial” and
“applicable drug clinical trial” include
clinical trials with pre-specified
outcome measures, whether using
concurrent or non-concurrent controls,
regardless of whether they would be
considered ‘“‘adequate and well-
controlled.”

Device

In the NPRM, we defined ‘“device” in
§11.10(a) to mean ‘“‘a device as defined
in section 201(h) of the Federal Food,
Drug, and Cosmetic Act (21 U.S.C.
321(h))” as specified in section
402(j)(1)(A)(vi) of the PHS Act (see 79
FR 69668). We received no comments
on this definition, and we retain it
without modification in the final rule.

Director

In the NPRM, we defined ‘‘Director”
in §11.10(a) to mean the NIH Director
or any official of the NIH to whom the
NIH Director delegates authorities
granted in 42 U.S.C. 282(j) (see 79 FR
69668). We received no comments on
this definition, and we maintain it in
the final rule, except that we clarify the
statutory reference as ““section 402(j) of
the Public Health Service Act (42 U.S.C.
282(j)).”

Drug

In the NPRM, we defined “drug” in
§11.10(a) to mean “‘a drug as defined in
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section 201(g) of the Federal Food, Drug,
and Cosmetic Act (21 U.S.C. 321(g)) or

a biological product as defined in
section 351 of the Public Health Service
Act (42 U.S.C. 262),” as specified in
section 402(j)(1)(A)(vii) of the PHS Act
(see 79 FR 69668). We received no
comments on this definition, and we
retain it without modification in the
final rule.

Enroll or Enrolled

In the NPRM, we defined “enroll or
enrolled” in § 11.10(a) to mean ‘“‘a
human subject’s agreement to
participate in a clinical trial, as
indicated by the signing of the informed
consent document(s).” As we explained,
“enroll or enrolled” is a term used in
section 402(j)(1)(A)(viii)(I) of the PHS
Act as part of the definition of
“[o]lngoing” and in 402(j)(2)(C)(ii) of the
PHS Act as one of the criteria used to
establish the deadline by which a
responsible party is required to submit
clinical trial registration information (79
FR 69605).

We received comments on this
definition. Several commenters asserted
that the proposed definition of
“enrolled” may be inconsistent with the
way the term is used for presenting
information about device studies in the
Summary of Safety and Effectiveness or
the 510(k) Summary, which are publicly
available on FDA’s Web site and to
which ClinicalTrials.gov is required to
link. The commenters stated that device
trials can include subjects who,
according to the trial design, provide
consent for screening but enroll only
those subjects who subsequently pass
screening. The commenters asserted that
the definition of “‘enrolled” proposed in
the NPRM would require the inclusion
of those subjects who provide consent
for screening but do not pass screening,
thereby resulting in an inconsistency in
enrollment numbers reported on the
ClinicalTrials.gov Web site and FDA’s
510(k) Summary or Summary of Safety
and Effectiveness, which would lead to
confusion.

We acknowledge that there may be
differences in the numbers of
participants who sign an informed
consent, are screened for participation,
and are eligible to participate in the
clinical trial. Therefore, we clarify that
the definition of “enroll or enrolled”
does not include ‘““potential subjects
who are screened for the purpose of
determining eligibility for the trial but
do not participate in the trial, unless
otherwise specified by the protocol.”

We note that, in some cases, there
may be a separate informed consent
document for trial screening and trial
participation; the signing of the latter

aligns with the proposed definition. We
clarify that when there is only one
informed consent for both trial
screening and trial participation, and it
is signed prior to participant screening,
a participant is not considered enrolled
until he or she has met all the eligibility
criteria assessed during screening,
unless the participant is considered
enrolled specifically by the protocol. We
clarify that for the purposes of the
registration submission requirement in
§11.24, clinical trial registration
information is required to be submitted
no later than 21 calendar days after the
first subject signs the informed consent
form for trial participation. When there
is only one informed consent for both
trial screening and trial participation,
we clarify that clinical trial registration
information is required to be submitted
pursuant to § 11.24 no later than 21
calendar days after the first subject signs
the informed consent form and begins
trial participation, in accordance with
the protocol.

Commenters also stated that the
definition of “‘enroll or enrolled”” should
be expanded to include “unless
specifically defined differently in the
protocol.” The commenters asserted that
not all studies consider the signing of
informed consent to be the point of
enrollment, and that the signing of
informed consent may not be required.
Moreover, based on these particular
comments, we believe the wording of
the proposed definition may
inadvertently suggest that a written
signature is the only acceptable
confirmation of a subject’s consent to
participate. We have modified the
definition to account for situations in
which consent is provided by a subject’s
legally authorized representative (e.g., a
family member) because the subject is
not able to provide informed consent
because of, for example, mental
incapacity. To address these and the
previous comments, we are revising the
definition of “‘enroll or enrolled” to
mean ‘“‘a human subject’s, or their
legally authorized representative’s,
agreement to participate in a clinical
trial following completion of the
informed consent process as required in
21 CFR part 50 and/or 45 CFR part 46,
as applicable. For the purposes of this
part, potential subjects who are
screened for the purpose of determining
eligibility for the trial, but do not
participate in the trial, are not
considered enrolled unless otherwise
specified by the protocol.”

Human Subjects Protection Review
Board

In the NPRM, we defined “human
subjects protection review board” in

§11.10 to mean an ‘‘institutional review
board (IRB) as defined in 21 CFR 50.3
and 45 CFR 46.102 (or any successor
regulation), as applicable, or equivalent
independent ethics committee that is
responsible for ensuring the protection
of the rights, safety, and well-being of
human subjects involved in a clinical
investigation and is adequately
constituted to provide assurance of that
protection.” We proposed to include
this definition to clarify the scope of the
review boards for which Human
Subjects Protection Review Board Status
must be submitted under § 11.28 (79 FR
69605). We did not receive any
comments on this definition, but for
further clarity we are modifying the
definition in the final rule to mean “an
institutional review board (IRB) as
defined in 21 CFR 50.3 or 45 CFR
46.102, as applicable, that is responsible
for assuring the protection of the rights,
safety, and well-being of human subjects
involved in a clinical trial and is
adequately constituted to provide
assurance of that protection. An IRB
may also be known as an ‘independent
ethics committee.””” For clinical trials
conducted in the United States or under
an IND or IDE, the term “human
subjects protection review board”’
means an IRB, as defined in the cited
regulations issued by FDA and HHS. For
clinical trials conducted outside the
United States or which are otherwise
not subject to the FDA and/or HHS
regulations for IRBs, the term refers to
other independent ethics committees
that are responsible for ensuring the
protection of the rights, safety, and well-
being of human subjects involved in a
clinical investigation and are adequately
constituted to provide assurance of that
protection. This phrasing is consistent
with, but not identical to, the definition
of the term “independent ethics
committee”” in FDA regulations for INDs
(see 21 CFR 312.3). It is also consistent
with longstanding use of the term
“human subjects protection review
board” on ClinicalTrials.gov, which
instructed registrants to provide
information about “[alppropriate review
boards|, including] an Institutional
Review Board, an ethics committee or
an equivalent group that is responsible
for review and monitoring of this
protocol to protect the rights and
welfare of human research subjects”
[Ref. 85].

Interventional

In the NPRM, we defined
“interventional” in §11.10 to mean
“with respect to a clinical study or a
clinical investigation, that participants
are assigned prospectively to an
intervention or interventions according
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to a protocol to evaluate the effect of the
intervention(s) on biomedical or other
health related outcomes.” The term
“interventional” is used in §11.22 as
one of the elements (i.e., interventional
Study Type) used to determine whether
a clinical study or a clinical
investigation is an applicable clinical
trial that is required to be registered. We
proposed to define this term to
distinguish interventional studies from
observational studies, as those terms are
used in the clinical research community
(79 FR 69605). Observational studies
consist of medical research in which the
investigator does not assign human
subjects to interventions. Observational
studies include prospective cohort
studies in which individuals received
interventions as part of their medical
care, after which the investigator studies
prespecified outcomes to examine the
impact of those interventions.
Observational studies also include
retrospective reviews of patient medical
records or relevant literature. In
contrast, in interventional studies, a
researcher assigns subjects to specific
interventions (e.g., placebo, routine
medical care, or no intervention)
according to a study protocol for the
purposes of the investigation. We
explain in the preamble discussion for
the definition of “protocol” in § 11.10(a)
of the final rule that a less formal
research plan would also be considered
a protocol for the purposes of this part,
including the definition of
“interventional.”

We received comments addressing the
definition. Several commenters
requested that the definition of
“interventional” include a study (other
than an observational study) of any
approved or unapproved drug, biologic,
device, radionuclide, or any other
substance that is introduced into the
human body during the study’s
experimental phase (i.e., phase 0
through phase 4). As described in the
preamble discussion for the definition
of “applicable drug clinical trial,” phase
0 and 1 studies are not included in the
applicable clinical trials that must be
registered under § 11.22, but such
studies may still meet the definition of
“interventional.” The definition of
“interventional” in the NPRM is
generally consistent with what the
commenters recommended, except that
we provided more detail to help
responsible parties apply the definition,
including that interventional studies are
those that: (1) Prospectively assign
participants to an intervention, (2) do so
according to a protocol, and (3) evaluate
the intervention’s effect on biomedical
or other health-related outcomes. The

commenters also described various
types of observational studies that they
believed would be excluded from this
definition, including studies evaluating
patients’ responses independent of the
actual ongoing clinical trial or other
activities that have no direct interaction
with the human body, but little detail
was provided about these examples.
However, we note that certain studies
described by commenters did seem to fit
the definition of “observational” (but
not “interventional’’) because
assignment to the intervention was
based on routine care instead of a
protocol, such as a study of patients
receiving an intervention as part of
routine medical care to assess any
correlation between certain biomarkers
and the intervention’s effect.

Similarly, a commenter requested that
the final rule clarify aspects of the
“prospectively assigned to the
intervention per protocol” component
of the definition. The commenter asked
specifically whether an intervention
would be considered “prospectively
assigned” if the administration of the
test article began before subjects
participated in the study (i.e., the study
assessed the effect of a therapy that was
ongoing at the time of subject
recruitment) and whether a drug
provided as part of routine medical care
would meet the requirement of being
‘“prospectively assigned” if provision of
the drug it occurred after subjects
become research participants. In
general, the timing of the intervention’s
administration in these cases would not
be considered as relevant as how
decisions for the participant to receive
the intervention were made. If the
decision for the participant to receive
the intervention was based on routine
medical care and not on assignment
according to a protocol or research plan,
the study would generally not be
considered interventional. We note that
there may be other aspects of the study
design that were not described by the
commenter that would otherwise cause
the study to meet the definition of
“interventional” (e.g., other
interventions are simultaneously being
evaluated for their effect on outcomes
related to human health, such as an IVD
test). We also clarified in the NPRM that
a study would meet the definition of
“interventional” if assignment to the
intervention is determined by the
researcher based on a formal protocol or
research plan, even when the medical
products being studied are being used in
a manner considered to be the standard
of care (79 FR 69605). We also note, as
discussed in Section V, that we will
issue more guidance in the future on

examples of applicable clinical trials for
the checklist described in §11.22.

Another comment requested
clarification of the meaning of
“biomedical or other health-related
outcomes.” We believe our explanation
of ““a prospective clinical study of
health outcomes” for the definition of
“applicable device clinical trial” is
informative. In the NPRM, we explained
that a “prospective clinical study of
health outcomes” is a ““clinical study in
which the primary objective is to
evaluate a defined clinical outcome
related to human health” (79 FR 69599).
For example, a clinical study of a
diagnostic device (such as an IVD) in
which the primary purpose is to
evaluate the ability of the device to
make a diagnosis of a disease or
condition is related directly to human
health and, therefore, would be
considered a clinical study of health
outcomes for purposes of this rule.

After considering these comments, we
maintain the definition of
“interventional” in the final rule to
mean ‘“with respect to a clinical study
or a clinical investigation, that
participants are assigned prospectively
to an intervention or interventions
according to a protocol to evaluate the
effect of the intervention(s) on
biomedical or other health-related
outcomes.” For the purposes of this
part, we use the term “‘clinical trial” to
refer to interventional studies to the
exclusion of observational studies. (See
the definition of “clinical trial.””’) The
term “interventional” is one of the
responses that can be submitted as part
of the Study Type data element that is
included as clinical trial registration
information under § 11.28 and defined
in §11.10. Responsible parties must
indicate whether a study being
registered is “interventional”” or
“observational” or is expanded access
(see the discussion below). A study that
is designated as ““interventional” can be
an applicable clinical trial if it meets the
other criteria for an applicable clinical
trial that are specified in this part. (See
the definitions of “applicable device
clinical trial” and “applicable drug
clinical trial.””) A study that is
designated “observational” can be an
applicable clinical trial only if it is a
pediatric postmarket surveillance of a
device product as defined in this part.
(See the definition of “pediatric
postmarket surveillance of a device
product.”)

Investigational Device Exemption (IDE)

In the NPRM, we defined
“Investigational Device Exemption
(IDE)” in § 11.10(a) to have “the
meaning given in 21 CFR 812, or any
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successor regulation” (see 79 FR 69668).
We did not receive any comments on
this definition, and we maintain it in
the final rule.

Investigational New Drug Application
(IND)

In the NPRM, we defined
“Investigational New Drug Application
(IND)” in § 11.10(a) to have “the
meaning given in 21 CFR 312.3, or any
successor regulation” (see 79 FR 69668).
We did not receive any comments on
this definition, and we maintain it in
the final rule.

NCT Number

In the NPRM, we defined “NCT
number” in §11.10(a) to mean ‘“‘the
unique identification code assigned to
each record in ClinicalTrials.gov,
including a record for an applicable
clinical trial, a clinical trial, or an
expanded access program” (79 FR
69606). “NCT number” refers to the
term ““National Clinical Trial number”
used in section 402(j)(2)(B)(i)(VII) of the
PHS Act. We did not receive any
comments on this definition, and we
maintain it in the final rule.

Since its launch in 2000,
ClinicalTrials.gov has assigned each
submitted clinical trial record a unique
identifier once quality review
procedures have been completed for the
submitted information. While the
identifier was originally called a
“National Clinical Trial number,” that
nomenclature was soon changed to
“NCT number” in recognition of the fact
that ClinicalTrials.gov receives clinical
trial information about trials being
conducted in countries other than the
United States and accommodates the
registration of clinical studies other than
clinical trials (e.g., observational
studies). NCT numbers are used in
many contexts to refer to clinical trial
records or other types of records (e.g.,
observational studies, expanded access
programs) that are accepted by
ClinicalTrials.gov. Under the ICMJE
registration policy, for example, journals
publishing original papers on the results
of clinical trials require the authors to
include in their manuscripts a unique
identification number assigned by a
recognized clinical trial registry as
evidence that the trial has been
registered in compliance with the ICMJE
policy [Ref. 1, 2]. For trials registered on
ClinicalTrials.gov, this unique identifier
is the NCT number. When published in
journal articles, NCT numbers are also
included in the Medical Literature
Analysis and Retrieval System Online
records and are searchable through
PubMed [Ref. 87]. Furthermore, section
402(j)(5)(B) of the PHS Act specifies that

“such certification [to accompany drug,
biological product, and device
applications or submissions to FDA]
shall include the appropriate National
Clinical Trial control numbers.”
Ongoing

In the NPRM, we defined “ongoing”
in §11.10(a) to mean “with respect to a
clinical trial of a drug or a device and
to a date, that one or more human
subjects is enrolled in the clinical trial,
and the date is before the completion
date of the clinical trial.” As we
explained in the NPRM, this proposed
definition is the same as the statutory
definition, except the term “human
subjects” has been substituted for the
term “‘patients” that is used in section
402(j)(1)(A)(viii) of the PHS Act (79 FR
69606). The reason for this change is
that clinical trials may include healthy
volunteers as well as human subjects
who might be considered “‘patients.”
With respect to a pediatric postmarket
surveillance of a device product, we
defined the term “ongoing” to mean “a
date between the date on which FDA
approves the plan for conducting the
surveillance and the date on which the
final report is submitted to FDA.”

We received comments addressing
this definition. Two commenters asked
that we clarify the definition and
asserted that researchers consider trials
to be ongoing even after the statutorily
defined completion date. We note,
though, that a trial cannot be considered
ongoing in accordance with the
statutory definition if the date is on or
after the primary completion date (see
the explanation above with regard to use
of the term “primary completion date”).
Therefore, on or after the primary
completion date, trials would not be
considered ongoing for the purposes of
this part and the applicable
requirements.

After considering these comments, we
maintain the NPRM definition of
“ongoing,” except that (as discussed
previously) we replace “completion
date” with “primary completion date,”
consistent with the definition of
“completion date” in this section, and
we clarify that “drug’” means ‘“‘drug
product” and “device” means “device
product.” We define “ongoing” in the
final rule to mean ““with respect to a
clinical trial of a drug product or a
device product and to a date, that one
or more human subjects is enrolled in
the clinical trial, and the date is before
the primary completion date of the
clinical trial. With respect to a pediatric
postmarket surveillance of a device
product, ongoing means a date between
the date on which FDA approves the
plan for conducting the surveillance and

the date on which the final report is
submitted to FDA.”

Outcome Measure

In the NPRM, we defined ‘“outcome
measure” in §11.10(a) to mean “‘a pre-
specified measurement that will be used
to determine the effect of experimental
variables on the human subjects in a
clinical trial.” As we explained in the
NPRM, the experimental variables may
be the specific intervention(s) used in
the clinical trial or other elements of the
clinical trial that vary between arms,
e.g., diagnostic or other procedures
provided to participants in different
arms (79 FR 69606). One commenter
supported this definition.

We maintain the definition of
“outcome measure” in the final rule
except we make conforming changes to
two elements, i.e., we say “an
experimental variable” and “on the
human subject(s)” to be consistent with
other definitions in the rule. In this part,
“outcome measure” refers to
measurements observed or collected
from those human subjects who are
enrolled in the clinical trial. Although it
is not uncommon to compare data
derived from human subjects enrolled
in a clinical trial with data derived from
other sources (e.g., literature, other
clinical trials), we believe that only
measurements taken from participants
in the clinical trial of interest should be
submitted as results information to
ClinicalTrials.gov. In our view,
comparisons of such data with results
data derived from other sources are
more appropriately described in forums
other than ClinicalTrials.gov (e.g.,
journal articles) where the other
necessary information about the
comparator group can be provided.
Clinical trial information submitted to
ClinicalTrials.gov would generally not
include information or data about the
human subjects studied in another
clinical trial (i.e., the clinical trial record
would not contain baseline and
demographic information about them,
nor would it describe how they were
allocated to arms of the clinical trial to
receive interventions). (See the
definitions of “primary outcome
measure” and ‘“‘secondary outcome
measure.”’)

Pediatric Postmarket Surveillance of a
Device Product

Section 402(j)(1)(A)(ii)(II) of the PHS
Act defines the term “applicable device
clinical trial” to include “‘a pediatric
postmarket surveillance as required
under section 522 of the [FD&C] Act.”
The term ““[a]pplicable device clinical
trial” includes ‘‘a pediatric postmarket
surveillance as required under[section
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522 of the FD&C Act].” In the NPRM, we
defined the term “pediatric postmarket
surveillance of a device” in §11.10(a) to
mean ‘‘the active, systematic,
scientifically valid collection, analysis,
and interpretation of data or other
information conducted under section
522 of the [FD&C] Act about a marketed
device that is expected to have
significant use in patients who are 21
years of age or younger at the time of
diagnosis or treatment (see 79 FR
69606). A pediatric postmarket
surveillance of a device may be, but is
not always, a clinical trial.” Pursuant to
section 522 of the FD&C Act, FDA
defines the term “postmarket
surveillance” as “the active, systematic,
scientifically valid collection, analysis,
and interpretation of data or other
information about a marketed device”
(see 21 CFR 822.3(h)). In Title III of
FDAAA, Congress directed that the term
“pediatric,” when used with respect to
devices, refers to patients 21 and
younger (see Title IIl of FDAAA
(“Pediatric Medical Device Safety and
Improvement Act of 2007°’), amending
section 520(m) of the FD&C Act).

FDA may order a pediatric postmarket
surveillance of a device under section
522 of the FD&C Act for any class II or
class III device, as defined by 21 U.S.C.
360c(a) and 21 CFR 860.3, meeting any
of the following criteria: (1) Its failure
would be reasonably likely to have
serious adverse health consequences, (2)
it is expected to have significant use in
pediatric populations, (3) it is intended
to be implanted in the body for more
than 1 year, or (4) it is intended to be
a life-sustaining or life-supporting
device outside a device user facility (see
21 U.S.C. 360l(a)). Pediatric postmarket
surveillances under section 522 of the
FD&C Act can take various forms,
including a detailed review of the
complaint history and the scientific
literature, non-clinical testing,
observational studies, and controlled
clinical trials.

Because section 402(j)(1)(A)(@{1)(I) of
the PHS Act defines the term
“applicable device clinical trial” to
include pediatric postmarket
surveillances of a device, such
surveillances must be registered, and
clinical trial results information must be
submitted for them. The final rule’s
approach for applying the registration
requirements to a pediatric postmarket
surveillance of a device that is not a
clinical trial is described in § 11.28(b),
and the final rule’s approach for
applying the results information
submission requirements to a pediatric
postmarket surveillance of a device that
is not a clinical trial is described in
§11.48(b). A pediatric postmarket

surveillance of a device that is a clinical
trial is subject to the general
requirements of this final rule,
including the clinical trial registration
and results information submission
requirements in §§ 11.28(a) and
11.48(a), respectively.

We received no comments on this
proposed definition, and we maintain it
in the final rule. However, for clarity
and consistency, “device” is changed to
“device product.” For completeness, we
also include the applicable U.S.C.
statutory citation in the definition.

Primary Completion Date

As discussed above, based on
comments we received, we have
decided to maintain the proposed rule’s
definition of “completion date” in
§11.10(a) of the final rule but, in order
to prevent confusion among researchers
and the public, we use the term
“primary completion date” in this
preamble and the codified provisions.
Therefore, we add the term “primary
completion date” to § 11.10(a), define it
as “‘completion date,” and refer to the
definition of that term.

Primary Outcome Measure(s)

In the NPRM, we defined “primary
outcome measure(s)” in § 11.10(a) to
mean ‘‘the outcome measure(s) of
greatest importance specified in the
protocol, usually the one(s) used in the
power calculation. Most clinical trials
have one primary outcome measure, but
a clinical trial may have more than
one.” The NPRM also noted that, for the
purpose of this part, “primary outcome”
has the same meaning as “primary
outcome measure’ (79 FR 69606). The
term “primary outcome measure(s)” is
used, but not defined, in section 402(j)
of the PHS Act. Section
402(j)(2)(A) ()@ (1) of the PHS Act
expressly requires primary outcome
measures to be submitted as a clinical
trial registration information data
element. In addition, section
402(j)(1)(A)(v) of the PHS Act defines
the completion date in relation to the
“final collection of data for the primary
outcome.” Primary outcome measure(s)
is also expressly required as a clinical
trial results information data element by
section 402(j)(3)(C)(ii) of the PHS Act.
As we explained in the NPRM, we
believe this approach enables users of
ClinicalTrials.gov to identify the pre-
specified primary outcome measure(s)
for the clinical trial submitted as part of
the clinical trial registration information
and to examine the results data
collected for those outcome measures
and submitted to the data bank as part
of clinical trial results information. (See
also the discussion in Sections IV.B.4

and IV.C.4 of this preamble regarding
primary outcome measure as a clinical
trial registration information data
element in §11.28(a)(2)(1)(W) and as a
clinical trial results information data
element in § 11.48(a)(3).) We received
one comment in support of the
proposed definition. We maintain the
definition in the final rule, except, for
greater clarity about the definition’s
scope, we add the phrase “for purposes
of this part.”

Principal Investigator

In the NPRM, we defined ‘‘principal
investigator” in § 11.10 to mean “the
individual who is responsible for the
scientific and technical direction of the
study.” As we explained, “principal
investigator” is a term used in the
definition of “responsible party” in
section 402(j)(1)(A)(ix) of the PHS Act
and in the description of the Certain
Agreements results data element in
section 402(j)(3)(C)(iv) of the PHS Act,
but the term itself is not defined in
section 402(j) of the PHS Act (79 FR
69607). The definition uses terminology
derived from 42 CFR 52.2, which
defines “principal investigator” in the
context of an NIH grant as ‘‘the
individual(s) judged by the applicant
organization to have the appropriate
level of authority and responsibility to
direct the project or program supported
by the grant and who is or are
responsible for the scientific and
technical direction of the project.” We
did not include the phrases “applicant
organization” and “‘project or program
supported by the grant,” which are
specific to NIH-funded grants, because
these references would not necessarily
apply to applicable clinical trials that
are funded by industry or other non-
governmental organizations. We used
the term “study” in place of “project”
because the projects of relevance to this
rule would be clinical studies, whether
clinical trials or pediatric postmarket
surveillances of a device. We also made
it clear that the definition applies to
only a single individual. This is
consistent with our interpretation that
there cannot be more than one
responsible party for a clinical trial that
is subject to section 402(j) of the PHS
Act. We would expect a principal
investigator to have full responsibility
for the treatment and evaluation of
human subjects in the study and for the
integrity of the research data for the full
study. In keeping with this approach, an
investigator for an individual site in a
multi-site clinical trial would not be
considered the principal investigator
unless he or she also has overall
responsibility for the clinical trial at all
sites at which it is being conducted.
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This interpretation is consistent with
the requirement in section
402(j)(1)(A)(ix) of the PHS Act that a
principal investigator may be designated
by the sponsor as a responsible party
only if he or she is responsible for
conducting the trial, has access to and
control over the data from the clinical
trial, has the right to publish the clinical
trial results, and has the ability to meet
all the requirements for the submission
of clinical trial information under
section 402(j) of the PHS Act and this
part.

We received comments on this
proposed definition. Commenters
requested that we make the proposed
definition of “principal investigator”
consistent with relevant FDA
definitions. ‘“Principal investigator” is
not defined in FDA regulations or HHS
“Common Rule” regulations (45 CFR
part 46). However, FDA regulations in
21 CFR part 312 define “investigator” as
“an individual who actually conducts a
clinical investigation (i.e., under whose
immediate direction the drug is
administered or dispensed to a subject).
In the event an investigation is
conducted by a team of individuals, the
investigator is the responsible leader of
the team” (see 21 CFR 312.3(b)). Other
FDA regulations in 21 CFR parts 50, 56,
and 812 define “investigator’” similarly.
The commenters noted that for large
academic consortium studies, there may
be an investigator who is responsible for
the study’s scientific and technical
direction and who is commonly referred
to as the “overall principal investigator”
or “study director.” As the commenters
noted, FDA regulations do not define
“principal investigator,” and our
proposed definition is for the purposes
of this rule.

We do not believe that the proposed
definition is inconsistent with FDA’s
definition of an “investigator.” As we
explained above, the definition is based
on the NIH regulation applying to grants
(42 CFR 52.2), with which academic
medical centers should be familiar. We
clarify that in the commenters’
examples, the “overall principal
investigator” or “study director”
responsible for the study’s overall
scientific and technical direction would
be considered the “principal
investigator” for the purpose of this
part. If there are clinical trials for which
there is more than one individual whom
the sponsor considers to be a principal
investigator for the overall study, the
sponsor may designate only one of these
principal investigators as the
responsible party. Another commenter
also stated that the definition should
include a qualifier to designate the
principal investigator for the overall

study (with multiple sites) or an
individual site.

After considering these comments, we
modify the definition of “principal
investigator” to clarify that the principal
investigator is responsible for the
overall study (as distinguished from the
individual study sites). The definition of
“principal investigator” in the final rule
means ‘“‘the individual who is
responsible for the overall scientific and
technical direction of the study.” We
note that the principal investigator of a
grant awarded by a Federal Government
agency that funds a clinical trial may
not necessarily be the principal
investigator for that clinical trial for the
purposes of this part. For example, for
the purposes of grant funding, NIH
defines ““program director/principal
investigator” in part as “[t]he
individual(s) designated by the
applicant organization to have the
appropriate level of authority and
responsibility to direct the project or
program to be supported by the award.”
[Ref. 87a]. Such an individual may or
may not be “‘the individual who is
responsible for the overall scientific and
technical direction of the study” as
defined in § 11.10(a) of this regulation.

In addition, the principal investigator
on a Federal grant who has
responsibility for only one site of a
multi-site clinical trial (see, for example,
42 CFR 52.2) would neither have the
requisite responsibility for conducting
the entire trial nor the requisite access
to data from all sites involved in the
clinical trial, both of which are required
by section 402(j) of the PHS Act and this
part in order to meet the definition of
“responsible party.” Accordingly, the
principal investigator on such a grant
could not be designated by the sponsor
to be the responsible party for the
purposes of registering a clinical trial
and submitting clinical trial results
information under section 402(j) of the
PHS Act and this part.

Protocol

In the NPRM, we defined ‘“‘protocol”
in §11.10(a) to mean ‘‘the written
description of the clinical trial,
including objective(s), design, and
methods. It may also include relevant
scientific background and statistical
considerations.” As we explained in the
NPRM, the protocol is the document
that describes the design of a clinical
trial. It may be, and frequently is,
amended after a clinical trial has begun
(79 FR 69607). This definition is derived
from ICH E6(R1): Good Clinical Practice:
Consolidated Guideline [Ref. 81] which
defines the term as “[a] document that
describes the objective(s), design,
methodology, statistical considerations,

and organization of a trial. The protocol
usually also gives the background and
rationale for the trial, but these could be
provided in other protocol referenced
documents.” The protocol generally
addresses major statistical
considerations, such as the number of
human subjects required to provide
adequate statistical power, but it may or
may not include detailed information
about the specific statistical analyses to
be performed as part of the clinical trial.
Such information may be contained in
a separate SAP. We received no
comments on this definition, and we
maintain it in the final rule. We note, for
the purposes of this part, that the
written description may vary in the
degree of detail, structure, or format.
This clarification is relevant for other
definitions in this part that include the
“protocol” component, including the
definitions for “clinical trial” and
“interventional.”

Responsible Party

In the NPRM, we defined
“responsible party” in § 11.10(a) to
mean “‘with respect to a clinical trial, (i)
the sponsor of the clinical trial, as
defined in 21 CFR 50.3 (or any
successor regulation); or (ii) the
principal investigator of such clinical
trial if so designated by a sponsor,
grantee, contractor, or awardee, so long
as the principal investigator is
responsible for conducting the trial, has
access to and control over the data from
the clinical trial, has the right to publish
the results of the trial, and has the
ability to meet all of the requirements
under this part for the submission of
clinical trial information. For a pediatric
postmarket surveillance of a device that
is not a clinical trial, the responsible
party is the entity whom FDA orders to
conduct the pediatric postmarket
surveillance of a device.” As we
explained, “responsible party” is the
term defined in section 402(j)(1)(A)(ix)
of the PHS Act and used in section
402(j) of the PHS Act to refer to the
entity or individual who is responsible
for registering a clinical trial or a
pediatric postmarket surveillance of a
device that is not a clinical trial, for
submitting clinical trial results
information to ClinicalTrials.gov, and
for updating all submitted clinical trial
information (79 FR 69607). We received
no comments on this definition, and we
maintain it in the final rule. We have,
however, made a minor formatting
change and grammatical correction
(changing “whom” to “who”’). As we
have elsewhere, we also now use the
term ““device product.” The procedures
for determining which individual or
entity meets the definition of
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“responsible party” are specified in
§11.4(c) and described in Section
IV.A.2 of this preamble. We address the
comments on these procedures in that
section.

Secondary Outcome Measure(s)

In the NPRM, we defined “secondary
outcome measure’” in §11.10(a) to mean
“an outcome measure that is of lesser
importance than a primary outcome
measure, but is part of a pre-specified
plan for evaluating the effects of the
intervention or interventions under
investigation in a clinical trial.” As we
explained in the NPRM, a “clinical trial
may have more than one secondary
outcome measure” (79 FR 69607). We
also noted that for the purpose of this
part, “secondary outcome” has the same
meaning as ‘‘secondary outcome
measure.”” “Secondary outcome
measure” is a term used, but not
defined, in section 402(j) of the PHS
Act. Section 402(j)(2)(A)(ii)M)(AL) of the
PHS Act expressly requires secondary
outcome measures to be submitted as a
clinical trial registration information
data element, as a component of the
outcome measures data element. In
addition, secondary outcome measure(s)
is also expressly required as a clinical
trial results information data element by
section 402(j)(3)(C)(ii) of the PHS Act.
As we said, we believe this structure
enables users of ClinicalTrials.gov to
identify the pre-specified secondary
outcome measures for the clinical trial
submitted as part of the clinical trial
registration information and to examine
the results data collected for those
outcome measures and submitted to the
data bank as part of clinical trial results
information. We also pointed out that
the definition is consistent with the
WHO Trial Registration standard and
ICMJE registration policies [Ref. 2, 73].

We received comments on this
definition. One commenter supported
this definition. We also heard from
others that we should clarify whether
any outcomes that are not part of the
SAP, or are indicated to be tertiary or
exploratory, are secondary outcome
measures. We consider secondary
outcome measures to be those outcome
measures (other than the primary
outcome measures) that are not
considered exploratory or tertiary and
for which there is a specific analysis
plan. In general, the analysis plan
would be specified in the protocol or
SAP, but protocols do not always
contain detailed information about
statistical analyses, and SAPs may not
be complete at the time a trial is
registered. Therefore, the plan to
analyze the secondary outcome
measures may only be expressed in

other formal trial documentation (e.g., a
grant application, contract, or published
journal article). Therefore, in response
to these comments, we confirm that
outcome measures that are not part of an
analysis plan, or are indicated to be
exploratory or tertiary, are lower-level
outcome measures and not secondary
outcome measures. These lower-level
outcome measures are not required to be
submitted to ClinicalTrials.gov, but the
information may be submitted
voluntarily. (See the discussions in
Sections IV.B.4 and IV.C.3 of this
preamble, respectively, regarding
secondary outcome measure(s) as a
clinical trial information data element to
be submitted at the time of registration,
pursuant to § 11.28(a)(2)(i)(X), and at the
time of results information submission,
pursuant to § 11.48(a)(3).) After
consideration of these comments, we
clarify that a pre-specified exploratory
or tertiary measure is not considered a
secondary outcome. The definition of
“secondary outcome measure(s)” in
§11.10(a) of this final rule is “an
outcome measure that is of lesser
importance than a primary outcome
measure, but is part of a pre-specified
analysis plan for evaluating the effects
of the intervention or interventions
under investigation in a clinical trial
and is not specified as an exploratory or
other measure. A clinical trial may have
more than one secondary outcome
measure.” For the purpose of this part,
‘“secondary outcome” has the same
meaning as ‘‘secondary outcome
measure.” We include the phrase “and
is not specified as an exploratory or
other measure” to be clear that a pre-
specified exploratory or other measure
is not considered a secondary outcome
measure.

Secretary

In the NPRM, we defined ‘“‘Secretary”’
in § 11.10(a) to mean ‘“‘the Secretary of
Health and Human Services or any other
official(s) to whom the Secretary
delegates authority contained in 42
U.S.C. 282(j)” (see 79 FR 69669). We
received no comments on this
definition. We maintain it, except that
we make clear that that the Secretary’s
authority is contained in “section 402(j)
of the Public Health Service Act (42
U.S.C. 282().”

Serious Adverse Event

In the NPRM, we defined “‘serious
adverse event” in § 11.10(a) to mean ‘““‘an
adverse event that results in any of the
following outcomes: Death, a life-
threatening adverse event as defined in
21 CFR 312.32 (or any successor
regulation), inpatient hospitalization or
prolongation of existing hospitalization,

a persistent or significant incapacity or
substantial disruption of the ability to
conduct normal life functions, or a
congenital anomaly/birth defect.
Important medical events that may not
result in death, be life-threatening, or
require hospitalization may be
considered serious when, based upon
appropriate medical judgment, they may
jeopardize the human subject and may
require medical or surgical intervention
to prevent one of the outcomes listed in
this definition. Examples of such
medical events include allergic
bronchospasm requiring intensive
treatment in an emergency room or at
home, blood dyscrasias or convulsions
that do not result in inpatient
hospitalization, or the development of a
substance use disorder.” As we
explained in the NPRM, “‘serious
adverse event” is a term used, but not
defined, in section 402(j)(3)(I) of the
PHS Act (79 FR 69608). Section
402(j)(3)(M)(iii)(1) of the PHS Act requires
the submission to ClinicalTrials.gov of
specific information about “anticipated
and unanticipated serious adverse
events” for applicable clinical trials of
drugs as well as devices.

We received comments on this
definition. Commenters suggested that
the adverse event reporting
requirements for devices should be
consistent with the definition of
“serious adverse event”” used by the
international standard for clinical
investigations of medical devices in
human subjects (ISO 14155) [Ref. 88].
As we noted in our discussion of the
term in the NPRM, the definition is
consistent with established FDA
standards, and we drew on the FDA
definition of “serious adverse event” in
21 CFR 312.32(a) for IND applications in
developing the definition because that
FDA definition more fully characterizes
the criteria for “other serious problems”
as well as “any life-threatening
problem” or “[d]eath.” In defining the
term ““serious adverse event” in its IND
Safety Reporting regulations in 21 CFR
312.32(a), FDA considers an adverse
event to be “serious” when, in the view
of either the sponsor or the investigator,
it “results in any of the following
outcomes: Death, a life-threatening
adverse event, inpatient hospitalization
or prolongation of existing
hospitalization, a persistent or
significant incapacity or substantial
disruption of the ability to conduct
normal life functions, or a congenital
anomaly/birth defect. Important medical
events that may not result in death, be
life-threatening, or require
hospitalization may be considered
serious when, based upon appropriate
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medical judgment, they may jeopardize
the patient or subject and may require
medical or surgical intervention to
prevent one of the outcomes listed in
this definition. Examples of such
medical events include allergic
bronchospasm requiring intensive
treatment in an emergency room or at
home, blood dyscrasias or convulsions
that do not result in inpatient
hospitalization, or the development of
drug dependency or drug abuse.” The
other points we made in the NPRM are
also relevant, and we reiterate them here
to explain why we are not adopting the
commenters’ suggestion. A ‘“serious
adverse event,” as defined in 21 CFR
312.32(a), applies only in the context of
drugs (including biological products).
No fully equivalent term is defined in
FDA regulations for medical devices. In
21 CFR 812.3(s), FDA defines an
“unanticipated adverse device effect”
as, in part, “any serious adverse effect
on health or safety or any life-
threatening problem or death caused by,
or associated with, a device” that “was
not previously identified . . . in the
investigational plan or application . . .
or any other unanticipated serious
problem associated with a device that
relates to the rights, safety, or welfare of
subjects.” However, we did not consider
this definition to be sufficient to meet
the statutory requirement in section
402(j)(3)(I)(iii) of the PHS Act for
submission of serious adverse event
information that encompasses both
anticipated and unanticipated events
because it is restricted to unanticipated
effects.

After considering the comments, we
maintain the NPRM definition of
“serious adverse event” in §11.10(a) to
mean ‘“‘an adverse event that results in
any of the following outcomes: Death, a
life-threatening adverse event as defined
in 21 CFR 312.32, inpatient
hospitalization or prolongation of
existing hospitalization, a persistent or
significant incapacity or substantial
disruption of the ability to conduct
normal life functions, or a congenital
anomaly/birth defect. Important medical
events that may not result in death, be
life-threatening, or require
hospitalization may be considered
serious when, based upon appropriate
medical judgment, they may jeopardize
the human subject and may require
medical or surgical intervention to
prevent one of the outcomes listed in
this definition. Examples of such
medical events include allergic
bronchospasm requiring intensive
treatment in an emergency room or at
home, blood dyscrasias or convulsions
that do not result in inpatient

hospitalization, or the development of a
substance use disorder.” Although we
adopted terms from an FDA drug
regulation, we emphasize that “serious
adverse event,” as defined for the
purposes of this part, applies to both
drugs and devices. Further, and as
explained more fully in section IV.C.4.
of this preamble, the rule does not
require investigators or responsible
parties to collect information that is not
specified in the clinical trial protocol.

We use the phrase “a substance use
disorder” instead of the phrase “drug
dependency or drug abuse,” which is
used in the FDA definition, for
consistency with the latest version (fifth
edition) of the Diagnostic and Statistical
Manual of Mental Disorders [Ref. 89].
By referring to adverse events (and thus
the definition of that term in this part),
our definition of “serious adverse
event” is broader than the FDA
definition of “‘serious adverse event” in
21 CFR 312.32(a) because it
encompasses any untoward or
unfavorable medical occurrences
associated with any intervention
included in a clinical trial (not just the
use of the FDA-regulated product),
including any intervention(s) in any arm
of the clinical trial that does not involve
FDA-regulated products. In addition, as
with our definition of “adverse event,”
our definition of “serious adverse
event” encompasses both anticipated
and unanticipated effects regardless of
attribution or association with the
intervention.

Sponsor

In the NPRM, we defined “sponsor”
in § 11.10(a) to mean ‘‘either a ‘sponsor’
or ‘sponsor-investigator,” as each is
defined 21 CFR 50.3 or any successor
regulation.” As we explained,
“[s]ponsor” is a term used in section
402(j) of the PHS Act to define
responsible party (79 FR 69608). Section
402(j)(1)(A)(ix)(I) of the PHS Act
explicitly defines “sponsor”” as such
term is defined at 21 CFR 50.3 or any
successor regulation. Two types of
sponsors are defined in 21 CFR 50.3,
both of which, we noted, meet the
definition of “sponsor” for the purposes
of this part. The first type is a
“sponsor,” defined in 21 CFR 50.3 as “‘a
person who initiates a clinical
investigation but who does not actually
conduct the investigation, i.e., the test
article is administered or dispensed to
or used involving, a subject under the
immediate direction of another
individual. A person other than an
individual (e.g., corporation or agency)
that uses one or more of its own
employees to conduct a clinical
investigation it has initiated is

considered to be a sponsor (not a
sponsor-investigator), and the
employees are considered to be
investigators.” The second type is a
“sponsor-investigator,”” defined in 21
CFR 50.3 as “an individual who both
initiates and actually conducts, alone or
with others, a clinical investigation, i.e.,
under whose immediate direction the
test article is administered or dispensed
to, or used involving, a subject. The
term does not include any person other
than an individual, e.g., corporation or
agency.” As we noted, we believe that
the definition of “sponsor” used in this
part must encompass both a sponsor
and a sponsor-investigator because both
terms are relevant in determining who
initiates the clinical trial.

We did not receive any comments on
this definition, and we maintain it in
the final rule to mean “either a ‘sponsor
or ‘sponsor-investigator’, as each is
defined 21 CFR 50.3.” Procedures for
determining which individual or entity
would be considered the sponsor of an
applicable clinical trial or other clinical
trial subject to this part are specified in
§11.4(c) and described in Section
IV.A.2 of this preamble. As those
sections explain, the individual or
entity that is the sponsor is considered
to be the responsible party of an
applicable clinical trial or other clinical
trial, unless and until that responsibility
is delegated to the principal
investigator, consistent with the
requirements of section 402(j)(1)(A)(ix)
of the PHS Act and this part.

Study Completion Date

The NPRM did not use the term
“study completion date” or propose
either a definition of it in § 11.10(a) or
a data element for it in § 11.28, but we
are including the term and data element
in this final rule. We define the term
“study completion date” in § 11.10(a) to
mean ‘“‘for a clinical trial, the date the
final subject was examined or received
an intervention for purposes of final
collection of data for the primary and
secondary outcome measures and
adverse events (e.g., last subject’s last
visit), whether the clinical trial
concluded according to the pre-
specified protocol or was terminated.”
Section 402(j)(2)(A)(ii) of the PHS Act
specifies the clinical trial registration
information that must be submitted,
although study completion date is not
included. However, section
402(j)(2)(A)(iii) of the PHS Act permits
the Secretary to “modify the
requirements for clinical trial
[registration] information” by
regulation, provided that “such a
modification improves and does not
reduce such clinical trial information.”

s
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As discussed in Section IV.B.4, we
believe that the study completion date
is helpful in indicating when all
primary and secondary outcome
measures and the collection of all
adverse event information, as specified
in the protocol, will be completed and
when final data collection has occurred.
Therefore, we believe that requiring the
submission of the study completion date
improves and does not reduce clinical
trial information.

Section 11.64(a)(3) describes when a
responsible party’s obligation to submit
updates ends. Our definition of “study
completion date” identifies the final
date of data collection for the study,
including for any primary and
secondary outcomes and for adverse
events. For adverse events, the last date
of data collection is the end of the
adverse event collection period
specified by the protocol. The study
completion date will be the end of this
adverse event collection period if this
period ends later than the last subject’s
last visit for the primary and secondary
outcomes. As discussed in other
sections of this preamble, the study
completion date is relevant in
determining the obligations for
responsible parties to submit
registration and results information. As
described in Section IV.C.3 for partial
results information deadlines under
§11.44(d), clinical trial results
information specified in § 11.48 must be
submitted no later than one year after
the study completion date. In addition,
the Study Completion Date,” which is a
registration data element, will be
displayed on the posted record.

Although we did not receive any
specific comments about adding a Study
Completion Date data element,
commenters did request that a
mechanism be included in the PRS to
make clear to responsible parties when
they have fulfilled all obligations to
update the study record, and when no
further updates are required. A
responsible party can use the “study
completion date”” definition and related
data element in determining various
obligations under this part, such as the
deadlines for submitting partial results
information under § 11.44(d). The
“study completion date” is distinct from
“completion date,” which, as discussed
above, we refer to as the “primary
completion date.”

U.S. FDA-Regulated Device Product

In the NPRM, we defined “FDA-
regulated device” in § 11.10(a) to mean
“for purposes of this part, a device
subject to section 510(k), 515, 520(m), or
522 of the Federal Food, Drug, and
Cosmetic Act.” As we explained, this

term and its definition are based on
section 402(j)(1)(A)(ii) of the PHS Act,
which defines “applicable device
clinical trial” as including studies of a
“device subject to section 510(k), 515, or
520(m) of the Federal Food, Drug, and
Cosmetic Act.” We did not receive any
comments on this definition and
maintain it in §11.10(a) of the final rule.
However, because “FDA” is a term used
by similar regulatory agencies in other
countries, we have changed the term
“FDA-regulated device” to “U.S. FDA-
regulated device product” for clarity. As
we have elsewhere, we now also use the
term “device product.” A responsible
party must submit information, in
accordance with §11.28, about whether
the trial “studies a U.S. FDA-regulated
device product.” We explain further
whether a trial studies a U.S. FDA-
regulated device product in Section
IV.B.2 of this preamble in our
elaboration on the meaning of an
“applicable device clinical trial.” We
also include the applicable U.S.C.
statutory citations in the definition.

U.S. FDA-Regulated Drug Product

In the NPRM, we defined “FDA-
regulated drug” in § 11.10(a) to mean
“for purposes of this part, a drug subject
to section 505 of the Federal Food, Drug,
and Cosmetic Act or a biological
product subject to section 351 of the
Public Health Service Act.” As we
explained, this term and its definition
are based on section 402(j)(1)(A)(iii) of
the PHS Act, which defines “applicable
drug clinical trial” as including studies
of a “drug subject to section 505 of the
Federal Food, Drug, and Cosmetic Act
or to section 351 of the [Public Health
Service Act].” We did not receive any
comments on this definition and
maintain it in § 11.10(a) of the final rule.
However, because “FDA” is a term used
by similar regulatory agencies in other
countries, we have changed the term
“FDA-regulated drug” to “U.S. FDA-
regulated drug product” for further
clarity. Additionally, for clarity, we now
use the term ““drug product” rather than
“drug.” A responsible party must
submit information in accordance with
§11.28 about whether the trial ‘“‘studies
a U.S. FDA-regulated drug product.” We
explain further whether a trial studies a
U.S. FDA-regulated drug product in
Section IV.B.2 of this preamble in our
elaboration on the meaning of an
“applicable drug clinical trial”. We also
include the applicable U.S.C. statutory
citations in the definition.

Section 11.10(b) defines certain data
elements that are part of the clinical
trial registration information that must
be submitted to ClinicalTrials.gov under

this part. The data elements defined in
§11.10(b) are enumerated in §11.28(a).

B. Subpart B—Registration

1. 11.20—Who must submit clinical trial
registration information?

Overview of Proposal

Proposed § 11.20 required that “[t]he
responsible party for an applicable
clinical trial specified in § 11.22 must
register the applicable clinical trial by
submitting clinical trial registration
information specified in § 11.28 for that
clinical trial.” As we explained in the
NPRM, this approach is consistent with
section 402(j)(2)(C) of the PHS Act,
which states that the “responsible party
for an applicable clinical trial . . . shall
submit to the Director of NIH for
inclusion in the registry data bank the
[clinical trial registration information]”
(79 FR 69609).

Comments and Response

There were no comments received on
this section.

Final Rule

The final rule maintains § 11.20 as
proposed, except clarifies the wording
for consistency with § 11.40. Section
11.20 requires that “[t]he responsible
party for an applicable clinical trial
specified in § 11.22 must submit clinical
trial registration information for that
clinical trial.”

2. 11.22—Which applicable clinical
trials must be registered?

Overview of Proposal

In proposed § 11.22(a), the Agency
interpreted section 402(j)(2)(C) of the
PHS Act to specify which applicable
clinical trials must be registered with
ClinicalTrials.gov. As we explained in
the NPRM, proposed § 11.22(b) set forth
an approach for determining whether or
not a clinical trial meets the statutory
definitions of an applicable device
clinical trial and an applicable drug
clinical trial, as established in section
402(j)(1) of the PHS Act (79 FR 69610).
The proposed approach used a series of
specific registration data elements and
corresponding criteria to determine
whether a clinical trial or study meets
the definition of an applicable clinical
trial (i.e., Study Type of the trial is
“interventional,” Study Phase is other
than “Phase 1,” etc.). We also pointed
out that “algorithms” following the
approach outlined in the regulations
would also be made available outside
the registration process (e.g., online at
http://prsinfo.clinicaltrials.gov/
fdaaa.html), and study sponsors could
use such algorithms to evaluate whether
a particular trial meets the definition of
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applicable clinical trial (79 FR 69610).
The NPRM invited public comment on
the approach proposed in § 11.22(b) for
determining whether a clinical trial or
study is an applicable clinical trial. It
also requested comments on whether
there are any types of applicable clinical
trials that would be misidentified by
this approach.

Comments and Response

Commenters addressed the NPRM’s
approach for facilitating the
determination of which clinical trials or
studies are applicable clinical trials that
must be registered with
ClinicalTrials.gov. Several commenters
supported the proposed approach for
determining whether a study is an
applicable clinical trial, with a few
commenters suggesting that the
rationale and approach would likely
reduce administrative burden for
stakeholders. One suggested that the
data elements required for the
determination process be made
available to sponsors outside of the
registration process and that
ClinicalTrials.gov issue dated receipts to
provide an audit trail detailing whether
or not a clinical trial was determined to
be an applicable clinical trial. In order
to assist users in evaluating, prior to
beginning the registration process,
whether their clinical trial or study is an
applicable clinical trial and potentially
subject to the requirements of the statute
and the final rule, a checklist-based tool
will be made available at https://
prsinfo.clinicaltrials.gov (or successor
site) for sponsors and others before the
effective date of the rule. Although
proposed § 11.22(b) included the criteria
for determining whether a trial is an
applicable clinical trial, the checklist
tool is external to the ClinicalTrials.gov
PRS and separate from the registration
process. The outcome generated by the
checklist tool will not be retained by the
Agency and will not be binding on
either the user or any government
Agency in any future actions. While the
tool is intended to be useful, it is not
intended to be determinative of the
applicability of the statute or this rule.
Thus, we do not agree that a dated
receipt for the outcome is necessary.

A few commenters opposed the
overall proposed approach. One stated
that it would be neither helpful nor
appropriate and requested that study
sponsors be allowed to make the
determination rather than respond to
each specific element. As noted, the
Agency is not making the checklist tool
available within the internal PRS
system. The proposed approach
provides responsible parties or other
users with a method to help evaluate

whether a particular clinical trial is an
applicable clinical trial prior to data
submission. Since 2009, a draft
Elaboration of Definitions, which
expounds on the definition of
applicable clinical trial [Ref. 90], and
ClinicalTrials.gov registration data
elements have been available to allow
sponsors to indicate whether a clinical
trial or study is an applicable clinical
trial (i.e., “Section 801 Clinical Trial”)
[Ref. 85]. However, based on requests
for clarification we have received to
date, some users have found application
of these definitions and data elements
difficult to implement in practice.
Building on our experience in
responding to such requests and the
comments received, breaking the
definition of applicable clinical trial
into components that can be explained
in terms of objective data elements has
often facilitated understanding of the
applicable clinical trial definition and
the user’s evaluation process for their
particular clinical trial or study. Other
than comments on the interpretation of
the definition of applicable clinical trial
and its components (e.g., definition of
“controlled,” application to studies of
“combination products’’), which are
discussed elsewhere in the preamble
(see Section IV.A.5), we did not receive
any specific examples, as invited, of
situations in which the proposed
approach would misidentify an
applicable clinical trial. However, as
addressed below, other commenters
offered suggestions or raised questions
about our proposal.

Some commenters observed that the
data elements used for the Applicable
Clinical Trial assessment checklist were
either too broadly or too poorly defined.
One commenter suggested that
additional data elements be added to
determine whether a study is
interventional. We clarify or provide
elaboration on the definitions (see
§11.10) for a number of data elements,
such as “interventional,” used to
determine whether a study is an
applicable clinical trial. In addition, we
are committed to providing additional
guidance as needed when new issues
with interpretation are raised. The
Agency believes that this data element-
based approach provides an objective,
transparent set of criteria for responsible
parties and other users to evaluate, prior
to registering a trial, whether a clinical
trial or study is an applicable clinical
trial and for such users of
ClinicalTrials.gov to understand the
data elements used in evaluating
whether a clinical trial or study is an
applicable clinical trial. Prior to
registration a sponsor or other user will

be able to use the external checklist tool,
which will be based on the set of data
elements identified in § 11.22(b), to
assess whether a clinical trial or study
is considered an applicable clinical
trial. Once clinical trial registration
information has been submitted, the
Agency will be able to identify
applicable clinical trials based on the
set of data elements identified in
§11.22(b). Public users of
ClinicalTrials.gov, other than
responsible parties, should be able to
understand whether a registered trial is
an applicable clinical trial. Although we
have not conducted a formal pilot study,
as suggested by a commenter, the
approach is responsive to the challenges
users have experienced in the past
while trying to determine whether their
clinical trial or study meets the
definition of applicable clinical trial.

Commenters requested that the
Agency provide examples of clinical
trials that do not fulfill the proposed
criteria for applicable clinical trials, and
a couple of commenters observed that
case studies would be helpful for
clarification purposes. The Agency
intends to continue making explanatory
documents and other materials
available, including examples, case
studies, and a publicly-accessible
checklist-based tool (described above)
consisting of the relevant data elements
and detailed explanation of each
criterion at https://
prsinfo.clinicaltrials.gov (or successor
stite). Finally, the Agency believes that
it has identified the minimum set of
criteria (corresponding to the
registration data elements) needed to
identify applicable clinical trials, which
should minimize burden on the
responsible parties.

Several commenters recommended
that the Agency provide responsible
parties with a mechanism to explain
why a clinical trial is not an applicable
clinical trial and/or to appeal the
outcome of the proposed approach.
However, although we specifically
asked in the NPRM for examples of
cases in which the approach outlined in
the NPRM and discussed above would
lead to a misclassification of a clinical
trial (i.e., either by inappropriately
including a trial that is not an
applicable clinical trial or excluding a
trial that is), no examples were
submitted. Further, as mentioned
previously, the checklist will be
available as a tool separate from the
ClinicalTrials.gov registration process in
the PRS. By having each criterion
correspond to one or more standard data
elements, the evaluation and assessment
process follows a checklist approach
based on factual information (e.g.,
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whether or not the Study Type is
“interventional’ as defined; whether a
drug is regulated by the U.S. FDA under
section 505 of the FD&C Act or section
351 of the PHS Act). Responsible parties
or other users who use the checklist tool
are responsible for using accurate data
about a clinical trial or study and for
conducting the evaluation. Since the
outcome is dependent on the factual
data relied on by a responsible party or
other user, and the outcome of the
assessment will not be binding on either
the user or any government Agency in
any future actions, we do not see a need
for a mechanism for responsible parties
or other users to comment on a
particular outcome of the external
checklist tool or an appeal process to
dispute the outcome. The Agency will
provide contact information for
obtaining assistance with questions that
arise about the interpretation of a
criterion or a relevant data element
definition for which answers cannot be
found in Agency documents or other
existing materials.

Another commenter requested that
the ClinicalTrials.gov Web site remove
the “late” status and “problems”
designation for trials that do not meet
the definition of “applicable clinical
trial” under the regulation. It is our
understanding that this comment refers
to an online tool that is currently
available to help responsible parties
manage their study records when using
the PRS. Since all of the data elements
needed to evaluate whether a clinical
trial or study is an applicable clinical
trial are not yet available, the current
online tool only approximates which
submissions may be “late” and which
trials are “probable applicable clinical
trials.” The Agency used the term
‘“probable applicable clinical trials”
(pACTs) to refer to the estimated
number of clinical trials subject to
section 402(j) of the PHS Act prior to the
effective date of the rule. This approach
relied on the set of clinical trial
registration data elements available
prior to enactment of the final rule, but
did not include all of the data elements
necessary to determine which studies
are applicable clinical trials as specified
in § 11.22(b) of the final rule. The
PACTs were defined as records listing
an “interventional”” Study Type; with at
least one Intervention Type as
“Biological,” “Drug,” “‘Device,”
“Genetic,” or ‘“Radiation;” a Study
Phase other than “Phase 0’ or ‘“Phase
1;”” a Primary Completion Date on or
after January 2008 or, if the Primary
Completion Date was missing, a Study
Completion Date on or after January
2008, or any record for which both the

Primary Completion Date and the Study
Completion Date are missing; an Overall
Recruitment Status other than
“Withdrawn,” and at least one Facility
Location Country in the “United States”
or if none, indication that the study is
conducted under an FDA IND or IDE.

Promulgation of the final rule and
implementation of several new data
elements (e.g., Studies an FDA-regulated
Drug [or Devicel), enables the Agency to
be better able to identify applicable
clinical trials more accurately in the
PRS and on the public Web site. In
addition, it enables the Agency to create
other tools within the PRS to assist
responsible parties with managing their
responsibilities. Misidentified trials, as
referred to in the comments, should be
able to be addressed.

Final Rule

Taking into consideration the
submitted comments, as well as the
statutory definitions of the terms,
“applicable device clinical trial” and
“applicable drug clinical trial,” the rule
retains the proposed scope for required
registration of applicable clinical trials,
but modifies the approach for evaluating
whether a study is an applicable clinical
trial as specified in § 11.22(b) based on
the Agency’s revised interpretation of
“control or controlled,” as described
elsewhere in the preamble (Section
IV.A.5). Additionally, the final rule
clarifies that “device” means “device
product” and “drug” means ‘“‘drug
product.” The final rule also clarifies
that the approach in § 11.22(b) for
evaluating whether a study is an
applicable clinical trial applies to trials
initiated on or after the effective date of
the final rule.

Section 11.22(a)(1) and (2) state that
registration is required for: (1) “[alny
applicable clinical trial that is initiated
after September 27, 2007;” and (2)
“[a]lny applicable clinical trial that is
initiated on or before September 27,
2007 and is ongoing on December 26,
2007 [. . .].” Section 11.22(a)(3)
provides clarification for determining
the date on which an applicable clinical
trial is initiated, stating that “[a]n
applicable clinical trial, other than a
pediatric postmarket surveillance of a
device product that is not a clinical
trial, is considered to be initiated on the
date on which the first human subject
is enrolled.”

Based on the Agency’s interpretation
of the term “applicable device clinical
trial” as defined in section 402(j)(1) of
the PHS Act, § 11.22(b)(1) states that a
clinical trial is considered an applicable
device clinical trial if (1) it is a pediatric
postmarket surveillance of a device
product required by FDA under section

522 of the FD&C Act (regardless of
whether the pediatric postmarket
surveillance is a clinical trial), or (2) it
is a clinical trial with one or more arms
that meets all of the following criteria:
(a) The Study Type is interventional; (b)
the Primary Purpose selected is any
other than feasibility; (c) the clinical
trial Studies a U.S. FDA-regulated
Device; and, (d) one or more of the
following applies: At least one Facility
Location is within the U.S. or one of its
territories, the device under
investigation is a Product Manufactured
in and Exported from the U.S. or one of
its territories for study in another
country, or the clinical trial has a U.S.
Food and Drug Administration IDE
Number. We also note that the final rule
does not include the proposed criterion
regarding the Number of Arms and
Single Arm Controlled data elements in
§ 11.22(b)(1)(ii)(C) and (b)(2)(iii) of the
NPRM because the Agency considers all
clinical trials with one or more arms
and pre-specified primary or secondary
outcome measures controlled for
purposes of the final rule (see
discussion of “control or controlled” in
Section IV.A.5 of this preamble).

Based on the Agency’s interpretation
of the term “applicable drug clinical
trial” as defined in section 402(j)(1) of
the PHS Act, § 11.22(b)(2) states that a
clinical trial with one or more arms is
considered an applicable drug clinical
trial if it meets all of the following: (1)
The Study Type is interventional; (2)
the Study Phase is other than phase 1;
(3) the clinical trial Studies a U.S. FDA-
regulated Drug Product; and, (4) one or
more of the following applies: At least
one Facility Location is within the U.S.
or one of its territories, the drug product
under investigation is a Product
Manufactured in and Exported from the
U.S. for study in another country, or the
clinical trial has a U.S. Food and Drug
Administration IND Number.

With respect to Study Phase and the
determination process, we do not
consider a phase 1/phase 2 trial (i.e., a
trial with characteristics of both phase
1 and phase 2 studies trials) to be a
phase 1 trial. If a clinical trial is initially
registered as phase 1/phase 2 trial, it is
considered to be a phase 2 trial. If the
trial subsequently proceeds through
only the phase 1 stage and/or is
terminated before reaching phase 2, the
Study Phase data element may be
updated to indicate that the trial is a
phase 1 trial, in which case it would not
be considered an applicable drug
clinical trial and would not be subject
to the requirements for results
information submission specified in
subpart C. However, submitted
registration information would continue
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to be posted in the ClinicalTrials.gov
data bank.

While most applicable clinical trials
will meet the definition of either an
applicable device clinical trial or an
applicable drug clinical trial, some
applicable clinical trials that study
multiple intervention types (e.g., in
different arms of the clinical trial) could
meet both definitions. For example, a
clinical trial with facility locations in
the U.S. that studies a U.S. FDA-
regulated drug product in one arm,
studies a U.S FDA-regulated device
product in another arm, and compares
outcomes of the two arms would meet
both definitions. If the U.S. FDA-
regulated device product studied in
such an applicable clinical trial is not
approved or cleared by FDA for any use,
we will not post clinical trial
registration information for that
applicable clinical trial prior to the date
of approval or clearance of the device
product, consistent with § 11.35(b)(2)(i),
unless the responsible party indicates,
pursuant to § 11.35(b)(2)(ii), that it
authorizes such posting.

3. 11.24—When must clinical trial
registration information be submitted?

Overview of Proposal

Proposed § 11.24 specified the
deadlines by which a responsible party
must submit clinical trial registration
information for an applicable clinical
trial to ClinicalTrials.gov, implementing
section 402(j)(2)(c) of the PHS Act. As
explained in the NPRM, proposed
§ 11.24(a) specified the general
registration deadline requiring
submission by the later of December 26,
2007, or 21 calendar days after
enrollment of the first human subject in
a clinical trial, as specified in section
402(j)(2)(C)(i) and (ii) (79 FR 69611).
Proposed § 11.24(b) implemented two
exceptions: (1) For applicable clinical
trials that are not for a serious or life-
threatening disease or condition and
that were initiated on or before
enactment of FDAAA, the registration
deadline is not later than September 27,
2008, or 21 calendar days after the first
human subject is enrolled, whichever
date is later, consistent with section
402(j)(2)(C)(iii) of the PHS Act, and (2)
for a pediatric postmarket surveillance
of a device product that is not a clinical
trial, which is defined as an applicable
device clinical trial in section
402(j)(1)(A)(i1)(II) of the PHS Act, the
registration deadline is not later than
December 26, 2007, or 21 calendar days
after FDA approves the postmarket
surveillance plan, whichever date is
later (79 FR 69611).

Comments and Response

Commenters addressed the
registration submission deadlines in
proposed § 11.24. The commenters
suggested that the final rule require
general registration prior to enrollment
of the first human subject, rather than
allow up to an additional 21 calendar
days as proposed. One commenter noted
that such a deadline would be
consistent with requirements specified
in the EU Clinical Trials Regulation as
well as the Declaration of Helsinki.
Another commenter also requested that
the final rule omit the exception to the
general deadline for registering
applicable clinical trials not for a
serious or life-threatening disease or
condition specified in proposed
§11.24(b)(1). The Agency is not revising
proposed § 11.24 as suggestedby the
comments. Section 11.24 accurately
reflects the statutory requirements for
submission of registration information.

Final Rule

Taking into consideration the
commenters’ suggestions and the
statutory requirements for registration
information submission deadlines, the
final rule maintains the approach
proposed in § 11.24(a) and (b) except
that it clarifies that “‘device” means
“device product.” In addition, we have
clarify that the clinical trial registration
information that must be submitted will
either be the information specified in
section 402(j)(2)(A)(ii) of the PHS Act or
in § 11.28(a). Consistent with the
discussion in section IV.F., the
requirements for applicable clinical
trials will differ based on the initiation
date of the applicable clinical trial.
Final § 11.24(a) generally requires a
responsible party to submit clinical trial
registration information 21 calendar
days after the first human subject is
enrolled in the clinical trial. Final
§11.24 also provides exceptions to this
general registration submission deadline
for applicable clinical trials that are
clinical trials and were (1) initiated on
or before September 27, 2007, and (2)
ongoing as of December 26, 2007. For
applicable clinical trials for a serious or
life-threatening disease or condition,
responsible parties were required to
submit registration information by
December 26, 2007, under § 11.24(a).
Examples of serious or life-threatening
diseases or conditions include acquired
immunodeficiency syndrome, all other
stages of human immunodeficiency
virus (HIV), Alzheimer’s disease, cancer,
or heart failure [Ref. 78, 79]. For
applicable clinical trials not for a
serious or life-threatening disease or
condition, responsible parties were

required to submit registration
information by September 27, 2008,
under §11.24(b)(1).

4. §11.28—What constitutes clinical
trial registration information?

§11.28—OQverall
Overview of Proposal

Proposed § 11.28 identified the
structured information, or data
elements, that constitute clinical trial
information that a responsible party
must submit in order to register an
applicable clinical trial. Section
402(j)(2)(A)(ii) of the PHS Act specifies
a number of data elements that must be
submitted to ClinicalTrials.gov for
registration. In general, the proposed
data elements in § 11.28 conformed to
the items enumerated in section
402(j)(2)(A)(ii) of the PHS Act. In many
instances, the Agency, through the
proposed rulemaking, had restated or
clarified the registration data elements
required by section 402(j)(2)(A)(ii) of the
PHS Act. In addition, section
402(j)(2)(A)(iii) of the PHS Act expressly
authorizes the Secretary to modify the
registration data elements, by
regulation, if a rationale is provided as
to why such a modification “improves
and does not reduce” such information.
In developing the proposed set of data
elements for registration, we carefully
considered the items enumerated in
section 402(j)(2)(A)(ii) of the PHS Act,
the mandate in section 402(j)(2)(A)(i) to
“expand” the existing registration data
bank, and the intent to expand the data
bank ““to enhance patient enrollment
and provide a mechanism to track
subsequent progress of clinical trials”
(see section 402(j)(2)(A)(i) of the PHS
Act). We also took into consideration
the WHO Trial Registration Data Set and
have sought to maintain consistency
with the clinical trial registration
requirements of ICMJE [Ref. 73, 2].

As we noted in the NPRM, careful
consideration was given to the data
elements that were part of the data bank
prior to passage in 2007 of section 402(j)
of the PHS Act, some of which are not
expressly required under section
402(j)(2)(A)(ii) of the PHS Act, but
which we considered necessary to fulfill
both the purpose of the expansion of
registration information contained in
ClinicalTrials.gov and certain other
requirements of section 402(j) of the
PHS Act. We later consulted with a
wide range of groups, including the
NLM Board of Directors Working Group
on Clinical Trials, internal NIH and
joint NIH-FDA working groups and
committees, the FDA Risk
Communication Advisory Committee,
the HHS Secretary’s Advisory
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Committee on Human Research
Protections, the Drug Information
Association Clinical Trial Disclosure
Special Interest Area Community, and a
Clinical and Translational Science
Awards ClinicalTrials.gov Task Force
[Ref. 72, 91, 91]. We believe, in general,
that maintaining consistency with the
pre-existing ClinicalTrials.gov data
elements is consistent with the intent of
section 402(j) of the PHS Act. Not only
do we presume that Congress was
familiar with those existing definitions
when it developed and passed section
402(j) of the PHS Act, we also believe
that maintaining consistency achieves
several important goals. It is intended to
minimize confusion for those who
submitted registration information to
ClinicalTrials.gov prior to enactment of
section 402(j) of the PHS Act as well as
minimize the level of effort required by
those who previously established
automated computer-based processes for
submitting and updating registration
data in ClinicalTrials.gov, rather than
entering the data manually into the data
bank. We believe that maintaining
consistency serves the public by
facilitating cross-comparison of entries
made before and after enactment of
section 402(j) of the PHS Act and that

it also ensures that the proposed clinical
trial registration information
requirements would not have the effect
of reducing the amount of information
available for newly registered clinical
trials as compared to those registered
prior to the passage in 2007 of section
402(j) of the PHS Act, a result that we
believe would be contrary to the intent
of section 402(j) of the PHS Act. For
these reasons, we believe that requiring
the submission of data elements that
were expected to be submitted to
ClinicalTrials.gov prior to the passage in
2007 of section 402(j) of the PHS Act in
order to register a clinical trial improves
and does not reduce the clinical trial
information submitted to
ClinicalTrials.gov.

While developing our proposed set of
data elements for clinical trial
registration information for the NPRM,
we decided to exercise our authority
under section 402(j)(2)(A)(iii) of the PHS
Act to modify the section 402(j)(2)(A)(ii)
requirements for registration
information in order to achieve the
following objectives:

(1) Specify a particular structure for
submitting certain clinical trial
registration information in order to (a)
help the public use the data bank more
easily and be able to compare entries,
consistent with section 402(j)(2)(B)(iv)
of the PHS Act; (b) enable searching of
the data bank using criteria listed in
sections 402(j)(2)(B)(i) and (ii) of the

PHS Act; and (c) facilitate the
submission of complete and accurate
information by responsible parties.

(2) Enable effective implementation
of, or compliance with, other provisions
of section 402(j) of the PHS Act and this
part, e.g., proposed adding data
elements to indicate whether a product
under study in a clinical trial is
manufactured in the United States and
whether a study is a pediatric
postmarket surveillance of a device
product, both of which are important to
help determine whether a study meets
the definition of an applicable clinical
trial.

(3) Improve the quality and
consistency of clinical trial registration
information, e.g., proposed adding the
Other Intervention Name(s) and
Intervention Description data elements
to help users identify and differentiate
among similar interventions studied in
registered clinical trials.

(4) Demonstrate whether clinical trials
registered in the data bank have
complied with ethical and scientific
review procedures in accordance with
applicable statutes and regulations, e.g.,
proposed adding the Human Subjects
Protection Review Board Status data
element to indicate to potential human
subjects and other users whether an
applicable clinical trial has received
needed approvals or is not subject to
such requirements (79 FR 69611).

Several commenters supported the
additional registration data elements
proposed in the NPRM. An additional
commenter requested that the final rule
minimize the number of required
registration data elements to provide
more flexibility for the reporting of
different types of trials. In developing
the proposed registration data elements,
the Agency carefully considered the
statutory provisions and additional
requirements in order to carry out those
mandates. We believe that the data
elements proposed in the NPRM
represent a “minimum” data set of the
information required to describe and
understand key information about a
clinical trial. Nevertheless, we have
modified some of the proposed
definitions and requirements for
particular data elements in the final rule
in response to public comments as well
as on our own initiative (e.g., for clarity
or consistency).

§11.28(a)—Clinical Trial
Overview of Proposal

Proposed § 11.28(a) specified the data
elements that a responsible party would
be required to submit to
ClinicalTrials.gov to register an
applicable clinical trial other than a

pediatric postmarket surveillance of a
device that is not a clinical trial. As we
described in the NPRM, the clinical trial
registration information data elements
are grouped into the four categories
used in section 402(j)(2)(A)(ii) of the
PHS Act: (1) Descriptive information, (2)
recruitment information, (3) location
and contact information, and, (4)
administrative data. Additional data
elements that the Agency proposed were
listed in the categories in which they
best fit. The proposed clinical trial
registration information data elements,
grouped by category, were described in
detail in the NPRM. See Section
IV.B.4(a) of the NPRM for details about
the data elements under proposed
§11.28(a) (79 FR 69612).

For each data element defined in
proposed § 11.28(a), we describe the
following: (1) The proposed definition,
(2) any specific public comment(s) we
received about the data element and our
response(s), and (3) the definition used
in §11.28(a) of the final rule. The
information about each data element is
ordered by section number as assigned
in the codified section of the final rule,
which also parallels section
402(j)(2)(A)(ii) of the PHS Act. We note
that in the final rule some of the names
of the data elements, as well as their
numbers, differ from those assigned in
the NPRM because of modifications to
the data elements, all of which are
described in the context of each specific
data element. After discussing the last
registration data element listed under
§11.28(a) of the final rule (i.e.,
Responsible Party Contact Information
in §11.28(a)(2)(iv)(F)), we address data
elements that were suggested in the
public comments but were not added in
the final rule.

We have made one overall change to
the structure of § 11.28(a) and (b). In
light of our determination that the
registration requirements that apply to
an applicable clinical trial are
determined by the date on which the
trial is initiated, i.e., the actual Study
Start Date, as defined in §11.10(b)(16)
(see discussion below in section IV.F.),
we have indicated in both §11.28(a) and
(b) that for applicable clinical trials that
must be registered with
ClinicalTrials.gov as specified in section
402(j)(2)(C) of the PHS Act or §11.22,
the responsible party must submit the
information specified in section
402(j)(2)(A)(ii) of the PHS Act or the
data elements listed in 