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JUSTIFICATION

Abstract: 

This is a revision of a previously approved submission. The National Library of Medicine (NLM) operates the ClinicalTrials.gov website under the authority of the Director of the National Institutes of Health (NIH). ClinicalTrials.gov supports the collection of Clinical Trial Registration and Results Information necessary to implement statutory requirements of Section 801 of the Food and Drug Administration Amendments Act of 2007 (FDAAA 801) and regulatory requirements at 42 Code of Federal Regulations (CFR) Part 11. Information collection at ClinicalTrials.gov also serves as a means of enhancing enrollment or complying with policies of federal agencies and other organizations. Information is collected via electronic submission to the ClinicalTrials.gov Protocol Registration and Results System (PRS). The information in the databank is publicly available. It is intended to provide current and reliable information on the broadest possible scale to members of the public, including patients, physicians, and researchers, about the existence, nature, enrollment status, location, eligibility criteria, sponsorship, progress, and outcomes of clinical trials.

A.1	Circumstances Making the Collection of Information Necessary

This information collection is necessary to implement statutory requirements of FDAAA 801, as implemented by the Clinical Trials Registration and Results Information Submission final rule (42 CFR Part 11) issued by the Department of Health and Human Services (HHS) on September 21, 2016 (81 Federal Register (FR) 64981).

FDAAA 801 amends section 402 of the Public Health Service (PHS) Act (42 U.S. Code 282) to add a new subsection (j) that expands the databank of clinical trial information, ClinicalTrials.gov, that was established under previous law (Section 113(a) of the Food and Drug Administration Modernization Act of 1997 (FDAMA), which is now subsection (i) of section 402 of the PHS Act (42 U.S. Code 282(i)), and makes available to the public a searchable databank of information about the results of certain clinical trials of drug products (including biological products) and device products.

	The information collection is also necessary to allow researchers and organizations who are not subject to 42 CFR Part 11 or FDAMA to register trials and other clinical studies (e.g., observational studies) optionally as a means of enhancing enrollment or to comply with policies of other organizations, including the NIH, International Committee of Medical Journal Editors (ICMJE), and World Health Organization (WHO).

A.2  	Purpose and Use of the Information Collection

This information collection addresses an important public health need by providing patients, family members, clinicians, and researchers with timely access to up-to-date information about clinical trials as well as other types of clinical studies, and their results. The registration information enables patients and their family members to learn about relevant studies and facilitate possible enrollment. Alone or when combined with collected results information, it can also contribute to better-informed decisions about medical treatments. In addition, clinical trial information can reduce inadvertent and unnecessary duplication of clinical research studies, help reviewers detect incomplete reporting of the results of specific trials, allow comprehensive analysis and reporting of the results of many trials of specific therapies, and therefore provide regulators, scientists, health professionals, and the public a more accurate picture of the benefits and potential harms of specific therapies or products and a more solid foundation for decision-making. The NIH and the Food and Drug Administration (FDA) have encouraged the registration of clinical trials in publicly accessible databanks; as such, information is not otherwise easily accessible to the general public. (For a detailed description of the public health benefits resulting from clinical trial registration and results information submission, see Section I of 42 CFR Part 11, published on September 21, 2016 (81 FR 64981).)

During the past three years, no changes were made to information collection in the clinical trials registry under 42 CFR 11.28(a)(2), (b)(2), and (c); the PRS Account Application Form; and clinical trials results database under 42 CFR 11.48(a). Because information collection was determined to be consistent with Executive Order 14168, Defending Women from Gender Ideology Extremism and Restoring Biological Truth to the Federal Government (January 20, 2025), and 42 CFR Part 11, changes were not considered necessary. Additional details are provided in A.7. 

This submission accounts for the information collection burden associated with the waiver request and appeal process under 42 CFR 11.54. This information is currently collected via e-mail and is anticipated to be implemented within the PRS in the future. Additional details are provided in A.12 and Attachment 10. 

PRS underwent modernization to improve the look and feel however, the information collected remains unchanged. Accordingly, this submission includes screenshots from both the modernized and classic PRS in the attachments.


A.3	Use of Improved Information Technology and Burden Reduction

FDAAA 801 directs the Director of the NIH to “ensure that the registry databank is made publicly available through the Internet” (section 402(j))(2)(A) of the PHS Act).  ClinicalTrials.gov uses the latest software and internet technologies for submitting registration and results information and for searching/retrieving such information.  Information can be entered manually into electronic forms available in the PRS or can be uploaded automatically (and in batches) from computer systems that put it in a structured format specified in the PRS. To minimize the burden on respondents and ensure data consistency between registration and results sections of study records, relevant clinical trial registration information is imported into results information templates. In addition, the data entry system for results submission in the PRS has been designed to allow respondents considerable flexibility in submitting required data in a way that matches their own data analysis plans and formats common to reporting results in journal articles and other publications. Enhancements are continuing to be made to improve the usability of the system to all stakeholders. See Attachment 9 for the HHS-approved Privacy Impact Assessment for the collection and storage of this information.

A.4	Efforts to Identify Duplication and Use of Similar Information

[bookmark: OLE_LINK5]ClinicalTrials.gov is a unique information resource, containing registration information on  over 560,000 clinical studies in more than 200 countries as of February 4, 2026. No comparable public listing of clinical trials exists in the world.  While some companies make some clinical trial information available through commercial databases, these efforts are not as comprehensive as ClinicalTrials.gov and contain limited information on only a select subset of trials. Similarly, the results information collected by ClinicalTrials.gov is unique. Not all existing trial registries collect results information, and some charge fees for registration. While a small number of pharmaceutical companies have created public websites containing results of their clinical studies, they are limited to the company’s trials and results are not structured to allow easy comparison among trials in different databases. The industry association Pharmaceutical Research and Manufacturers of America (PhRMA) established a publicly accessible results database for member companies, but submission of information was voluntary and therefore limited. PhRMA decommissioned and removed this results database in 2012. 

Much of the registration information to be collected under FDAAA 801 and 42 CFR Part 11 is currently submitted to the FDA in a different format and in considerably more detail by holders of investigational new drug applications (INDs) and investigational device exemptions (IDEs) under federal regulations but is not publicly available. IND/IDE submissions are confidential and proprietary and are not subject to release under the Freedom of Information Act (5 U.S. Code 552). Similarly, the FDA receives detailed information about the results of clinical trials when the manufacturer of a drug product, biological product, or device product submits an application for approval, licensure, or clearance, but such information is not made public in a systematic fashion, is not comparable across studies, and is heavily redacted. Scientific journals contain selected results for some clinical trials, but results of many clinical studies are never submitted for publication. Recent research indicates that negative or inconclusive trials are particularly underrepresented in the literature. Indeed, the lack of publicly accessible information about clinical trials was one of the factors that motivated the development of FDAAA 801.

The specific processes developed for submitting trial information by responsible parties under FDAAA 801 and 42 CFR Part 11 provide for public availability of clinical trial registration and results information, while also being sensitive to the needs of data submitters- for example, by minimizing reporting burden and protecting FDA submissions from unauthorized release. Considerable attention has been devoted to the development of the processes for registering trials with ClinicalTrials.gov to minimize the possibility for duplicate submission of registration information (e.g., registration of a single multi-site trial by more than one trial site). Processes for results reporting have been developed to ensure the flexibility of reporting findings from trials with different designs while providing consistency in the types of information reported. To minimize the burden on respondents further, the required results information tables were designed to be similar to those published in scientific journals and use terminology that is widely used in practice. 

A.5		Impact on Small Businesses or Other Small Entities

We believe that this information collection is not likely to have a significant economic impact on a substantial number of small entities. While a number of the responsible parties submitting clinical trial registration and results information are small businesses and entities (e.g., physician practices, start-up or small companies that produce medical devices), we expect that they will also have a small number of ongoing trials at any point in time, limiting their burden. In general, the preparation and submission of the required information for the databank represents a small proportion of the total administrative burden for any business (large or small) conducting a clinical trial. Organizations involved in conducting clinical trials must sustain a substantial administrative burden (e.g., submissions to the FDA, institutional review boards, funding agencies such as NIH, and data monitoring committees). These efforts far outweigh the effort needed to register, summarize results, and update records in the Clinical Trial Registry and Results Databank.  Furthermore, the information to be supplied to ClinicalTrials.gov is, in general, already compiled for the study protocol, scientific and ethical reviews, regulatory reviews, recruitment of subjects to participate in the trials, the preparation of journal publications, and compliance with policies of the ICMJE and WHO, and submissions to the FDA. 

As noted in the preamble section of 42 CFR Part 11: “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. (81 FR 64982).” Thus, the additional burden of this information collection (on large and small entities) is the time needed to submit the information to ClinicalTrials.gov in the format specified.  Many small entities choose to list information in ClinicalTrials.gov for clinical studies that are not subject to federal law, suggesting that the benefits of registration and results information submission outweigh the costs of the effort involved. Lastly, the efforts that have been made to develop results submission structures that are similar to those used in preparing scientific publications and reports to the FDA should further minimize the burden on small entities.

A.6	Consequences of Collecting the Information Less Frequently

For applicable clinical trials that are subject to 42 CFR Part 11, registration information must be submitted when trials are initiated and updated periodically to reflect changes in the conduct of the study. In general, the law requires trials to be registered not later than 21 days after enrolling the first subject (section 402(j)(2)(C) of the PHS Act). Submitted information must be updated at least once every 12 months if there are any changes to report, but changes in recruitment status and other data elements specified in 42 CFR Part 11 must be reported within 30 days of such change (42 CFR 11.64(a)). Results information is required to be submitted to the databank within 12 months of the primary completion date. The submission deadline can be extended if the responsible party certifies that the manufacturer is seeking or plans to seek FDA approval, licensure, or clearance for an initial or new use for the drug product, biologic product, or device product under study. The responsible party may also request an extension of the submission deadline for “good cause” or submit a request to waive clinical trial results information submission requirements for extraordinary circumstances that must be consistent with the protection of public health or in the interest of national security. Less frequent submission and updating of information would be inconsistent with the law and would cause delays, gaps, and errors in the publicly available information about clinical trials, compromising the databank’s utility as a resource for patient recruitment and for providing reliable, up-to-date information to the public about ongoing trials and completed trials.

A.7 	Special Circumstances

This collection fully complies with 5 CFR 1320.5.

The Office of Management and Budget (OMB) announced revisions to the Statistical Policy Directive 15 (SPD-15), updating the standards for reporting race and ethnicity across the federal government. Currently, ClinicalTrials.gov supports the submission of race and ethnicity data using preformatted and customized baseline measures. Race and ethnicity data collected based on the earlier standards may continue to be reported using the “Race (NIH/OMB)” and “Ethnicity (NIH/OMB)” baseline measures, while data collected based on the revised standards may currently be reported through the “Race/Ethnicity, Customized” measure, which allows for adding categories that are consistent with the way in which data were collected. 

We plan to implement a new preformatted race/ethnicity baseline measure based on the combined Multiracial and/or Multiethnic approach (Approach 3) by 2027. This format supports standardized reporting across a wide range of study designs, including smaller studies focused on rare diseases or those recruiting from narrowly defined populations where the risk of participant re-identification may be greater. To maintain flexibility, data collected with more detailed race and ethnicity categories may be reported in the “Race/Ethnicity, Customized” measure. The timeline for full implementation will depend on the time required to coordinate with stakeholders and develop educational resources, design and test the user interface for both data entry and ClinicalTrials.gov, and complete database updates and system testing. This phased approach balances alignment with updated OMB and NIH requirements and the need to minimize disruption to data submitters.

Regarding sex data collection, ClinicalTrials.gov complies with both Executive Order 14168 and 42 CFR Part 11. Consistent with the preamble section of 42 CFR Part 11, ClinicalTrials.gov adopted a standardized “Sex” data element with three options: “male”, “female”, and “all” (indicating that the recruitment criteria do not limit eligibility based on sex). 

Executive Order 14168 also directs that federal forms should not request gender identity and that federal funds should not be used to promote gender ideology. In line with these directives, the gender-related data elements are not mandatory for all studies and do not impose requirements on study design or data collection. Responsible parties must provide gender information for applicable clinical trials and expanded access when it is applicable to the study protocol and has been collected from study participants, in accordance with statutory and regulatory requirements (402(j)(2)(A)(ii)(II)(bb), 42 CFR 11.28(a)(2)(ii)(B), 42 CFR 11.28(c)(2)(ii), 42 CFR 11.48(a)(2)(iii), 42 CFR 11.48(a)(7)(i), 42 CFR 11.60(b)(2)(i)(B)). 

ClinicalTrials.gov accommodates studies that collected participant gender information as part of an approved study protocol prior to the Executive Order and supports a range of study designs regardless of sponsor or location. ClinicalTrials.gov’s gender data elements comply with required study design and results data reporting, if applicable. This collection therefore complies with 42 CFR Part 11 and is consistent with Executive Order 14168, which directs implementation in accordance with applicable law. 

A.8	Comments in Response to the Federal Register Notice and Efforts to Consult Outside the Agency

The information collection proposed in this statement was originally published in the Federal Register on November 26th, 2025 (Vol. 90, No. 226, p. 54340) and allowed 60-days for public comment.  No public comments were received.

A.9	Explanation of Any Payment or Gift to Respondents

No gifts or payments are to be offered in regard to this information collection. 

A.10 	Assurance of Confidentiality Provided to Respondents

Respondents or data providers establish accounts in the data entry system, the PRS, through which they register and submit results information. The information they submit includes the name and contact information of the individual who is authorized to update and maintain data in the PRS. Information about these individuals is not posted on the databank or otherwise made publicly available.  

Information about the sponsor or responsible party for the trial also must be submitted at the time of trial registration, including the name of the sponsor and contact information.  The name and title of the sponsor or responsible party are publicly posted, but contact information is not. At the time of results information submission, the name and contact information of the individual who has knowledge of the results must be submitted.  The information is posted in order to enable members of the public with questions about the results to seek additional information.

Information about trial participants is submitted to the databank and made publicly available. The information is submitted in aggregate form; none is individual-level information. The information falls into two categories. The first is demographic information consists of age, sex, and race/ethnicity). The second is information on the participants’ experiences in the trial, i.e., outcomes, including any adverse outcomes.  

For clinical trials involving common diseases, large participant numbers, and/or multiple recruitment sites, it is highly unlikely that the aggregate participant information could contain characteristics that would enable re-identification of study participants. In small clinical trials designed to develop interventions for rare diseases and/or that have few recruitment sites or recruit subjects from small, well-defined populations, there may be a small risk of re-identification. However, this risk is expected to be extremely low, particularly since demographic information is not cross-tabulated (i.e., only univariate data is presented). 

The NIH Privacy Act Officer has reviewed the information collection and the manner in which the information is maintained and has determined that the Privacy Act does not apply because the personally identifiable information that is collected is not retrieved through the individual’s identity (see Attachment 8). The analysis also recognizes that most of the information submitted to the databank is required by law (FDAAA 801 and 42 CFR Part 11) to be made public in order to accomplish certain policy objectives.


A.11	Justification for Sensitive Questions

No questions of a sensitive nature are included in this data collection. This information collection only requires aggregate counts for groups of study participants by age, sex, and race/ethnicity in the Baseline Characteristics module of the results database. It does not involve any patient-specific data that could be linked to an individual. 

A.12	Estimates of Annualized Burden Hours and Costs to Respondents

The burden associated with this information collection is calculated in two parts: the burden associated with registration and subsequent updates; and the burden associated with the submission of results information, including adverse events, and subsequent updates.  These information collections will occur at different times, but the registration and results information will be integrated into a single record for each clinical trial, which is entered through the PRS account.

Registration: Initial Submission and Updates

Before submitting registration information, an organization must establish a PRS account once and use that account to register all of its trials. We consider the creation of the PRS account a one-time burden on respondents, and thus do not include it in this annual burden analysis. The burden associated with registration includes the time and effort necessary for the data provider to extract the data elements from the study protocol, format them for submission, and enter the information into the databank. A number of clinical trials of drug products, biological products, and device products are registered with ClinicalTrials.gov pursuant to the mandatory and voluntary submissions provisions of the FDAAA 801. The registration databank also receives a large number of submissions of information from registrants who, though not subject to FDAAA 801, wish to make information about other clinical studies public for purposes of recruitment or compliance with other policies (e.g., ICMJE or individual academic journals). Voluntary registration is explicitly authorized in FDAAA 801 (Section 402(j)(4)(A) of the PHS Act) and 42 CFR 11.60, and the statute and regulations place certain requirements on parties that voluntarily register clinical trials of drug products, biological products, and device products that are subject to FDA regulation but not subject to the mandatory reporting requirements of the law. Nevertheless, all submissions of registration information are collected in accordance with the specifications established for mandatory registrations.

Mandatory Submissions

To estimate the costs of trial registration, we first estimated the number of applicable clinical trials that would be initiated in a given year and be subject to 42 CFR Part 11.  Using the approach described below, we estimate that a total of 7,400 applicable clinical trials of drug products (including biological products) and device products per year would be subject to the registration requirement of 42 CFR Part 11. This estimate is based on information from FDA indicating that it receives approximately 5,150 clinical trial protocol submissions annually for applicable clinical trials (76 FR 256, Jan 4, 2011). This figure includes protocol submissions to the Center for Drug Evaluation and Research (CDER), the Center for Biologics Evaluation and Research (CBER), and the Center for Devices and Radiological Health (CDRH); it does not include clinical trials that were not conducted under an IND or IDE. To estimate the number of such clinical trials, we examined the number of clinical trials registered with ClinicalTrials.gov that appear to meet the criteria for an applicable clinical trial but do not appear to have been conducted under an IND or IDE, e.g., because they are exempt from the requirement to submit an IND or IDE. We found approximately 2,000 and 2,100 such clinical trials first registered in 2023 and 2024, respectively. To accommodate further growth in the number of such clinical trials, we utilized the same figure (2,250) as the estimate used in the 2023 Office of Management and Budget (OMB) Paperwork Reduction Act clearance for the ClinicalTrials.gov data collection (88 FR 7743, Feb. 6, 2023). The sum of these figures (i.e., 5,150 plus 2,250 equals 7,400) provides an estimate of the number of applicable clinical trials that will be subject to the registration requirement of 42 CFR Part 11 each year.

To calculate the burden associated with registering 7,400 clinical trials, we estimated the time required to submit complete clinical trial registration information for an applicable clinical trial. We estimate this time to be 8 hours, including time to extract information from the study protocol, reformat it, and submit it to ClinicalTrials.gov. This figure is the same as the estimate used in the 2023 OMB Paperwork Reduction Act clearance for the ClinicalTrials.gov data collection (88 FR 7743, Feb. 6, 2023).  Applying this time estimate to the estimated number of applicable clinical trials yields a burden of 59,200 hours per year for registering applicable clinical trials. Based on our previous experience, we estimate that each registration record will be updated an average of 8 times during the course of the study (e.g., to reflect changes in the conduct of the clinical trial, additions of investigational sites, recruitment status updates). Although clinical trials of long duration and with multiple sites will likely submit more updates during the course of the trial, we have found that many applicable clinical trials have a relatively short duration and a limited number of study sites, which lowers the average per clinical trial. The time required for subsequent updates of clinical trial registration information is expected to be significantly less than for the original registration (as less information must be provided) and is estimated to be 2 hours per update. This figure is the same as the estimate used in the 2023 OMB Paperwork Reduction Act clearance for the ClinicalTrials.gov data collection (88 FR 7743, Feb. 6, 2023).  Using these figures, we calculated the annual hour burden for updates to clinical trial registration information to be 118,400 hours. Combining this figure with the estimated time for initial registrations (59,200 hours) yields an estimate of the total hour burden associated with the submission and updating of clinical trial registration information of 177,600 hours per year. These estimates include the time involved in addressing any issues identified during quality control review of submitted registration information.

Voluntary and Non-regulated Submissions

A number of studies registered in ClinicalTrials.gov are voluntary submissions under 42 CFR 11.60 (e.g., phase 1 clinical trials of FDA-regulated drug products or biological products) or are not subject to 42 CFR Part 11 at all (e.g., clinical trials that do not involve any FDA-regulated drug products, biological products, or device products or are conducted entirely outside the US and are outside of FDA’s jurisdiction). Investigators may choose to register such studies in order to assist in the recruitment of subjects or to comply with medical journal policies that make registration in a publicly accessible repository a condition of publication. In addition, since 2017, clinical trial registration and results information has been collected from all NIH-funded trial investigators, whether or not they are subject to 42 CFR Part 11, which led to an increase in the number of both voluntary and non-regulated submissions.

NIH Policy

In tandem with the release of 42 CFR Part 11, the NIH issued a complementary policy, NIH Policy on Dissemination of NIH-Funded Clinical Trial Information, that establishes registration and reporting expectations for all NIH funded clinical trials regardless of study phase, type of intervention, or whether they are subject to the 42 CFR Part 11 (81 FR 64922, Sep 21, 2016). In order to estimate the added impact of the NIH Policy, we began by determining that approximately 1,200 NIH-funded trials that were first registered in 2024 are likely not applicable clinical trials. This figure represents the likely number of additional trials for which investigators will have the burden of registration and submitting results per year under the NIH policy. Investigators subject to the NIH policy will be expected to submit the same registration information within the same timeframes as responsible parties subject to 42 CFR 11.28(a)(2). We, thus, use the assumptions to estimate the burden for applicable clinical trials, i.e., initial submission of registration information will take an average of 8 hours, updates of 2 hours apiece will take place 8 times during the course of the study.

All Others

In order to estimate the burden for all other clinical trial registrations, we examined registrations to ClinicalTrials.gov in 2024 and found that a total of 31,730 clinical trials were registered that year. Because we estimate that 7,400 of these are applicable clinical trials subject to mandatory registration under 42 CFR Part 11, the remaining 24,330 trials can be considered to be either voluntary submissions under 42 CFR 11.60 or not fall under the rule (i.e., non-regulated). Of these, 1,200 were the NIH–funded trial subject to the NIH policy (see above). This leaves an estimated 23,130 trials registered per year that do not fall under either the mandatory submission requirements of the rule or the NIH policy.

We expect that sponsors and investigators for these clinical trials will submit the same clinical trial registration information as is submitted for applicable clinical trials that are subject to mandatory submission under the rule in 42 CFR 11.28(a)(2). We expect that information submitted for such clinical trials will be updated as frequently as information for applicable clinical trials that are subject to mandatory submission under the rule. Therefore, for calculating the registration burden associated with these clinical trials, we use the same assumptions as for applicable clinical trials required to register under 42 CFR 11.22, i.e., initial submission of registration information will take an average of 8 hours, updates of 2 hours apiece will take place 8 times during the course of the study. 

These figures would be expected to decline over time as registrants become more familiar with the registration processes and refine their data submission systems. The internet-based data entry system developed by NIH incorporates features that decrease the data provider's time requirements for quality control procedures. The Clinical Trials Registry Databank is set up to receive protocol information transmitted electronically by sponsors.  If the sponsor chooses to manually enter the protocol information, the data entry system allows it to be entered in a uniform and efficient manner primarily through pull-down menus. Some data providers lack information system capabilities enabling efficient collection of company-wide information on clinical trials subject to reporting requirements under FDAAA 801. The estimation of burden reflects the relative inefficiency of this process for these firms. As a sponsor's familiarity with the data entry system increases, the hourly burden will continue to decrease.

Triggered Submissions Following Voluntary Submissions

42 CFR 11.60 implements section 402(j)(4)(A) of the PHS Act and stipulates that if a responsible party voluntarily registers or submits results information for a clinical trial of an FDA-regulated drug product or device product that is not an applicable clinical trial subject to the mandatory clinical trial information submission requirements, that responsible party must, under specified circumstances, also submit information for other applicable clinical trials that are included in a marketing application or premarket notification that is submitted to FDA and for which clinical trial information has not already been submitted to ClinicalTrials.gov. The types of trials for which the voluntary submission of clinical trial information would invoke this requirement include phase 1 trials of drug products and small feasibility studies of device products (neither of which is considered to be applicable clinical trial) or applicable clinical trials that are not otherwise subject to FDAAA 801 because they were initiated prior to the date of enactment of FDAAA 801 and were no longer ongoing as of December 26, 2007. The voluntary submission of clinical trial information for such trials will trigger a requirement to submit clinical trial information for other applicable clinical trials that are included in the marketing application for a drug product or device product only if the entity submitting the marketing application or premarket notification is the same as the responsible party for those other trials and still has access to and control over the necessary data.

In practice, we expect that the requirement under 42 CFR 11.60 to submit clinical trial information for applicable clinical trials not otherwise registered in ClinicalTrials.gov will be triggered infrequently. In most cases, when clinical trial information is submitted voluntarily, we expect that the applicable clinical trials required to be submitted in a marketing application that includes the voluntarily-submitted clinical trial would be registered in ClinicalTrials.gov consistent with Section 402(j)(2)(C) of the PHS Act and 42 CFR 11.60. For example, the voluntary submission of information for a phase 1 trial of an unapproved drug product would trigger the submission of information for an applicable clinical trial that was not previously submitted only if the responsible party for the voluntarily-submitted trial is the same as the entity submitting the marketing application, the applicable clinical trial is required to be submitted in that marketing application, and the marketing application is for the same use studied in the voluntarily submitted trial. 

For purposes of this analysis, we estimate that 1 percent of the clinical trials registered voluntarily with ClinicalTrials.gov each year could trigger the submission of clinical trial information for an applicable clinical trial for which clinical trial information was not otherwise required to be submitted to ClinicalTrials.gov. Of the 31,730 clinical trials that are registered with ClinicalTrials.gov in 2024, we estimate that 24,330 submissions are either voluntary under FDAAA 801 or non-regulated (all but the 7,400 that are applicable clinical trials). Using 1 percent estimate and this figure, we calculate that voluntary registrations will trigger the required submission of clinical trials information for an estimated 243 clinical trials per year. Based on our experience to date with voluntary submissions, we expect that for at least three-quarters of those triggered trials (182 total) registration information only will need to be submitted; for the other quarter (61 total), results information will need to be submitted. For those clinical trials for which only registration information is required, we estimate that it will take a data submitter 8 hours to register the clinical trial. Submitted information will not generally need to be updated because the clinical trial will, in general, have reached its primary completion date by the time the requirement to submit clinical trial information is triggered.

Results Information Submission and Updates

Mandatory Submissions

To estimate the burden associated with submission of clinical trial results information, we started with the premise that every clinical trial required to be registered under 42 CFR Part 11 in a given year would be subject subsequently to mandatory results information submission. While the statute requires results information submission for all applicable clinical trials that study drugs (including biological products) or devices that are approved, cleared, or licensed by FDA, the rule additionally requires the submission of clinical results information for applicable clinical trials of drug products (including biological products) and device products that are not approved, cleared, or licensed by FDA. We, therefore, estimate that the burden associated with results information submission applies to a total of 7,400 applicable clinical trials of drug products (including biological products) and device products per year (see calculations under “Mandatory Submissions” under the “Registration: Initial Submission and Updates” subsection, above), recognizing that in most cases, such clinical trial results information will not be submitted in the same year as the associated clinical trial registration information, but in accordance with the results information submission deadlines specified in 42 CFR 11.44. We expect, however, that on average the number of clinical trials for which clinical trial results information is submitted in any given year will approximate the number of new trials for which clinical trial registration information is submitted.

To estimate an average amount of time required to submit clinical trial results information, we reviewed a variety of data sources, including publicly available information from various organizations about results information submission times, comments made at the April 2009 public meeting, responses to the burden estimates included in the 2015 and previous OMB clearance documents (88 FR 7743, Feb. 6, 2023; 85 FR 4332, Jan. 24, 2020; 81 FR 65132, Sept. 21, 2016; 77 FR 22579, Apr. 16, 2012; 73 FR 58972, Oct. 8, 2008), feedback from respondents who tested preliminary versions of the data entry system during the summer of 2008, and feedback from those submitting data to the existing ClinicalTrials.gov system. These sources contain a wide-range of estimates, from as little as 6 hours to as long as 60 hours. We believe the differences in these estimates reflect a number of factors, including the significant variation in the complexity of applicable clinical trials, in terms of the study design, number of outcome measures (primary and secondary), statistical analyses, and adverse event information. The estimates also reflect differences in the responsible party’s familiarity with the clinical trial results information and the ClinicalTrials.gov submission process and the time they attribute to assembling the information for submission. Shorter estimates may be indicative of situations in which the responsible party already has assembled (and analyzed) the clinical trial results information for purposes of preparing a journal article or other summary report, while longer estimates may assume the clinical trial results information needs to be calculated and compiled. We expect that, in most situations, the responsible party would have ready access to the necessary information because it is information that the clinical trial is conducted to collect and analyze (i.e., the information for submission would have been collected during the trial, as specified in the protocol).  Nevertheless, for purposes of this analysis, we selected an average time of 40 hours for initial submission of clinical trial results information, which corresponds to the higher range of estimates contained in several industry surveys and in other comments the Agency received. This figure is the same as the estimate in the 2023 OMB Paperwork Reduction Act clearance for the ClinicalTrials.gov data collection (88 FR 7743, Feb. 6, 2023). We expect the hour burden will decline as responsible parties become more familiar with ClinicalTrials.gov and implement procedures for streamlining data collection, analysis, and formatting.

The provision at 42 CFR 11.48(a) requires submission of the full protocol and statistical analysis plan (SAP) (if a separate document) at the time results are submitted and allows redaction by the responsible party if confidential commercial information or personally identifiable information is included. Because protocol and SAP documents already exist, we do not expect that the requirement to upload them will impose a significant burden that is not already accounted for in the results submission burden. In addition, we anticipate that the need for redaction will be very rare, so those costs should also be minimal.

Under 42 CFR Part 11, results information is required to be submitted for all applicable clinical trials that are subject to the registration requirement and that reach their completion date after the effective date of 42 CFR Part 11 (i.e., an estimated 7,400 clinical trials per year). Applying the 40-hour figure to 7,400 applicable clinical trials per year produces a total estimated burden of 296,000 hours per year for submitting clinical trial results information. We also estimate that, on average, each results record will be updated twice after the initial submission to reflect changes in data analysis or the submission of additional results from other pre-specified outcome measures. We estimate that each such update will take 10 hours, on average. Applying these estimates to 7,400 applicable clinical trials per year produces an estimate of 148,000 hours per year for updates to clinical trial results information (2 updates per trial). Combining the figure for updates with the estimate of the initial burden of submitting clinical trial results information, produces a total estimated annual hour burden for results information submission under 42 CFR Part 11 of 444,000 hours. These estimates include the time involved in addressing any issues identified during quality control review of submitted results information.

Voluntary and Non-regulated Submissions

NIH Policy

As discussed under the “Registration: Initial Submissions and Updates” subsection (above), we estimate that the impact of the NIH Policy, over and above that for mandatory submissions under 42 CFR Part 11, to be 1,200 NIH-funded trials that are likely not applicable clinical trials per year. Additionally, we use the same assumptions as for mandatory submissions to estimate the burden, namely that initial results submission will take on average 40 hours with two expected updates requiring an average of 10 hours total.

All Others

To estimate the number results information submissions over and above that for mandatory submissions under 42 CFR Part 11, we reviewed results information submitted to ClinicalTrials.gov in 2024 and found approximately 2,100 submissions were for clinical trials that were neither applicable clinical trials subject to mandatory submissions nor funded by NIH. We, therefore, estimate that we will receive approximately 2,100 submissions per year that are not subject to either mandatory submission requirements under 42 CFR Part 11 or the NIH policy. We estimate that the time required to submit clinical trial results information for such clinical trials would be equivalent to that for mandatory results information submission for applicable clinical trials under 42 CFR 11.48(a).

Triggered Submissions Following Voluntary Submissions

As discussed under the “Registration: Initial Submissions and Updates” subsection (above), based on experience, we estimate that 61 trials per year (a quarter of the 243 clinical trials submitted to ClinicalTrials.gov per year) could trigger the submission of clinical trial information for an applicable clinical trial for which clinical trial information was not otherwise required to be submitted to ClinicalTrials.gov. Additionally, we estimate that the hourly burden would equal the 40 hours estimated for results information submission for other applicable clinical trials plus 5 hours to account for the additional data elements that are specified in 42 CFR 11.60(b)(2)(i)(B) and (c)(2)(i)(B).

Delayed Submission of Results via Certification or an Extension Request

We also have estimated the average time and cost associated with the submission of certifications and extension requests to delay results information submission, consistent with 42 CFR 11.44(b), (c), and (e). Responsible parties for applicable clinical trials may submit a certification to delay results information submission for an applicable clinical trial provided that initial approval, licensure, or clearance or approval, licensure, or clearance of a new use is or will be sought. We estimate that the number of clinical trials that will qualify for delayed submission of results in a given year will not exceed the estimated number of newly initiated applicable clinical trials per year that are conducted under an IND or IDE. Such clinical trials study drug products (including biological products) and device products that are unapproved, unlicensed, or uncleared or that are already approved, licensed, or cleared for one use, but for which approval, licensure, or clearance of a new use is or will be sought. While some responsible parties might elect to submit clinical trial results information 1 year after the primary completion date instead of certifying for delayed submission, for purposes of this estimate, we assume that they all will elect to submit a certification to delay results information submission. Using the same FDA data, we used to estimate the number of applicable clinical trials subject to the registration requirements under the “Registration: Initial Submissions and Updates” subsection (above), we estimate that certifications will be submitted for 5,150 trials per year. We estimate that it will take no more than 30 minutes for a responsible party to determine that an applicable clinical trial is eligible for a certification (and to verify the eligibility with a sponsor or manufacturer, if necessary) and to submit the necessary information to ClinicalTrials.gov. Using this figure produces an estimated annual hour burden of 2,575 hours for certifications.  

[bookmark: _Hlk203643300]Regarding extension requests for good cause, we estimate that approximately 150 requests will be submitted each year, which represents 2.0 percent of all applicable clinical trials for which clinical trial results information is to be submitted in a given year (i.e., 150 out of 7,400). This estimate is based on several considerations, including the rate of submission of requests between July 1, 2024 and June 30, 2025. A total of 143 requests were submitted during the 1-year period.

While responsible parties may request an extension even after they have filed a certification, we do not expect this to happen frequently. Moreover, as explained in Section IV.C.3. of the final rule (starting on 81 FR 65066, Sep 21, 2016), we expect that extensions will be granted in only a limited set of circumstances where “good cause” has been demonstrated. In cases where an extension request is denied, the responsible party will have the opportunity to appeal the denial. A total of 23 appeals were submitted during the same 1-year period (between July 1, 2024 and June 30, 2025). Therefore, we will estimate approximately 25 appeals per year.

We estimate the time required for gathering the information for a good-cause extension request or appeal and submitting it to ClinicalTrials.gov will be no more than 2 hours. Using this figure, we estimate that the annualized hourly burden for extension requests and appeals will be 350 hours.

We note under 42 CFR 11.54, responsible parties may also seek a waiver from any applicable results information submission requirement specified in 42 CFR Part 11, Subpart C, for applicable clinical trials. 

Such waivers are available only under extraordinary circumstances that must be consistent with the protection of public health or in the interest of national security. We expect the need for such waivers to be exceedingly rare (i.e., approximately one waiver request per year). This expectation is based on the fact that ClinicalTrials.gov has not received any waiver requests to date (as of August 2025). Like a good cause extension, the responsible party has the opportunity to appeal in cases where a submitted waiver request is denied. We estimate the time required to gather the information for a waiver request or appeal and to submit to ClinicalTrials.gov is similar to that required for preparing and submitting a good-cause extension request. With these considerations, we estimate the annualized hourly burden for waiver requests and appeals is 2 hours.

Expanded Access Records

As specified in 42 CFR 11.28(a), if an expanded access record is available for an investigational drug product (including a biological product) that is studied in an applicable drug clinical trial, the responsible party for that applicable clinical trial must, if it is both the manufacturer of the investigational product and the sponsor of the applicable clinical trial, include the NCT number of the expanded access record with the clinical trial information submitted at the time of registration. If an expanded access record for the investigational drug product (including a biological product) being studied in the applicable clinical trial has not yet been submitted to ClinicalTrials.gov, and if the responsible party is both the manufacturer of the investigational product and the sponsor of the applicable clinical trial, the responsible party must create an expanded access record by submitting data elements in 42 CFR 11.28(c). To determine the cost and burden associated with the creation of this record, we relied on information from FDA. Each year, an estimated 135 investigational drug products (including biological products) that were not previously available for expanded access use will be made available for individual patient expanded access (including emergency use) by responsible parties who are required to create an expanded access record. FDA estimates that 10 treatment INDs or treatment protocols are initiated annually and that expanded access use for intermediate size patient populations is initiated 68 times annually. These are the three types of expanded access for which information in 42 CFR 11.28(c) must be submitted to ClinicalTrials.gov for an expanded access record. Thus, we estimate a total of 213 expanded access records will need to be submitted per year. We estimate the time required to submit the required information for an expanded access record to be 2 hours, which is one-quarter of the estimated time to register an applicable clinical trial. Compared to the number of data elements required under the rule for applicable clinical trials, only about half as many data elements are required for an expanded access record for expanded access use under treatment INDs, treatment protocols and for intermediate-size patient populations, and still fewer for expanded access records for individual patient expanded access use. The rule also does not require some of the more detailed data elements, such as Primary Outcome Measure, Secondary Outcome Measure, Individual Site Status, and Facility Location information.  We also estimate an average of two updates per expanded access record per year, each taking which 15 minutes. We estimate the total hour burden associated with expanded access records to be 533 hours per year.  

The total associated cost is estimated to be $140,883,084.

A.12-1 Estimated Annualized Burden Hours

	Form Name
	Type of Respondent
	Number of Respondents
	Number of Responses per Respondent
	Average Burden Per Response
(in hours)
	Total Annual Burden Hour

	Registration (See Attachment 2)

	Initial
	Data Entry Personnel
	7,400
	1
	8
	 59,200

	Updates
	Data Entry Personnel
	7,400
	8
	2
	 118,400

	Registration Triggered by Voluntary Submission
	Data Entry Personnel
	182
	1
	8
	1,456

	Initial Registration of Non-regulated Submissions related to the NIH Policy
	Data Entry Personnel
	1,200
	1
	8
	9,600

	Updated Registration of Non-regulated Submissions related to the NIH Policy
	Data Entry Personnel
	1,200
	8
	2
	19,200

	Initial Registration of Voluntary and Non-regulated Submissions
	Data Entry Personnel
	23,130
	1
	8
	185,040

	Updated Registration of Voluntary and Non-regulated Submissions
	Data Entry Personnel
	23,130
	8
	2
	370,080

	Results Information Submission (See Attachment 5)

	Initial
	Medical Scientist
	7,400
	1
	40
	 296,000

	Updates
	Medical Scientist
	7,400
	2
	10
	 148,000

	Results Triggered by Voluntary Submission (Also Attachment 2)
	Medical Scientist
	61
	1
	45
	2,745


	Initial Results Information of Non-regulated Submissions related to the NIH Policy
	Medical Scientist
	1,200
	1
	40
	48,000


	Update Results Information of Non-regulated Submissions related to the NIH Policy
	Medical Scientist
	1,200
	2
	10
	24,000

	Initial Results Information of Voluntary and Non-regulated Submissions
	Medical Scientist
	2,100
	1
	40
	84,000


	Update Results Information of Voluntary and Non-regulated Submissions
	Medical Scientist
	2,100
	2
	10
	42,000

	Other

	Certification to Delay Results (See Attachment 6)
	Medical Scientist
	5,150
	1
	30/60
	 2,575

	Extension Requests and Appeals (See Attachment 7)
	Medical Scientist
	 175
	1
	2
	 350

	Expanded Access  Records – Initial (See Attachment 3)
	Data Entry Personnel
	213
	1
	2
	 426

	Expanded Access records-  Updates (See Attachment 3)
	Data Entry Personnel
	213
	2
	15/60
	107

	Waiver Requests and Appeals (See Attachment 10)
	Medical Scientist
	1
	1
	2
	2

	Total
	
	90,855
	323,878
	
	1,411,181  



A.12-2 Annualized Cost to the Respondents

	Type of Respondent
	Number of Respondents
	Number of Responses per Respondent
	Average Burden Per Response (in hours)
	Hourly Wage Rate* (doubled)
	Respondent Cost

	Data Entry Personnel
	32,125
	4.47
	2.67
	$87.46
	$66,776,453

	Medical Scientist
	16,087
	1.40
	17.28
	$114.42
	$74,106,630

	Total
	
	
	
	
	$140,883,084


*Source: U.S. Bureau of Labor Statistics. For data entry personnel, based on the hourly mean wage of Life, Physical, and Social Science Occupations (19-0000) workers in the pharmaceutical and medicine manufacturing industries in 2024. For medical scientist, based on the hourly mean wage of Medical Scientists, Except Epidemiologists (19-1042) in pharmaceutical and medicine manufacturing industries. (https://www.bls.gov/oes/tables.htm)



A.13	Estimates of Other Total Annual Cost Burden to Respondents and Record Keepers

There are no capital costs associated with this collection.  

[bookmark: _Toc359938803][bookmark: _Hlk22027687][bookmark: OLE_LINK1][bookmark: OLE_LINK2]A.14	Annualized Cost to the Federal Government

The annualized cost to the Federal Government for the proposed data collection effort is estimated to be approximately $17,090,270 for ClinicalTrials.gov activities. 

	Staff
	Grade/Step
	Salary & Benefits
	% of Effort
	Fringe
(if applicable)
	Total Cost 
to Gov't

	Federal Oversight*

	Staff Scientist II
	Title 42
	$272,780
	100
	N/A
	$272,780

	Staff Scientist
	Title 42
	$244,790
	100
	N/A
	$244,790

	Staff Scientist
	Title 42
	$246,510
	100
	N/A
	$246,510 

	Staff Scientist
	Title 42
	$201,387 
	100
	N/A
	$201,387 

	Staff Scientist
	Title 42
	$185,119 
	100
	N/A
	$185,119 

	Staff Scientist
	Title 42
	$191,745
	100
	N/A
	$191,745 

	Staff Scientist
	Title 42
	$166,525
	100
	N/A
	$166,525 

	Staff Scientist
	Title 42
	$167,593 
	100
	N/A
	$167,593

	Staff Scientist
	Title 42
	$168,930 
	100
	N/A
	$168,930 

	Staff Scientist
	Title 42
	$178,109 
	100
	N/A
	$178,109 

	Staff Scientist
	Title 42
	$180,885 
	100
	N/A
	$180,885 

	Staff Scientist
	Title 42
	$169,193 
	100
	N/A
	$169,193 

	Policy Analyst (Biologist)
	14/10
	$273,232 
	100
	N/A
	$273,232 

	Supv Technical Information Specialist
	14/9
	$243,386
	100
	N/A
	$243,386

	Staff Scientist
	Title 42
	$0
	100
	N/A
	$0

	Technical Information Specialist
	13/6
	$185,825
	100
	N/A
	$185,825

	Technical Information Specialist
	12/1
	$137,473
	100
	N/A
	$137,473

	Technical Information Specialist
	13/4
	$201,258
	100
	N/A
	$201,258

	Technical Information Specialist
	13/10
	$219,732
	100
	N/A
	$219,732

	Technical Information Specialist
	13/5
	$200,322
	100
	N/A
	$200,322

	Technical Information Specialist
	13/4
	$192,534
	100
	N/A
	$192,534

	Technical Program Manager
	Title 42
	$297,953
	100
	N/A
	$297,953

	Sub-total (CY2026)
	
	
	
	
	$4,325,281

	Contractor Cost

	14 Software Developers
	N/A
	N/A
	100
	N/A
	$4,090,802 

	31.5 Quality Assurance Reviewers, Analysts Administrative Staff & Project Managers 
	N/A
	N/A
	100
	N/A
	$7,096,187

	Evaluation, Updates and Training and Support
	N/A
	N/A
	N/A
	N/A
	

	Sub-total (CY2026)
	
	
	
	
	$11,186,989 

	Travel

	Sub-total (CY2026)
	
	
	
	
	$18,000

	Other Operational Costs

	Operational Overhead costs
	N/A
	$1,500,000
	100
	N/A
	$1,500,000

	Supplies, equipment, maintenance, etc.
	N/A
	N/A
	N/A
	N/A
	$60,000 

	 Total (CY2026)
	
	
	
	
	$17,090,270


N/A, not applicable

*The Salary in table above is cited from  https://www.opm.gov/policy-data-oversight/pay-leave/salaries-wages/salary-tables/26Tables/html/DCB.aspx. 



A.15	Explanation for Program Changes or Adjustments

The program changes reported in this supporting statement reflect adjustments to the burden hours, which increased from 1,219,801 to 1,411,181 hours per year. This change corresponds to an increase in the total number of respondents from 77,769 to 90,855. These changes are based on the increase in registered clinical trials 26,200 in 2020 to 31,730 in 2024.
	
This submission accounts for the information collection burden associated with the waiver request and appeal process under 42 CFR 11.54. This information is currently collected via e-mail and is anticipated to be implemented within the PRS in the future. During the past three years, no changes were made to information collection in the clinical trials registry under 42 CFR 11.28(a)(2), (b)(2), and (c); the PRS Account Application Form; and clinical trials results database under 42 CFR 11.48(a). Since information collection was determined to be consistent with Executive Order 14168 and 42 CFR Part 11, changes were not considered necessary. 


A.16	Plans for Tabulation and Publication and Project Time Schedule

Submitted information is made available to the public via the ClinicalTrials.gov website, which is operated and maintained by NIH: https://clinicaltrials.gov/.  In general, registration information is posted within 30 days of receipt, but consistent with FDAAA 801, information for applicable clinical trials of devices that are indicated to be unapproved or uncleared for any use is not posted publicly until after the device is cleared or approved by the FDA for marketing in the U.S., unless the responsible party authorizes NIH to post the registration information for that trial as specified in 42 CFR 11.35(b)(2)(ii).  Results information for applicable clinical trials is also posted within 30 days of receipt, whether or not it has passed quality review. The databank is subject to public search and review, and FDAAA 801 identifies certain criteria by which the databank must be searchable by the public, including by disease or condition being studied, location of the clinical trial, and study phase.

A.17	Reason(s) Display of OMB Expiration Date is Inappropriate

	No exemption is requested.

A.18 	Exceptions to Certification for Paperwork Reduction Act Submissions

	No exceptions are requested.
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