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Introduction

The Investigator’s Brochure (IB) will be produced following the ICH guidelines. It is, however, possible to add sub headings within a section, as appropriate. The IB must be written in English. Terms and spelling should be consistent within the IB.  IB authors should familiarise themselves with the section on Investigator’s Brochure in the ICH Guidelines for Good Clinical Practice. http://www.ich.org/pdfICH/e6.pdf 

Each change to the IB will result in a new edition. Note that in addition to the changed sections also the title page, summary of changes to previous edition and table of contents need to be updated. The header should be automatically updated, but in case it does not, manual update of the header is necessary. 

If required to fulfil specific local requirements, territory specific appendices to the various IB sections can be prepared to supply additional or more detailed data. 

When writing the IB the authors should bear in mind that the IB is a summary of clinical and non-clinical data on an Investigational Product (IP) relevant to studies in human subjects. 

The authors should: 

· write the IB for investigators, who are not specialists within all areas of the IB 

· focus on the main issues 

· ensure that the structure and content are clear 

· keep the IB short and simple. It is recommended that it does not exceed 75 pages 

· handle confidential information with care (i.e., to protect the IP chemical structures 

· should not be reported) 

· use tables and figures whenever possible 

· ensure that consistent information is provided between sections 

· include actual values, not only relative changes or difference data. 

· provide per section a listing of citations for source documents (e.g., report title and 

· number, literature reference) 

General Instructions for completing the IB 

Headings 

Start each section with a short summary (if appropriate as a bulleted list). When an IB section is updated with new information, summarise the earlier provided data further to keep the number of pages as low as possible. For revised IB sections, provide a summary of changes to the previous edition in the “Summary of changes to Previous Edition” section. 

Standard section and sub-section headings  - this template includes all section and subsection headings that are likely to be required. 

Standard (mandatory) text - This text (which is in regular font) contains information that must be included in the document. Standard text should not be deleted or modified without prior approval, which must be obtained in accordance with any SOPs

Guidance text  - This text (which is in Italics) provides advice to the Author on what information to include in the sections of the IB. It is recommended, but not mandatory, to follow guidance text. All guidance text should be deleted from the final document before it is issued for review. 

Markers indicating where standard text requires completion -The << >> symbol indicates where standard text needs to be completed by the addition of product-specific information. 

Standard header  - Every page in the IB must contain specific header information relating to the drug substance, edition number and date. The template has been set up so that this need only be entered once on the first page. The information should carry over onto every subsequent page header. 

Page Numbering 

Page numbering will be consecutive, starting at page 1, but showing from page 2 onwards. Page numbering should be the middle of the footer. This should not be altered. 

Set a valid date for the IB edition that will be 2 weeks after the release. The 2-week period between release and valid date will allow for distribution to investigators and Ethics Committees/Regulatory Authorities

Information to be included/format of the IB. 

Drug Substance: Enter the generic name or lab code. 

Project No: Enter the project number assigned to the product/indication or sub-indication. 

Edition number: Must be an integer (i.e., 1, 2, 3 etc). Every update to an IB will result in a new edition being produced. 

Supersedes Edition No: Enter the previous edition number. If this is the first edition, enter N/A. 

Date: Enter the agreed valid date for the edition: 

Updated sections: List all the sections/appendices that have been updated since the last edition was issued. 

Title Page

Table of contents: The List of Tables, List of Figures and Table of Contents for any local appendices that have been added to the IB will have to be manually updated. 

Summary of Changes to Previous Edition: Include what changes have been made to the previous edition. 

Abbreviations: Include all abbreviations used in the IB 

Summary:   Concisely summarise (1 to 2 pages) key information from all sections included in the IB that is relevant to the stage of clinical development of the IP. Appropriate section contributors should review information from their respective sections. 

Introduction:  Include the IP’s chemical name (and generic name, if available); all active ingredients; pharmacologic class; expected advantages within this class; the rationale for performing research with the IP, and the anticipated prophylactic, therapeutic, or diagnostic indications. 

Physical, chemical, and pharmaceutical properties and formulations: Include a description of the IP substance (including the chemical and structural formulae) and a brief summary of the relevant physical, chemical, and pharmaceutical properties. Provide a description of the formulations (including excipients [e.g., possible sensitising agents, sugar or caffeine]) used and justify (if clinically relevant) to allow appropriate safety measures to be taken during the course of the study. Also provide instructions for the storage and handling of the formulations to be given during the study. Mention any structural similarities to other known compounds, the empirical formula, relevant physical and chemical properties. 

Duration of follow-up period after the end of Investigational Product administration results of testing, including the following: 

· species tested 

· unit dose 

· dose interval 

· duration of effects 

· dose response

· Use tables and figures where possible to enhance the clarity of the presentation. 

Non-clinical studies 

Provide the results of all relevant pharmacology, toxicology, pharmacokinetic and metabolism studies of the IP in a summary form. In this summary, address the methodology used, the results, and the relevance of the findings to the investigated therapeutic and potential unintended and unfavourable effects in humans. 

· number and sex of animals in each group 

· route of administration 

· duration of testing period with the IP 

· information about systemic distribution 

· nature and frequency of pharmacologic or toxic effects 

· severity or intensity of pharmacologic or toxic effects 

· time to onset of effects 

· reversibility of effects 

In the next sections discuss the most important findings from the studies, including the dose response of observed effects, the relevance to humans, and any aspects to be studied in humans. Compare the effective and non-toxic dose findings in the same animal species (i.e., discuss the therapeutic index). Address the relevance of this information to the proposed administration in humans. When possible, make comparisons in terms of blood or tissue levels rather than in terms of mg/kg. Non-clinical findings are further summarised and non-clinical focus should be reduced as clinical information accumulates. It is the responsibility of the Discovery Representative(s) on the IB Development Team to ensure this. 

Non-clinical pharmacology 

Include a summary of the pharmacologic aspects of the IP and its significant metabolites studied in animals. Incorporate studies that assess potential therapeutic activity (e.g., efficacy models, receptor binding and specificity) and studies that assess safety (e.g., special studies to assess pharmacologic actions other than the intended therapeutic effect). 

Include a summary of the pharmacokinetics and biological transformation and disposition of the IP in all species studied. Address the absorption and the local and systemic bio-availability of the IP and its metabolites and their relationship to the pharmacologic and toxicologic findings in animal species. Discuss, as appropriate, distribution, protein binding, enzyme induction/inhibition, toxicokinetics and in vitro studies in human tissue. 

Pharmacokinetics and drug metabolism in animals 

Toxicology: Summarise the toxicologic effects found in relevant studies conducted in different animal species using the following headings: 

· single dose toxicity 

· repeated dose toxicity 

· genotoxicity (mutagenicity) 

· carcinogenicity 

· reproductive and development toxicity 

· local tolerance 

· special studies (e.g., irritancy and sensitisation) 

Effects in humans 

Provide a thorough discussion of the known effects of the IP in humans, including information about pharmacokinetics, metabolism, pharmacodynamics, dose response, safety, efficacy and other pharmacologic activities. Include a summary of the results of each clinical study. Also provide results from experience with the IP obtained from sources other than clinical studies (e.g. marketing experience). 

Pharmacokinetics and drug metabolism in humans 

Summarise the following pharmacokinetic information for the IP: 

· pharmacokinetics (including metabolism, absorption, plasma protein binding, distribution, and elimination) 

· bioavailability of the IP (absolute, relative, or both) using a reference dosage form population subgroups (e.g., sex, age, and impaired organ function) 

· interactions (e.g., product-product interactions and food effects) 

· other pharmacokinetic data (e.g., results of population studies performed within clinical studies) 

Safety and efficacy 

Summarise information about the IP’s safety (including metabolites), pharmacodynamics, and dose response that were obtained from clinical studies in humans (healthy volunteers, patients, or both), and discuss the implications of this information. For clarity, present safety and efficacy data for IPs with several completed clinical studies as summaries across multiple studies by indications in subgroups. Present tabular summaries of adverse drug reactions for all clinical studies for all indications studied. Discuss important differences in adverse drug reaction patterns or incidence across indications or subgroups. 

Provide a description of the possible risks and adverse drug reactions expected to occur on the basis of previous experience with the product under investigation and with related drugs. Describe the precautions or special monitoring to be done as part of the investigational use of the product. 

Marketing experiences 

Identify countries where the IP has been marketed or approved. Identify all countries where the IP did not receive approval or registration for marketing or was withdrawn from marketing or registration. Summarise significant information gathered from the IP’s marketed use (e.g., formulations, dosages, routes of administration and adverse reactions). For marketed products, approved local Prescribing Information may be used as sources for safety information, these may be placed in an Appendix. 

Summary of data and guidance for the investigators 

The overall aim of this section is to provide the Investigator with a clear understanding of the possible risks, adverse reactions, specific tests, observations and precautions that may be needed to conduct a clinical study. This understanding should be based on the available physical, chemical, pharmaceutical, pharmacologic, toxicologic and clinical information about the IP. Guidance should also be provided to the clinical Investigator about the recognition and treatment of possible overdosage and adverse reactions that is based on previous human experience and the pharmacology of the IP. Provide an overall discussion of the non-clinical data. Summarise information from various sources on different aspects of the IP. The overall discussion and summary information will provide the Investigator with the most informative interpretation of available data and an assessment of the implications of the information for future clinical studies. If appropriate, discuss published reports on related products to help the Investigator anticipate adverse drug reactions or other problems in clinical studies. 

References: Full paper copies of all references quoted in the IB must be available. 

Appendices: Complete the details on the front page, ensuring they match that on the front page of the main document. Add the relevant Appendix number. The appendix number should also be added to the header on the second page (this will then carry over onto every subsequent page). The headline on the appendix should refer to the main section which it is an appendix to (e.g., section 4.3 Toxicology). For example, “appendix 2 contains additional information to section 4.3”.

example  Investigator’s Brochure for medical device investigations.
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