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A. Justification

1. Necessity of the Information Collection.

Section 113 (a) of the Food and Drug Administration Modernization Act of 1997 (FDAMA) (Attachment A) specifies that “The Secretary, acting through the Director of NIH, shall establish, maintain, and operate a data bank of information on clinical trials for drugs for serious or life-threatening diseases and conditions…The Secretary shall establish the data bank after consultation with the Commissioner of Food and Drugs, the directors of the appropriate agencies of the National Institutes of Health (including the National Library of Medicine), and the Director of the Centers for Disease Control and Prevention…the Secretary shall collect, catalog, store, and disseminate the information described in such paragraph” (Section 113, Information Program on Clinical Trials for Serious or Life-Threatening Diseases, Food and Drug Administration Modernization Act of 1997, Public Law 105-115, 105th Congress).

The proposed collection of information is necessary for establishment of this data bank of information on clinical trials and to satisfy the above statutory requirement.  In addition, the information to be collected will address a public health need.  Patients benefit from participation in clinical trials, but only limited information is currently available to the public about opportunities to participate in clinical trials.  As discussed below, the National Institutes of Health (NIH) and the Food and Drug Administration (FDA) have initiated efforts to encourage pharmaceutical manufacturers to voluntarily list their clinical trials in publicly-accessible data banks. 

The PDQ database was initiated by the National Cancer Institute (NCI) in 1984 to provide information regarding cancer-related clinical trials.  While this publicly-accessible data bank provides comprehensive information regarding NCI-sponsored trials, private-sector participation is not mandatory.  NCI and FDA have collaborated to encourage pharmaceutical manufacturers to participate in PDQ since 1995, and have modified the system to address industry concerns.  Available data indicate that a minority of  pharmaceutical manufacturers involved in cancer drug development are currently submitting information regarding their cancer trials to PDQ for listing.  

Other institutes within the National Institutes of Health have also developed publicly-available clinical trial data banks, and one has encountered similar problems with efforts to encourage pharmaceutical firms to participate.  The National Institute on Aging and the FDA developed a publicly-accessible data bank of information on trials of new treatments for Alzheimer’s disease.  Pharmaceutical manufacturers developing new Alzheimer’s disease treatments were invited to participate, and few have elected to do so on a voluntary basis.

The initiative under FDAMA Section 113 represents an extension of a major existing FDA/NIH clinical trial data bank program involving mandatory submission of information from all clinical trial sponsors.  The Health Omnibus Programs Extension of 1988 (Public Law 100-607, also known as the HOPE legislation), provided for the Secretary of Health and Human Services to work with NIH and FDA to create a data bank of information regarding clinical trials of drugs for the treatment of human immunodeficiency deficiency (HIV) virus and acquired immune deficiency syndrome (AIDS).  The AIDS Clinical Trials Information Service (ACTIS) was created in 1989, and serves as a publicly-available source of information about clinical trials of new treatments for HIV and AIDS.  

Participation in this program is mandatory for sponsors of “clinical trials of experimental treatments for AIDS and related illnesses conducted under regulations promulgated pursuant to section 505 of the Federal Food, Drug, and Cosmetic Act...,” from the point when a trial to test efficacy begins.  Participation in this program is required for sponsors of HIV/AIDS trials in both the public and private sectors, and is enforced by means of a mechanism triggered by FDA receipt of an Investigational New Drug (IND) application for such a study.  Similarly to the HOPE legislation and the ACTIS data bank, FDAMA provides for mandatory participation from the point “when a trial to test effectiveness begins.”   

Pilot Program

NIH and FDA will undertake a pilot program for the electronic submission of protocol information over the internet. The purpose of the pilot project is twofold.  First, the pilot project will allow the FDA to test its systems for receiving electronic submissions under Section 113.  Second, the pilot project will provide opportunities for volunteers to gain experience in using the prototype system that will enable them to provide technical feedback on how well the system is working, and also to offer suggestions for change. The experience gained from this pilot project also will facilitate the development of the implementation plan.

FDA anticipates that up to 25 sponsors will volunteer to participate in a pilot program involving the electronic submission of protocol information over the Internet.  This pilot project will support the development of the implementation plan. Protocol information entered into the system during the pilot project will be included in the Clinical Trials Data Bank (ClinicalTrials.gov).  

2. How, by Whom, and for What Purpose Information is Used.

Information that will be required under FDAMA Section 113 (a) will be submitted electronically to the Clinical Trials Data Bank in a format to be specified.  

This information regarding clinical trials to test effectiveness of drugs for serious or life-threatening diseases and conditions will be entered into the data bank.  The information in the data bank will be disseminated “through information systems, which shall include toll-free telephone communications, available to individuals with serious or life-threatening diseases and conditions, to other members of the public, to health care providers, and to researchers” (FDAMA, Section 113 (a)).

This information will be used for the purpose of facilitating enrollment in clinical trials of drugs intended for the treatment of patients with serious or life-threatening diseases and conditions.  Facilitating enrollment will hasten completion of clinical trials, leading to faster and potentially more thorough testing of the safety and efficacy of new treatments, accelerating and expanding availability of promising treatments for serious and life-threatening diseases and conditions.  

This information will also be of immediate value to patients with serious and life-threatening diseases and conditions.  Safe and effective treatments are not available for all serious and life-threatening diseases and conditions, and clinical trials represent patients’ first opportunity to receive new treatments, some of which are ultimately found to represent therapeutic breakthroughs.  Information regarding opportunities to participate in such clinical trials is often not publicly available, and patients who may wish to participate in a clinical trial may have difficulty finding such trials.  The data bank will expand public availability of such information for patients.  This expanded patient access to information about clinical trials will expand patients’ therapeutic options while enabling them to contribute to development of therapeutic advances in the treatment of serious and life-threatening diseases and conditions.  

Data Elements for Clinical Trials Data Bank

FDAMA Section 113 (a) requires the Department of Health and Human Services, through the National Institutes of Health (NIH), to establish a registry of clinical trials for both federally and privately funded trials “of experimental treatments for serious or life-threatening diseases or conditions.”  The Act specifies that the Data Bank should, for each trial, contain the purpose of the trial, eligibility criteria for participation, the location of the trial sites, and a point of contact for those wanting to enroll in the trial.  The data should be in a form that is readily understandable by members of the public.  FDAMA Section 113 (a) also notes that the Data Bank may include information pertaining to the results of clinical trials. 

Based on these legislative requirements, discussions with NIH collaborating Institutes and other groups, and comments submitted to Docket 98D-0293 “Section 113 NIH Data Bank—Clinical Trials for Serious Diseases,” data elements were developed for the Clinical Trials Data Bank. These elements fall into several areas: descriptive information, recruitment information, location and contact information, and administrative data.

Descriptive Information

Brief Title

Brief Protocol Summary

Study Design/Study Phase/Study Type

Condition or Disease 

Intervention

Recruitment Information

Study Status Information

Eligibility Criteria/Gender/Age

Location and Contact Information

Location of Trial/Site Status information

Contact information

Administrative Data

Study ID Number

Data Provider/Study Sponsor

Date Last Modified

3. Use of Improved Information Technology.

Sponsors will be required to submit information to the data bank electronically by means of electronic media including internet-based forms, thereby reducing their administrative burden.  

4. Identification of Duplication and Similar Information Already Available.

Nearly all of the information to be collected under FDAMA Section 113 (a) is currently submitted to FDA in a different format by sponsors of Investigational New Drug (IND) applications under Federal Regulations (21 C.F.R. Section 312).  IND submissions are confidential and proprietary, and are not subject to release under section 552 of title 5, United States Code, popularly known as the Freedom of Information Act.  The specific processes for submission of information under FDAMA Section 113 (a) by clinical trial sponsors have not been developed.  These processes must provide for public availability of clinical trial information while being sensitive to the needs to minimize study sponsors’ duplication of effort and protect IND submissions from unauthorized release. 

Information regarding clinical trials is currently available through ACTIS, PDQ, the Rare Diseases Clinical Research Database maintained by the NIH Office of Rare Diseases, and clinical trial data banks maintained by other NIH Institutes.  Information regarding clinical trials of new drugs for serious and life-threatening diseases is available from clinical research centers, pharmaceutical manufacturers, patient organizations, and other sources.  Given that participation in ACTIS is mandatory for sponsors of efficacy trials, public availability of information regarding HIV/AIDS clinical trials is good.  In other areas, public availability of information about opportunities to participate in clinical trials, and particularly non-NIH trials, is generally poor. 

5. Impact on Small Business.

This activity is anticipated to have minimal impact upon small business.  A substantial proportion of pharmaceutical manufacturers voluntarily listing their clinical trials in the PDQ cancer study database are small manufacturers.  A clinical trial of a new drug represents a very resource-intensive activity.  The sponsor must sustain a substantial administrative burden related to development of a protocol, review by a local institutional review board and the Food and Drug Administration, patient informed consent, documentation of receipt, storage, and administration of the investigational drug, documentation of adherence to the protocol, and recording of data from repeated assessments of disease and overall patient status.  Preparation and submission of the required information for the data bank is anticipated to represent a very small proportion of the total administrative burden for any sponsor with resources sufficient to undertake a clinical trial of a new drug. 

6. Consequences if Data Were Collected Less Frequently.

Sponsors will be required to submit information to the data bank within 21 days of initiation of recruitment, upon amending of the study protocol with respect to one of the required informational elements in the data bank, and when recruitment for the study is interrupted, resumed, or completed.  If data were collected less frequently, information in the data bank regarding the recruitment status of a study would be subject to inaccuracies.  These inaccuracies could reduce efficiency of patient recruitment, increasing the burden for sponsors as a result of patients continuing to contact a sponsor to inquire about participation in a study for which enrollment has been completed.  Such inaccuracies would also diminish patients’ capacity to access timely and accurate information regarding opportunities to participate in clinical trials.

7. Special Circumstances.

This collection fully complies with 5 CFR 1320.5.

8. Agency’s Federal Register Notice and Consultations.

In accordance with 5 CFR 1320.8(d), on March 29, 2000, in Volume 65, No. 61,  page 16620-16623, a 60 day notice for public comment (Attachment B) was published in the Federal Register to which comments were received from the public.  The comments stated that FDA greatly underestimated the burden by excluding multicenter studies and not accounting for the quality control review of the data before it is submitted to the data bank.  We estimated that 5506 new protocols are submitted each year and each new protocol is updated 2.5 times per year with information that would necessitate a change in the Data Bank. We further estimated that each change requires an average of 5.6 hours resulting in 77,084 hours spent by respondents per year.  These estimates included protocols subject to mandatory and voluntary reporting requirements. For the revised justification, we reviewed actual IND data from 1997-1999 and as a result of our re-analysis we incorporated new estimates that consider multicenter studies.  The average number of IND amendments submitted annually for protocol changes (e.g. changes in eligibility criteria) was 4019 for CDER and 1441 for CBER. The average number of IND amendments submitted annually for new investigators was 7745 for CDER and 1349 for CBER.  The number of protocol changes and new investigators was apportioned proportionally between mandatory and voluntary submissions. We recognize that single submissions may include information about multiple sites.
9. Payment or Gifts to Respondents.

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

10. Confidentiality.

No personally identifiable information will be sent to the data bank.  

11. Sensitive Questions.

There are no sensitive questions that raise privacy concerns (e.g., sexual behavior, religious beliefs).

12. Hourly Burden

Burden Estimate: The information required under section 113(a) of the Modernization Act is currently submitted to FDA under 21 CFR part 312, and this collection of information is approved by OMB under Control Number 0910-0014 until September 30, 2002, and, therefore, does not represent a new information collection requirement.  Instead, preparation of submissions under section 113 involves extracting and reformatting information already submitted to FDA.  Although the procedures (where and how) for the actual submission of this information have not yet been developed, the agency believes it has an adequate basis for the determination of the hourly burden related to extracting and reformatting this information.  The chart below provides an estimate of the annual reporting burden for the submission of information to satisfy requirements of Section 113.

The FDA Center for Drug Evaluation and Research (CDER) is currently receiving 99.2 new protocols per week (mean value, March through May, 1999), or 5158 new protocols per year.  CDER anticipates that protocol submission rates will remain at or near this level in the near future.  Of these new protocols, an estimated two-thirds are for serious or life-threatening diseases and would be subject to either voluntary or mandatory reporting requirements under section 113.  Two-thirds of 5158 protocols per year is 3439 new protocols per year.  An estimated 65 percent of the new protocols for serious or life-threatening diseases submitted to CDER are for clinical trials involving assessment for effectiveness, and are subject to the mandatory reporting requirements under section 113.  Sixty-five percent of 3439 protocols per year is 2235 new protocols per year subject to mandatory reporting.  The remaining 2923 new protocols per year are subject to voluntary reporting.  

The FDA Center for Biologics Evaluation and Research (CBER) is currently receiving 29 new protocols per month, or 348 new protocols per year.  CBER anticipates that protocol submission rates will remain at or near this level in the near future.  An estimated two-thirds of the new protocols submitted to CBER are for clinical trials involving a serious or life-threatening disease, and would be subject to either voluntary or mandatory reporting requirements under section 113.  Two-thirds of 348 new protocols per year is 232 new protocols per year.  An estimated sixty-five percent of the new protocols for serious or life-threatening diseases submitted to CBER are for clinical trials involving assessments for effectiveness.  Sixty-five percent of 232 protocols per year is an estimated 151 new protocols per year subject to the mandatory reporting requirements under section 113. The remaining 197 new protocols per year are subject to voluntary reporting. 

The estimated total number of new protocols for serious or life-threatening diseases subject to mandatory reporting requirements under section 113 is 2235 for CDER plus 151 for CBER, or 2386 new protocols per year.  The remainder of protocols submitted to CDER or CBER will be subject to voluntary reporting, including clinical trials not involving a serious or life-threatening disease as well as trials in a serious or life-threatening disease but not involving assessment of effectiveness. Therefore, the total number of protocols (5506) minus the protocols subject to mandatory reporting requirements (2386) will be subject to voluntary reporting, or 3120 protocols. 

It was originally estimated that the original protocol submissions to the data bank will be updated 2.5 times per year under section 113. One comment stated that FDA greatly underestimated the burden by excluding multicenter studies and not accounting for the quality control review of the data before it is submitted to the data bank.  We estimated that 5506 new protocols are submitted each year and each new protocol is updated 2.5 times per year with information that would necessitate a change in the Data Bank. We further estimated that each change requires an average of 5.6 hours resulting in 77,084 hours spent by respondents per year.  These estimates included protocols subject to mandatory and voluntary reporting requirements. 

For the revised justification, we reviewed actual IND data from 1997-1999 and as a result of our re-analysis we incorporated new estimates that consider multicenter studies. 

The average number of IND amendments submitted annually for protocol changes (e.g. changes in eligibility criteria) was 4019 for CDER and 1441 for CBER. The average number of IND amendments submitted annually for new investigators was 7745 for CDER and 1349 for CBER.  The number of protocol changes and new investigators was apportioned proportionally between mandatory and voluntary submissions. We recognize that single submissions may include information about multiple sites.

Generally, there is no submission to FDA when an individual study site is no longer recruiting study subjects.  For this analysis, we assumed that the number of study sites closed each year is similar to the number of new investigator amendments received by FDA (7745 CDER and 1349 CBER).

Generally, there is no submission to FDA when the study is closed to enrollment. We estimate the number of protocols closed to enrollment each year is similar to the number of new protocols submitted (5158 CDER and 348 CBER).

The hours per response is the estimated number of hours that a respondent would spend preparing the information to be submitted under section 113(a), including the time it takes to extract and reformat the information.  FDA has been advised that some sponsors lack information system capabilities enabling efficient collection of company-wide information on clinical trials subject to reporting requirements under section 113(a).  The estimation of burden under section 113(a) reflects the relative inefficiency of this process for these firms.  

Based on its experience reviewing IND's, and consideration of the above information, FDA estimated that approximately 5.6 hours on average would be needed per response (mean value), based on an estimated 3.2 hours for data extraction and 2.4 hours for reformatting. We considered quality control issues when developing the original burden estimates of 3.2 hours for data extraction and the 2.4 hours estimated for reformatting.  Additionally, the data entry system being developed incorporates features that will further decrease the sponsor’s time requirements for quality control procedures.  No new estimates for quality control are included in the re-analysis.

The new estimate continues to use an average of 5.6 hours/response for calculations related to new submissions.  Changes related to the addition and deletion of investigational sites will involve minimal resource commitments from the sponsor.  Further, many protocol changes will not require changes to the Data Bank.  Other protocol changes will require minimal time to make changes to the Data Bank (e.g. modification of eligibility criteria).  The 5.6 hours/response estimate for these types of responses is high.

A sponsor of a study subject to the requirements of section 113 will have the option of submitting data under that section or certifying to the Secretary that disclosure of information for a specific protocol would substantially interfere with the timely enrollment of subjects in the clinical investigation.  FDA has no means to accurately predict the proportion of protocols subject to the requirements of section 113 that will be subject to a certification submission.  However, it is anticipated that the burden associated with such certification will be comparable to that associated with submission of data regarding a protocol.  Therefore, the overall burden is anticipated to be the same regardless of whether the sponsor chooses data submission or certification for nonsubmission.  The table below reflects the estimate of this total burden.

FDA estimates the burden of this collection of information as follows:

Estimated Annual Reporting Burden
Table 1. – Estimated Annual Reporting Burden1


New Protocols
Recruitment Complete
Protocol Changes
New Investiga-tors
Sites Closed
Total Responses
Hours per Response
Total Hours

CDER (mandatory)
2,235
2,235
1,728
3,330
3,330
12,858
5.6
72,005

CBER (mandatory)
151
151
620
580
580
2,082
5.6
11,659

CDER (voluntary)
2,923
2,923
2,291
4,415
4,415
16,967
5.6
95,015

CBER (voluntary)
197
197
821
769
769
2,753
5.6
15,417

Total

194,096

1There are no capital and start-up, or operation and maintenance costs associated with this information collection. 

The revised burden estimate for responses (34,660) is 2.5 times the original estimate (13,765).   

We believe that the original burden estimate of 77,084 hours spent per year underestimated the burden.  The new estimate, 194,096  hours per year (34,660 responses  x 5.6 hours/response), more accurately reflects the burden.

Pilot Program Burden Estimate: We estimate that 25 sponsors will volunteer and each sponsor will include 10 protocols in the Data Bank.   Each protocol will be modified two times and each protocol will add 3 new investigators at new sites.   It is assumed that the sites will remain open for the duration of the pilot.  The burden estimate for the pilot program is 8,400 (1500 responses x 5.6 hours/response).

FDA estimates the burden of this collection of information for the pilot program is as follows:

Table 2. – Estimated Annual Reporting Burden1


New Protocols
Protocol changes
New Investigators
Total Annual Responses
Hours per Response 
Total Hours

CDER
200
400
600
1,200
5.6
6,720

CBER
50
100
150
300
5.6
1,680

Total
8,400

1There are no capital and start-up, or operation and maintenance costs associated with this information collection.

13. Estimate of Total Annual Cost Burden to Respondents or Recordkeepers

We believe that the collection of information will not result in a cost burden beyond the hours burden to respondents cited above.

14. Annualized Cost to the Federal Government

The estimated cost to the Federal Government for this information is unknown at this time. 

15. Explanation for Program Changes or Adjustments

This is not a new collection of information, but represents an extraction and reformatting of already-submitted information to satisfy new statutory requirements, as discussed above.

16. Plans for Tabulation  and Publication and Project time Schedule.

The data submitted will be made available to the public through a data bank maintained by the National Institutes of Health, and will be subject to public search and review.  Data from NIH institutes were made available for search on February 29, 2000.  Information regarding non-NIH studies will be made available for public search and review during the year 2000.

17. Displaying the OMB Approval Expiration Date.

No exemption is requested.

18. Exceptions to Certification for Paperwork Reduction Act Submissions.

No exceptions are requested. 
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