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	Process to ensure appropriate IDE application submission to FDA
21 CFR Part 812.20, 812.25, 812.27
ICH GCP E6 5.10
· Do you intend to use a significant risk device in an investigation?
· Did you include three copies of a signed “Application for an Investigational Device Exemption” (IDE application)?
· Does your clinical investigation meet exemption criteria 
· Are you requesting any waivers (e.g. consent, authorization, etc.)?
· Does your application contain all the necessary sections and in the appropriate order?
· Does your Investigational plan include all necessary sections and in the appropriate order?
** You are required to submit to the IRB the Medical Device Form and documentation and/or reasoning that supports your conclusion, if you feel the study is exempt from IND application. If any question remains upon IRB review regarding whether an IDE would be required, you will be asked to submit a request to FDA for final determination.
	
	

	The investigation or any part of an investigation cannot begin until an IRB and FDA have both approved the application or supplemental application. 
21 CFR Part 812.20 (a)(2), 812.30 (a), 812.42, 
ICH GCP E6 4.4.1
· Will you or another study designee be contacting the FDA for an acknowledgement letter or “study may proceed” notification, if not yet received by the 30 day timeline?
· How will you communicate to study personnel and all external participating sites, if any, when to initiate study procedures?
	
	

	Process for selecting qualified investigators and providing them with the information that they need to conduct the investigation properly. 
21 CFR Part 812.40, 812.43 (a), 812.45
ICH GCP E6 4.1.1, 5.6.1
· Have all key personnel and any researchers directly interacting with subjects completed the Human Subjects Research and Good Clinical Practice (GCP) courses through IU HSO’s CITI training program?
· What special expertise is needed to assist in meeting study objectives (e.g. biostatistician, ResNet, medical specialty)?
· Is this a multi-site study? How will you ensure your external site investigators are appropriately trained and experienced?
· How will you document training of study personnel throughout the study?
	
	

	Process to obtain a signed agreement from each participating investigator that includes:
· Investigator’s curriculum vitae
· A statement of relevant experience
· Investigator’s involvement in a previous study that was terminated
· Statement of commitment
· Financial disclosure
21 CFR Part 812.43 (c)
ICH GCP E6 5.1.2, 5.6.3
Who will be recruiting study investigators and collecting this information?
	
	

	Process for selecting monitor(s) qualified by training and experience to ensure proper monitoring of the investigation.
21 CFR Part 812.43 (d)
ICH GCP E6 5.18.2 (b)
· Will you, the PI, be monitoring the study in addition to providing sponsor-investigator oversight? 
· Will you be assembling a small team to conduct monitoring or utilizing an internal QA program?
· Will you be transferring monitoring obligations to a contract research organization?
	
	

	Process for keeping investigators informed (e.g., clinical protocol, new device safety information, adverse effects, safety reports, etc.)
21 CFR Part 812.45
· What methods and forums will you use to communicate with study personnel of protocol changes, AEs, etc.?
· What is the frequency of this communication and how will you document its occurrence?
	
	

	Process to immediately conduct an evaluation of any unanticipated adverse device effect. A sponsor who determines that an unanticipated adverse device effect presents an unreasonable risk to subjects must terminate all investigations or parts of the investigations presenting that risk as soon as possible. Termination must occur no later than 5 working days after the sponsor makes this determination and no later than 15 working days after the sponsor first received notice of the effect. 
21 CFR Part 812.46 (b)
ICH GCP E6 4,12, .16.1
· What is your process for identification of adverse events and their assessment of severity and relatedness?
· How are you documenting this process?
· How will external sites report AEs to you as the sponsor-investigator? 
· What is your process to ensure to report adverse events of this nature within the required timeframe?
	
	

	Process for reporting unanticipated adverse device effect (UADE) experience associated with use of the device to FDA by phone or fax within 10 calendar days after initial receipt of information 
· Process for reporting this to IRB and other local committees, as appropriate
21 CFR Part 812.150 (a)(1), 812.50 (b)(1)
ICH GCP E6 4.11.1, 5.17.1
· What is your process for identification of adverse events and their assessment of severity and relatedness?
· How are you documenting this process?
· How will external sites report AEs to you as the sponsor-investigator? 
· What is your process to ensure to report adverse events of this nature within the required timeframe?
	
	

	Process for submitting annual progress reports to FDA
· Process for reporting this to IRB and other local committees, as appropriate
21 CFR Part 812.50 (a)(3)
ICH GCP E6 4.10.1
· Will you as the PI be registering the study or will this be a task designated to other study personnel (e.g. Research Coordinator, etc.)
· How will you document submission?
	
	

	Process for determining whether clinical trial should be registered on clinicaltrials.gov; process to register and update, if applicable.
Food and Drug Administration Amendments Act of 2007 (FDAAA) Section 801
http://www.fda.gov/ScienceResearch/SpecialTopics/RunningClinicalTrials/FDAsRoleClinicalTrials.govInformation/default.htm
· Will you as the PI be registering the study or will this be a task designated to other study personnel (e.g. Research Coordinator, etc.)?
· The IU Quality improvement Office (QIO) can assist in determining if a clinical trial is an Applicable Clinical Trial and requires compliance with Food and Drug Administration Amendments Act of 2007 801 requirements (Email: ctgov@iu.edu).
	
	ClinicalTrials.gov Identifier: NCT

	Process for maintaining adequate records re: receipt, shipment, or other disposition of the device
21 CFR Part 812.140 (a)(2), 812.140 (b)(2)
ICH GCP E6 4.6.3, 5.14.3
· Who will be responsible for dispensing the study drug (hospital, local pharmacy or Investigational Drug Services)?
· What is your method of record keeping of the details timelines of these processes? (e.g. name of the investigator to whom the drug is shipped, ship date, quantity, and batch or code mark of each such shipment)?
· How will your external sites document drug receipt/disposition?
	
	

	Process to ensure shipment of investigational devices only to qualified investigators participating in the investigation.
21 CFR Part 812.43 (b)
ICH GCP E6 5.14.1, 5.14.2
· Who will be responsible for shipment of the study drug to the external sites?
· How will you document this process?
	
	

	Process to supply all investigators participating in the investigation with copies of the investigational plan and a report of prior investigations of the device. 
21 CFR Part 812.45
ICH GCP E6 5.6.2, 5.12
	
	

	Process to maintain accurate, complete, and current records relating to the investigation including:
· Investigator:
· All correspondence with another investigator, the IRB, sponsor, monitor, or FDA
· Records of receipt, use, disposition of a device
· Record of each subject’s case history and exposure to device
· Study protocol and protocol deviations
· Sponsor: (additional to Investigator records)
· All correspondence with another sponsor, monitor, investigator, IRB, or FDA
· Records of shipment and disposition
· Signed Investigator agreements/financial disclosures
· Records concerning adverse events
21 CFR Part 812.140 
ICH GCP E6 4.9
	
	

	Process to provide complete and accurate reports in a timely manner to FDA, the IRB's, and/or the investigators including:
· Investigator: 
· Unanticipated adverse device effects 
· Withdrawal of IRB approval 
· Withdrawal of FDA approval 
· Progress reports 
· Deviations from investigational plan
· Informed consent
· Final report
· Other reports
· Sponsor: (additional to Investigator reports)
· Current Investigator List
· Recalls and device disposition 
· Final report 
· Significant risk device determination 
· Other reports 
21 FR Part 812.150 
ICH GCP E6 4.9
	
	

	A process to assure an investigational device or its immediate package must bear a label with the following information:
· The name and place of business of the manufacturer, packer, or distributor; 
· The quantity of contents, if appropriate; and 
· The statement, "CAUTION Investigational device. Limited by Federal (or United States) law to investigational use." 
The label must also describe all relevant contraindications, hazards, adverse effects, interfering substances or devices, warnings, and precautions.
The labeling of an investigational device must not contain any false or misleading statements nor imply that the device is safe or effective for the purposes being investigated.
The sponsor should provide detailed information on device labeling in the investigational protocol. This information may vary depending on the device and the nature of the study. Product labeling should be sufficient to ensure stability of the test article for the duration of the study (storage requirements, calibration procedures), bear sufficient directions for proper administration, and detail procedures to follow in the event of patient injury. 
21 CFR Part 812.5 
ICH GCP E6 5.13.1
	
	

	Process to assure a sponsor, investigator, or any person acting for or on behalf of a sponsor or investigator cannot:
· Promote or test market an investigational device, until after FDA has approved the device for commercial distribution. 
· Commercialize an investigational device by charging the subjects or investigators a higher price than that necessary to recover costs of manufacture, research, development, and handling. 
· Unduly prolong an investigation. If data developed by the investigation indicate that premarket approval (PMA) cannot be justified, the sponsor must promptly terminate the investigation. 
· Represent that an investigational device is safe or effective. 
However, the sponsor may advertise for research subjects to solicit their participation in a study. Appropriate advertising methods include but is not necessarily limited to: newspaper, radio, TV, bulletin boards, posters, and flyers that are intended for prospective subjects.
Advertisements should be reviewed and approved by the IRB to assure that it is not unduly coercive and does not promise a certainty of cure beyond what is outlined in the consent and the protocol. No claims should be made, either explicitly or implicitly, that the device is safe or effective for the purposes under investigation, or that the test article is known to be equivalent or superior to any other device.
FDA considers direct advertising for study subjects to be the start of the informed consent and subject selection process.
21 CFR Part 812.7
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