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This Standard Operating Procedure (SOP) applies to Investigational New Drug (IND) annual reports and Investigational Device Exemption (IDE) progress reports that are prepared and submitted to the FDA by Yale Center for Clinical Investigation (YCCI) on behalf of Yale University Sponsors or Sponsor-Investigators who hold the IND or IDE for the purpose of conducting one or more clinical trials. INDs and IDEs for expanded access uses are out of scope of this SOP and are covered by the SOP “Preparation and Lifecycle Maintenance of Expanded Access Applications.”
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2.0 Purpose
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The purpose of this SOP is to guide the YCCI IND/IDE Management staff on the preparation and submission of IND annual reports and IDE progress reports to the FDA.

3.0 Definitions and Abbreviations
Annual Report - IND application Sponsors are required to submit reports of the progress of the investigations conducted under their respective IND application within 60 days of the anniversary date that the application went into effect. Annual reports are required to be submitted until the IND has been withdrawn, unless the Sponsor or FDA places the IND on Inactive Status. Such reports include information as required per 21 CFR 312.33, which may include narrative or tabular summaries of individual study information, frequent and serious adverse events, safety reports, deaths and causation, participant discontinuation data due to adverse events, pertinent information to understand the drug's actions, new preclinical study data, and summary of any significant chemistry, manufacturing, and control changes.

CBER - Center for Biologics Evaluation and Research, the organization within the FDA which oversees biologics applications and certain medical devices related to licensed blood and cellular products.

CDER - Center for Drug Evaluation and Research, the organization within the FDA which oversees drug applications.

CDRH – Center for Devices and Radiological Health, the organization within the FDA which oversees device applications.

Investigational New Drug (IND) - Refers to applications subject to the regulations in 21 CFR 312. An IND that is in effect means that 30 days have elapsed from the date that a complete IND application was submitted to the FDA and the FDA has not notified the Sponsor that the investigation(s) described therein are on clinical hold.

Investigational Device Exemption (IDE) - Refers to applications subject to the regulations in 21 CFR 812. An approved IDE means the IRB (and the FDA, for SR device investigations) has approved a Sponsor's clinical investigation application and all applicable requirements under 21 CFR 812 are met.

Investigator - A person responsible for the conduct of the clinical trial, including the trial participants for whom that person has responsibility during the conduct of the trial. If a trial is conducted by a team of individuals, the investigator is the responsible leader of the team and may be called the principal investigator. Where an investigator/institution is referenced in this guideline, it describes expectations that may be applicable to the investigator and/or the institution in some regions. Where required by the applicable regulatory requirements, the “investigator” should be read as “investigator and/or the institution.”

Progress Report - IDE application Sponsors are required to submit reports of the progress of the investigations conducted under their respective IDE applications at regular intervals and at least yearly. The Sponsor must provide the progress report to the FDA for a significant risk device required per 21 CFR 812.150(b)(5). Such reports include information outlined by the FDA, such as individual study information, enrollment data, a list of study investigators, device shipments and disposition, adverse events, including device related and unanticipated adverse device effects, deaths, data safety monitoring, investigational plan deviations, risk analysis, a summary of IDE supplements, and future investigational plans. Additional information may be collected for the report as needed.

Sponsor - An individual, company, institution or organization that takes responsibility for the initiation, management and arrangement of the financing of a clinical trial. A clinical trial may have one or several sponsors where permitted under regulatory requirements. All sponsors have the responsibilities of a sponsor set out in this guideline. In accordance with applicable regulatory requirements, sponsors may decide in a documented agreement setting out their respective responsibilities. Where the documented agreement does not specify to which sponsor a given responsibility is attributed, that responsibility lies with all sponsors.

Sponsor-Investigator - An individual who both initiates and conducts, alone or with others, a clinical trial, and under whose immediate direction the investigational product is administered to, dispensed to or used by a participant. The term does not include any person other than an individual (e.g., the term does not include a corporation or an agency). The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator.

Trial Master File (TMF) - a collection of all essential documents required to be maintained by the Sponsor or Sponsor-Investigator in accordance with applicable regulations.

The terms “subject” and “participant” where applicable are interchangeable.

4.0 Procedure
4.1  Reporting Periods and Due Dates
4.1.1 The YCCI IND/IDE Management Office maintains records of the reporting periods and associated due dates for all applications supported by the Office. 

4.1.2 The IND annual reporting period runs from the date the IND became effective through one day prior to this anniversary in the following year. Use of a different anniversary date to define the reporting period cannot be done without specifically requesting and receiving the FDA’s permission for this change. Regardless of how the reporting period is set, the report is due to the FDA within 60 days following the end of the reporting period.

4.1.3 The IDE approval letter will state whether progress reports are required annually or more frequently, along with the report due date. The Sponsor must set the data cutoff date to allow report preparation. When the progress report due date is set as the anniversary of the IDE, the first report will be comprised of less than a full year of data. Subsequent reports will cover a full year of data starting from the previous year’s data cut off.

4.1.4 In the event of extenuating circumstances that may lead to a delay in submission of a complete and accurate annual/progress report on or before the due date, mitigation efforts should be employed as appropriate. If mitigation efforts are not possible, the report should be submitted as close to the due date as possible. Occurrences of late reporting will be tracked, investigated, and escalated as appropriate.
4.2 Preparation of the Report
4.2.1 IND annual reports are required to be submitted for all active INDs, whether or not there are active clinical trials ongoing under the IND. Annual reports must include all information outlined in 21 CFR 312.33. The YCCI IND annual report template contains prompts for the required information for these reports. 

4.2.2 IDE progress reports are required for all active IDEs, whether or not there are active clinical trials ongoing under the IDE. The CFR does not outline the progress report's required information, but the FDA provides a suggested format. The YCCI IDE progress report template contains prompts for the required and suggested information for these reports.

4.2.3 The YCCI IND/IDE Project Manager will contact the Sponsor, project manager, and/or other applicable study team members prior to the end of the reporting period to alert them that the reporting period is closing, and an applicable FDA report will be due. During this contact, the YCCI IND/IDE Project Manager will discuss the data and information needed to complete the report and facilitate review of deadline requirements. 

4.2.4 The YCCI IND/IDE Project Manager will initiate drafting the report using the applicable YCCI IND/IDE report template. Information may be abstracted from essential study documents or data extractions as needed to complete each section. The YCCI IND/IDE Project Manager will indicate which sections they have provided draft content for and which sections require completion by the Sponsor, Project Manager, or other applicable study team members. After draft completion, the YCCI IND/IDE Project Manager will circulate to the Sponsor, Project Manager, and other applicable study team members for review, revision, and completion as applicable. The draft report may require the study contact(s) to enter data, confirm the report's accuracy, and/or revise language. The YCCI IND/IDE Project Manager will provide a review deadline to ensure that the report is submitted to the FDA within the required reporting timeframe.
4.2.5 After all accurate and necessary information has been provided in the report, the IND/IDE Project Manager will compile the report for FDA submission. 
4.3 Collection of Documents
4.3.1 The YCCI IND/IDE Project Manager will collect the following documents required to assemble the report:
· Final annual or progress report (i.e., completed template)
· Any updated reference safety information (RSI) for the investigational drug product(s) or investigational device(s) (e.g., Investigator’s Brochure, current US Package Insert, Instructions for Use), if it has not previously been submitted to the FDA
· Copies of any abstracts or publications from the study if provided by the Sponsor-Investigator or study contact
4.3.2 The YCCI IND/IDE Project Manager will create the cover letter using the YCCI IND Annual Report or IDE Progress Report Cover Letter template. Either the Sponsor or the YCCI IND/IDE Project Manager as authorized point-of-contact may sign the cover letter.
4.3.3 The YCCI IND/IDE Project Manager will fill out Form 1571 (IND) or Form 3514 (IDE). Either the Sponsor or the YCCI IND/IDE Project Manager as authorized point-of-contact may sign the form.
4.4 Assembly of the Report
4.4.1 The YCCI IND/IDE Project Manager will convert final Word documents to PDF format for submission using settings that will preserve document navigation, such as bookmarks and hyperlinks.
4.4.2 Any supplemental attachments (e.g. updated RSI, publications) will be appended at the end of the template. 
4.4.3 Files will be named to clearly identify the application number, submission serial number (IND), and document type. For device submissions utilizing eCopy, files will be named in accordance with the FDA’s eCopy Program for Medical Submissions Guidance naming conventions. 
4.5 Submission of the Report
4.5.1 Report submission will not occur until all sections of the report template are complete, comments are resolved, and the Sponsor(-Investigator) has reviewed for accuracy.
4.5.2 The IND Annual Report or IDE Progress Report, inclusive of any attachments, will be submitted to the appropriate FDA Division using the Division's prescribed submission mechanism. 
4.5.3 Once submitted, the YCCI IND/IDE Project Manager will compile all submitted documents, and confirmatory evidence of submission (e.g., CDER NextGen Portal receipt, CBER email) and send to the Sponsor-Investigator and other appropriate study team members for filing in the Trial Master File (TMF). Consideration should be given to creating a single file when possible. A copy will be retained in the YCCI IND/IDE Management Office files.
4.6 Training
All responsible personnel listed within this SOP will receive training appropriate to their role and level of responsibility.
5.0 Roles and Responsibilities
· Sponsor(-Investigator): The Sponsor, whether or not also an Investigator, is ultimately accountable for all activities under the IND/IDE and oversight of all PIs selected to conduct clinical research. The Sponsor(-Investigator) ensures that a project is carried out in compliance with GMP, GLP, GCP, applicable Yale policies, and applicable governing regulations.

· The following study personnel may be delegated study tasks with documentation of appropriate training and experience:
· Associate Director, IND/IDE
· Project Manager, IND/IDE
6.0 Contact Information 
Any exceptions or questions pertaining to this procedure must be presented to ycci.sop@yale.edu.
7.0 Related Information
This section identifies applicable regulations, guidance’s, and policies related to this procedure.
7.1 Code of Federal Regulations
· 21 CFR 312.33
· 21 CFR 812.150(b)(5)

7.2 Food and Drug Administration
· Suggested Format For IDE Progress Report: https://www.fda.gov/regulatory-information/search-fda-guidance-documents/suggested-format-ide-progress-report
· Guidance for Industry eCopy Program for Medical Device Submissions
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· YCCI IND Annual Report Template
· YCCI IND Annual Report Cover Letter Template
· FDA Form 1571 Investigational New Drug Application
· YCCI IDE Progress Report Template
· YCCI IDE Progress Report Cover Letter Template
· FDA Form 3514 CDRH Premarket Review Submission Coversheet
9.0 Version History
· 11/12/2024: New document (no prior history)
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