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The Investigators Brochure (IB) is a compilation of the clinical and nonclinical data relevant to the study of the investigational product in humans. It should provide investigators with information to facilitate their understanding of the rationale for and their compliance with many key features of the protocol. The outline below contains guidance on the minimum information that should be included in the IB. It is expected that the type and extent of information available will depend on the stage of development, but this document should be updated as new information becomes available. All sections of the IB are included. For sections which do not apply to the investigational product, or where studies have not yet been conducted, this can be stated.
For additional guidance on the content and formatting of the Investigator’s Brochure, refer to E6(R3) Good Clinical Practice (GCP) (May 2023). 
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1. [bookmark: _Toc134719656][bookmark: _Toc204864205]SUMMARY
A brief summary (preferably not exceeding two pages) should be given, highlighting the significant physical, chemical, pharmaceutical, pharmacological, toxicological, pharmacokinetic, metabolic, and clinical information available that is relevant to the stage of clinical development of the investigational product.
2. [bookmark: _Toc133227778][bookmark: _Toc134719657][bookmark: _Toc204864206]INTRODUCTION 
A brief introductory statement should be provided that contains:
· the chemical name (and generic and trade name(s) when approved) of the investigational product(s)
· all active ingredients
· the investigational product(s)’ pharmacological class
· expected position within the pharmacologic class (e.g. advantages)
· the rationale for performing research with the investigational product(s), and 
· the anticipated prophylactic, therapeutic, or diagnostic indication(s). 
Finally, the introductory statement should provide the general approach to be followed in evaluating the investigational product.
3. [bookmark: _Toc133227779][bookmark: _Toc134719658][bookmark: _Toc204864207]PHARMACEUTICAL PROPERTIES AND FORMULATIONS
A description should be provided of the investigational product substance(s), including the chemical and/or structural formula(e), as well as a brief summary of the relevant physical, chemical, and pharmaceutical properties. To permit appropriate safety measures in the course of the trial, provide a description of the formulation(s) to be used, including excipients and justify if clinically relevant. Instructions for the storage and handling of the dosage form(s) should also be given. Any structural similarities to other known compounds should be mentioned.
3.1. [bookmark: _Toc134719659][bookmark: _Toc204864208]Nomenclature
[bookmark: _Hlk137633762]Insert text
3.2. [bookmark: _Toc134719660][bookmark: _Toc204864209]Description
Insert text
3.3. [bookmark: _Toc134719661][bookmark: _Toc134719774][bookmark: _Toc133227782][bookmark: _Toc204864210][bookmark: _Toc134719662][bookmark: _Toc134719775][bookmark: _Toc134719663][bookmark: _Toc134719776][bookmark: _Toc134719664][bookmark: _Toc134719777][bookmark: _Toc134719665][bookmark: _Toc134719778][bookmark: _Toc133227787][bookmark: _Toc134719666]Clinical Formulations
Insert text
3.4. [bookmark: _Toc134719667][bookmark: _Toc134719780][bookmark: _Toc133227788][bookmark: _Toc204864211][bookmark: _Toc133227789][bookmark: _Toc134719668]Storage, Stability and Handling Instructions
Insert text
4. [bookmark: _Toc133227790][bookmark: _Toc134719669][bookmark: _Toc204864212]NON-CLINICAL STUDIES
The results of all relevant nonclinical pharmacology, toxicology, pharmacokinetic, and investigational product metabolism studies should be provided in summary form. This summary should address the methodology used, the results, and a discussion of the relevance of the findings to the investigated therapeutic and the possible unfavorable and unintended effects in humans.
Methods should include species tested, number and sex of animals, unit dose, dose interval, route of administration, duration of dosing, information on systemic distribution, duration of post-exposure follow-up.
The results provided may include the following, as appropriate, if known/available:
· Nature and frequency of pharmacological or toxic effects
· Severity or intensity of pharmacological or toxic effects
· Time to onset of effects
· Reversibility of effects
· Duration of effects
· Dose response
4.1. [bookmark: _Toc133227791][bookmark: _Toc134719670][bookmark: _Toc204864213]Non-Clinical Pharmacology
A summary of the pharmacological aspects of the investigational product and, where appropriate, its significant metabolites studied in animals, should be included. Such a summary should incorporate studies that assess potential therapeutic activity (e.g. efficacy models, receptor binding, and specificity) as well as those that assess safety (e.g., special studies to assess pharmacological actions other than the intended therapeutic effect(s)). Include all sections below. If studies belonging in a given section have not yet been conducted, or would not be feasible, this can be stated in place of summary information (e.g. “There were no studies conducted to evaluate safety pharmacology for [Investigational Product]”
4.1.1. [bookmark: _Toc133227792][bookmark: _Toc134719671][bookmark: _Toc204864214]In Vitro Pharmacology
Insert text
4.1.2. [bookmark: _Toc133227793][bookmark: _Toc134719672][bookmark: _Toc204864215]In Vivo Pharmacology
Insert text
4.1.3. [bookmark: _Toc133227794][bookmark: _Toc134719673][bookmark: _Toc204864216]Safety Pharmacology
Insert text
4.2. [bookmark: _Toc204864217][bookmark: _Toc133227795][bookmark: _Toc134719674]Pharmacokinetics and Drug Metabolism in Animals 
Include all sections below. If studies belonging in a given section have not yet been conducted, or would not be feasible, this can be stated in place of summary information (e.g. “There were no studies conducted to evaluate absorption for [Investigational Product]”. Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. See IND Module 2.6: Non-Clinical Written and Tabulated Summaries for more information on this. 
4.2.1. [bookmark: _Toc133227796][bookmark: _Toc134719675][bookmark: _Toc204864218]Absorption
	Insert text
4.2.2. [bookmark: _Toc133227797][bookmark: _Toc134719676][bookmark: _Toc204864219]Distribution
	Insert text
4.2.3. [bookmark: _Toc133227798][bookmark: _Toc134719677][bookmark: _Toc204864220]Metabolism
	Insert text
4.2.4. [bookmark: _Toc133227799][bookmark: _Toc134719678][bookmark: _Toc204864221]Excretion
	Insert text
4.2.5. [bookmark: _Toc133227800][bookmark: _Toc134719679][bookmark: _Toc204864222]Drug-Drug Interactions
	Insert text
4.3. [bookmark: _Toc133227801][bookmark: _Toc134719680][bookmark: _Toc204864223]Toxicology
A summary of the toxicological effects found in relevant studies conducted in different animal species should be described. Often times biodistribution, immunogenicity, and shedding are combined with toxicology studies. Those study reports may be provided in this section as well. Include all sections below. If studies belonging in a given section have not yet been conducted, or would not be feasible, this can be stated in place of summary information (e.g. “There were no studies conducted to evaluate absorption for [Investigational Product]”.
4.3.1. [bookmark: _Toc133227802][bookmark: _Toc134719681][bookmark: _Toc204864224]Single Dose Studies
Studies summarized and evaluated in order by species and by route. 
4.3.2. [bookmark: _Toc133227803][bookmark: _Toc134719682][bookmark: _Toc204864225]Repeat Dose Studies
Studies summarized and evaluated in order by species, by route, and by duration. You can include brief details about the methods you used and key findings. 
4.3.3. [bookmark: _Toc133227804][bookmark: _Toc134719683][bookmark: _Toc204864226]Genotoxicity
Studies summarized and evaluated. Consider summarizing them in the following order: 
· In vitro nonmammalian cell system 
· In vitro mammalian cell system 
· In vivo mammalian cell system
4.3.4. [bookmark: _Toc133227805][bookmark: _Toc134719684][bookmark: _Toc204864227]Carcinogenicity Studies
Studies summarized and evaluated. Consider including a rationale around why the studies were chosen. Additionally consider summarizing each study in the order of long term to short/medium term. 
4.3.5. [bookmark: _Toc133227806][bookmark: _Toc134719685][bookmark: _Toc204864228]Reproductive and Development Toxicity
Studies summarized and evaluated, if conducted. Consider summarizing them in the following order:
· Fertility and early embryonic development
· Embryofetal development
· Prenatal and postnatal development, including maternal function
4.3.6. [bookmark: _Toc133227807][bookmark: _Toc134719686][bookmark: _Toc204864229]Special Studies
Other special studies you may want to report (e.g., studies in juvenile animals, local tolerance, etc.)
4.3.7. [bookmark: _Toc133227808][bookmark: _Toc134719687][bookmark: _Toc204864230]Other Toxicity Studies
Other studies you want to report 
5. [bookmark: _Toc133227809][bookmark: _Toc134719688][bookmark: _Toc204864231]EFFECTS IN HUMANS
5.1. [bookmark: _Toc133227810][bookmark: _Toc134719689][bookmark: _Toc204864232]Design of Clinical Studies
Describe the clinical protocol/s and indicate in the tables below whether the study is completed or ongoing. 
5.1.1. [bookmark: _Toc133227811][bookmark: _Toc134719690][bookmark: _Toc204864233]Completed Clinical Studies
[bookmark: _Toc347307029]
Table 2:  Completed Clinical Studies
	Study Number
	Study Design
	Number of Subjects
	Age (Mean and Range)
	Dosage and Dosage Regimen
	Primary Endpoints
	Report Status

	
	
	
	
	
	
	

	
	
	
	
	
	
	

	
	
	
	
	
	
	



5.1.2. [bookmark: _Toc133227812][bookmark: _Toc134719691][bookmark: _Toc204864234]Ongoing Clinical Studies 
[bookmark: _Toc347307030]
Table 3:  Ongoing Clinical Studies
	Study Number
	Study Design
	Planned Number of Subjects
	Age (Mean and Range)
	Dosage and Dosage Regimen
	Primary Endpoints

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	



5.2. [bookmark: _Toc133227813][bookmark: _Toc134719692][bookmark: _Toc204864235]Pharmacokinetics and Drug Metabolism in Humans
Include all sections below. If studies belonging in a given section have not yet been conducted, or would not be feasible, this can be stated in place of summary information (e.g. “There were no studies conducted to evaluate absorption for [Investigational Product] in humans”.
Traditional pharmacokinetics (absorption, distribution, metabolism, excretion) studies are not feasible with AAV gene therapies. However, if there are any PK assessments, these would be included in this section.
5.3. [bookmark: _Toc133227814][bookmark: _Toc134719693][bookmark: _Toc204864236]Safety and Efficacy
A summary of information should be provided about the investigational product's/products' (including metabolites, where appropriate) safety, pharmacodynamics, efficacy, and dose response that were obtained from preceding trials in humans (healthy volunteers and/or patients). The implications of this information should be discussed. In cases where a number of clinical trials have been completed, summaries of safety and efficacy across multiple trials by indications in subgroups may provide a clear presentation of the data. Tabular summaries of adverse drug reactions for all the clinical trials (including those for all the studied indications) would be useful. Important differences in adverse drug reaction patterns/incidences across indications or subgroups should be discussed.
The IB should provide a description of the possible risks and adverse drug reactions to be anticipated on the basis of prior experiences with the product under investigation and with related products.
[bookmark: _Toc347307031]A description should also be provided of the precautions or special monitoring to be done as part of the investigational use of the product(s).


Table 4:	Listing of Adverse Events
	Study No.
	Treatment
	Body System
	[bookmark: _RefTableNoteCallout1]AE Term
	[bookmark: _RefTableNoteCallout2]Severity
	Serious (Y/N)

	
	
	
	
	
	

	
	
	
	
	
	

	
	
	
	
	
	


a	AE dictionary used
b	Mild, Moderate, or Severe
5.4. [bookmark: _Toc133227815][bookmark: _Toc134719694][bookmark: _Toc204864237]Marketing Experience
The IB should identify countries where the investigational product has been marketed or approved. Any significant information arising from the marketed use should be summarized (e.g., formulations, dosages, routes of administration, and adverse product reactions). The IB should also identify all the countries where the investigational product did not receive approval/registration for marketing or was withdrawn from marketing/registration. If the drug has no marketing experience, this should be stated.
6. [bookmark: _Toc133227816][bookmark: _Toc134719695][bookmark: _Toc204864238]SUMMARY OF DATA AND GUIDANCE FOR THE INVESTIGATORS
This section should provide an overall discussion of the nonclinical and clinical data and should summarize the information from various sources on different aspects of the investigational product(s), wherever possible. This provides the investigator with an informative summary of available data and assessment of implications for future clinical trials. Where appropriate, published reports on related products should be discussed. This could help the investigator anticipate adverse drug reactions or other challenges that may arise in clinical trials.
The overall aim of this section is to provide the investigator with a clear understanding of the possible risks, adverse reactions, and of the specific tests, observations, and precautions that may be needed for a clinical trial. This understanding should be based on the available physical, chemical, pharmaceutical, pharmacological, toxicological, and clinical information on the investigational product(s). Guidance should also be provided to the clinical investigator on the recognition and treatment of possible overdose and adverse drug reactions that is based on previous human experience and on the pharmacology of the investigational product
7. [bookmark: _Toc133227817][bookmark: _Toc134719696][bookmark: _Toc204864239]REFERENCES
Provide the list of all references used in the Investigator’s Brochure here, using the style: Uniform Requirements Style for Manuscripts Submitted to Biomedical Journals, International Committee of Medical Journal Editors (ICMJE). Click here to download the Endnote Style.
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