Yale SCHOOL OF MEDICINE



[image: ]
Initial IND Submission (Sponsor-Investigator) -0601- Procedure
Responsible Office:		YCCI
Policy Sponsor:		Amy Hummel, Theresa Goddard, Julie Holub, Amanda Tichacek
Effective Date:			04/01/2024

Policy XXXX Policy Name

Page 1 of 6

		Page 2 of 2
[image: Graphical user interface, text

Description automatically generated with medium confidence]
Initial IND Submission (Sponsor-Investigator) -0601- Procedure

Responsible Office:		YCCI
Responsible Official: 		Co-Directors
Policy Sponsor:		Manuel Avedissian, Erica Rocco
Document Administrator:	Audrey King
Date of Origin: 		No Original Creation Date Set
Approval Date			04/01/2024
Effective Date:			04/01/2024	
	
1.0 Scope
Page 1 of 2

Page 2 of 2
This Standard Operating Procedure (SOP) applies to research Investigational New Drug (IND) Applications that are prepared and submitted by Yale Center for Clinical Investigation (YCCI) on behalf of Yale University Sponsors or Sponsor-Investigators who will hold the IND, and under which one or more clinical trials will be conducted. INDs for expanded access uses are out of scope of this SOP and are covered by the SOP “Preparation and Lifecycle Maintenance of Expanded Access INDs.”
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2.0 Purpose
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The purpose of this SOP is to guide the YCCI Investigational New Drug (IND)/Investigational Device Exemption (IDE) Management staff on the preparation and submission of initial IND applications to the FDA.

3.0 Definitions and Abbreviations
Biologic product - Any virus, therapeutic serum, toxin, antitoxin, vaccine, blood, blood component or derivative, allergenic product, or analogous product, applicable to the prevention, treatment, or cure of diseases or injuries to humans. Biologic products include, but are not limited to, bacterial and viral vaccines, human blood and plasma and their derivatives, and certain products produced by biotechnology, such as interferons and erythropoietins. Biologics are derived from living sources, such as humans, animals, plants, and microorganisms. With respect to clinical investigations to assess safety and effectiveness, investigational biologics are treated as investigational new drugs.

Botanical - A botanical product consists of vegetable materials, including plant materials, algae, macroscopic fungi, or a combination thereof. Botanicals may be available as (but not limited to) a solution (e.g., tea), powder, tablet, capsule, elixir, topical, or injection. If the botanical's intended use is for the diagnosis, cure, mitigation, treatment, or prevention of disease in humans, it meets the FDA's definition of a drug and will require an IND. 

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.

Dietary Supplement - A product (other than tobacco) that is taken by mouth and intended to supplement the diet and that bears or contains one or more of the following dietary ingredients: a vitamin, a mineral, a herb or other botanical, an amino acid, a dietary substance for use by man to supplement the diet by increasing the total dietary intake, or a concentrate, metabolite, constituent, extract, or combination of these ingredients.  The FDA regulates dietary supplements under the Dietary Supplement Health and Education Act (DSHEA) under the general umbrella of "foods" and not "drugs". Depending on the intended use of dietary supplements in research, if the intended use is for the diagnosis, cure, mitigation, treatment, or prevention of disease in humans, it meets the FDA's definition of a drug and will require an IND. 

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 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 Drug Product - A pharmaceutical form of an active ingredient or placebo being tested or used as a reference in a clinical study, including a product with a marketing authorization when used or assembled (formulated or packaged) in a way different from the approved form, or when used for an unapproved indication, or when used to gain further information about an approved use.

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.”

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  Preliminary Review of Need for IND 
4.1.1 The YCCI IND/IDE Management Office, in collaboration with appropriate stakeholders, will assess proposed projects to evaluate the need for an IND based on applicable Federal Regulations. 
4.1.2 The IND/IDE Project Manager will make a preliminary determination if a clinical trial may meet the IND exemption criteria and then discuss with the Associate Director of IND/IDE Management before presenting a proposed plan to the Sponsor-Investigator. If there is disagreement between the Sponsor-Investigator and the YCCI IND/IDE Management Office, the Associate Director of IND/IDE Management will escalate for review by the YCCI Director(s).
4.1.3 If the project does not clearly meet the exemption criteria as determined by the YCCI IND/IDE Management Office, the YCCI IND/IDE Office will seek FDA opinion via submission, which can include justification as to why the study is believed to be exempt.
4.1.4 If a Pre-IND meeting is warranted, refer to the SOP “Seeking Pre-Submission Feedback from FDA.”
4.1.5 The IND/IDE Project Manager may contact the FDA through appropriate communication channels to discuss relevant questions regarding the initial submission including, but not limited to, which FDA Division an application should be directed to, number of INDs needed to support the project, etc. 
4.2 Collection of Documents
4.2.1 The YCCI IND/IDE Project Manager will collect the documents required to assemble the IND, which include but may not be limited to:
· Final clinical trial protocol 
· Informed Consent form or Sponsor-Template Informed Consent form 
· Signed 1572 form for the PI 
· Curriculum Vitae for the PI listed on the 1572 form
· Reference Safety Information for the investigational drug product(s) - Investigator's Brochure, current US Package Insert or equivalent documentation as applicable
· Letter(s) of Authorization to cross-reference any relevant applications, e.g., manufacturer’s IND/New Drug Application/Biologics License Application, a Drug Master File (as applicable)
· Immediate carton/container labels for the investigational drug product(s)
4.2.2 For INDs to be submitted to CDER, the YCCI IND/IDE Project Manager may request a pre-assigned IND number using the FDA's preferred mechanism (e.g., CDER NextGen Portal). 
4.2.3 The YCCI IND/IDE Project Manager will fill out the YCCI IND Template, abstracting information from the collected documents and making appropriate cross-references to complete each section or waiver request; or review the information prepared by the study team.
4.2.4 The YCCI IND/IDE Project Manager will create an initial draft cover letter using the YCCI Initial IND Cover Letter template and provide it to the Sponsor-Investigator for review. The letter must name at least one YCCI IND/IDE Project Manager as an authorized point of contact.
4.2.5 The YCCI IND/IDE Project Manager will fill out Form 1571 and Form 3674 to be signed by the Sponsor-Investigator.
4.3 Assembly of the Application
4.3.1 Once the submission date has been set, the YCCI IND/IDE Project Manager will send the dated cover letter, Form 1571, and Form 3674 for Sponsor-Investigator Signature.
4.3.2 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.
4.3.3 PDF documents will be inserted into the appropriate section of the Initial IND template. 
4.3.4 Files will be named to clearly identify the IND number (when available or applicable), submission serial number, and document type. 
4.4 Submission of the Initial IND
4.4.1 IND submission will not occur until:
· Any required internal scientific committee reviews have occurred and a satisfactory outcome has been obtained. Scientific committees are typically those whose review is required prior to Institutional Review Board (IRB) review and may include, but are not limited to, the Yale Cancer Center Investigator-Initiated Trials Advisory Committee (IIT Advisory Committee) and the Pediatric Protocol Review Committee (PPRC). Committees whose review occurs either in parallel with or subsequent to IRB review are not subject to this requirement.
· Compliance with applicable requirements of the School of Medicine Policy “Oversight of Yale Sponsor-Investigator held Investigational New Drug (IND) Applications, Investigational Use Device Exemptions (IDE) or Emergency Use Authorizations (EUA)” has been verified.
4.4.2 The Initial IND, inclusive of all required documents, will be submitted to the appropriate FDA Division using the Division's prescribed submission mechanism. 
4.4.3 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.
4.5 Responding to FDA Requests During Initial Review Period
4.5.1 The YCCI IND/IDE Project Manager will instruct the Sponsor-Investigator to promptly forward any correspondence from the FDA, including but not limited to Acknowledgement Letter, Requests for Information/Potential Hold Comments, Study May Proceed Letter, or Clinical Hold Letter, if such are not sent directly to the YCCI IND/IDE Project Manager by the FDA.
4.5.2 The YCCI IND/IDE Manager will work with the Sponsor-Investigator and other appropriate members of the study team to develop responses to FDA queries during the initial review period, when applicable, and will submit any prepared responses to the FDA in accordance with agreed upon timelines and methods (e.g., informally via email or as a formal amendment submission).
4.5.3 If FDA provides additional Non-Hold Comments in the Study May Proceed letter or indicates they will follow under separate cover, the YCCI IND/IDE Project Manager will work with the Sponsor-Investigator and other appropriate members of the study team to develop responses in a timely manner as appropriate.  
4.5.4 If there has been no FDA communication by one-business day prior to the expected effective date (i.e., no Acknowledgement Letter, request for information or potential hold comments, or communication of determination of exemption), the YCCI IND/IDE Project Manager should attempt to contact the Review Division to inquire on the status and ensure that the application has in fact been under review. If no notification of being placed on Clinical Hold is received from the FDA within 30 days from the date of IND submission, the IND is considered effective.
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 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
7.2 Food and Drug Administration
· Guidance for Clinical Investigators, Sponsors, and IRBs Investigational New Drug Applications (INDs) — Determining Whether Human Research Studies Can Be Conducted Without an IND
· Guidance for Industry IND Exemptions for Studies of Lawfully Marketed Drug or Biological Products for the Treatment of Cancer
· Investigational New Drug Applications Prepared and Submitted by Sponsor-Investigators Guidance for Industry
· Botanical Drug Development Guidance for Industry
8.0 Reference Materials
Reference materials are located in each functional area’s working directory.
· YCCI IND Application Template
· YCCI Initial IND Cover Letter Templates 
· FDA Form 1571 Investigational New Drug Application
· FDA Form 3674 Certification of Compliance
· [bookmark: _Overview]FDA Form 1572 Statement of Investigator
9.0 Version History
· 02/05/2024: New document (no prior history)
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