PRE-IND MEETING REQUEST AND MEETING PACKAGE TEMPLATES
Disclaimer: National Center for Advancing Translational Sciences (NCATS) and National Institutes of Health (NIH) provide no warranties, representations, or guarantees that resources available on the Platform Vector-Gene Therapy (PaVe-GT) website will successfully apply to any specific project, disease, or condition. Furthermore, NIH disclaims any liability and provides no indemnification. A full list of terms and conditions for the use of PaVe-GT resources is available at pave-gt.ncats.nih.gov/ terms-conditions-and-disclaimers/.
The following template has been generated based on the NCATS Platform Vector Gene Therapy (PaVe-GT) team’s experience in preparing a pre-Investigational New Drug (pre-IND) meeting request for the U.S. Food and Drug Administration (FDA). PaVe-GT is a pilot project that tests whether the efficiency of gene therapy trial startup can be improved through the standardization of processes across adeno-associated virus (AAV) gene therapies for four rare diseases. An important goal of PaVe-GT is to share project results and lessons learned with the public in such a way that the information may be used by any interested party in improving efficiency in the development of an AAV gene therapy. Specifically, as our projects progress through the different phases of drug development, we intend to make more information publicly available. This includes FDA meeting requests and packages, toxicology and biodistribution data, Investigational New Drug (IND) filings and corresponding communications with the FDA, and other study documents. Please visit and subscribe to the PaVe-GT website for project updates and resources at pave-gt.ncats.nih.gov. 

Investigators may use this tool to develop their own pre-IND meeting request and meeting package. The use of this meeting template can increase efficiency in preparing regulatory documents. An accompanying article, titled Adeno-Associated Virus Gene Therapy Translation: Lessons from Early Regulatory Meetings, describing the pre-IND meeting process, was published in Human Gene Therapy in 2026. We encourage reading the article before using this template, and for current regulatory guidelines and requirements, including submission information, please consult the FDA website and SOPP 8101.1.

Instructions for using this template:
1. This document includes two templates: 
a. Template for drafting a pre-IND meeting request (cover letter, request details, and list of draft questions)
b. Template for drafting a pre-IND meeting package (cover letter, list of final questions, background information and supporting data)
2. The template includes italicized blue text within brackets (intended to serve as guidance) and standard text in regular font. The italicized blue text along with the brackets should be substituted with information pertinent to the investigational product. The text in regular font may be utilized without modification.
3. The template also includes rectangular text boxes providing section overviews and/or instructions, and these text boxes and content should be removed before submitting the pre-IND meeting request or meeting package.
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[bookmark: _Toc231481476]A. Template for drafting a pre-IND meeting request  
Instructions: Scheduling a pre-IND meeting with the FDA requires the sponsor to submit a meeting request followed by a meeting package at a later timepoint. These submissions have some overlapping sections, but each must include a separate cover letter. Use FDA’s latest version of “SOPP-8101.1-Regulatory Meetings with Sponsors and Applicants for Drugs and Biological Products” for the latest requirements and timelines. 

























Request for a pre-IND meeting with [Insert name of FDA Center and Office] for [Insert name of Investigational Product and Indication]Instructions: Include a cover letter based on the template below with the pre-IND meeting request. Replace text with the information indicated in blue italics and brackets. Remove this textbox before submission. 


[Insert date of submission]
U.S. Food and Drug Administration 
Center for Biologics Evaluation and Research 
Document Control Center 
10903 New Hampshire Avenue 
WO71, G112
Silver Spring, MD 20993-0002  
Copy to: [Insert name of Regulatory Project Manager (RPM), if known]

Request for a pre-IND (Type B) meeting 
[bookmark: _Hlk208575828]Sponsor: [Insert sponsor name]
Drug name: [Insert name of investigational product]
Indication: [Insert name of indication]
[bookmark: _Ref231465806]Reference Number: [Insert FDA reference number for the pre-IND meeting[footnoteRef:1] and any earlier meetings with the FDA, if applicable] [1:  The PaVe-GT team requested an FDA reference number (also known as a pre-assigned application number) before sending the pre-IND meeting request to the FDA.  Information on requesting a pre-assigned application number can be found here: https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/requesting-pre-assigned-application-number ] 


Dear Dr. [Insert name of FDA Office Director]:
We request a Type B pre-IND meeting to seek Agency guidance regarding CMC, preclinical, and clinical aspects of our gene therapy candidate, [Insert name of investigational product], for the potential treatment of [Insert proposed indication]. [Mention any prior meetings with the FDA with the date and reference number]. Enclosed, please find a pre-IND meeting request. A comprehensive meeting package will be provided within the timeline specified by the FDA.
For any questions regarding this submission, please contact me at [Insert sponsor’s phone number and email]. If I am unavailable, please reach out to [Insert phone and email of authorized representative of the sponsor].
Sincerely,
[Insert signature block] 



Attachment – Anti Virus Statement 
[Insert a description of the electronic submission, including the type and number of electronic media used, approximate size of the submission, virus protection statement, and the software used to check the files for viruses]




TYPE B PRE-IND MEETING REQUEST
Center for Biologics Research and Evaluation, Office of Therapeutic Products

Request Date: 	[Insert date of submission to the FDA]
Pre-IND Number: 	[Insert pre-IND application number obtained from FDA1] ([Insert reference number of any prior meeting with FDA, as applicable]) 
Drug Product (DP): 	[Insert name of investigational product]
Formulation: 	[Insert formulation of drug substance, including buffer, pH and excipients] 
Sponsor: 	[Insert name and contact information of sponsor] 






Confidentiality Statement
This document contains information that is confidential within the meaning of the Federal Food, Drug and Cosmetic Act (21 U.S.C. §331 [j]), the Freedom of Information Act (5 U.S.C §552[b][4] & 18 U.S.C. Section 1905) and 21 CFR 314.430 (Drugs) and 601.50 (Biologics) and may not be revealed or disclosed without the prior written authorization of [Insert name of sponsor].


 The PaVe-GT team requested an FDA reference number (also known as a pre-assigned application number) before sending the pre-IND meeting request to the FDA.  Information on requesting a pre-assigned application number can be found here: https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/requesting-pre-assigned-application-number
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Instructions: Carefully review each section. Replace text with the information indicated in blue italics and brackets. Remove this text box before submission.

[bookmark: _bookmark1][bookmark: _Toc231481477][bookmark: _Toc189574250]APPLICATION NUMBER
[If available, insert pre-IND application number]
[bookmark: _Toc231481478]PRODUCT NAME
[bookmark: _bookmark2][bookmark: _bookmark3][bookmark: _Toc189574252][Insert investigational product name and any associated acronyms used. Naming convention for gene therapy products should include, at a minimum, the name of the AAV vector and the transgene]
[bookmark: _Toc231481479]CHEMICAL NAME, ESTABLISHED NAME AND/OR STRUCTURE
[Insert overview of chemical name and structure of the gene therapy vector cassette in 1-2 paragraphs]
[bookmark: _bookmark4][bookmark: _Toc228459009][bookmark: _Toc231464661][bookmark: _Toc231469287][bookmark: _Toc231471599][bookmark: _Toc231481480]PROPOSED REGULATORY PATHWAY
The proposed regulatory pathway is for a biologic product under 351(a) of the Public Health Service Act (42 U.S.C. 262), with an application under section 505(b)(1) of the Food, Drug, and Cosmetic Act. [Insert dates on which Orphan Drug Designation and Rare Pediatric Disease Designation were obtained, if applicable]
[bookmark: _bookmark5][bookmark: _Toc231481481]PROPOSED INDICATION(S)
[bookmark: _Toc189574254][Insert complete name of proposed indication]
[bookmark: _Toc231481482]TYPE OF MEETING REQUESTED
[bookmark: _bookmark6]Type B, pre-IND meeting 
[bookmark: _Toc228459012][bookmark: _Toc231464664][bookmark: _Toc231469290][bookmark: _Toc231471602][bookmark: _Toc231481483]PEDIATRIC STUDY PLANS
[If enrolling pediatric patients in the clinical trial, insert study plan in 2-3 sentences and its compliance with Pediatric Research Equity Act (PREA) of 2003]
[bookmark: _Toc228459013][bookmark: _Toc231464665][bookmark: _Toc231469291][bookmark: _Toc231471603][bookmark: _Toc231481484]HUMAN FACTORS ENGINEERING
[If the investigational product involves human factors engineering (HFE), describe this in a short paragraph. For more information, consult the FDA website here]
[bookmark: _Toc228459014][bookmark: _Toc231464666][bookmark: _Toc231469292][bookmark: _Toc231471604][bookmark: _Toc231481485]COMBINATION PRODUCT INFORMATION
[If the investigational product is a combination involving a biologic and device, describe constituent parts of the device, intended packaging, and relevant information in a short paragraph. For more information, consult the FDA website here]
[bookmark: _Toc228459015][bookmark: _Toc231464667][bookmark: _Toc231469293][bookmark: _Toc231471605][bookmark: _Toc231481486]PURPOSE AND OBJECTIVES OF THE MEETING
[Insert purpose and objective of the meeting in 3-4 short paragraphs]
[bookmark: _Toc228459016][bookmark: _Toc231464668][bookmark: _Toc231469294][bookmark: _Toc231471606][bookmark: _Toc231481487]PROPOSED AGENDA
Instruction: Insert “Not applicable” if requesting a written response only (WRO).


The following agenda is proposed: 
Introductions									5 minutes
Brief Overview 								10 minutes
[Insert different areas of inquiry and discussion as appropriate, based on the information in the package: e.g., Preclinical, Chemistry, Manufacturing, and Controls, Clinical and/or Regulatory]
Questions for FDA								40 minutes
Wrap up and summarize key agreements					5 minutes
[bookmark: _Toc228459017][bookmark: _Toc231464669][bookmark: _Toc231469295][bookmark: _Toc231471607][bookmark: _Toc231481488]PROPOSED QUESTIONS
The meeting package will contain all background material relevant to the Agency’s review of the sponsor’s proposed questions.
Instructions: This section should include focused questions about the investigational product, along with a summary of its developmental plan and relevant background for each question. Organize questions by topic, e.g., Preclinical, Chemistry, Manufacturing, and Controls (CMC), Clinical, and Regulatory. Limit the number of questions to a maximum of 10. Wherever possible, formulate questions or present strategies that include a clear data-driven rationale in the meeting package. Questions should seek concurrence from the FDA rather than recommendations or decisions. Carefully review each section. Replace text with the information indicated in italicized blue font within brackets. Remove this text box before submission.



[bookmark: _Toc228459018][bookmark: _Toc231464670][bookmark: _Toc231469296][bookmark: _Toc231471608][bookmark: _Toc231481489]12.1 Pharmacology/Toxicology
[Insert questions related to pharmacology/toxicology studies with relevant background information in 2-3 paragraphs.]
Instructions: Modify the model questions below for the specific development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree that the proof-of-concept study results in the animal model (section X.X) are sufficient to support the proposed clinical testing?
2. Does the Agency agree that the data from the proposed IND-enabling GLP (Good Laboratory Practice) toxicology study (protocol attached) are adequate to support the proposed clinical study design, including the route of administration, dosing, and target population?
3. Does the Agency agree that the pharmacology/toxicology data from studies performed with the investigational product in the disease model(s) support safety evaluation in the clinical study?



[bookmark: _Toc228459019][bookmark: _Toc231464671][bookmark: _Toc231469297][bookmark: _Toc231471609][bookmark: _Toc231481490]12.2 Chemistry, Manufacturing, and Controls (CMC)
[Insert questions related to CMC activities with relevant background in 2-3 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 

EXAMPLE QUESTION(S) –

1. Does the Agency agree with the quality of the raw materials used in the manufacture of the drug product?
2. Does the Agency agree with the suitability of the manufacturing process to generate the cGMP (current Good Manufacturing Practice) product for first-in-human clinical testing?
3. Does the Agency agree with the proposed release and product characterization specifications for the drug substance and drug product?
4. Does the Agency agree with the proposed potency testing plan for the drug product?
5. Does the Agency agree with the proposed storage, preparation, and stability testing plan for drug product?
6. Does the Agency agree with the proposed plan for assessing compatibility of the drug product with the clinical administration devices?

[bookmark: _Toc228459020][bookmark: _Toc231464672][bookmark: _Toc231469298][bookmark: _Toc231471610][bookmark: _Toc231481491]12.3 Clinical
[Insert questions related to clinical activities with relevant background in 2-3 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree with the proposed first-in-human study design, including, dosing regimen, study population, participant inclusion/exclusion criteria, safety and efficacy objectives and endpoints, and stopping rules?
2. Does the Agency agree with the plan to use historical and concurrent data from the natural history study as control/comparator for the first-in-human clinical trial, considering the very small number of patients affected by this rare disease?
3. Does the Agency agree that the biomarker data from the natural history study are sufficient to support the use of these biomarkers as surrogate endpoints in the first-in-human clinical trial in this rare disease? 
4. Does the Agency agree with the proposed safety and monitoring plan for the first-in-human study?



[bookmark: _Toc228459021][bookmark: _Toc231464673][bookmark: _Toc231469299][bookmark: _Toc231471611][bookmark: _Toc231481492]12.4 Regulatory
[Insert questions related to regulatory activities with relevant background in 2-3 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 

EXAMPLE QUESTION(S) –
1. Does the Agency agree with the proposed regulatory pathway for the presented investigational product?
2. Does the Agency agree that the proposed indication and investigational product would qualify for the Fast Track Designation (FTD) expedited pathway?
3. Does the Agency agree that the proposed indication and investigational product would qualify for the Regenerative Medicine Advanced Therapy (RMAT) expedited pathway?
4. Does the Agency agree that the proposed indication and investigational product would qualify for the Breakthrough Therapy Designation (BTD) expedited pathway?



[bookmark: _Toc228459022][bookmark: _Toc231464674][bookmark: _Toc231469300][bookmark: _Toc231471612][bookmark: _Toc231481493]LIST OF ATTENDEES 
[Insert names and titles of expected meeting attendees on the sponsor side, if requesting a teleconference]
[bookmark: _Toc228459023][bookmark: _Toc231464675][bookmark: _Toc231469301][bookmark: _Toc231471613][bookmark: _Toc231481494]REQUESTED AGENCY ATTENDEES 
The sponsor requests Agency attendees/reviewers familiar with [Insert name of disease], gene therapy lifecycle development, and clinical trials. [If the sponsor has had prior meetings with the FDA, e.g., an INTERACT meeting, request attendance of FDA individuals familiar with the development program].
[bookmark: _Toc228459024][bookmark: _Toc231464676][bookmark: _Toc231469302][bookmark: _Toc231471614][bookmark: _Toc231481495]SUGGESTED DATE AND TIME OF THE MEETING
[Insert sponsor availability (several dates/times 60 days after submission of meeting request), if requesting a teleconference]
[bookmark: _Toc228459025][bookmark: _Toc231464677][bookmark: _Toc231469303][bookmark: _Toc231471615][bookmark: _Toc231481496]MEETING FORMAT 
[Insert format: choose from teleconference or written feedback]
[bookmark: _Toc228459026][bookmark: _Toc231464678][bookmark: _Toc231469304][bookmark: _Toc231471616][bookmark: _Toc231481497]MEETING PACKAGE 
A comprehensive pre-IND meeting package will be provided within the timeline specified by the FDA.
[bookmark: _Toc228459027][bookmark: _Toc231464679][bookmark: _Toc231469305][bookmark: _Toc231471617][bookmark: _Toc231481498]REFERENCES
[Insert name of investigational product]	 [Insert name of sponsor] [Insert date of submission]

[List references in numerical order as first cited in the main document]
	
	
	



[bookmark: _Toc231481499][bookmark: meeting_package]B. Template for drafting a pre-IND meeting package 
Instructions: Scheduling a pre-IND meeting with the FDA requires the sponsor to submit a meeting request followed by a meeting package submitted at least 30 days prior to the meeting date. These submissions have some overlapping sections, but each must include a separate cover letter. Use FDA’s latest version of “SOPP-8101.1-Regulatory Meetings with Sponsors and Applicants for Drugs and Biological Products” for the latest requirements and timelines.
 
























Request for pre-IND meeting with [Insert name of FDA Center and Office] for [Insert name of investigational product and indication]Instructions: Include a cover letter based on the template below with the pre-IND meeting package. Replace text with the information indicated in blue italics and brackets. Remove this textbox before submission. 


[Insert date of submission to the FDA]
U.S. Food and Drug Administration
Center for Biologics Evaluation and Research
Document Control Center
10903 New Hampshire Avenue 
WO71, G112
Silver Spring, MD 20993-0002
Copy to: [Insert name of Regulatory Project Manager (RPM)]

Pre-IND meeting package 
Sponsor: [Insert name of sponsor]
Drug name: [Insert name of investigational product]
Indication: [Insert name of indication]
Reference Number: [Insert FDA reference number for the pre-IND meeting and any earlier meetings with the FDA, if applicable]

Dear Dr. [Insert name of FDA Office Director]:
Reference is made to the meeting confirmation received on [Insert date of confirmation document from FDA] from the FDA, confirming a pre-IND meeting to be held on [Insert date and time of scheduled pre-IND meeting from FDA confirmation], [Insert name of sponsor] provides a pre-IND meeting package to support questions related to its development of [Insert name of investigational product] for the treatment of [Insert name of Indication]. [Mention any earlier regulatory meetings, e.g. INTERACT meetings, with associated reference numbers].
All pre-IND meeting package materials are contained in Module 1.6.2 (Meeting background materials), and specifically consist of the following information categorized by discipline:
Instructions: From the list below retain only items relevant to your pre-IND meeting package and delete the rest. All reports and attachments to the pre-IND meeting package included in the appendix should be listed and hyperlinked in the cover letter to make it convenient for FDA reviewers to find these documents. Remove this textbox before submission. 
· Pre-IND meeting package 
· Preclinical information with hyperlinks to supporting files 
· CMC information with hyperlink to relevant study reports, data and Certificates of Testing (CoTs)
· Clinical information with hyperlinks to relevant clinical study protocol, clinical study report or natural history studies
· Regulatory information with hyperlink to a table of relevant FDA questions and sponsor responses from prior regulatory meetings, as applicable
· Reference articles cited in the pre-IND meeting package. 


For any questions regarding this submission, please contact me at [Insert sponsor’s phone and email address] and my authorized contacts [Insert names and contact information of any authorized contacts].
Sincerely,
[Insert signature block] 

Attachment – Anti Virus Statement
[Insert a description of the electronic submission, including the type and number of electronic media used, approximate size of the submission, virus protection statement, and the software used to check the files for viruses]


TYPE B PRE-IND MEETING PACKAGE
Center for Biologics Research and Evaluation, Office of Therapeutic Products
Meeting Date: 	[Insert date and time of scheduled pre-IND meeting]
Pre-IND Number: 	[Insert pre-IND application number obtained from FDA1] 
Drug Product (DP): 	[Insert name of investigational product]
Drug Substance (DS): 	[Insert name of drug substance]
Indication: 	[Insert name of indication]
Formulation: 	[Insert formulation of drug substance, including buffer, pH and excipients] 
Sponsor: 	[Insert name and contact information of sponsor] 
Confidentiality Statement
This document contains information that is confidential within the meaning of the Federal Food, Drug and Cosmetic Act (21 U.S.C. §331[j]), the Freedom of Information Act (5 U.S.C §552[b][4] & 18 U.S.C. Section 1905) and 21 CFR 314.430 (Drugs) and 601.50 (Biologics) and may not be revealed or disclosed without the prior written authorization of [Insert sponsor name].

 The PaVe-GT team requested an FDA reference number (also known as a pre-assigned application number) before sending the pre-IND meeting request to the FDA.  Information on requesting a pre-assigned application number can be found here: https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/requesting-pre-assigned-application-number
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1. [bookmark: _Toc231481500]APPLICATION NUMBER
[If available, insert pre-IND application number]
[bookmark: _Toc231481501]PRODUCT NAME
[Insert investigational product name and any associated acronyms used. Naming convention for gene therapy products should include, at a minimum, the name of the AAV vector and the transgene]
[bookmark: _Toc228458764][bookmark: _Toc231464682][bookmark: _Toc231481502]CHEMICAL NAME, ESTABLISHED NAME AND/OR STRUCTURE
[Insert overview of chemical name and structure of the gene therapy vector cassette in 1-2 paragraphs]
[bookmark: _Toc228458765][bookmark: _Toc231464683][bookmark: _Toc231481503]PROPOSED REGULATORY PATHWAY
The proposed regulatory pathway is for a biologic product under 351(a) of the Public Health Service Act (42 U.S.C. 262), with an application under section 505(b)(1) of the Food, Drug, and Cosmetic Act. [Insert dates on which Orphan Drug Designation and Rare Pediatric Disease Designation were obtained, if applicable]
[bookmark: _Toc231481504]PROPOSED INDICATIONS
[Insert complete name of proposed indication]
[bookmark: _Toc228458767][bookmark: _Toc231464685][bookmark: _Toc231481505]DOSAGE FORM, ROUTE OF ADMINISTRATION, AND DOSING REGIMEN
[Insert the planned dose(s), route and frequency of administration and any devices used for administration]
[bookmark: _Toc228458768][bookmark: _Toc231464686][bookmark: _Toc231481506]PEDIATRIC STUDY PLANS
[If enrolling pediatric patients in the clinical trial, insert study plan in 2-3 sentences and its compliance with Pediatric Research Equity Act (PREA) of 2003]
[bookmark: _Toc228458769][bookmark: _Toc231464687][bookmark: _Toc231481507]HUMAN FACTORS ENGINEERING
[If the investigational product involves human factors engineering (HFE), describe this in a short paragraph. For more information, consult the FDA website here]
[bookmark: _Toc228458770][bookmark: _Toc231464688][bookmark: _Toc231481508]COMBINATION PRODUCT INFORMATION
[If the investigational product is a combination involving a biologic and device, describe constituent parts of the device, intended packaging, and relevant information in a short paragraph. For more information, consult the FDA website here]
[bookmark: _Toc231481509]LIST OF ATTENDEES
[Insert a list of attendees on the sponsor side, if requesting a teleconference]
[bookmark: _Toc228458772][bookmark: _Toc231464690][bookmark: _Toc231481510]HISTORY AND PRODUCT DEVELOPMENT STATUS
[Insert a brief chronological account of the investigational product development in 3-4 paragraphs. Include a brief overview, current status of development and any changes to the program since previous FDA communications, if applicable. Lifecycle development of the investigational product can also be summarized in a table, if applicable]
[bookmark: _Toc231481511]PURPOSE AND OBJECTIVES OF THE MEETING
[Insert purpose and objectives of the meeting in 1-2 sentences]
[bookmark: _Toc231481512]MEETING AGENDA 
The following agenda is proposed: Instruction: Insert “Not applicable” if requesting a written response only (WRO).


Introductions									5 minutes
Brief Overview 								10 minutes
[Insert different areas of inquiry and discussion, as appropriate, based on the information in the package: e.g., Preclinical, CMC, Clinical and/or Regulatory]
Questions for FDA								40 minutes
Wrap up and summarize key agreements					10 minutes
[bookmark: _Toc228458775][bookmark: _Toc231464693][bookmark: _Toc231481513]14. LIST OF QUESTIONS
[bookmark: _Toc228458776][bookmark: _Toc231464694][bookmark: _Toc231481514]14.1 Pharmacology/Toxicology
[Insert relevant background information  followed by pharmacology/toxicology questions in 3-4 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree that the proof-of-concept study results in the animal model (section X.X) are sufficient to support the proposed clinical testing?
2. Does the Agency agree that the data from the proposed IND-enabling GLP (Good Laboratory Practice) toxicology study (protocol attached) are adequate to support the proposed clinical study design, including the route of administration, dosing, and target population?
3. Does the Agency agree that the pharmacology/toxicology data from studies performed with the investigational product in the disease model(s) support safety evaluation in the clinical study?



[bookmark: _Toc228458777][bookmark: _Toc231464695][bookmark: _Toc231481515]

14.2 Chemistry, Manufacturing, and Controls 
[Insert relevant background information followed by CMC questions in 3-4 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree with the quality of the raw materials used in the manufacture of the drug product?
2. Does the Agency agree with the suitability of the manufacturing process to generate the cGMP (current Good Manufacturing Practice) product for first-in-human clinical testing?
3. Does the Agency agree with the proposed release and product characterization specifications for the drug substance and drug product?
4. Does the Agency agree with the proposed potency testing plan for the drug product?
5. Does the Agency agree with the proposed storage, preparation, and stability testing plan for drug product?
6. Does the Agency agree with the proposed plan for assessing compatibility of the drug product with the clinical administration devices?

[bookmark: _Toc228458778][bookmark: _Toc231464696][bookmark: _Toc231481516]14.3 Clinical
[Insert relevant background information followed by clinical development related questions in 3-4 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree with the proposed first-in-human study design, including, dosing regimen, study population, participant inclusion/exclusion criteria, safety and efficacy objectives and endpoints, and stopping rules?
2. Does the Agency agree with the plan to use historical and concurrent data from the natural history study as control/comparator for the first-in-human clinical trial, considering the very small number of patients affected by this rare disease?
3. Does the Agency agree that the biomarker data from the natural history study are sufficient to support the use of these biomarkers as surrogate endpoints in the first-in-human clinical trial in this rare disease? 
4. Does the Agency agree with the proposed safety and monitoring plan for the first-in-human study?

[bookmark: _Toc228458779][bookmark: _Toc231464697][bookmark: _Toc231481517]

14.4 Regulatory
[Insert relevant background information followed by regulatory questions in 3-4 paragraphs]
Instructions: Modify the model questions below for the development plan as all questions may not be relevant for all programs. The maximum number of questions is 10 for the entire package but there are no stipulations for the number of questions in each sub-section. Remove this text box before submission. 
EXAMPLE QUESTION(S) –
1. Does the Agency agree with the proposed regulatory pathway for the presented investigational product?
2. Does the Agency agree that the proposed indication and investigational product would qualify for the Fast Track Designation (FTD) expedited pathway?
3. Does the Agency agree that the proposed indication and investigational product would qualify for the Regenerative Medicine Advanced Therapy (RMAT) expedited pathway?
4. Does the Agency agree that the proposed indication and investigational product would qualify for the Breakthrough Therapy Designation (BTD) expedited pathway?



[bookmark: _Toc228458780][bookmark: _Toc231464698][bookmark: _Toc231481518]15. SUMMARY OF SUPPORTING DATA
[bookmark: _Toc228458781][bookmark: _Toc231464699][bookmark: _Toc231481519]15.1 Preclinical
[bookmark: _Toc228458782][bookmark: _Toc231464700][bookmark: _Toc231481520]15.1.1 Introduction
[Insert a description of the drug product and disease indication]
Instructions: 
· Summarize the disease indication for the investigational gene therapy, including the disease-causing mutations and the pathophysiological mechanism
· Briefly describe drug substance and/or drug product, e.g., vector design, promoter information, plasmid sequence, etc.
· Describe the therapeutic mechanism
· Add a brief summary/table of completed and planned preclinical studies performed and proposed by the sponsor with this investigational gene therapy (include animal species, route of administration, doses, objectives and noteworthy findings)
Remove this textbox before submission. 




[bookmark: _Toc228458783][bookmark: _Toc231464701][bookmark: _Toc231481521]15.1.2 Pharmacology
[Insert a summary of supporting relevant and available pharmacological studies, as applicable to the questions and purpose of the meeting. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix]
Instructions: Include pharmacological data and justification, citing relevant literature, as needed:
· In vitro and in vivo primary pharmacodynamics
· Relevance of models for pharmacology studies to the target patient population
· Study reports or published articles on related efficacy studies
· Rationale for doses and routes of administration in efficacy studies
· Rationale for efficacy endpoints and biomarkers
· Experimental design of planned efficacy studies, as applicable
· Key conclusions from the pharmacology data
Remove this textbox before submission.

[bookmark: _Toc228458784][bookmark: _Toc231464702][bookmark: _Toc231481522]15.1.3 Biodistribution
[Insert a summary of supporting relevant and available biodistribution studies, as applicable to the questions and purpose of the meeting. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix]
Instructions: Include biodistribution data and justification for the proposed questions, such as:
· Summarize biodistribution assessment protocol(s) 
· Summarize biodistribution data 
· Key conclusions from the biodistribution data
Remove this textbox before submission.


[bookmark: _Toc228458785][bookmark: _Toc231464703][bookmark: _Toc231481523]15.1.4 Toxicology 
[Insert a summary of supporting relevant and available safety/toxicology data, as applicable to the questions and purpose of the meeting. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix] Instructions: Include toxicological data and justification for the proposed sponsor questions, such as:
· Relevance of models for safety studies to the target patient population
· Study reports or published articles on related safety studies
· Experimental design of planned safety studies
· Rationale for doses and routes of administration in safety studies
· Rationale for safety endpoints and biomarkers
· Methods for safety studies 
Remove this textbox before submission.

[bookmark: _Toc228458786][bookmark: _Toc231464704][bookmark: _Toc231481524]15.1.5 Devices
[Insert a summary of the device(s) used in the pharmacology/efficacy and toxicology/safety studies. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix]
Instructions: Compare key parameters of the preclinical devices used in pharmacology, planned toxicology studies and the proposed first-in-human clinical trial, including route of administration, vector concentration, infusion volume, flow rate, administration device.
Remove this textbox before submission.

[bookmark: _Toc228458787][bookmark: _Toc231464705][bookmark: _Toc231481525]15.2 Chemistry, Manufacturing, and Controls (CMC)
[bookmark: _Hlk189555332][Insert summary of manufacturing activities as applicable to the questions and purpose of the meeting. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix] 
Instructions: Include CMC data and justification for the proposed questions, such as:
· Summary of the manufacturing process, characterization, and lot release tests 
· Summary of batches and lots of drug substance (DS)/drug product (DP) for each proposed/completed study
· Manufacturer details, e.g., Contract manufacturing organization (CMO)/ contract development and manufacturing organization (CDMO) responsibilities, locations
· Details of equipment and raw materials, e.g., suppliers, quality, source, process
· Critical quality attributes of the different batches of the DS/DP, e.g., assays on purity of samples collected in-process and at the end of purification
· Analytical methods, e.g., potency assay plan
· Container closure information
· Stability testing plan
· Device compatibility study plan
Remove this textbox before submission. 

[bookmark: _Toc228458789][bookmark: _Toc231464706][bookmark: _Toc231481526]15.3 Clinical 
[Insert description of the proposed clinical study plan as applicable to the questions and purpose of the meeting. Whenever applicable, insert hyperlink(s) to detailed study protocol(s), report(s) or other documentation in the appendix] 
Instructions: Include clinical information and justification for the proposed questions:
· Clinical study design 
· Natural history information, including data used for biomarker development
· Proposed timeline of clinical development
· Clinical protocol synopsis (see below)
Remove this boxed section before submission. 




Table [Insert table number]: Clinical Protocol Synopsis
	Study Title
	 [Insert Proposed Clinical Study Title]

	Sponsor
	

	Study Phase
	

	Timeline of Clinical Activities
	

	Study Population
	

	Number of Sites
	

	Number of Subjects
	

	Treatment Groups
	

	Primary Objectives
	

	Secondary Objectives
	

	Study Design
	

	Estimated Study Duration
	

	Eligibility Criteria for Enrollment
	

	Concomitant Medications
	

	Drug, Drug Dosage, and Formulation
	

	Control Group
	

	Dose Justification
	

	Route of Administration
	

	Dose Escalation
	

	Procedures
	

	Primary Endpoint
	

	Secondary Endpoint
	

	Exploratory Endpoints
	

	Statistical Considerations
	


[bookmark: _Toc228458790][bookmark: _Toc231464707][bookmark: _Toc231481527]16. REFERENCES
[Insert list of references mentioned in the package]
[bookmark: _Toc228458791][bookmark: _Toc231464708][bookmark: _Toc231481528]17. APPENDICES Instructions: As applicable and available provide all documents referred in the pre-IND meeting package, including but not limited to:
1. Study protocols and reports for pharmacology, toxicology, and biodistribution studies
2. Chemistry, manufacturing, and control study reports and Certificates of Analysis (CoA) and/or Certificates of Testing (CoT)
3. Reports on device compatibility, in-use, and stability of the investigational product
4. Reports on disease-specific natural history studies
5. Methods for management of potential adverse events during the proposed clinical trial
6. Methods used for clinical screening and assessment
7. Clinical synopsis, clinical study report, and natural history studies
8. Timeline of proposed clinical activities
9. Regulatory information: summary of sponsor questions and FDA responses during prior regulatory meetings, along with strategies used by sponsor to address FDA’s feedback.
Remove this boxed section before submission.

