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PURPOSE
This standard operating procedure (SOP) describes the process for the writing and development of an investigator’s brochure (IB) and the preparation of any updates to the IB including the annual review to ensure compliance with Good Clinical Practice.
The IB is the compilation of the clinical and nonclinical data on the investigational product(s) that are relevant to the study of the product(s) in human subjects.  Its purpose is to provide the investigators and others involved in the trial with the information to facilitate their understanding of the rationale for, and their compliance with, many key features of the protocol, such as the dose, dose frequency/interval, methods of administration and safety monitoring procedures.  The IB also provides insight to support the clinical management of the trial subjects during the course of the clinical trial.
SCOPE
This SOP is applicable to sponsors responsible for the development and/or review of IBs and their subsequent updates.
REFERENCES
INTEGRATED ADDENDUM TO ICH E6(R1): GUIDELINE FOR GOOD CLINICAL PRACTICE E6(R2) Current Step 4 version dated 9 November 2016

DEFINITIONS
· Author: lndividual(s) appointed to write a document.
Contributors: Investigators or consultants who contribute their expertise to the development of an investigator’s brochure.
Investigational Product (IP): includes any investigational medicine, medical device, complementary medicine, comparator/s or placebo that is to be used during the clinical trial.  This also includes all previously stated products if they have a marketing authorisation, when used or assembled in a way different from the approved form or different from the approved indication.
Investigator: A person responsible for the conduct of the clinical trial at a trial site.  The principal investigator (PI) is the investigator with overall responsibility for the conduct of a study at one or more sites.
Reviewer:  Individual, with appropriate experience and/or qualification, appointed to perform a technical and regulatory peer review of a document.
Sponsor: An individual, company, institution or organisation which takes responsibility for the initiation, management and/or financing of a clinical trial.
Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical trial and under whose immediate direction the IP is administered to, dispensed, to or used by a subject.  The term does not include any person other than an individual (e.g. it does not include a corporation or agency).  The obligations of a sponsor-investigator include both those of a sponsor and of an investigator.
Appendices
Appendix A– Investigator’s Brochure Template
Appendix B- Investigator’s Brochure Review Form
procedure
Requirements for an IB
An IB may not be necessary if the investigational product (IP) is marketed and its pharmacology is widely understood.
The product information brochure, package leaflet or label may be sufficient if it contains all current and comprehensive information on all aspects of the product that may be important to the investigator.
If the trial is for a new indication of a marketed product, an IB for its intended specific use is required.
If the IP has been developed by a commercial manufacturer, they will be contacted to ascertain a copy of the current IB.
If the preparation of an IB is impractical, all elements listed in Appendix A may be included as part of an expanded background in the study protocol.
[bookmark: _Toc403056635]Preparation of the Investigator’s Brochure
[bookmark: _Toc403056636]The sponsor may delegate responsibility to an author to develop the IB, contributors, and a reviewer/s to perform a technical and regulatory peer review.  
The author will draft the IB after obtaining input from the owner of the intellectual property and according to the relevant guidance from the regulatory authorities, literature searches and other resources, including recommendations from the Council for International Organizations of Medical Sciences (CIOMS), as appropriate. 
The author will format the IB using the applicable sections of the IB template (Appendix A) and in accordance with Chapter 7 “Investigator’s Brochure” of the Note for Guidance on Good Clinical Practice (CPMP/ICH/135/95) – Annotated with TGA Comments (July 2000).
The information in the IB should be drafted in a concise, simple, objective, balanced and non-promotional manner that enables an investigator, or potential investigator, to understand the data and use it to make his/her own unbiased risk-benefit assessment of the appropriateness of the proposed study.
[bookmark: _Toc403056639][bookmark: _Toc403056640]Some headings or sections in the IB template (Appendix A) may not be applicable for a particular IP or the stage of development.  These sections are not to be deleted.  Summary text is to be included justifying why data in this section is not applicable or not available.  The template headings in the “Summary of Data and Guidance for the Investigator” section may not be appropriate for early phase IPs (i.e. information may not be available to complete all of the sub-sections), therefore these sections may be removed.  However, sections ‘Adverse Events’ and ‘Treatment of Overdose’ must be included. 
[bookmark: _Toc403056641]The author will ensure that there is version control on every draft of the IB. The footer of every page of each draft should clearly identify the date and draft version (see Appendix A).  
[bookmark: _Toc403056642]The author will prepare the Investigator’s Brochure Review Form (Appendix B). 
[bookmark: _Toc403056643]The author will forward the draft IB and the IB Review Form to the contributors and, if applicable, the owner of the intellectual property, for review.
[bookmark: _Toc403056644]The author will collate all feedback and finalise the draft IB.  The reviewer(s) will perform a technical and regulatory peer review of the draft IB.
The final version of the IB will be the release version for review by a Human Research Ethics Committee (HREC) (or equivalent) and/or regulatory authority.
[bookmark: _Toc403056648]In case of a multi-centre study, the sponsor will provide the IB to all investigators participating in the study.
[bookmark: _Toc403056649]review of Investigator’s Brochure
[bookmark: _Toc403056650]The IB should be reviewed (or made available by the commercial manufacturer) at least annually and revised as necessary. More frequent revision may be appropriate depending upon the stage of development and the generation of relevant new information.
[bookmark: _Toc403056655]Revised IBs will be forwarded to the relevant HREC for review and provided to all investigators participating in the study.
Confidentiality
The IB should be treated as a confidential document and a confidentiality statement will be included on the cover page.
IBs made available from commercial manufacturers should be distributed according to the confidentiality requirements of the manufacturer.
Filing 
Final versions of the IB will be filed as required by GCP Section 8, Essential Documents (refer to SOP: Essential Documents and Trial Master File).
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The following Appendix is a template and a guide.  

Text enclosed in brackets < and > outlines details of what should be included, and this should be replaced by the relevant details required.


	Appendix A: Investigator's Brochure Template
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Sponsor:  <Sponsor’s Name>
<Sponsor Logo>








Product:  <XX>
Research Number:  <XX>
Name(s):  <Chemical, Generic (if approved), Trade Name(s) if legally permissible and desired by the Sponsor>
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Edition Number: <0.1>

Release Date: <Include date>

Replaces Previous Edition Number: <1.0>

Date:  <Include date>

Investigator’s Brochure –<Product Name>		<Sponsor> - Confidential

Investigator’s Brochure –<Product Name>		<Sponsor> - Confidential


<Draft/Final> IB Version <0.1> Dated <Date>				Page 13 of 14
[bookmark: _Toc403056656]CONFIDENTIALITY STATEMENT
The information in this document is considered privileged and confidential by <Include /nstitution/PI Name> and may not be disclosed to others except to the extent necessary to obtain Human Research Ethics Committee or Institutional Review Board approval and informed consent, or as required by applicable Laws. Persons to whom this information is disclosed must be informed that this information is privileged and confidential and that it should not be further disclosed without the written permission of <Include Institution/PI Name>. Any supplemental information that may be added to this document is also confidential and proprietary to <Include Institution/PI Name > and must be kept in confidence in the same manner as the contents of this document.
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