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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) 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).  FDAMA Section 113 is attached in its entirety.  

The proposed extension of an existing collection of information is necessary for maintaining 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 may 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.  A small number of pharmaceutical manufacturers voluntarily submitted cancer trial information 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 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 HIV/AIDS 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 about 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 served as a publicly-available source of information about clinical trials of new treatments for HIV and AIDS.  

Participation in ACTIS 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.  Similar to the HOPE legislation and the ACTIS data bank, FDAMA provides for mandatory participation from the point “when a trial to test effectiveness begins.”   

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

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

This information about 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 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 increase 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 (Attachment 4)

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.  (Attachment 5)

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 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 about clinical trials previously accessible through other NIH-supported data banks is now available through the ClinicalTrials.gov website (e.g. ACTIS, PDQ, the Rare Diseases Clinical Research Database and others). Some NIH institutes continue to maintain their own clinical trial site and provide the data to ClinicalTrials.gov (cancer.gov). Others use their own site to help users find disease specific clinical trials in ClinicalTrials.gov.  For example, when a user seeks information from the AIDSinfo search screen (http://www.aidsinfo.nih.gov), each search of ClinicalTrials.gov is automatically limited to trials studying HIV/AIDS. 

Some companies make clinical trial information available through commercial databases and choose to designate the organization as a data provider for the company. For example, CenterWatch.com maintains a public clinical trials data base and serves as a data provider for one or more companies. 

5. Impact on Small Business.

This activity is anticipated to have minimal impact upon small business. In addition to required trials, small manufacturers are voluntarily listing their clinical trials in the Clinical Trials Data Bank. Manufacturers developing a new drug conduct clinical trials to demonstrate safety and efficacy of that treatment, as the basis for a marketing application. 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 August 25, 2003, in Volume 68, No. 164, page 51020-51023, a 60 day notice for public comment (Attachment 3) was published in the Federal Register.  No comments were received from the public.

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 January 31, 2006, 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.  Procedures (where and how) for the actual submission of this information to the Clinical Trials Data Bank are addressed in the final guidance.  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) received 3957 new protocols in 2002.  CDER anticipates that protocol submission rates will remain at or near this level in the near future.  Of these new protocols, an estimated two-thirds1 are for serious or life-threatening diseases and would be subject to either voluntary or mandatory reporting requirements under section 113 of the Modernization Act.  Two-thirds of 3957 protocols per year is 2638 new protocols per year.  An estimated 50 percent1 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 of the Modernization Act. Fifty percent of 2638 protocols per year is 1319 new protocols per year subject to mandatory reporting.  The remaining 2638 new protocols per year are subject to voluntary reporting.  

The FDA Center for Biologics Evaluation and Research (CBER) received 910 new protocols in 2002.  CBER anticipates that protocol submission rates will remain at or near this level in the near future.  An estimated two-thirds2 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 of the Modernization Act.  Two-thirds of 910 new protocols per year is 607 new protocols per year.  An estimated 50 percent2 of the new protocols for serious or life-threatening diseases submitted to CBER are for clinical trials involving assessments for effectiveness.  Fifty percent of 607 protocols per year is an estimated 304 new protocols per year subject to the mandatory reporting requirements under section 113 of the Modernization Act. The remaining 606 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 of the Modernization Act is 1319 for CDER plus 304 for CBER, or 1623 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 (4867) minus the protocols subject to mandatory reporting requirements (1623) will be subject to voluntary reporting, or 3244 protocols. 

Our total burden estimate includes multi-center studies and accounts for the quality control review of the data before it is submitted to the data bank.  The number of IND amendments submitted in 2002 for protocol changes (e.g. changes in eligibility criteria) was 4750 for CDER and 1646 for CBER. The number of IND amendments submitted in 2002 for new investigators was 9419 for CDER and 1773 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 (9419 CDER and 1773 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 (3957 CDER and 910 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) of the Modernization Act, 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) of the Modernization Act.  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, consideration of the above information, and further consultation with sponsors who submit protocol information to the Clinical Trials Data Bank, FDA estimated that approximately 4.6 hours on average would be needed per response.  The estimate incorporates 2.6 hours for data extraction and 2.0 hours for reformatting based on data collected from organizations currently submitting protocols to the Clinical Trials Data Bank.. We considered quality control issues when developing the current burden estimates of 2.6 hours for data extraction and the 2.0 hours estimated for reformatting.  Additionally, the internet-based data entry system developed by NIH incorporates features that further decrease the sponsor's time requirements for quality control procedures. The Clinical Trials Data Bank was set up to receive protocol information transmitted electronically by sponsors.  Approximately 10 percent of sponsors transmit information to the Clinical Trials Data Bank electronically.  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.  As sponsor's familiarity with the data entry system increases, the hourly burden will continue to decrease.  

A sponsor of a study subject to the requirements of section 113 of the Modernization Act 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 of the Modernization Act that will be subject to a certification submission.  To date, no certifications have been received.  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.  Table 1 reflects the estimate of this total burden.

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

Table 1--Estimated Annual Reporting Burden


Mandatory Submissions

Voluntary Submissions
Total

Responses


Hours per 

Response
Total Hours


CDER
CBER

CDER
CBER




New Protocols
1319
304

2638
606
4867
4.6
22388

Recruitment Complete
1319
304

2638
606
4867
4.6
22388

Protocol Changes
1568
543

3182
1103
6396
4.6
29422

New Investigators
3108
585

6311
1188
11192
4.6
51483

Sites Closed
3108
585

6311
1188
11192
4.6
51483

Total Responses
10396
2313

21106
4699
38514
4.6
177165

*There are no capital costs associated with this collection of information.

We believe the estimate, 177165 hours per year (38514 responses x 4.6 hours per response) accurately reflects the burden.  We recognize that companies who are less familiar with the data entry system and the Clinical Trials Data Bank will require greater than 4.6 hours per response.  However, as sponsor familiarity with the system increases, the hourly estimate will decrease.
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.  We believe the original burden estimate of 194,096 hours per year overestimated the burden.  The new estimate of 177,164 hours per year more accurately reflects the burden.  

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

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

Attachment 1

SEC. 113. INFORMATION PROGRAM ON CLINICAL TRIALS FOR SERIOUS OR LIFE-THREATENING DISEASES. (a) In General--Section 402 of the Public Health Service Act (42 U.S.C. 282) is amended-- (1) by redesignating subsections (j) and (k) as subsections (k) and (l), respectively; and [[Page 111 STAT. 2311]] (2) by inserting after subsection (i) the following: <<NOTE: Establishment.>> ``(j)(1)(A) 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 (in this subsection referred to as the `data bank'). The activities of the data bank shall be integrated and coordinated with related activities of other agencies of the Department of Health and Human Services, and to the extent practicable, coordinated with other data banks containing similar information. ``(B) 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. ``(2) In carrying out paragraph (1), the Secretary shall collect, catalog, store, and disseminate the information described in such paragraph. The Secretary shall disseminate such information 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. ``(3) The data bank shall include the following: ``(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 Federal Food, Drug, and Cosmetic Act, which provides a description of the purpose of each experimental drug, either with the consent of the protocol sponsor, or when a trial to test effectiveness begins. Information provided shall consist of eligibility criteria for participation in the clinical trials, a description of the location of trial sites, and a point of contact for those wanting to enroll in the trial, and shall be in a form that can be readily understood by members of the public. Such information shall be forwarded to the data bank by the sponsor of the trial not later than 21 days after the approval of the protocol. ``(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 to the Secretary under section 561(c) of the Federal Food, Drug, and Cosmetic Act; or ``(ii) as a Group C cancer drug (as defined by the National Cancer Institute). The data bank may also include information pertaining to the results of clinical trials of such treatments, with the consent of the sponsor, including information concerning potential toxicities or adverse effects associated with the use or administration of such experimental treatments. ``(4) The data bank shall not include information relating to an investigation if the sponsor has provided a detailed certification to the Secretary that disclosure of such information would substantially interfere with the timely enrollment of subjects in the investigation, unless the Secretary, after the receipt of the certification, provides the sponsor with a detailed written determination that[[Page 111 STAT. 2312]]such disclosure would not substantially interfere with such enrollment. <<NOTE: Appropriation authorization.>> ``(5) For the purpose of carrying out this subsection, there are authorized to be appropriated such sums as may be necessary. Fees collected under section 736 of the Federal Food, Drug, and Cosmetic Act shall not be used in carrying out this subsection.''. <<NOTE: 42 USC 282 note.>> (b) Collaboration and Report.-- (1) In general.--The Secretary of Health and Human Services, the Director of the National Institutes of Health, and the Commissioner of Food and Drugs shall collaborate to determine the feasibility of including device investigations within the scope of the data bank under section 402(j) of the Public Health Service Act. (2) Report.--Not later than two years after the date of enactment of this section, the Secretary of Health and Human Services shall prepare and submit to the Committee on Labor and Human Resources of the Senate and the Committee on Commerce of the House of Representatives a report-- (A) of the public health need, if any, for inclusion of device investigations within the scope of the data bank under section 402(j) of the Public Health Service Act; (B) on the adverse impact, if any, on device innovation and research in the United States if information relating to such device investigations is required to be publicly disclosed; and (C) on such other issues relating to such section 402(j) as the Secretary determines to be appropriate.

Attachment 2

Guidance for Industry1
Information Program on Clinical Trials for Serious or Life-Threatening Diseases and Conditions

This guidance represents the Food and Drug Administration's (FDA's) current thinking on this topic. It does not create or confer any rights for or on any person and does not operate to bind FDA or the public. An alternative approach may be used if such approach satisfies the requirements of the applicable statutes and regulations.

I. INTRODUCTION 

This guidance is intended to assist sponsors who will be submitting information to the Clinical Trials Data Bank. The data bank was established as required under section 113 of the Food and Drug Administration Modernization Act of 1997 (Modernization Act). This guidance combines the statutory and procedural issues discussed in two previously published draft guidances on this topic. It was finalized after considering comments received on the two draft guidances.

II. BACKGROUND

Section 113 of the Modernization Act creates a public resource for information on studies of drugs, including biological drug products, to treat serious or life-threatening diseases and conditions conducted under FDA's investigational new drug (IND) regulations (21 CFR part 312). Section 113 of the Modernization Act, enacted November 21, 1997, amends section 402 of the Public Health Service Act (42 U.S.C. 282). It directs the Secretary of Health and Human Services, acting through the Director of NIH, to establish, maintain, and operate a data bank of information on clinical trials for drugs to treat serious or life-threatening diseases and conditions. 

The Clinical Trials Data Bank is intended to be a central resource, providing current information on clinical trials to individuals with serious or life-threatening diseases or conditions, to other members of the public, and to health care providers and researchers. Specifically, section 113 of the Modernization Act requires that the Clinical Trials Data Bank contain (1) information about Federally and privately funded clinical trials for experimental treatments (drug and biological products) for patients with serious or life-threatening diseases or conditions, (2) a description of the purpose of each experimental drug, (3) patient eligibility criteria, (4) a description of the location of clinical trial sites, and (5) a point of contact for patients wanting to enroll in the trial. Section 113 of the Modernization Act requires that information provided through the Clinical Trials Data Bank be in a form that can be readily understood by the public. 42 U.S.C. 282(j)(3)(A).

The National Institutes of Health (NIH), through its National Library of Medicine (NLM) and with input from the FDA and others, developed the Clinical Trials Data Bank. The first version of the Clinical Trials Data Bank was made available to the public on February 29, 2000, on the Internet.2 At that time, the data bank included primarily NIH-sponsored trials. 

On March 29, 2000, FDA made available in the Federal Register a draft guidance entitled Information Program on Clinical Trials for Serious or Life-Threatening Diseases: Establishment of a Data Bank.3 The draft guidance provided recommendations for industry on the submission of protocol information to the Clinical Trials Data Bank. It included information about the types of clinical trials for which submissions are required under section 113 of the Modernization Act, as well as the content of those submissions. 

FDA made available a second draft guidance entitled Information Program on Clinical Trials for Serious or Life-Threatening Diseases: Implementation Plan, in the Federal Register on July 9, 2001.4 The second draft guidance addressed procedural issues, including how to submit required and voluntary protocol information to the Clinical Trials Data Bank, as well as issues related to submitting certification to the Secretary that disclosure of information for a particular protocol would substantially interfere with the timely enrollment of subjects in the clinical investigation. The second draft guidance also proposed a time frame for submitting the information. This final guidance combines the two draft guidances into a single guidance.

III. REQUIREMENTS UNDER SECTION 113 OF THE MODERNIZATION ACT FOR IND SPONSORS

A. What information must I submit to the Clinical Trials Data Bank?

Section 113 of the Modernization Act requires you to submit information to the data bank about a clinical trial conducted under an investigational new drug (IND) application if it is for a drug to treat a serious or life-threatening disease or condition and it is a trial to test effectiveness (42 U.S.C. 282(j)(3)(A)). If you wish, you can also provide information on non-effectiveness trials or for drugs to treat conditions not considered serious or life-threatening. 

Section 113 of the Modernization Act requires that you submit a description of the purpose of each experimental drug, patient eligibility criteria for participation in the trial, a description of the location of clinical trial sites, and a point of contact for those wanting to enroll in the trial. Section 113 requires that the data bank provide this information in a form that can be readily understood by members of the public (42 U.S.C. 282(j)(3)(A)).

To ensure that information available through the Clinical Trial Data Bank is in a form that is readily understood, we have established four data elements, which are listed below. The data elements are made up of the following data fields: (1) descriptive information, (2) recruitment information, (3) location and contact information, and (4) administrative data. We have established the Protocol Registration System (PRS), a Web-based data processing program, to facilitate collection of this information for the data bank. The four data elements, which are listed below, as well as definitions applicable to the PRS, can be viewed at http://prsinfo.clinicaltrials.gov/. 

1. Descriptive Information
Brief Title (in lay language)

Brief Summary (in lay language)

Study Design/Study Phase/Study Type

Condition or Disease

Intervention

2. Recruitment Information
Study Status Information including 

· Overall Study Status (e.g., recruiting, no longer recruiting)

· Individual Site Status

Eligibility Criteria/Gender/Age

3. Location and Contact Information
      Location of Trial

      Contact information (includes an option to list a central contact person for all trial sites)

4. Administrative Data
Unique Protocol ID Number 

Study Sponsor 

Verification date

To verify the existence of an IND and to assist in administrative tracking, we ask that you also include in your submission the IND number and serial number and designate whether the IND is located in the Center for Drug Evaluation and Research (CDER) or the Center for Biologics Evaluation and Research (CBER). This administrative information is in a separate data field and will not be made public. 

B. When should I begin submitting clinical trial information?
Section 113 of the Modernization Act requires that sponsors submit information no later than 21 days after the trial is opened for enrollment5 (42 U.S.C. 282(j)(3)). Section 113 does not specify when sponsors must submit information about clinical trials that are existing and ongoing. To provide a transitional period for sponsors of clinical trials that are currently ongoing and expected to continue enrolling patients for more than 45 days, we ask that you submit information within 45 days after this guidance is made available through the Federal Register. We encourage you to submit information through the PRS for inclusion in the data bank as soon as possible.6 

C. Can I submit my information at specified intervals rather than on a rolling basis?
As discussed above, you must submit information about new protocols open for enrollment within 21 days after the trial is open for enrollment (42 U.S.C. 282(j)(3)), and we request that you submit information about existing ongoing trials within 45 days after this guidance is published. Supplemental information can be submitted at 30-day intervals. Such information includes amendments to the protocol with respect to one of the data elements, or interruptions, continuations, or completion of enrollment for a study. Protocol changes related to eligibility or status information, such as routine opening and closing of trial sites, can be made at 30-day intervals. FDA strongly encourages you to update information about trials that are unexpectedly closed (e.g., clinical hold) within 10 days after the closing or sooner if possible. 

To ensure that the information available through the data bank is timely and accurate, FDA also encourages you to review, verify, and update all active protocol records on a semi-annual basis, at a minimum. 

D. What is a trial for a serious or life-threatening disease or condition? 
FDA has defined serious and life-threatening diseases and conditions in previous documents. Most recently, FDA discussed issues related to products intended to treat serious or life-threatening diseases and conditions in the guidance for industry on Fast Track Drug Development Programs - Designation, Development, and Application Review (November 1998).7 In that guidance, we stated that all conditions meeting the definition of life-threatening, as set forth at 21 CFR 312.81(a), would also be serious conditions. The term life-threatening is defined as (1) diseases or conditions where the likelihood of death is high unless the course of the disease is interrupted and (2) diseases or conditions with potentially fatal outcomes, where the endpoint of clinical trial analysis is survival (21 CFR 312.81(a)). All references in this document to serious diseases or conditions include life-threatening diseases and conditions.

As FDA reiterated in the Fast Track Guidance, the seriousness of a disease is a matter of judgment, but generally is based on such factors as survival, day-to-day functioning, and the likelihood that the disease, if left untreated, will progress from a less severe condition to a more serious one. For example, acquired immunodeficiency syndrome (AIDS), all other stages of human immunodeficiency virus (HIV) infection, Alzheimer's disease, angina pectoris, heart failure, cancer, and many other diseases are clearly serious in their full manifestations. Furthermore, many chronic illnesses that are generally well managed by available therapy can have serious outcomes. For example, inflammatory bowel disease, asthma, rheumatoid arthritis, diabetes mellitus, systemic lupus erythematosus, depression, psychoses, and many other diseases can be serious in some or all of their phases or for certain populations.

Any investigational drug that has received fast track designation would be considered a drug to treat a serious disease or condition.8 Information on effectiveness trials for drugs that have received fast track designation would qualify for submission to the Clinical Trials Data Bank.

E. What is a trial to test effectiveness? 
Not all trials carried out under 21 CFR part 312 are trials to test effectiveness. FDA considers all phase 2, phase 3, and phase 4 trials with efficacy endpoints as trials to test effectiveness.9 

F. Which trials are provided to the public through the Clinical Trials Data Bank?
Section 113 of the Modernization Act requires sponsors to submit information about clinical trials of experimental treatments for serious diseases and conditions when conducted under the IND regulations. 42 U.S.C. 282(j)(3)(A). Such information can be submitted at any time with the consent of the protocol sponsor, and must be submitted within 21 days after a trial to test effectiveness begins. In addition, section 113 of the Modernization Act states that information on all treatment IND protocols and all Group C protocols10 must be included in the Clinical Trials Data Bank. 

Although it is not specifically discussed in section 113 of the Modernization Act, there are situations in which there may be a significant number of patients with the disease or condition for which the drug is being developed who are not adequately treated by existing therapy, who do not meet the eligibility criteria for enrollment, or who are otherwise unable to participate in a controlled clinical study. In these situations, sponsors may have initiated one or more expanded access protocols that include such patients. In such cases, FDA strongly recommends that sponsors also consider submitting information to the Clinical Trials Data Bank about the availability of any expanded access protocol for treatment use in addition to required submissions.

For protocols not specifically mentioned above, sponsors should review each protocol submitted to an IND to determine if the protocol is for a serious disease or condition and if it is a trial to test effectiveness. If the protocol meets these criteria, the sponsor must submit information about the trial to the Clinical Trials Data Bank, unless the sponsor provides detailed certification to FDA that such a disclosure would substantially interfere with the timely enrollment of subjects in the investigation (42 U.S.C. 282(j)(3) and (j)(4)). Sponsors with questions on whether protocols meet the criteria for submission to the Clinical Trials Data Bank are encouraged to contact the appropriate review division for additional guidance.

G. Must I include information about foreign trial sites?
Yes, you must include information about foreign trials when those trials are conducted under an IND submitted to FDA and the trial meets the criteria for submission to the Clinical Trials Data Bank. Section 113 of the Modernization Act requires sponsors to submit information about specified clinical trials that are "under regulations promulgated pursuant to section 505(i) of the Federal Food, Drug, and Cosmetic Act," which are FDA's IND regulations (42 U.S.C. 282(j)(3)). Sponsors may voluntarily conduct a foreign trial under the IND regulations. Sponsors are not required to submit information to the Clinical Trials Data Bank when a foreign trial is not conducted under an IND. 

IV. IMPLEMENTATION ISSUES

A. How do I submit information to the Clinical Trials Data Bank?
To facilitate the submission process, we have established the Web-based PRS at ClinicalTrials.gov. The system allows for entry of required and voluntary information about clinical trials. You or your designee can initiate submission of clinical trial information to ClinicalTrials.gov by completing a registration form at http://prsinfo.clinicaltrials.gov/.
After you have entered the data, the PRS generates a receipt for use by sponsors. An electronic copy of the receipt will be sent to the FDA. 

B. What information about trial sites must be included?
Section 113 of the Modernization Act requires sponsors to submit a description of the location of trial sites and a point of contact. To ensure an adequate description, we recommend that you provide for each individual trial site the full name of the organization, city, state, postal code, and country where the protocol is being conducted; and a central contact name and phone number. You can also provide the names and phone numbers of individual site contacts. 

C. How long does it take for information to be made available on ClinicalTrials.gov?
Studies will be made available to the public through ClinicalTrials.gov within two to five days after submission by the sponsor. 

D. How long will information about studies remain available through ClinicalTrials.gov?
NLM intends to maintain the Data Bank as a long-term registry of clinical trials. Therefore, in addition to information about open trials, information about closed trials will also be available through ClinicalTrials.gov, even after accrual and analysis are completed and the product is approved. 

E. Can information be transferred from a sponsor computer to the PRS?
Yes. Information can be transferred according to the format specified by the PRS. The PRS has a mechanism for uploading and downloading XML-formatted protocol records. Instructions for transferring information are provided at http://prsinfo.clinicaltrials.gov/
F. Can intermediaries acting on behalf of a sponsor submit data?
Yes. For example, in some cases a sponsor might want to contract with an information management company to serve as an intermediary in preparing data for inclusion in ClinicalTrials.gov. The information management company, when authorized by the sponsor, could act on behalf of the sponsor for this purpose.

G. Can sponsors designate multiple individuals to be data providers?
Yes. When sponsors register to become a PRS data provider, they will be given information, including instructions, for creating additional users for their accounts. A sponsor can control access to the account by designating users and administrators for the account.

H. What happens to the information submitted to the Clinical Trials Data Bank?
Except for the IND number, serial number, and FDA center designation, all information submitted through the PRS is made available to the public at http://clinicaltrials.gov.

I. Can I submit other information to the Clinical Trials Data Bank?
Yes. PRS is designed to permit you to submit more detailed information about a protocol. Additional data fields (e.g., projected enrollment) and their definitions are included in the PRS. You also can submit protocol information about other clinical trials under IND, including trials for a disease or condition that is not serious or any trial that is not designed to test effectiveness. Finally, you can submit information about results of a trial. This information, which, according to the structure of the Clinical Trials Data Bank, must come from the published literature, should be linked by including the unique MEDLINE identifier for citations of publications. 

You can use the link section provided to allow pointers to Web pages directly relevant to the protocol. If you link to other Web pages from your entries, you should ensure that the links do not misbrand your products, for example, by promoting the products before the product or an indication is approved. (See 21 U.S.C. 321(n), 331(a)(b)(c)(d), 352(a)(n) http://www.fda.gov/opacom/laws/fdcact/fdcact1.htm.) When inputting links to other web pages, the database will instruct you that the links should be directly relevant to the protocol, and that you should not link to sites whose primary goal is to advertise or sell commercial products or services.

J. Should I continue submitting information to the ACTIS and PDQ databases?
No. All information for AIDS and cancer protocols that meet the requirements of section 113 of the Modernization Act must now be submitted to ClinicalTrials.gov through the PRS. Data from the current AIDS Clinical Trials Information System (ACTIS) and Physician's Data Query (PDQ) databases are included in ClinicalTrials.gov. Information from the Rare Diseases and National Institute of Aging Databases is also included in ClinicalTrials.gov.

K. Are there exemptions for submitting clinical trials information?
Information about an investigation will not be included in the data bank if you provide a detailed certification to the Secretary of Health and Human Services that disclosure of such information would substantially interfere with timely enrollment of subjects in the clinical trial and the Secretary does not disagree. If there is disagreement, the Secretary will provide a detailed written determination that such disclosure would not substantially interfere with such enrollment (42 U.S.C. 282(j)(4)).

FDA has not identified specific instances when disclosure of information would substantially interfere with enrollment of subjects in a clinical investigation. We solicited comments on this topic for the purpose of including a listing of acceptable reasons for certification in the final guidance. We received no comments. Therefore, if you identify a specific instance when disclosure of information would interfere with enrollment of subjects in a clinical investigation, FDA will consider your request on a case-by-case-basis. 

All requests for exemption should be forwarded to Director, Office of Special Health Issues, Office of Communications and Constituent Relations, Office of the Commissioner, HF-12, 5600 Fishers Lane Rockville, MD 20857, or by email at 113trials@oc.fda.gov, or by fax at 301-443-4555.

L. Is Institutional Review Board preapproval of the protocol listing required? 
No. Section 113 of the Modernization Act does not require prior IRB approval when submitting this information to the Clinical Trials Data Bank. Current FDA guidance recommends that IRB review of listings need not occur when, as here, the system format limits the information provided to basic information, such as title, purpose of the study, protocol 

summary, basic eligibility criteria, study site locations, and how to contact the site for further information. 11
M. Will FDA monitor compliance?
A copy of the protocol listing in ClinicalTrials.gov will be sent to the FDA. FDA's Office of Special Health Issues intends to initiate a one-year pilot educational program in 2002 that will include a component to evaluate compliance. The primary objective of the pilot program is to educate sponsors about the existence of the guidance document and the availability of the online PRS data entry tool. The secondary objective of the pilot program is to evaluate the success of the educational initiative. The pilot, which will measure the number of protocols (voluntary and required) made available through the ClinicalTrials.gov database, will provide FDA with compliance information. 

1 This guidance has been prepared by the Implementation Team for section 113 of the Food and Drug Administration Modernization Act of 1997, including individuals from the Office of the Commissioner, 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), at the Food and Drug Administration. 

2 See http://clinicaltrials.gov
3 See 65 FR 16620 and http://www.fda.gov/cder/guidance/3585dft.htm
4 See 66 FR 35798 and http://www.fda.gov/cder/guidance/4602dft.htm
5 Section 113 says "not later than 21 days after the approval of the protocol." Because the Agency does not approve protocols, we have interpreted this to mean within 21 days after the trial is open for enrollment.

6 See http://prsinfo.clinicaltrials.gov
7 CDER guidances are available at http://www.fda.gov/cder/guidance/index.htm
8 That a drug is intended to treat a serious or life-threatening disease or condition, however, does not mean that it fills an unmet medical need and qualifies for fast track designation under section 506 of the Food Drug and CosmeticAct (21 U.S.C. 356).

9 Listing a trial in the Clinical Trials Data Bank is not a guarantee that the trial design is considered adequate to support approval of a drug, nor does it reflect any judgment on the conduct, analysis, or outcome of the study.

10 "Group C protocols" refers to investigational drugs designated by FDA for the treatment of specific cancers. These drugs have reproducible efficacy in one or more specific tumor types. Such a drug has altered or is likely to alter the pattern of treatment of disease and can be safely administered by properly trained physicians without specialized supportive care facilities. See National Cancer Institute Handbook for Investigators, Appendix XV, "Policy for Group C Drug Distribution," http://ctep.info.nih.gov/HandbookText/Appendix_XV.htm#Proc_Mgmt_GrpC_Prot.

11 The 1998 update of Information Sheets: Guidance for Institutional Review Boards and Clinical Investigators provides guidance on IRB review and approval of listings of clinical trials on the Internet. See http://www.fda.gov/oc/ohrt/irbs/toc4.html#recruiting.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

Food and Drug Administration

[Docket No. 2003N-0360]

Agency Information Collection Activities; Proposed Collection; Comment Request; Information Program on Clinical Trials for Serious or Life-Threatening Diseases: Maintaining a Databank

AGENCY: Food and Drug Administration, HHS.

ACTION: Notice.

-----------------------------------------------------------------------

SUMMARY: The Food and Drug Administration (FDA) is announcing an opportunity for public comment on the proposed collection of certain information by the agency. Under the Paperwork Reduction Act of 1995 (the PRA), Federal agencies are required to publish notice in the Federal Register concerning each proposed collection of information, including each proposed extension of an existing collection of information, and to allow 60 days for public comment in response to the notice. This notice solicits comments on the collection of information contained in the final guidance entitled ``Information Program on Clinical Trials for Serious or Life-Threatening Diseases: Maintaining a Databank,'' dated March 18, 2002.

DATES: Submit written or electronic comments on the collection of information by 

October 24, 2003.

ADDRESSES: Submit electronic comments on the collection of information to http://www.accessdata.fda.gov/scripts/oc/dockets/edockethome.cfm. Submit written comments on the collection of information to the Division of Dockets Management (HFA-305), Food and Drug Administration, 5630 Fishers Lane, rm. 1061, Rockville, MD 20852. All comments should 

be identified with the docket number found in brackets in the heading of this document.

FOR FURTHER INFORMATION CONTACT: Karen L. Nelson, Office of Management 

Programs (HFA-250), Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, 301-827-1482.

SUPPLEMENTARY INFORMATION:

I. Background

     Under the PRA (44 U.S.C. 3501-3520), Federal agencies must obtain approval from the Office of Management [[Page 51021]] and Budget (OMB) for each collection of information they conduct or sponsor. ``Collection of information'' is defined in 44 U.S.C. 3502(3) and 5 CFR 1320.3(c) and includes agency requests or requirements that members of the public submit reports, keep records, or provide information to a third party. Section 3506(c)(2)(A) of the PRA                                    (44 U.S.C.3506(c)(2)(A)) requires Federal agencies to provide a 60-day notice in the Federal Register concerning each proposed collection of information, including each proposed extension of an existing collection of information before submitting the collection to OMB for approval. To comply with this requirement, FDA is publishing notice of the proposed collection of information set forth in this document.

With respect to the following collection of information, FDA invites comments on: (1) Whether the proposed collection of information is necessary for the proper performance of FDA's functions, including whether the information will have practical utility; (2) the accuracy 

of FDA's estimate of the burden of the proposed collection of information, including the validity of the methodology and assumptions used; (3) ways to enhance the quality, utility, and clarity of the information to be collected; and (4) ways to minimize the burden of the collection of information on respondents, including through the use of automated collection techniques, when appropriate, and other forms of information technology.

Information Program on Clinical Trials for Serious or Life-Threatening Diseases: Maintaining a Databank--(OMB Control Number 0910-0459)--Extension

     Description: In the Federal Register of March 18, 2002 (65 FR 12022), FDA issued a final guidance to industry on recommendations for investigational new drug application (IND) sponsors on submitting information about clinical trials for serious or life-threatening diseases to a Clinical Trials Data Bank developed by the National Library of Medicine, National Institutes of Health (NIH). This information is especially important for patients and their families seeking opportunities to participate in clinical trials of new drug treatments for serious or life-threatening diseases. The final guidance describes three collections of information: Mandatory submissions, 

voluntary submissions, and certifications.

II. Mandatory Submissions

     Section 113 of the Food and Drug Administration Modernization Act of 1997 (the Modernization Act) (Public Law 105-115) requires that sponsors shall submit information to the Clinical Trials Data Bank when the clinical trial: (1) Involves a treatment for a serious or life-threatening disease, and (2) is intended to assess the effectiveness of the treatment. The final guidance discusses how sponsors can fulfill the requirements of section 113 of the Modernization Act. Specifically, sponsors should provide: (1) Information about clinical trials, both federally and privately funded, of experimental treatments (drugs, including biological products) for patients with serious or life-threatening diseases; (2) a description of the purpose of the experimental drug; (3) patient eligibility criteria; (4) the location of clinical trial sites; and (5) a point of contact for patients wanting to enroll in the trial.

    Senate 1789, ``Best Pharmaceuticals for Children Act'' (BPCA) (Public Law 107-109) established a new requirement for the Clinical Trials Data Bank mandated by section 113 of the Modernization Act. Information submitted to the data bank must now include ``a description 

of whether, and through what procedure, the manufacturer or sponsor of the investigation of a new drug will respond to requests for protocol exception, with appropriate safeguards, for single-patient and expanded protocol use of the new drug, particularly in children.'' The final guidance will be updated to include a discussion of how sponsors can fulfill the BPCA requirements.

III. Voluntary Submissions

    Section 113 of the Modernization Act also specifies that sponsors may voluntarily submit information pertaining to results of clinical trials, including information on potential toxicities or adverse effects associated with the use or administration of the investigational treatment. Sponsors may also voluntarily submit studies that are not trials to test effectiveness, or not for serious or life-threatening diseases, to the Clinical Trials Data Bank.

IV. Certifications

    Section 113 of the Modernization Act specifies that the data bank will not include information relating to a trial if the sponsor certifies to the Secretary of Health and Human Services (the Secretary) that disclosure of the information would substantially interfere with the timely enrollment of subjects in the investigation, unless the Secretary makes a determination to the contrary.

    Description of Respondents: A sponsor of a drug or biologic product regulated by the agency under the Federal Food, Drug, and Cosmetic Act or section 351 of the Public Health Service Act (42 U.S.C. 262) who submits a clinical trial to test effectiveness of a drug or biologic product for a serious or life-threatening disease.

    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 under OMB Control No. 0910-0014 until January 31, 2006, and, therefore, does not represent a new information collection requirement. Instead, preparation of submissions under section 113 of the Modernization Act involves extracting and reformatting information already submitted to 

FDA. Procedures (where and how) for the actual submission of this information to the Clinical Trials Data Bank are addressed in the final guidance.

    The Center for Drug Evaluation and Research (CDER) received 3,957 new protocols in 2002. 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\1\ are for serious or life-threatening diseases and would be subject to either voluntary or mandatory reporting requirements under section 113 of the Modernization Act. Two-thirds of 3,957 protocols per year is 2,638 new protocols per year. An estimated 50 percent\1\ 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 of the Modernization Act. Fifty percent of 2,638 protocols per year is 1,319 new protocols per year subject to mandatory reporting. The remaining 2,638 new protocols per year are subject to voluntary reporting.

---------------------------------------------------------------------------

    \1\Estimate obtained from a review of 2,062 protocols submittted to CDER between January 1, 2002, and September 30, 2002.

---------------------------------------------------------------------------

    The Center for Biologics Evaluation and Research (CBER) received 910 new protocols in 2002. CBER anticipates that protocol submission rates will remain at or near this level in the near future. An estimated two-thirds\2\ 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 of the Modernization Act. Two-thirds of 

910 new protocols per year is 607 new protocols per year. An [[Page 51022]]

estimated 50 percent\2\ of the new protocols for serious or life-threatening diseases submitted to CBER are for clinical trials involving assessments for effectiveness. Fifty percent of 607 protocols per year is an estimated 304 new protocols per year subject to the mandatory reporting requirements under section 113 of the Modernization Act. The remaining 606 new protocols per year are subject to voluntary reporting.

---------------------------------------------------------------------------

    \2\Estimate obtained from a review of 2,062 protocols submitted to CDER between January 1, 2002, and September 30, 2002.

---------------------------------------------------------------------------

    The estimated total number of new protocols for serious or life-threatening diseases subject to mandatory reporting requirements under section 113 of the Modernization Act is 1,319 for CDER plus 304 for CBER, or 1,623 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 (4,867) minus the protocols subject to mandatory reporting requirements (1,623) will be subject to voluntary reporting, or 3,244 protocols.

    It was originally estimated that the protocol submissions to the data bank will be updated 2.5 times per year under section 113 of the Modernization Act.

    In the Federal Register of March 29, 2000 (65 FR 16620), the agency requested comments on the proposed collection of information. One comment was received. The 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. Our final burden estimate incorporated these concerns and included a revised burden estimate.

    The number of IND amendments submitted in 2002 for protocol changes (e.g., changes in eligibility criteria) was 4,750 for CDER and 1,646 for CBER. The number of IND amendments submitted in 2002 for new investigators was 9,419 for CDER and 1,773 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 (9,419 CDER and 1,773 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 (3,957 CDER and 910 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) of the Modernization Act, 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) of the Modernization Act. 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, consideration of the above information, and further consultation with sponsors who submit protocol information to the Clinical Trials Data Bank, FDA estimated that approximately 4.6 hours on average would be needed per response. The 

estimate incorporates 2.6 hours for data extraction and 2.0 hours for reformatting based on data collected from organizations currently submitting protocols to the Clinical Trials Data Bank. We considered quality control issues when developing the current burden estimates of  2.6 hours for data extraction and the 2.0 hours estimated for reformatting. Additionally, the internet-based data entry system developed by NIH incorporates features that further decrease the sponsor's time requirements for quality control procedures. The Clinical Trials Data Bank was set up to receive protocol information transmitted electronically by sponsors. Approximately 10 percent of sponsors electronically transmit information to the Clinical Trials Data Bank. 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. As sponsor's familiarity with the data entry system increases, the hourly burden will continue to decrease.

    A sponsor of a study subject to the requirements of section 113 of the Modernization Act 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 of the Modernization Act that will be subject to a certification submission. To date, no certifications have been received. 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. Table 1 

reflects the estimate of this total burden.

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

                                 Table 1.--Estimated Annual Reporting Burden\1\

----------------------------------------------------------------------------------------------------------------

    New               Recruitment     Protocol              New               Site                Total          Hours per           Total

 Protocols            Complete       Changes       Investigators      Closed         Responses        Reponse           Hours

----------------------------------------------------------------------------------------------------------------

CDER                 1,306        1,568           3,108        3,108          10,396         4.6             47,822

(mandatory);

 1,306

----------------------------------------------------------------------------------------------------------------

CBER                   300          543             585          585           2,313              4.6             10,640

(mandatory);

 300

----------------------------------------------------------------------------------------------------------------

CDER                 2,651        3,182           6,311        6,311          21,106        4.6             97,088

(voluntary);

 2,651

----------------------------------------------------------------------------------------------------------------

CBER                   610        1,103           1,188        1,188           4,699          4.6             21,615

(voluntary);

 610

----------------------------------------------------------------------------------------------------------------

Total                                                                                                                               177,165

----------------------------------------------------------------------------------------------------------------

\1\There are no capital and startup costs, or operation and maintenance costs associated with this collection ofinformation.
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    We believe the estimate, 177,165 hours per year (38,514 responses x 4.6 hours per response) accurately reflects the burden. We recognize that companies who are less familiar with the data entry system and the Clinical Trials Data Bank will require greater than 4.6 hours per response. However, as sponsor familiarity with the system increases, the hourly estimate will decrease.

Dated: August 18, 2003.

Jeffrey Shuren,

Assistant Commissioner for Policy.

[FR Doc. 03-21624 Filed 8-22-03; 8:45 am]

BILLING CODE 4160-01-S

Attachment 4

Data Element Definitions


1. Titles and Background Information 

Organization's Unique Protocol ID
Submission: Required
Definition: Unique identification assigned to the protocol by the sponsoring organization, usually an accession number or a variation of a grant number. Multiple studies conducted under the same grant must each have a unique number.
Example: CC-99-H-0020; R01-123456-1; R01-123456-2 

Secondary IDs 
Submission: Optional
Definition: Other identification numbers assigned to the protocol, including any applicable NIH grant numbers. Provide up to 5 Secondary ID Numbers.
Example: NCI-793-0115D 

Brief Title
Submission: Required
Definition: Protocol title intended for the lay public.
Example: Safety Study of Recombinant Vaccinia Virus Vaccine to Treat Prostate Cancer 

Official Title
Submission: Optional
Definition: Official name of the protocol provided by the principal investigator or sponsor.
Example: Phase 1 Study of Recombinant Vaccinia Virus That Expresses Prostate Specific Antigen in Metastatic Adenocarcinoma of the Prostate

2. Investigational New Drug Application (IND) Information: Complete the following only if the protocol involves an Investigational New Drug Application (IND). (Will not be made public - for administrative purposes only.) 

IND Protocol?
Submission: Required
Definition: Indicate if the protocol is being conducted under an Investigational New Drug Application (IND). If not, select "No" and continue. (Will not be made public - for administrative purposes only.) 

IND Grantor
Submission: Required
Definition: FDA center to which the IND was submitted, e.g., Center for Drug Evaluation and Research (CDER) or Center for Biologics Evaluation and Research (CBER). Select one. (Will not be made public - for administrative purposes only.) 

IND Number
Submission: Required
Definition: Number assigned to an Investigational New Drug Application (IND). If not yet received, use "Not Yet Assigned". (Will not be made public - for administrative purposes only.)
Examples: 22,333; BB1234 

IND Serial Number
Submission: Required
Definition: The number that appears in section 10 of the FDA Form 1571. Use the serial number from the first submission of the protocol to the IND. (Will not be made public - for administrative purposes only.)

3. Sponsors 

Sponsor
Submission: Required
Definition: Name of sponsoring organization that takes responsibility for and initiates a clinical investigation.
Examples: Bristol-Myers Squibb; National Institute of Allergy and Infectious Diseases 

Collaborators
Submission: Optional
Definition: Full names of organizations co-sponsoring and/or providing financial support for the protocol. Provide up to 10 full names of collaborating organization. 

4. Study Description
Brief Summary
Submission: Required
Definition: Short description of the primary purpose of the protocol intended for the lay public.

Example: The purpose of this study is to determine whether prednisone, methotrexate, and cyclophosphamide are effective in the treatment of rapidly progressive hearing loss in both ears due to autoimmune inner ear disease (AIED). 

Detailed Description


Submission: Optional
Definition: Extended description of the protocol, including information such as methodology and rationale not already contained in other fields.

Example: The incidence of a second stroke in patients who have had a first stroke is between 7 and 10 percent per year. Myocardial infarction (heart attack) as a complication of stroke adds to stroke death and disability. Because homocysteine may be a major contributor to stroke, its reduction by appropriate intervention with vitamin supplements could reduce the impact of recurrent stroke, myocardial infarction, and vascular death. The purpose of this trial is to determine whether a multivitamin containing high-dose folic acid, pyridoxine, and cyanocobalamin, in addition to best medical/surgical management and risk factor modification, reduces the recurrence of stroke or occurrence of myocardial infarction in stroke patients with elevated homocysteine levels. 

5. Status 

Study Phase
Submission: Required
Definition: Phase of investigation. Select only one. 

Phase 1: includes initial studies to determine the metabolism and pharmacologic actions of drugs in humans, the side effects associated with increasing doses, and to gain early evidence of effectiveness; may include health participants and/or patients 

Phase 1/Phase 2: for trials that are a combination of phases 1 and 2 

Phase 2: includes controlled clinical studies conducted to evaluate the effectiveness of the drug for a particular indication or indications in patients with the disease or condition under study and to determine the common short-term side effects and risks 

Phase 2/Phase 3: for trials that are a combination of phases 2 and 3 

Phase 3: includes expanded controlled and uncontrolled trials after preliminary evidence suggesting effectiveness of the drug has been obtained, and are intended to gather additional information to evaluate the overall benefit-risk relationship of the drug and provide an adequate basis for physician labeling 

Phase 4: post-marketing studies to delineate additional information including the drug's risks, benefits, and optimal use 

N/A: or trials without phases, such as expanded access trials or registries. Used rarely. 

     Study Type
     Submission: Required
     Definition: Nature of the investigation. Select one. 

· Interventional: experimental studies in humans to investigate the safety and/or efficacy of a drug, gene therapy, vaccine, behavior, device, or procedure.

· Observational: studies in humans that record specific events occurring in a defined population without any intervention by the researcher, such as natural history, screening, and psychosocial studies. 

Overall Recruitment Status
Submission: Required
Definition: Overall protocol accrual activity for the protocol. Select one. 

· Not yet recruiting: participants are not yet being recruited or enrolled 

· Recruiting: participants are currently being recruited and enrolled 

· No longer recruiting: participants are no longer being recruited or enrolled 

· Completed: participants are no longer being recruited; data analysis is complete 

· Suspended: recruiting or enrolling participants has halted but potentially will resume 

· Terminated: recruiting or enrolling participants has halted and will not resume 

Verification Date
Submission: Required
Definition: Date the protocol information, including status, was last verified, whether changes are made or not.

Start Date
Submission: Optional
Definition: Date that enrollment to the protocol begins.

Completion Date
Submission: Optional
Definition: Expected or actual completion date of the protocol.

6. Study Design 

Study Type (Interventional)
Submission: Required
Definition: Primary investigative techniques used in the protocol. Select the most appropriate term describing the protocol from each of the six categories: Purpose, Allocation, Masking, Control, Assignment, and Endpoint. 

Purpose: reason for the protocol
Submission: Required 

· Treatment: protocol designed to evaluate one or more interventions for treating a disease, syndrome, or condition 

· Prevention: protocol designed to assess one or more interventions aimed at preventing the development of a specific disease or health condition 

· Diagnosis: protocol designed to evaluate one or more interventions aimed at identifying a disease or health condition 

· Educational/Counseling/Training: protocol designed to assess one or more interventions in an educational, counseling, or training environment 

Allocation: participant selection
Submission: Optional 

· Randomized Controlled Trial: participants are assigned to intervention groups by chance 

· Nonrandomized Trial: participants are expressly assigned to intervention groups 

Masking: knowledge of intervention assignments
Submission: Optional 

· Open: no masking is used. All involved know the identity of the intervention assignment. 

· Single Blind: participants are unaware of the intervention assignment; investigators are aware. 

· Double Blind: both participants and investigators are unaware of the intervention assignment 

Control: nature of the intervention control
Submission: Optional 

· Placebo: participants may receive only placebo throughout the course of the protocol 

· Active: participants may receive some form of treatment (e.g., standard treatment) in place of the intervention under investigation 

· Uncontrolled: no controls are used 

· Historical: the control consists of results from past studies 

· Dose Comparison: participants may receive one of several doses of the intervention 

Assignment: intervention assignments
Submission: Optional 

· Single Group: all participants receive the same intervention throughout the protocol 

· Parallel: participants receive an intervention throughout the protocol 

· Cross-over: participants may receive different interventions sequentially during the protocol 

· Factorial: participants may receive no intervention, some intervention, or multiple interventions simultaneously 

· Expanded Access: includes treatment IND protocols 

Endpoint: overall outcome that the protocol is designed to evaluate. Select one.
Submission: Optional 

· Safety: show if the drug is safe under conditions of proposed use 

· Efficacy: measure of an intervention's influence on a disease or health condition 

· Safety/Efficacy 

· Bio-equivalence: scientific basis for comparing generic and brand name drugs 

· Bio-availability: rate and extent to which a drug is absorbed or otherwise available to the treatment site in the body 

· Pharmacokinetics: the action of a drug in the body over a period of time including the process of absorption, distribution and localization in tissue, biotransformation, and excretion of the compound 

· Pharmacodynamics: action of drugs in living systems 

· Pharmacokinetics/Pharmacodynamics 

Study Type (Observational)


Submission: Required
Definition: Primary investigative techniques used in an observational protocol. Select the most appropriate term describing the protocol from each of the four categories: Purpose, Duration, Selection, and Timing. 

Purpose: reason for the protocol
Submission: Required 

· Natural History: protocol designed to investigate a disease or condition through observation under natural conditions (i.e., without intervention) 

· Screening: protocol designed to assess or examine persons or groups in a systematic way to identify specific markers or characteristics (e.g., for eligibility for further evaluation) 

· Psychosocial: protocol designed to observe the psychosocial impact of natural events 

      Duration: length of protocol
      Submission: Optional 

· Longitudinal: studies in which participants are evaluated over long periods of time, typically months or years 

· Cross-sectional: studies in which participants are evaluated over short periods of time, typically up to 10 weeks 

             Selection: sample selection
             Submission: Optional 

· Convenience Sample: participants or populations are selected due to ease of recruitment 

· Defined Population: participants or populations are selected based on predefined criteria 

· Random Sample: participants or populations are selected by chance 

· Case Control: participants or populations are selected to match the control participants or populations in all relevant factors except for the disease; only the case participants or populations have the disease 

            Timing: time of protocol
            Submission: Optional 

· Retrospective: a protocol that observes events in the past 

· Prospective: a protocol that observes events in real time (may occur in the future) 

· Both: a protocol that combines retrospective and prospective observation 

7. Interventions


Submission: Required
Definition: Primary interventions being studied. Provide specific name and type for each intervention (up to 10 items). 

Intervention Type: select one per intervention 

· Drug 

· Gene Transfer - including gene transfer and recombinant DNA (e.g., Human nerve growth factor) 

· Vaccine 

· Behavior (e.g., Protein and calorie controlled diet; Self-hypnotic relaxation) 

· Device (e.g., Defibrillators, implantable; Electronic medication reminder system) 

· Procedure (e.g., Adenoidectomy; Bronchoalveolar lavage) 

       Intervention Name
       Definition: generic name of the precise intervention being studied
       Examples: 

Zidovudine (drug)
Self-hypnotic relaxation (behavior)

8. Conditions and Keywords 

Conditions
Submission: Required
Definition: Primary diseases or conditions being studied, using the National Library of Medicine's Medical Subject Headings (MeSH) controlled vocabulary. The conditions are used to index studies in ClinicalTrials.gov. Select up to five disease or condition terms. 

Keywords
Submission: Optional
Definition: Words or phrases that best describe the protocol. Keywords help users find studies in the database. Use NLM's Medical Subject Heading (MeSH) controlled vocabulary terms where appropriate. Be as specific and precise as possible. Avoid acronyms and abbreviations. 

9. Eligibility
Eligibility Criteria
Submission: Required
Definition: Summary criteria for participant selection
Example: 

Inclusion Criteria: 

· Clinical diagnosis of Alzheimer's Disease 

· Must be able to swallow tablets 

Exclusion Criteria: 

· Insulin dependent diabetes 

· Thyroid disease 

     Gender
     Submission: Required
     Definition: Physical gender of individuals who may participate in the protocol. Select one. 

· Both: both female and male participants are being studied 

· Female: only female participants are being studied 

· Male: only male participants are being studied 

     Age Limits 

Minimum Age
Submission: Required
Definition: Minimum age of participants. Provide a number and select a unit of time (years, months, weeks, days, hours, or minutes). Select "N/A (No limit)" if no minimum age is indicated. 

Maximum Age
Submission: Required
Definition: Maximum age of participants. Provide a number and a unit of time (years, months, weeks, days, hours, or minutes). Select "N/A (No limit)" if no maximum age is indicated. 

Acceptable Participants 

Accepts Healthy Volunteers?
Submission: Required
Definition: Indicate if persons who have not had the condition(s) being studied or otherwise related conditions or symptoms, as specified in the eligibility requirements, may participate in the study. Select Yes/No. 

Expected Total Enrollment
Submission: Optional
Definition: Estimated number of participants to be studied 

10. Protocol Location, Contact and Investigator Information 

Multiple locations may be specified. Location is composed of the following fields. 

Facility
Submission: Required

· Name: Full name of the organization where the protocol is being conducted.
Examples: UCLA Eye Institute; Springfield Memorial Hospital 

· City 

· State/Province 

· Postal Code 

· Country 

     Recruitment Status: protocol accrual activity at a facility. Select one.
     Submission: Required (if Overall Status is "Recruiting")

· Not yet recruiting: participants are not yet being recruited or enrolled 

· Recruiting: participants are currently being recruited and enrolled 

· No longer recruiting: participants are no longer being recruited or enrolled 

· Completed: participants are no longer being recruited; data analysis is complete 

· Suspended: recruiting or enrolling participants has halted but potentially will resume 

· Terminated: recruiting or enrolling participants has halted and will not resume 

     Facility Contact
     Submission: Required (if a Central Contact is not provided)

· First Name 

· Middle Initial 

· Last Name 

· Degree 

· Phone: office phone of the facility contact person. Use the format 123-456-7890 within the United States and Canada. Otherwise, provide the country code. 

· Ext: phone extension, if needed 

· Email: electronic mail address of the facility contact person 

     Facility Contact Backup 
     Submission: Optional
     Person to contact if Facility Contact is not available (i.e., a second contact person).

     Investigators (at the protocol location)
     Submission: Optional

· First Name 

· Middle Initial 

· Last Name 

· Degrees 

· Role: Principal Investigator or Sub-Investigator (pick one) 

     Central Contact
     Submission: Required (if a Facility Contact is not provided)
     Definition: Person providing centralized, coordinated recruitment information for the entire 

     Study.

· First Name 

· Middle Initial 

· Last Name 

· Degree 

· Phone: Office phone of the central contact person. Use the format 123-456-7890 within the United States and Canada. Otherwise, provide the country code. 

· Ext: phone extension, if needed 

· Email: electronic mail address of the central contact person 

     Central Contact Backup
     Submission: Optional
     Person to contact if Central Contact is not available.

     Overall Study Officials
     Submission: Optional
     Definition: Person(s) responsible for the overall scientific leadership of the protocol. 

· First Name 

· Middle Initial 

· Last Name 

· Degree 

· Official's Role: Position or function of the official. Select one (Study Chair/Study Director/Principal Investigator).

· Organizational Affiliation: Full name of the official's organization.

11. Related Information 

References
Submission: Optional
Definition: Citations to publications related to the protocol: background and/or results. Provide either the unique PubMed Identifier (PMID) of an article or enter the full bibliographic citation. 

MEDLINE Identifier
Submission: Optional
Definition: unique PubMed Identifier (PMID) for the citation in MEDLINE
Example: PMID: 10987815 

Citation
Submission: Optional
Definition: bibliographic reference in NLM's MEDLINE format
Example: Barza M; Pavan PR; Doft BH; Wisniewski SR; Wilson LA; Han DP; Kelsey SF. Evaluation of microbiological diagnostic techniques in postoperative endophthalmitis in the Endophthalmitis Vitrectomy Study. Arch Ophthalmol 1997 Sep;115(9):1142-50 

     Links
     Submission: Optional
     Definition: A Web site directly relevant to the protocol may be entered, if desired. Do not 

include sites whose primary goal is to advertise or sell commercial products or services. Links  to educational, research, government, and other non-profit Web pages are acceptable. All submitted links are subject to review by ClinicalTrials.gov. 

URL
Submission: Optional
Definition: complete URL, including http://
Example: http://www.alzheimers.org/ 

Description
Submission: Optional
Definition: title or brief description of the linked page. If the page being linked is the protocol's home page on the sponsor's Web site, include the words "Click here for more information about this study:" and provide the name of the protocol.
Examples: 

Click here for more information about this study: Clinical Trial of Eye Prophylaxis in the Newborn

The Alzheimer's Disease Education and Referral (ADEAR) Center is a service of the National Institute on Aging
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PRS Administrators

XML File Transfer
PRS Administrators

Overview

The ClinicalTrials.gov Protocol Registration System (PRS) is a web-based tool developed for submitting clinical trials information to ClinicalTrials.gov. This document provides step-by-step instructions for entering, modifying, and releasing protocol records using the PRS. Records submitted through the PRS (http://register.clinicaltrials.gov) are available to the public at ClinicalTrials.gov (http://clinicaltrials.gov). A guided tour of the PRS and account application information are available at http://prsinfo.clinicaltrials.gov/ 

PRS users enter information about their clinical trials, ensuring that the information is correct, readily understood by members of the public, and updated in a timely manner. 

PRS Administrators are responsible for the process by which clinical trial information is released to ClinicalTrials.gov on behalf of their organization. This process includes creating accounts for PRS users and editing and approving clinical trial records prior to initial release and after record updates. They serve as points of contact for the ClinicalTrials.gov team and resolve questions associated with the information that is provided. 

The ClinicalTrials.gov team maintains the PRS and the ClinicalTrials.gov site and may make minor corrections to records. 


Procedures for Users

A. Log In to PRS
B. Create a ClinicalTrials.gov Record
C. Submit Record to Your Administrator
D. Modify Record
E. View Record
F. Preview Record as it Appears on ClinicalTrials.gov
G. Delete Record
H. Change Your Password


A. Log In to PRS

1. Go to http://register.clinicaltrials.gov. 
2. Complete the three fields on the Login screen: 

· Organization: organization login name 

· Username: user login name 

· Password: (case-sensitive) 

3. Click [Login] and the Main Menu of the PRS appears. 
4. To log out of the PRS, select [Logout] from the Main Menu screen. 

B. Create a ClinicalTrials.gov Record

A record may be created at a single session or created and saved for completion at later sessions. To create a record during a single session: 

1. Click [Create] from the Main Menu screen.
2. Enter the Unique Protocol ID and Brief Title for your record on the Create New Protocol Record screen. 
3. Click [Continue] to save data and proceed to the next screen. Repeat data entry and [Continue] for successive screens.
4. After clicking [Continue] on the final data entry screen (Links), click [OK] on the Study Completed screen. 

To create a record and save for completion at later sessions, after step 2. (above) or any successive screen, click [Quit] to stop data entry 

· Click [Save Protocol Record] to keep your data. The record is saved for later sessions. 

· Click [Delete Protocol Record] to erase the record. 

Data entry tips: 

Use language that is easily understood in Brief Summary. 

Paragraph separation: leave a blank line between paragraphs (press enter twice). 

Create lists: 

· Keep each item on a separate line (press return after entering text for each line) 

· Bullet items by starting each line with two spaces, a hyphen, and a space before entering the text 

· Press return after text for each item 

All of the data screens are clustered into 11 groups (by topic). 

Click on any data entry field name to obtain a description of the field. 

All fields may be modified at a later date. 

Protocol records progress through the PRS with record status values as explained in the table below. 


PRIVATE
Description
Record Status

User is creating (or modifying) the record.
In Progress

User has finished - record is ready for review.
Completed

Administrator has reviewed record and has made any necessary changes.
Approved

Administrator has released the record to ClinicalTrials.gov.
Released

C. Submit Record to Your Administrator

1. Click [Modify] from the Main Menu. 
2. Click [Edit] next to the record you wish to submit. 
3. Review and make any necessary changes indicated by messages below the data fields on the Edit Protocol Record screen: 

PRIVATE "TYPE=PICT;ALT=Error Icon"ERROR messages indicate items that MUST be corrected. All errors must be resolved before a record may be released to ClinicalTrials.gov. 

PRIVATE "TYPE=PICT;ALT=Info Icon"NOTE messages should be reviewed and corrected as needed. 

4. After data entry for a record has been completed, enter any comments about the record for the Administrator and click [Complete] in the Record Status area of screen. This generates automatic e-mail notification to the Administrator that the record is complete. 

Your Administrator will review the record. Approved records are released to ClinicalTrials.gov. 

D. Modify Record

1. Click [Modify] on the Main Menu. 
2. Click [Edit] next to the record to be modified on the Select Protocol Record - Edit screen 
3. Locate the data field to be modified on the Edit Protocol Record screen. 
4. Click on the corresponding [Edit] for that field. 
5. Make changes on the data entry screen. 
6. Click [OK] to save the changes and return to Edit Protocol Record. 
7. Update Verification Date. 

E. View Record

1. Click [View] on the Main Menu. 
2. Click [View] next to record to be displayed on the Select Protocol Record - View screen. 
3. View Protocol Record is read-only. To edit records see D. Modify Record. 

F. Preview Record as it Appears on ClinicalTrials.gov

1. Click [Modify] on the Main Menu. 
2. Click [Edit] next to the record to be previewed. 
3. Click [Preview] to see the record displayed similar to how it appears on ClinicalTrials.gov. 
4. Click [Continue] to return to the Edit Protocol Record screen. 


G. Delete Record

1. Click [Modify] on the Main Menu. 
2. Click [Edit] next to the record to be deleted. 
3. Click [Delete]. 
4. Click [OK] on the Delete Protocol screen or click [Cancel] to return to the Edit Protocol Record screen without deleting the record. 

A deleted record can be recovered via the [Undelete] option on the Main Menu. 


H. Change Your Password

1. Click [Change password] on the Main Menu. 
2. Enter: 

· old password 

· new password 

· new password again for verification 

3. Click [Change Password] to save the new password. 

Contact your Administrator if you forget your password. 



Procedures for Administrators

I. Create User Accounts 
J. View and Select Organization Records 
K. Review, Perform Quality Check, and Approve Completed ClinicalTrials.gov Record 
L. Release Record to ClinicalTrials.gov 
M. Release a Batch of Records to ClinicalTrials.gov 
N. Change Ownership of Record. 
O. Updating Records 
P. Edit User Information 
Q. Reset Existing User Password 
R. Disable/Enable User Account 
S. Review Organization Account 
T. Contact PRS System Administrator 



I. Create User Accounts

1. Click [Create] under User Accounts/Administrative Functions on the Main Menu 
2. Complete the fields on the User Registration screen: 

· Access Level: "Normal" for Users (or "Administrator" for Administrators) 

· Enter User Login Name: (e.g., last name, first initial) 

· Full User Name:(e.g., full first name followed by last name) 

· User Password: (e.g., changeme) 

· Other User Information: (optional) 

· User E-mail: (e-mail address of user) 


3. Click [Create] to accept account information and generate automatic e-mail notification to the user of the new account. 

To view existing User account information: 
1. Click [Modify] under User Accounts/Administrative Functions on the Main Menu. 
2. Click [Login] next to the User name to see account information. 

J. View and Select Organization Records

The first time any selection under Protocol Records on the Main Menu is made, you will see a Protocol Record Selection Criteria screen: 
1. Determine the type of record to be viewed (In Progress, Completed, Approved, or Released). All record types are checked by default. 
2. Option: Find particular records using Search: 

· Select a record field to search (Brief Title, NCT ID, Condition, Intervention Name or Phase) using the drop-down menu. 

· Enter a word or phrase in the text box. 

3. Select Advanced Options if desired. 
4. Click [OK]. 

K. Review, Perform Quality Check, and Approve Completed ClinicalTrials.gov Record

1. After Users create and submit records to their Administrators for approval, an automatic e-mail notification is sent to the Administrator (see B. Create a ClinicalTrials.gov record and C. Submit a modified record to your Administrator). 

2. Check for system-generated e-mail notification of Completed records. 

3. Click [Modify] under Protocol Records/Standard Functions on the Main Menu. 

4. Select type of record to review on Protocol Record Selection Criteria screen and click [OK]. 
5. Click [Edit] next to the record to be reviewed on the Select Protocol Record - Edit screen. Check for and resolve any typos and data errors such as: 

PRIVATE "TYPE=PICT;ALT=Error Icon"ERROR: Verification Date is a required field. 
ERROR: Phase is a required field. 
ERROR: At least one Intervention must be specified for Interventional studies. 

All ERROR messages must be resolved. (See D. Modify Record for instructions on editing records.) 

To Perform Quality Check: 
1. Click [Preview] on the Edit Protocol Record screen. 
2. On the Protocol Registration Preview screen examine data for accuracy. Review the Brief Summary and Eligibility Criteria to see if language is easily understood by website users. Check that formatting in Brief Summary and Eligibility Criteria allows for ease of reading. 
3. Click [Continue] to return to Edit Protocol Record screen. Make any changes that are needed. Formatting can be improved as follows: 

· Paragraph separation: leave a blank line between paragraphs (press enter twice). 

· Create lists: 

· Keep each item on a separate line (press return after entering text for each line) 

· Bullet items by starting each line with two spaces, a hyphen, and a space before entering the text 

· Press return after text entry for each item 

To Approve: 

1. Update Verification Date. 
2. Click [Approved] on the Protocol Record Status screen 
3. Click [OK]. 

L. Release Record to ClinicalTrials.gov


1. Click [Modify] under Protocol Records/Standard Functions on the Main Menu. 
2. Click [Edit] next to record to be previewed on the Select Protocol Record ? Edit screen. 
3. Click [Release] on the Edit Protocol Record screen. 
4. Click [OK] to submit the record to ClinicalTrials.gov. (Once a record is released, it cannot be retrieved.) 

If an Administrator changes an Approved record, it does not need to be Approved again. The record must still be Released. 

Upon release of a record, the protocol information appears on the ClinicalTrials.gov web site within 2-5 days. 

M. Release a Batch of Records to ClinicalTrials.gov

1. Click [Release all] under Protocol Records/Administrative Functions on the Main Menu. 
2. Click [Release Protocols]. All checked and approved records are submitted to ClinicalTrials.gov. 

N. Change Ownership of Record 

PRS Users may only edit and view records they created. Users "own" these records. Administrators may edit and view all records in their Organizations. If needed, Administrators may change record ownership among Users. 

1. Click [Change owner] under Protocol Records/Administrative Functions on the Main Menu. 
2. Click [Ownership] next to the record you wish to change. 
3. Enter the Login Name of the new owner. 
4. Click [OK]. To find a User Login Name, click [Modify] under User Accounts/Administrative Functions on the Main Menu. 

O. Updating Records


1. Update records whenever information is added or changed or at a minimum every six months for all active trials (not yet recruiting, recruiting, and no longer recruiting trials). Generally, Users should be instructed to update records using D. Modify a record. under "Procedures for Users." 

· Update the Verification Date when approving any modifications. 

· For six months review of active protocols, Verification Date may or may not be the only change needed. 


2. Automatic e-mail notification to the Administrator is generated by the following actions: 

· The status of a record is changed to Completed. 

· Data in any field of a record is changed by the User. 

· A record is reset to In-Progress by a User. 

Each time a record is modified, it again must be Released by the Administrator for the changes to take effect in ClinicalTrials.gov. 

P. Edit User Information


1. Click [Modify] in User Accounts/Administrative Functions on the Main Menu. 
2. Click on the selected Login name. 
3. Enter changes on the User Information screen. 
4. Click [Modify]. 

Q. Reset Existing User Password


1. Click [Modify] under User Accounts/Administrative Functions on the Main Menu. 
2. Click on a Login name. 
3. Enter the new password two times. Passwords must contain at least 6 characters and are case sensitive. 
4. Click [Change Password]. 

R. Disable/Enable User Account

1. Click [Enable/disable] under User Accounts/Administrative Functions on the Main Menu. 
2. Click on a Login name. 
3. Click [Enabled] checkbox: 

· Enabled (box checked): User account is active 

· Disabled (box unchecked): Users cannot access the PRS 

4. Click [Modify]. 

If a user is disabled, ownership of his/her record(s) should be changed. 

S. Review Organization Account

1. Click [View] under Organization Account/Administrative Functions on the Main Menu. 
2. Review the fields on the Organization Information screen: 

· Organization Login Name 

· Full Organization Name 

· Other Organization Information 

· Administrator Email 

3. Click [Send a message to ClinicalTrials.gov Administration]. 
4. Enter changes. 
5. Click [Send]. 

T. Contact PRS System Administrator

1. Click [Send message to PRS] from Help/Administrative Functions on the Main Menu. 
2. Enter a message in the text area. 
3. Click [Send]. 



XML File Transfer

The XML file transfer (upload/download) capability is provided to facilitate the transfer of data between ClinicalTrials.gov and data providers' computer systems. This capability is not required for most organizations. 

U. XML Upload 
V. Release of Uploaded Protocol Records 
W. XML Download 

U. XML Upload

XML files containing protocol information to be uploaded into the PRS are subject to the same validation process as protocol records created using the PRS web interface. 

The PRS Document Type Definition (DTD), available via the PRS main menu, defines the specific required and optional tags associated with a protocol record. The DTD also contains comments outlining some of the key validation rules which cannot be expressed in the form of a DTD. For more details on what constitutes valid content, refer to the PRS Data Element Definitions, also accessible via the main menu. 

Multiple records can be uploaded from a single file by simply concatenating the XML for the records and placing the concatenated XML within a "" tag. 

Once the XML file is prepared, upload is accomplished by selecting the "Upload protocols" option from the main menu and following the instructions provided on that screen. 

V. Release of Uploaded Protocol Records

Protocol records which are uploaded are not automatically released for publication on the ClinicalTrials.gov web site. An explicit "release" action is required (see M. Release a Batch of Records to ClinicalTrials.gov). 

Records which pass validation without any errors are given a record status of "Approved", while records with errors are given "Completed" record status. Errors may be corrected either by repeating the upload or via the PRS web interface. When using the latter method, each corrected record must be approved (using the "Approve" link on the Edit Protocol screen), as only approved records can be released to ClinicalTrials.gov. 

Note that when a record is uploaded it replaces the previous version of the record, if any exists. However, the previously released version will continue to be published on the ClinicalTrials.gov web site until 2-5 days after the new version has been released from the PRS. 

W. XML Download

Data from one or more protocol records can be downloaded from the PRS into an XML file on the data provider's computer. To download a single file, use the Download XML link on the Edit Protocol screen. 

Multiple protocol records may be downloaded into a single XML file, via the Select Protocol Record screen's Download XML link. It may be necessary to change selection criteria to get the desired list of protocol records before downloading. 








1 Estimate obtained from a review of 2062 protocols submitted to CDER between January 1, 2002 and September 30, 2002.





2 Estimate obtained from a review of 2062 protocols submitted to CDER between January 1, 2002 and September 30, 2002.
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