	
	
	



INTERACT MEETING REQUEST AND PACKAGE TEMPLATE

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 an INitial Targeted Engagement for Regulatory Advice on CBER/CDER producTs (INTERACT) meeting request and package to 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 party interested 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 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 INTERACT meeting request and package. The utilization of this meeting template is expected to increase efficiency in preparing regulatory documentation. An accompanying white paper, AAV Gene Therapy Development: Early Planning and Regulatory Considerations to Advance the PaVe-GT Program, that describes the method of drafting an INTERACT meeting request and package, was recently published in Human Gene Therapy. We encourage reading this white paper using this template and consulting the FDA website for the most recent regulatory guidelines and requirements, including submission information.

Instructions for using the template:
1. 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.
2. The template also includes rectangular text boxes providing section overviews and/or instructions, and these text boxes and their contents should be removed before submitting the INTERACT meeting request and package.








[Insert Sponsor Name]
[Insert Name of Investigational Product]
INTERACT MEETING REQUEST and PACKAGE

[Insert Date of Submission to FDA]

















- CONFIDENTIAL -
This document and its contents are the property of and confidential to [Insert sponsor name]. Any unauthorized copying or use of this document is prohibited.









Request for an INTERACT meeting with [Insert name of FDA Center and Office] for [Insert name of Investigational Product and Indication]
	

Dear Dr. [Insert name of FDA Office Director]:


We are requesting an INTERACT meeting to discuss our gene therapy product, [Insert name of Investigational Product] for the potential treatment of [Proposed Indication].

[Add 2-3 sentences regarding disease and proposed indication]

[Add 2-3 sentences regarding investigational product and mechanism of action (MOA) for proposed indication]

Included in this letter, please find our INTERACT meeting request and package describing a summary of the [Add topics based on information available for the program, e.g., proof of concept and preclinical development work, proposed manufacturing, IND-enabling studies and clinical design], for the investigational drug product and specific questions we would like the Agency to address. 

I authorize the following individuals to receive FDA communications regarding this submission: 

[List all authorized contacts: name, phone and email].

For any questions regarding this submission, please contact me at [Insert sponsor’s phone and email address], and my authorized contacts listed above.



Sincerely,

[Insert signature block] 
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1. [bookmark: 1._Meeting_request][bookmark: _bookmark0][bookmark: _Toc221779286]GENERAL INFORMATION Instructions: Carefully review each section. Replace text with the information indicated in blue italics and brackets. Remove this box before submission. 


1.1. [bookmark: 1.1._Product_Name][bookmark: _bookmark1][bookmark: _Toc221779287]Product Name
[Insert investigational product name and any associated acronyms used. Naming convention for gene therapy products should include, at a minimum, the AAV vector and the gene of interest]

1.2. [bookmark: 1.2._Application_Number][bookmark: _bookmark2][bookmark: _Toc221779288]Application Number
To be assigned by FDA Center and Office

1.3. [bookmark: 1.3._Chemical_Name_and_Structure][bookmark: _bookmark3][bookmark: _Toc221779289]Chemical Name and Structure
[Insert overview of chemical name and structure in 1-2 paragraphs]

1.4. [bookmark: 1.4._Proposed_Indication(s)][bookmark: _bookmark4][bookmark: _Toc221779290]Proposed Indication
[Insert complete name of proposed indication]

1.5. [bookmark: 1.5._Type_of_Meeting][bookmark: _bookmark5][bookmark: _Toc221779291]Type of Meeting
INitial Targeted Engagement for Regulatory Advice on CBER/CDER producTs (INTERACT) 

1.6. [bookmark: 1.6._Brief_Statement_of_the_Purpose_and_][bookmark: _bookmark6][bookmark: _Toc221779292]Brief Statement of the Purpose and Objectives of the Meeting
[Insert purpose and objective of the meeting in 1 paragraph]

1.7. [bookmark: _Toc221779293]Meeting Format
[Insert format: Choose from in-person, teleconference or written feedback]

1.8. [bookmark: _Toc221779294]Suggested Dates and Times 
The sponsor requests a meeting on [Insert 3 dates of interest], preferably in the [Insert morning or afternoon]. We request an [Insert format; e.g. in-person meeting for available attendees, with a teleconference line for remote attendees].

1.9. [bookmark: _Toc221779295]Proposed Agenda
Introductions								5 minutes
Discussion 									50 minutes
[Insert different areas of inquiry and discussion, as appropriate, 
for the given program stage and based on the information in the package: 
e.g. Pharmacology/Toxicology; Chemistry, Manufacturing, and Controls; Clinical 
and/or Regulatory]	
Summarize key agreements						5 minutes

1.10. [bookmark: _Toc221779296]

1.11. List of Individuals Who Will Attend the Proposed Meeting 
Instructions: Attendee names may be added or removed from the original list submitted in the briefing package as the meeting date approaches. The updated list can be shared with the Agency prior to the meeting. Remove this box before submission. 


	Name
	Title
	Institution

	
	
	

	
	
	

	
	
	

	
	
	




1.12. [bookmark: 1.10._List_of_Agency_Staff_Requested_by_][bookmark: _bookmark14][bookmark: 1.11._Suggested_Dates_and_Times][bookmark: _bookmark15][bookmark: _Toc221779297]List of Questions 
[bookmark: 1.8.1._Regulatory/Clinical][bookmark: _bookmark10]The meeting package will contain all background material relevant for the Agency’s review in the context of the sponsor’s proposed questions below. 

Overview: The list of questions section should comprise of specific, targeted questions for the investigational product, along with a summary describing the developmental plan and relevant context for the question. Questions should be grouped by topic area (Pharmacology/Toxicology, Chemistry, Manufacturing, and Controls (CMC). Clinical, and Regulatory).

Instructions: Number of questions should be limited to 10 for the whole package. Wherever possible, it is best to formulate questions or present a strategy with rationale based on the data included in the briefing package. Questions should ask for concurrence rather than recommendations or decisions from the FDA. 

Carefully review each section. Replace text with the information indicated in italicized blue font within brackets. Remove this box before submission.




1.12.1. [bookmark: _Toc221779298]Pharmacology/Toxicology

[Insert summary of preclinical development plan] 

[Insert questions related to pharmacology/toxicology studies]

[bookmark: _Hlk188459451]Instructions: Modify the model questions below for any given 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 box before submission. 

EXAMPLE QUESTION(S) –
1. Does the Agency agree that the proof-of-concept study results in the animal model are sufficient to support the proposed clinical development plan?
2. Given the challenges with different animal models as detailed in the package, does the Agency agree with use of the intended animal model for conducting the efficacy studies that will support the target population in the clinical study?


1.12.2. [bookmark: 1.8.3._Chemistry,_Manufacturing_and_Cont][bookmark: _bookmark12][bookmark: _Toc221779299]Chemistry, Manufacturing, and Controls (CMC)

[Insert summary of CMC development plan]

[Insert questions related to CMC activities]

Instructions: Modify the model questions below for any given 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 box before submission. 

EXAMPLE QUESTION(S) –
1. Does the Agency agree with the quality of the raw materials used in manufacturing of the drug product?
2. Does the Agency agree with the suitability of the manufacturing process to generate the cGMP product for first-in-human clinical testing?




1.12.3. [bookmark: _Toc221779300]Clinical

[Insert summary of clinical development plan]

[Insert questions related to clinical studies]

Instructions: Modify the model questions below for any given 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 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?





1.12.4. [bookmark: _Toc221779301]Regulatory

[Insert summary of regulatory plan]

[Insert questions related to regulatory activities]

Instructions: Modify the model questions below for any given 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 box before submission. 

EXAMPLE QUESTION(S) –
1. Based on the presented proof-of-concept animal studies and supporting rationale for Expedited Pathways, does the Agency agree with our proposal to submit a Fast Track (FT) designation request at the time of IND submission? 
2. We are proposing to submit a Regenerative Medicine Advanced Therapy Designation (RMAT) designation request within XX months of the Phase 1/2 first-in-human study initiation, based on response biomarker data. Does the Agency agree with the proposed timing of RMAT designation request? 



2. [bookmark: _Toc182486970][bookmark: _Toc182487185][bookmark: 1.9._List_of_All_Individuals_Who_Will_At][bookmark: _bookmark13][bookmark: 2._A_Summary_of_the_Data_to_Support_Disc][bookmark: _bookmark17][bookmark: _Toc221779302]SUMMARY OF SUPPORTING DATA
 [Insert summary of supporting data] 

Overview: The summary of supporting data section should include a summary of data to support the discussion organized by topic and question.

Instructions: Carefully review each section. Replace text with the relevant information indicated in italicized blue font within brackets. Insert headers as appropriate. Remove this box before submission. 



2.1. [bookmark: 2.1._Clinical][bookmark: _bookmark18][bookmark: 2.2._Nonclinical][bookmark: _bookmark20][bookmark: _Toc221779303]Preclinical
[bookmark: _Hlk189545153][Insert summary of preclinical development plan] 

Overview: The preclinical section should include a comprehensive summary of all in vitro and in vivo studies conducted to date and the results obtained. Also include details of additionally planned preclinical proof-of-concept (POC) studies that will be conducted to support administration of the investigational product in the target patient population.
Instructions: Carefully review each section. Replace text with the information indicated in italicized blue font within brackets. Remove this box before submission. 




2.1.1. [bookmark: _Toc221779304]Description of Product and Indication
[bookmark: 2.2.1._LV-FAH_as_a_Cure_for_HT1][bookmark: _bookmark21]
[Insert a description of the rare disease or condition and proposed use/indication of the drug, including the proposed mechanism of action and relevant reference articles]

[bookmark: 2.2.2._Synopsis_of_Nonclinical_Published][bookmark: _bookmark22]
2.1.2. [bookmark: 2.2.3._Pharmacology_and_Toxicology_Infor][bookmark: _bookmark23][bookmark: _Toc221779305]Pharmacology and Toxicology

[Insert pharmacological and toxicological information, as available]


Instructions: Pharmacology and toxicology information may be presented under the sub-headers listed below, as available. Remove the sub-headers for which no information is available. Remove this box before submission. 

· Relevance of animal model to the intended patient population
· Published animal studies with relevant references
· POC study data including any available efficacy and safety results (tables and figures)
· Experimental design of planned studies 
· Overview of the planned Good Laboratory Practices (GLP) or non-GLP toxicological studies including animal species, route of administration, primary, secondary and exploratory endpoints, as relevant.



2.2. [bookmark: _Toc221779306]Chemistry, Manufacturing and Controls (CMC)
[bookmark: _Hlk189555332]
[Insert summary of manufacturing activities] 


Overview: The CMC section should include a summary describing the product, manufacturing process, characterization, and lot release tests information.
Instructions: Carefully review each section. Replace text with the relevant information indicated in italicized blue font within brackets. Remove this box before submission. 



2.2.1. [bookmark: 2.3._Chemistry,_Manufacturing_and_Contro][bookmark: _bookmark34][bookmark: _Toc221779307]Drug Substance

[Insert drug substance details, such as lead candidate vector design, promoter information, sequence, etc]

[bookmark: 2.3.2._General_Information][bookmark: _bookmark36][bookmark: 2.3.3._Drug_Substance_Manufacture][bookmark: _bookmark39]
2.2.2. [bookmark: _Toc221779308]Drug Substance Manufacturing
[Insert details of manufacturing drug substance, as available]


Instructions: Information regarding manufacturing of drug substance may be presented under the sub-headers listed below, as available. Remove the sub-headers for which no information is available. Remove this box before submission. 

· Manufacturer details (all vendors with associated responsibilities and locations in a table)
· Manufacturing process in a flow diagram
· Details of raw materials (including supplier, quality, source, process) and equipment
· Master and Working Cell bank details 
· Quality attributes or specifications, wherever available
· Stability testing plan



[bookmark: 2.3.4._Drug_Product][bookmark: _bookmark51][bookmark: _Toc221779309]
2.2.3. Drug Product
[bookmark: _bookmark53][bookmark: _bookmark52][bookmark: _bookmark54][bookmark: _bookmark55][bookmark: 2.3.4.3.__Container_Closure_System][Insert drug product details, as available]


Instructions: Information regarding drug product may be presented under the sub-headers listed below, as available. Remove the sub-headers for which no information is available. Remove this box before submission. 
· Manufacturer details (all vendors with associated responsibilities and locations in a table)
· Process flow diagram
· Details of raw materials (including supplier, quality, source, process) and equipment
· Quality attributes or specifications, wherever available
· Analytical methods, including potency assay plan
· Container closure system
· Stability testing plan









[bookmark: _Toc182486989][bookmark: _Toc182487204][bookmark: _Toc182486990][bookmark: _Toc182487205][bookmark: _Toc182486991][bookmark: _Toc182487206][bookmark: 2.3.4.1.__Manufacture][bookmark: _Toc182486992][bookmark: _Toc182487207][bookmark: 2.3.4.2.__Control_of_Drug_Product][bookmark: 2.3.4.4.__Stability][bookmark: _Toc182486993][bookmark: _Toc182487208][bookmark: _Toc182486994][bookmark: _Toc182487209][bookmark: _Toc182486995][bookmark: _Toc182487210][bookmark: _Toc182486996][bookmark: _Toc182487211][bookmark: _Toc182486997][bookmark: _Toc182487212][bookmark: _Toc182486998][bookmark: _Toc182487213][bookmark: _Toc182486999][bookmark: _Toc182487214][bookmark: _Toc182487000][bookmark: _Toc182487215][bookmark: _Toc182487001][bookmark: _Toc182487216][bookmark: _Toc182487002][bookmark: _Toc182487217][bookmark: _Toc182487003][bookmark: _Toc182487218][bookmark: _Toc182487004][bookmark: _Toc182487219][bookmark: _Toc182487005][bookmark: _Toc182487220][bookmark: _Toc182487006][bookmark: _Toc182487221][bookmark: _Toc182487007][bookmark: _Toc182487222][bookmark: _Toc182487008][bookmark: _Toc182487223][bookmark: _Toc182487009][bookmark: _Toc182487224][bookmark: _Toc182487010][bookmark: _Toc182487225][bookmark: _Toc182487011][bookmark: _Toc182487226][bookmark: _Toc182487012][bookmark: _Toc182487227][bookmark: _Toc182487013][bookmark: _Toc182487228][bookmark: _Toc182487014][bookmark: _Toc182487229][bookmark: _Toc182487015][bookmark: _Toc182487230][bookmark: _Toc182487016][bookmark: _Toc182487231][bookmark: _Toc182487017][bookmark: _Toc182487232][bookmark: _Toc182487018][bookmark: _Toc182487233][bookmark: _Toc182487019][bookmark: _Toc182487234][bookmark: _Toc182487020][bookmark: _Toc182487235][bookmark: _Toc182487021][bookmark: _Toc182487236][bookmark: _Toc182487022][bookmark: _Toc182487237][bookmark: _Toc182487023][bookmark: _Toc182487238][bookmark: _Toc182487024][bookmark: _Toc182487239][bookmark: _Toc182487025][bookmark: _Toc182487240][bookmark: _Toc182487026][bookmark: _Toc182487241][bookmark: _Toc182487027][bookmark: _Toc182487242][bookmark: _Toc182487028][bookmark: _Toc182487243][bookmark: _Toc182487029][bookmark: _Toc182487244][bookmark: _Toc182487030][bookmark: _Toc182487245][bookmark: _Toc182487031][bookmark: _Toc182487246][bookmark: _Toc182487032][bookmark: _Toc182487247][bookmark: _Toc182487033][bookmark: _Toc182487248][bookmark: _Toc182487034][bookmark: _Toc182487249][bookmark: _Toc182487035][bookmark: _Toc182487250][bookmark: _Toc182487036][bookmark: _Toc182487251][bookmark: _Toc182487037][bookmark: _Toc182487252]
2.3. [bookmark: _Toc221779310]Clinical 
[bookmark: _Hlk189154642][Insert description of the disease or condition and the clinical study plan] 

Overview: The clinical section should include a synopsis of the clinical aspects of the development program in the early phase of clinical trial design. 

Instructions: A description of the disease or condition may be presented under the following sub-headers:
· Molecular etiology
· Clinical manifestations
· Pathophysiology
· Natural history information
· Relevant reference articles

Details of the clinical development plan can be presented in a table that shows the different criteria of the clinical synopsis. 
A schedule of events may also be included, if available.

Carefully review each section. Replace text with the information indicated in italicized blue font within brackets. Remove the sub-headers for which no information is available. Remove this box before submission. 






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

	Sponsor
	

	Study Phase
	

	Study Population
	

	Number of Sites
	

	Number of Subjects
	

	Treatment Groups
	

	Primary Objective
	

	Secondary Objectives
	

	Study Design
	

	Estimated Study Duration
	

	Summary of Subject Eligibility Criteria
	

	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
	




2.4. [bookmark: _Toc221779311]Regulatory 
[Insert any regulatory history, including designations or prior interactions with the Agency]

Overview: The regulatory section should include the regulatory history including interactions with regulatory agencies and the planned next steps.

Instructions: Carefully review each section. Replace text with the information indicated in italics in brackets. Remove this box before submission. 







3. [bookmark: _Toc221779312]REFERENCES
[Insert relevant references in a numbered list in order of their first mention in the main text of the document]
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