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STANDARD OPERATING PROCEDURE 
Purpose
As part of the application process for a Clinical Trials Authorisation (CTA) under the Clinical Trials Directive (2001/20/EC), the MHRA requires much more information about investigational medicinal products (IMPs) and the justification for a trial than under the old DDX system.

The information should be provided in a standardised way for simplicity and reference purposes.

Scope
All clinical trials relating to person within the group at the [department]
Responsibility

Trial physicians are ultimately responsible for ensuring that all required information has been provided before submission to the MHRA. However, the information required includes pre-clinical and clinical data, toxicology, pharmacology and product manufacture and formulation. This will necessarily involve collaborating companies and other groups and pre-clinical staff in producing the documents.

Procedure

1. Documents required - IMPD
Investigational Medicinal Product (IMP) information for the MHRA/EU is requested in two documents –the Investigational Medicinal Product Dossier (IMPD), defined in EU legislation1; and the Investigators Brochure (IB), defined in ICH GMP guidelines2. However, there is considerable overlap and duplication in the information required in these two documents and considerable discrepancy between different EU documents as to what is actually required. 

2. Type of IMPD

EU guidance allows for less detailed information to be provided in certain situations1.

Full IMPD required when similar information has not been previously provided to the MHRA (or equivalent in another EU member state) for a CTA application or request for Marketing Authorisation. Simplified IMPD if this information has been provided previously
SmPC for products with a Marketing Authorisation in an EU member state, the Summary of Product Characteristics (SmPC) may be provided instead of an IMPD as long as the product is being used for the same indication and in accordance with the marketing authorisation.

3. Format of information

3.1
Full IMPD. The sections of the IMPD should follow the structure described in the EU guidance document ENTR/CT1 on pages 21–241, included as an appendix to this SOP.
3.2
Simplified IMPD. If the product has a previous CTA, then information on quality data, clinical data and non-clinical data does not need to be resubmitted. A cross reference to the previous application can be made. If there is new data since the previous CTA was granted, this should be submitted. See ENTR/CT1 for further details1.
4. Updating

IMPDs should be updated on a yearly basis. Changes are most likely to be needed where more data from clinical trials has become available. All changes to the document must be recorded on an ‘amendments’ page at the front of the document detailing the date and nature of the change. A new version number must be assigned to the document with each significant change.
1. References
1.
Detailed guidance for the request for authorisation of a clinical trial on a medicinal product for human use to the competent authorities, notification of substantial amendments and declaration of the end of the trial, EU guidance document ENTR/CT1 Revision 1, April 2004 - http://eudract.emea.eu.int/docs/Detailed%20guidance%20EudraCT.pdf.

2.
Guideline for good clinical practice - ICH Harmonised Tripartite Guideline, 1996 - http://www.ich.org/MediaServer.jser?@_ID=482&@_MODE=GLB. EU version: CPMP/ICH/135/95 - http://pharmacos.eudra.org/F2/eudralex/vol-3/pdfs-en/3cc1aen.pdf 
2. Appendix
Pages 21–24 of ENTR/CT1: format of IMPD.
Attachment 2: Common Technical Document Headings for

Investigational Medicinal Product Quality Data

2.1.S DRUG SUBSTANCE

2.1.S.1 General Information:

2.1.S.1.1 Nomenclature

2.1.S.1.2 Structure

2.1.S.1.3 General Properties

2.1.S.2 Manufacture:

2.1.S.2.1 Manufacturer(s)

2.1.S.2.2 Description of Manufacturing Process and Process Controls

2.1.S.2.3 Control of Materials

2.1.S.2.4 Controls of Critical Steps and Intermediates

2.1.S.2.5 Process Validation and/or Evaluation

2.1.S.2.6 Manufacturing Process Development

2.1.S.3 Characterisation:

2.1.S.3.1 Elucidation of Structure and Other Characteristics

2.1.S.3.2 Impurities

2.1.S.4 Control of Drug Substance:

2.1.S.4.1 Specification

2.1.S.4.2 Analytical Procedures

2.1.S.4.3 Validation of Analytical Procedures

2.1.S.4.4 Batch Analyses

2.1.S.4.5 Justification of specification

2.1.S.5 Reference Standards or Materials

2.1.S.6 Container Closure System:

2.1.S.7 Stability

2.1.P MEDICINAL PRODUCT

2.1.P.1 Description and Composition of the Medicinal Product:

2.1.P.2 Pharmaceutical Development:

2.1.P.2.1 Components of the Medicinal Product

2.1.P.2.1.1 Drug Substance

2.1.P.2.1.2 Excipients

2.1.P.2.2 Medicinal Product

2.1.P.2.2.1 Formulation Development

2.1.P.2.2.2 Overages

2.1.P.2.2.3 Physicochemical and Biological Properties

2.1.P.2.3 Manufacturing Process Development

2.1.P.2.4 Container Closure System

2.1.P.2.5 Microbiological Attributes

2.1.P.2.6 Compatibility

2.1.P.3 Manufacture:

2.1.P.3.1 Manufacturer(s)

2.1.P.3.2 Batch Formula

2.1.P.3.3 Description of Manufacturing Process and Process Controls

2.1.P.3.4 Controls of Critical Steps and Intermediates

2.1.P.3.5 Process Validation and/or Evaluation

2.1.P.4 Control of Excipients:

2.1.P.4.1 Specifications:

2.1.P.4.2 Analytical Procedures

2.1.P.4.3 Validation of Analytical Procedures

2.1.P.4.4 Justification of Specifications

2.1.P.4.5 Excipients of Human or Animal Origin

2.1.P.4.6 Novel Excipients

2.1.P.5 Control of Medicinal Product:

2.1.P.5.1 Specification(s)

2.1.P.5.2 Analytical Procedures

2.1.P.5.3 Validation of Analytical Procedures

2.1.P.5.4 Batch Analyses

2.1.P.5.5 Characterisation of Impurities

2.1.P.5.6 Justification of Specification(s)

2.1.P.6 Reference Standards or Materials:

2.1.P.7 Container Closure System:

2.1.P.8 Stability:

2.1.A APPENDICES

2.1.A.1 Facilities and Equipment:

2.1.A.2 Adventitious Agents Safety Evaluation:

2.1.A.3 Novel Excipients:

2.1.A.4 Solvents for Reconstitution and Diluents:

Attachment 3: Common Technical Document Headings for Nonclinical

pharmacology and toxicology data

2.2.1 Pharmacodynamics:

2.2.1.1 Brief summary

2.2.1.2 Primary Pharmacodynamics

2.2.1.3 Secondary Pharmacodynamics

2.2.1.4 Safety Pharmacology

2.2.1.5 Pharmacodynamic interactions

2.2.1.6 Discussion and conclusion

2.2.2 Pharmacokinetics

2.2.2.1 Brief Summary

2.2.2.2.1 Methods of analysis

2.2.2.3 Absorption

2.2.2.4 Distribution

2.2.2.5 Metabolism

2.2.2.6 Excretion

2.2.2.7 Pharmacokinetic Drug Interactions

2.2.2.8 Other Pharmacokinetic Studies

2.2.2.9 Discussion and conclusions including evaluation of toxicokinetics

2.2.3 Toxicology:

2.2.3.1 Brief Summary

2.2.3.2 Single Dose Toxicity

2.2.3.3 Repeat-Dose Toxicity*

2.2.3.4 Genotoxicity:

2.2.3.4.1. In vitro

2.2.3.4.2. In vivo *

2.2.3.5. Carcinogenicity *

2.2.3.6. Reproductive and Developmental Toxicity *

2.2.3.7. Local Tolerance

2.2.3.8. Other Toxicity Studies

2.2.3.9. Discussion and Conclusions.

* These sections should be supported by toxicokinetic evaluations

Attachment 4: Common Technical Document Headings for Clinical Data

2.3.1. Clinical pharmacology

2.3.1.1. Brief summary

2.3.1.2. Mechanism of primary action

2.3.1.3. Secondary pharmacological effects

2.3.1.4. Pharmacodynamic interactions

2.3.2. Clinical pharmacokinetics

2.3.2.1. Brief summary

2.3.2.2. Absorption

2.3.2.3. Distribution

2.3.2.4. Elimination

2.3.2.5. Pharmacokinetics of active metabolites

2.3.2.6. Plasma concentration-effect relationship

2.3.2.7. Dose and time-dependencies

2.3.2.8. Special patient populations

2.3.2.9. Interactions

2.3.3. Human exposure

2.3.3.1. Brief summary

2.3.3.2. Overview of Safety and Efficacy

2.3.3.3. Healthy subject studies

2.3.3.4. Patient studies

2.3.3.5. Previous human experience

2.3.4. Benefits and risks assessment

4. Appendices
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