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I. Clinical Trials Registration  


IMPORTANT REGULATORY UPDATE 


ACTION REQUIRED





On September 27, 2007, Congress passed the FDA Amendment Act, which mandates expanded requirements for ClinicalTrials.gov registration and upkeep as of 12/26/07. The new requirements significantly broaden the previous requirements. In addition, ICMJE (International Committee of Medical Journal Editors) announced plans to expand their registration requirements as of July 8, 2008. (ICJME signatories require registration of trials in order to be accepted for publication in associated journals.) 





This document summarizes both sets of requirements and assists investigators in navigating through these requirements. 





Please note: FDA and ICMJE are two distinct entities both of which mandate clinical trial registration.  Although the criteria for trial registration overlap, there are different requirements.  In general, the ICJME requirements are broader and require more frequent updates. We recommend that investigators follow the broader ICJME requirements to avoid future publication concerns, but investigators should review both sets of reporting obligations. 





What trials must be registered? 


 


In accordance with the FDA Amendment Act:





All clinical trials of drugs and biologics that are subject to FDA regulations (excluding Phase I). 








Who must update already registered trials?


 


The new regulations add additional required fields. Therefore, you must go to the web site and update your registration with the required information. 





To update your registered trial: logon to � HYPERLINK "http://clinicaltrials.gov/" ��http://clinicaltrials.gov/�.  For information on the additional data elements see: � HYPERLINK "http://prsinfo.clinicaltrials.gov/s801-data-element-list.pdf" ��http://prsinfo.clinicaltrials.gov/s801-data-element-list.pdf�





When must you comply with updated registration requirements?





For research involving FDA regulated products:





by 12/26/07 or within 21 days after the first subject enrolled





Exceptions





Drug, biologic and device trials that do not involve a “serious or life-threatening disease or condition” and that were ongoing as of 9/27/2007 must be registered by 9/27/2008





Trials ongoing as of 9/27/07 and do not involve a serious or life-threatening condition and are completed by 12/26/07 are not subject to new requirements





As of July 2008, ICJME requirements will be updated in accordance with the new definition above.  We will inform if we receive more information from ICJME.





What if you have questions about what is required in a specific field?





ClinicalTrials.gov has a data element definition list. The link to the list may be found at the bottom of the following page � HYPERLINK "http://prsinfo.clinicaltrials.gov/" ��http://prsinfo.clinicaltrials.gov/�. Please carefully review the data element definition list to make sure you include the information as they define it. (The required fields have been expanded and the definitions used for the fields may be different than common usage.) 





How often do clinical trial listings need to be updated?





For FDA regulated research





Information needs to be updated at least every 12 months with dates of changes indicated


Information also needs to be updated within 30 days of recruitment status changes or completion





For ICJME requirements, the listing needs to be updated every 6 months.
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Are there penalties for not registering?





Yes, there are now penalties for not registering FDA regulated research. They include:





$10,000 for violation by any person adjudicated in one proceeding


$10,000 per day if not corrected within 30 day grace period after notice


Individual loss of federal funding


Possible implications under the False Claims Act





The penalty for not registering may also result in the loss of ability to publish in specific journals. This is an existing penalty and has not changed.





For more information go to : � HYPERLINK "http://prsinfo.clinicaltrials.gov/" ��http://prsinfo.clinicaltrials.gov/�





(The NIH issued guidance on this new law on November 16, 2007. For the full text of NIH’s guidance, see: � HYPERLINK "http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html" ��http://grants.nih.gov/grants/guide/notice-files/NOT-OD-08-014.html�.)





Questions? 


Questions about obtaining access to clinicaltrials.gov may be directed to � HYPERLINK "mailto:irine.breytburg@childrens.harvard.edu" ��irine.breytburg@childrens.harvard.edu�


Questions about registering an investigator-held FDA submissions may be directed to � HYPERLINK "mailto:Jay.Kaplan@childrens.harvard.edu" ��Jay.Kaplan@childrens.harvard.edu�


Other questions may be sent to � HYPERLINK "mailto:Susan.Kornetsky@childrens.harvard.edu" ��Susan.Kornetsky@childrens.harvard.edu�
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All clinical trials of devices subject to FDA regulations except feasibility/pilot trials. This includes investigational devices (IDEs,  NSRs, and those under 510(k)s, PMAs and HDEs). It also includes pediatric post-marketing device trials.





In accordance with ICJME at this time:





Any research project that prospectively assigns human subjects to intervention or comparison groups to study the cause-and-effect relationship between a medical intervention and a health outcome.  Studies designed for other purposes, such as to study pharmacokinetics or major toxicity (e.g., Phase I trials), are exempt until July 2008.





(A June 2007 editorial (� HYPERLINK "http://www.icmje.org/clin_trial07.pdf" ��http://www.icmje.org/clin_trial07.pdf�) informed the research community that for studies that begin enrollment on or after July 1, 2008, ICJME expects registration for any clinical trial that meets the WHO definition of clinical trials. (”Any research study that prospectively assigns human participants or groups of humans to one or more health related interventions to evaluate the effects on health outcomes”).  Health related interventions include any intervention used to modify a biomedical or health related outcome (e.g., drugs, surgical procedures, devices, behavioral treatments, dietary interventions and process of care changes). This will include Phase I and pharmacokinetic studies. Purely observational studies (where the assignment of the intervention is not at the discretion of the investigator) will not require registration.) 


 


Investigators are urged to consider whether they should begin registering trials that fit within the expanded ICJME requirements (to go into effect July 2008). This determination may depend on the timing of your research and plans for future publications.  We strongly recommend that investigators follow the broader ICJME requirements so that your future potential publications are not limited.





Who must register?





For FDA regulated trials, the sponsor is responsible for registering. 


If an investigator holds the IND/IDE/NSR/510(k)/PMA/HDE (and therefore also serves as the sponsor), the investigator must register. All investigators who hold their own IND/IDE/NSR/510(k)/PMA/HDE should contact Jay Kaplan in the Office of Clinical Research Regulatory Affairs (CRRA) at � HYPERLINK "mailto:jay.kaplan@childrens.harvard.edu" ��jay.kaplan@childrens.harvard.edu� for assistance. For industry-sponsored, multi-center trials, when the sponsor holds the IND/IDE/NSR/510K/PMA/HDE the industry sponsor should register.  





For NIH sponsored research, the grantee should contact ClinicalTrials.gov and register the trial directly





For Non-FDA regulated, Non-NIH funded studies:





The investigator must register the trial through the “home institution.”  Children’s Hospital has designated a Registration Administrator in the Office of Clinical Investigations to set up accounts for investigators to register. 





Investigators should email the Registration Administrator � HYPERLINK "mailto:irine.breytburg@childrens.harvard.edu" ��irine.breytburg@childrens.harvard.edu�  and provide the following information:


Children’s username


Full Name, ( first, last)


CH badge ID number


Email Address


























