	
	
	



1.0 Scope
This Standard Operating Procedure (SOP) applies to Investigational New Drug (IND) and Investigational Device Exemption (IDE) maintenance submissions 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 an IND or IDE under which one or more clinical trials are being conducted. 
Submission of annual or progress reports, submission of expedited safety reports, and INDs and IDEs for expanded access uses are out of scope of this SOP and are covered by the SOPs “FDA Annual Progress Reports,” “Expedited Safety Repots for INDs and IDEs,” and “Preparation and Lifecycle Maintenance of Expanded Access Applications,” respectively. 
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2.0 Purpose 
The purpose of this SOP is to guide YCCI IND/IDE Management staff on the preparation and submission of routine maintenance submissions to active IND and IDE applications.

3.0 Definitions and Abbreviations
CBER - Center for Biologics Evaluation and Research, the organization within the FDA which oversees biologics applications.

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.

Device - A device is any instrument, apparatus, implement, machine, contrivance, implant, in vitro reagent, or other similar or related article, including a component part or accessory which is recognized in the official National Formulary, or the United States Pharmacopoeia, or any supplement to them; intended for use in the diagnosis of disease or other conditions, or in the cure, mitigation, treatment, or prevention of disease in humans or animals; or intended to affect the structure or any function of the body of humans or animals; and does not achieve its primary intended purposes through chemical action within or on the body of humans or animals and which is not dependent upon being metabolized for the achievement of its primary intended purposes.

Drug - A drug is (A) an article recognized in the official United States Pharmacopoeia, official Homoeopathic Pharmacopoeia of the United States, or official National Formulary, or any supplement to any of them; (B) an article intended for use in the diagnosis, cure, mitigation, treatment, or prevention of disease in man or other animals; (C) and article (other than food) intended to affect the structure or any function of the body of man or other animals; or (D) an article intended for use as a component of any of the above.

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.

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.

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.”

Reference Safety Information (RSI) - The Reference Safety Information (RSI) is the published guidance for determining what adverse events are expected for a particular therapy or device. This may take the form of an Investigator’s Brochure for an experimental therapy or device, or the FDA-approved United States Prescribing Information for an approved therapy, or the FDA-approved Instructions for Use and Summary of Safety and Effectiveness Data for an approved device.

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.

The terms “subject” and “participant” where applicable are interchangeable.
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4.1 Protocol Amendments 
4.1.1 Any time a protocol is revised and a new version issued, the protocol amendment must be submitted to the FDA:
· To the IND as a “Protocol Amendment: Change in Protocol”
· To the IDE as a “Supplement”

4.1.2 Protocol amendment submissions must include both redline and clean copies of the revised protocol, a Summary of Changes (SOC) that identifies each change and provides the rationale for the change, and ancillary supporting documentation, if any. If the protocol amendment impacts the informed consent form (ICF) then the revised ICF should also be included.
4.1.2.1 The SOC can be a standalone document, or the information can be provided in the body of the cover letter if appropriate.
4.1.2.2 As needed, include a global statement that minor changes (e.g. grammatical edits for clarity, corrections of typographical errors) have been made and are not listed in the SOC but are marked in the redline copy of the protocol. However, if such corrections would appear substantive (e.g. the text included “>” but should have been “<”) they should be included in the SOC to explicitly acknowledge the error and correction.
4.1.3 Protocol amendments, unless for the purpose of addressing an immediate safety hazard for to participants, may not be implemented until approved by the IRB and:
· Submitted to the IND, for studies under an IND.
· Approved by the FDA when submitted as Supplement: Changes Requiring Prior Approval, for studies under an IDE.
· Submitted to the IDE, when submitted as Supplement: Changes Being Effected with Notice to FDA Within 5 Days, in accordance with 21 CFR 812.35(a)(3)(ii), for studies under an IDE.
4.1.4 The YCCI IND/IDE Project Manager will evaluate the revisions contained in a protocol amendment and recommend submission sequence which may be:
· FDA submission concurrent with IRB submission with a commitment not to implement until the later of IRB approval or 30 days from submission for significant changes such as those described in 21 CFR 312.30(b)(1)(i) or (ii), including addition of dose cohorts (dose level or population) or change in primary objective. 
· 30 days prior to IRB submission with a commitment not to implement until the later of IRB approval or 60 days from submission for changes for which FDA objection may be anticipated, such as removing safety parameters previously requested/required by the FDA.
· If neither of the above apply, and as approved by the YCCI IND/IDE Management Office, FDA submission after IRB approval. Examples include cases where revisions are administrative, are clarifying in nature, are addition or removal minimal additional risk procedures (e.g. addition of a questionnaire or minor revisions to threshold lab values), or are intended to improve the monitoring for, or reduce the risk of, adverse events.
4.2 New Protocols
4.2.1 A new protocol using the same investigational product in the same indication from the same investigator should generally be submitted to the existing application.
4.2.1.1 A new protocol being developed by an investigator other than the IND holder, using the same investigational product in the same indication, will be reviewed on a case-by-case basis by the YCCI IND/IDE Management Office, in consultation with the holder of the existing IND and the new investigator, as appropriate, to determine if it is appropriate to submit under the existing IND or if a new IND will be submitted.
4.2.2 A new protocol using the same investigational product in a similar or related indication may be able to be submitted to the existing application or may require a new application. The FDA should be consulted for guidance in these situations.
4.2.3 New protocol submissions to INDs require a copy of the protocol, the informed consent form or sponsor template informed consent form, information (CV and Form FDA-1572) for at least one investigator, and certification of compliance with clinicaltrials.gov requirements (Form FDA-3674).
4.2.4 New protocol submissions to IDEs are submitted as a Supplement Requiring Prior Approval and require a copy of the protocol, the informed consent form or sponsor template informed consent form, and the Investigator Agreement. 
4.3 New or Revised Safety Information
4.3.1 If a new version of the Reference Safety Information (RSI) is received or identified, it should be submitted to the IND or IDE in a timely manner. If the updated RSI impacts the ICF, then the revised ICF should also be included.
4.4 New investigators added to a study or change to information about an investigator participating in a study 	
4.4.1 New participating sites added to a study under an IND must be submitted within 30 days of being added, defined as activated by Project Management. Submission of the 1572 and CV of the site PI as a new investigator constitutes adding the participating site.
4.4.1.1 A change of Principal Investigator at a site during the course of a study should be submitted as a New Investigator within 30 days of the Sponsor being notified of the change, not as a change to information about an investigator. 
4.4.2 Updated 1572s received from participating sites (excluding change of PI) should be submitted in a timely manner, subject to the frequency requirements of 21 CFR 312.31. Submission may be temporarily held, e.g. for confirmation of any other updates, or to include with another scheduled pending submission.
4.4.3 New investigators added to a study under an IDE are submitted to the FDA as part of the Current Investigator List (Principal and sub-Investigators, submitted at the frequency indicated by the FDA and no less frequently than in the Annual Progress Report.
4.5 Other Informational Updates to an IND
4.5.1 Updated information that is received about the drug or biologic that is the subject of the IND, including but not limited to extension of lot expiry, certificate of analysis (CoA) of a new lot, or changes to the labels, should be submitted as an Information Amendment: CMC.  CoA for a new lot of drug product to be used in a trial should be submitted prior to its use in the trial.
4.5.2 Updated information relating to nonclinical studies with the drug or biologic should be submitted to the IND as an Information Amendment: Pharmacology/Toxicology when it becomes available.
4.5.3 Clinical information other than protocols, investigators, and RSI described above should be submitted to the IND as an Information Amendment: Clinical. Examples include a Statistical Analysis Plan or an updated Form FDA-3674 with an assigned NCT number.
IDE Reports
4.5.4 Other required-as-needed Sponsor Reports including withdrawal of IRB approval, recalls, and significant risk device investigation determinations, should be submitted to the IDE in a timely manner in accordance with the requirements of 21 CFR 812.150(b) as appropriate.
4.6 Collection of Documents
4.6.1 The YCCI IND/IDE Project Manager will collect the appropriate documents required to assemble the submission.
4.6.2 The YCCI IND/IDE Project Manager will create the cover letter using the YCCI IND or IDE Cover Letter template, detailing the type of submission and documents enclosed. Either the Sponsor or the YCCI IND/IDE Project Manager as authorized point-of-contact may sign the cover letter.
4.6.3 The YCCI IND/IDE Project Manager will fill out Form 1571 (IND) or if used, Form 3514 (IDE). Either the Sponsor or the YCCI IND/IDE Project Manager as authorized point-of-contact may sign the form.
4.7 Assembly of Submission
4.7.1 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.
4.7.2 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.
4.8 Submission
4.8.1 The submission will be submitted to the appropriate FDA Division using the Division's prescribed submission mechanism.
4.8.2 Once submitted, the YCCI IND/IDE Project Manager will compile all submitted documents, and confirmatory evidence of submission (e.g., screenshot of the CDER NextGen Portal display of the submission, email confirmation) and send to the Sponsor-Investigator and other appropriate study team members for filing in the Trial Master File (TMF), as appropriate. Consideration should be given to creating a single file when possible. A copy will be retained in the YCCI IND/IDE Management Office files.
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 Management
· 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
7.1 Code of Federal Regulations
· 21 CFR 312.30
· 21 CFR 312.31
· 21 CFR 812.35
· 21 CFR 812.150(b)
7.2 Additional Regulations, Guidances and Policies
· IDE Reports
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· YCCI IND Cover Letter Template 
· YCCI IDE Cover Letter Template
· FDA Form 1571 Investigational New Drug Application
· FDA Form 1572 Statement of Investigator
· FDA Form 3514 CDRH Premarket Review Submission Cover Sheet
9.0 Version History
· 07/08/2025: New document (no prior history)
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