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[bookmark: _Toc97799914][bookmark: _Toc100128608]Guidance for preparing the briefing book
Document format and submission
Use this official template to compile and submit the briefing book to the MHRA as a Microsoft Word document.
The use of this template is not mandatory but strongly encouraged. Other regulatory agency templates may be used to support global development programmes. 
The briefing book must not exceed 20,000 words (excluding the cover page, table of contents, list of tables, figures, abbreviations, references, tables, images, and annexes). 
The Company should note that any scientific advice given is not legally binding with regards to any future application for the product concerned, neither on the part of MHRA/Commission on Human Medicines (CHM) nor on the Company.  Furthermore, advice cannot be taken as indicative of any future agreed position.
Content and structure
Complete each section with relevant information for the section about your request (product, target disease, technology, pharmacy model, or development idea) and the organisation.
This template is a guide – use your judgement to determine which sections apply, the order of the sections and you may add new sections if needed.
If data are missing, explain why and indicate when they may become available.
Mandatory headings are standard text; optional headings appear in angle brackets (< >), and guidance text in green italics and square brackets ([ ]). Replace or delete bracketed text as appropriate, and remove any unused optional headings, guidance text and template instructions before submission.
Tabular summaries in the below sections are acceptable, where appropriate.
The appendices may be referred to on a discretionary basis.
List of questions 
Questions should be specific, scoped, and explained. Regulatory and scientific uncertainty should be highlighted. 
The list of questions must match those provided in the ‘Upload questions’ section of the ‘Request scientific advice’ form. There may be scope for minor changes if agreed with the Pre-Submission Team by email up to a maximum of 30 working days before the meeting.
To maximise the value of your engagement, we recommend submitting between 1 and 9 questions (including any sub-questions). This should be viewed as a preferred range, rather than a maximum number of questions. Where a larger number of questions is submitted, it may be necessary to schedule more than one meeting to ensure adequate discussion of all topics.
For each question, explain the organisation’s position or proposal in detail (cross-referring to other sections of the briefing book as needed). Provide an explanation and details of the proposed approach, with reference to guidance or relevant data. State whether this represents standard practice or a different approach. 

Referencing
Provide references where relevant. 
It is not necessary to reference every statement. 
There is no preferred citation format.
The following should be listed where appropriate; 
Table of Contents
List of Tables
List of Figures
List of Abbreviations
Bibliography – PDF copies of any cited references that are not publicly available or open access
1. Overview 
[Prioritise and summarise information directly relevant to the questions. Sections can be deleted as appropriate.
Headings may follow the below suggestions or eCTD structure. The following should be included executive summary, overview of the disease, rationale for seeking advice, treatment options and guidelines, current unmet need, mode of action, and proposed dosing regimen.]
1.1 Executive Summary
[Summary of all elements outlined below]
1.2 Overview of the disease/condition 
[Main features of the targeted disease, focusing on the current standard therapy, treatment options, guidelines, current unmet need.]
1.3 Rationale for seeking advice
[Describe the scope of the questions and the rationale for the advice request (Quality, Clinical, Non-Clinical, Regulatory, etc.)]
1.4 Product description
[Mechanism(s) of action and proposed dosing regimen.]
<Quality>
[Quality/GMP aspects: Drug substance (DS) definition and structure, manufacturing sites and process flow chart, and drug product (DP) specifications, stability, composition, packaging, and novel manufacturing approaches.
For ATMPs, cell and gene therapies, manufacturing changes, comparability, potency and control strategies, specifications justification, lifecycle management and platform manufacturing approaches. May be provided as annexes; detailed manufacturing, validation, stability and comparability data.]
<Non-clinical >
[Non-clinical studies (completed, ongoing and planned), including study number, main design features and GLP status. Main findings and safety margins.
Use of New Approach Methodologies within the development strategy, including details of their application and rationale.]
<Clinical >
[Clinical studies (completed, ongoing and planned), including study number, main design features, patient population and study status. Main efficacy and safety findings, key development challenges, and relevant information on ongoing studies and planned studies.]
<Clinical Pharmacology>
[Key pharmacokinetic, pharmacodynamic, bioavailability, bioequivalence, dose-exposure-response, drug-drug interaction, and special population findings.]

<Statistics>
[Statistical aspects of completed and planned studies, including sample size explanation, analysis methods, estimands, handling of missing data, interim analyses, multiplicity and key statistical considerations relevant to the advice questions.]
<Risk management plan>
[Pharmacovigilance activities, and proposed risk minimisation measures.]
<Reclassification>
[Current and proposed classification, intended use, next steps, and rationale for reclassification. Key evidence supporting safe use, including indication, route of administration, pack size, efficacy, safety, benefits, risk minimisation measures, patient information and relevant post-marketing experience.]
<Patient Information>
[Relevant supporting materials, including design guide and colour chart, labelling, and other sources of information available to patients].
<Device>
[For products involving a medical device or in vitro diagnostic (IVD), an overview of the device, its intended purpose, role in the development programme, classification, and regulatory status. Include marketing and clinical investigation status, CE and/or UKCA marking where applicable, and any relevant safety, performance, or usability considerations].
<Real world data/evidence>
[Proposed use of RWD/RWE in medicines development, authorisation or post-authorisation evidence generation.]
2. Regulatory status & proposed timelines
[Outline the global regulatory status of the product, the proposed development and submission timelines.]

2.1 Where is the product in the developer’s pipeline?
[Phase of development (first in human (FIH), Pivotal, etc., Key completed and planned development milestones. Structured regulatory status table is encouraged] 
2.2 Where is the product in the MHRA pipeline?
[Type and status of applications, such as planned or submitted Clinical Trial Applications (CTAs) and/or Marketing Authorisation Applications (MAAs).For MAAs, anticipated legal basis, where known, MHRA pathways, including ILAP, PIM, Paediatric Investigation Plan, Orphan Drug Designation, EAMs).] 
2.3 Where is the product in the UK Health System Pathway?
[Collaborations and engagements with NICE or other applicable UK system stakeholders. Announcements, policy objectives and any wider public health benefits]
2.4 Where is the product in the global pipeline?
[Type and status of applications, such as planned or submitted Clinical Trial Applications (CTA). 
For MAA, anticipated legal basis, where known.
Designation pathways, including orphan designation, PRIME, breakthrough therapy, international regulatory collaboration pathways including ACCESS, or similar schemes, if applicable.
Please provide details of any previous scientific advice received from MHRA and/or other regulatory agencies (optional) and, where relevant, a summary of the recommendations, actions taken, any differences from the advice, and the specific issues requiring follow-up.] 
3. 
Questions and organisation position
[Questions should be specific, scoped, and explained. Regulatory and scientific uncertainty should be highlighted. The list of questions should match those provided in the ‘Upload questions’ section of the form.

The Organisation position or proposal should be provided and include a summary of the chosen approach, including the relevant context, the proposal, critical discussion of advantages and disadvantages, and cross-references to the applicable guidance or guidelines and to the relevant sections of the briefing document or annexes. It does not need to be presented as a standalone statement.

The questions should be grouped by discipline (such as quality, non-clinical, clinical…).

Questions may follow the following format: “Does the MHRA agree that/with…?”.]
Question 1:
[Organisation position]

Question 2:
[Organisation position]

Question 3:
[Organisation position]

Question 4:
[Organisation position]

Question 5:
[Organisation position]


[Add further questions as needed]


4. References
[Insert here]














































5. List of annexes
[Annexes should be referenced in the briefing book and provide information related to the questions. The following naming convention may be used ‘ProductName_Annex_Protocol’.

Annexes may include: 

Detailed protocols 
Summary of ancillary data datasets 
Supporting analyses] 
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