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2. METHODS VALIDATION PACKAGE 
 

Within each Drug Substance and Drug Product section where specifications are required method 
and validation report can also be included. Since no separate field copy is created with an 
electronic submission, the need for a standalone Methods Validation package with electronic 
submissions has become antiquated.  We, therefore, suggest that the methods and validation 
documents live in the appropriate 3.2.P and 3.2.S sections.   

With that model, the Methods validation document contained in this section serves as an 
overview of where the various methods and validation reports exist to aid the chemistry 
reviewer.  For paper submissions, copies of the methods and validation reports should exist here 
with references from product and substance to this document. 

 

2.1. Drug Substance Methods and Validations 
 

A short TOC listing the various substances that may be a part of this submission should be 
included here.  Each entry of the TOC would reference a table like the sample that follows. 

 

Substance Test Methods And Specifications Table COA 

   

   

   

 

The table above will allow for electronic hyperlinking between this list and the Table that 
follows as well as to any COAs that may be included with the submission. 
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2.1.1. {Drug Substance Name} Test Methods and Specifications 
 

Product Attribute Method Specification 
Testing 
Facility 

Validation 

Method Report 

Appearance Physical 
Inspection Report data Company MTH-00-001 REP-00-001 

      

      

      

Note:  The 1st line in the table is to serve as an example of how data might be entered in this table.  The two columns on the right 
should be authored in blue text, as these will get hyperlinked to the actual methods and validation reports as submitted.  If methods or 
reports are not submitted then language to the effect or “available upon inspection” could be incorporated as per company culture. 

 

2.2. {Drug Product Name} Test Methods and Specifications 
 

Product Attribute Method Specification 
Testing 
Facility 

Validation 

Method Report 

Appearance Physical 
Inspection Report data Company MTH-00-001 REP-00-001 
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2.3. {DRUG PRODUCT NAME} CERTIFICATE OF ANALYSIS 
 

Product Description 
Drug Product  
Lot Number 

API 
Lot Number Date Of Manufacture 

    

    

    

 

2.4. Drug Product Method Development and Validation Summary 
 

The methods development history and validation studies for the drug product test methods are 
discussed in this section.  

 

2.5. Summary of Structurally Related Impurities 
 

Any potential impurities structurally related to the drug product as well as potential degradation 
products are described in this section in the context of how these are tested for and the 
validations of these methods as appropriate. 

 

2.6. Samples 
 

Samples Are Available Upon Request 
This section identifies the samples that will be available for validation of the regulatory methods 
in FDA laboratories.  Typically a statement of “Samples will be provided upon request” is 
included here.  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would 
not be used. 

 

2.6.1. Drug Substance Samples 
 

Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be 
used. 

Tabular list of drug substance samples submitted, including lot number, identity (with chemical 
name and structure where required for clarity), specifications, package type and size, date of 
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manufacture, and quantity of the samples.  Brief description of special handling (MSDS Sheet) 
or storage requirements, COA, lot numbering information, and label information should also be 
attached.   

 

2.6.2. Drug Product Samples 
 

Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be 
used. 

Tabular list of drug product samples submitted, including lot number, composition, 
specifications, package type and size, date of manufacture, and quantity of the samples.  Brief 
description of special handling (MSDS Sheet) or storage requirements, COA, lot numbering 
information, and label information should also be attached.   

 

2.6.3. Reference Standards  
 

Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be 
used. 

Description of reference standards that are being sent including special handling requirements, 
etc, should be described here. A Certificate of Analysis (COA) as well as characterization data 
should be provided for reference standards that are from non-official sources.  Characterization 
information should include; manufacture information, legible release spectra and instrument 
data, purity data, chemical attribute data, physical description, and detailed description of 
analytical procedures used to characterize the reference standard. 

 

2.6.4. Assay controls discussion 
 

Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be 
used. 

Description of assay controls that are being sent including special handling requirements, etc, 
should be described here. 
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Guidance on Using this template

		Typographical Conventions



		Black Text

		Text (mostly headings) that agency reviewers are expecting to see in your document, based on the ICH guidances and EMEA guidelines.



		Red Text

		General guidance and instructions to authors, taken from ICH guidances and EMEA guidelines. Use this text to help you develop the appropriate content for your document. Can be turned on or off using the Show or Hide Hidden Text button on the StartingPoint toolbar.



		Highlighted Yellow Text

		Sample Text – wording or tabular format suggested by Octagon Research Solutions, based on our experience and best practices. To use this text, remove highlighting and use, modify or replace as necessary.



		{Shaded Text in Curly Brackets}

		Document Information field. Press the Document Information button, replace default values with those required in your document, and click ‘Update’. 



		Helpful Word Tips



		Keeping track of styles

		2003: Tools\Options\View\Style Area Width = 1”, then use Normal view
2007: [image: ]\Word Options\Advanced\Display\Style Area...= 1”, then use Normal view



		Keeping track of Document Information & auto-numbered caption fields

		2003: Tools\Options\View\Field Shading = Always
2007: [image: ]\Word Options\Advanced\Show Document Content\ Field Shading = Always



		Ensuring Instructional Text appears when a template is first opened

		2003: Tools\Options\View\Formatting Marks - Check “Hidden Text” or “All”
2007: [image: ]\Word Options\Display – Check “Hidden Text” or “Show all…”



		Helpful Toolbar Hints



		[image: ]

		Most commonly used heading styles. Click once, enter heading text and click enter. Next line will automatically be in C-Body Text style. More styles are available in the regular MS Word Style menu.

Note: You only need to hit Enter once. Line and paragraph spacing are controlled by the predefined styles.



		[image: ]

		Regular body text and indented text buttons. Use for most text other than headings.



		[image: ]

		Numbered, lettered and bulleted list buttons. Use these in preference to those on the regular MS Word toolbar, to ensure consistent formatting across all documents in your regulatory submission.



		[image: ]

		Cross-reference button. Use to refer to tables, figures and sections. Don’t use regular MS Word command Insert\Reference\Cross-reference.



		[image: ]

		Page layout buttons. Use when working with landscape pages and/or A4 page format.



		[image: ]

		Document Information button. Use to update Document Information fields in your document.



		[image: ][image: ]

		Symbol buttons. Use these symbols in preference to others, since they are known to render correctly to PDF. Only use the “Insert Symbol” command in MS Word for symbols not included on the toolbar.



		[image: ]

		Paste Unformatted Text button. Use to paste text from other documents. Note: Do not use with tables.



		[image: ]

		Hidden text buttons. Use to hide/show Instructional Text, and to delete it at document finalization.



		[image: ]

		Buttons to insert a properly formatted, hyperlinked TOC, List of Tables and List of Figures



		[image: ]

		Document Validation button. Use to check your document for correct styles, fonts, margins, etc.



		Document Finalization 



		1. Ensure all sample (yellow highlighted) text has been either converted to black text or deleted. 

1. Update the TOC, LOT and LOF. Ensure all sections, tables and figures are correctly numbered.

1. Use the Delete Hidden Text button to delete all hidden (instructional) text from your document.

1. Ensure all comments and track changes have been appropriately removed.

1. Run a Document Validation check to confirm all styles, formatting, margins, etc are correct.





Do Not Modify.

Do not modify 

The C-Heading 1 above has been created and hidden in order to get the document’s first heading, below, to be numbered properly. The heading below is intentionally numbered with just the last digit of the CTD section, with the parent CTD section number and title in the header, per the “Guidance for Industry: Granularity Document, Annex to M4 Organization of the CTD.” 

Do not modify the heading numbering below. As the document is being finalized, this hidden text can be deleted and the heading numbering will remain correct.

1. [bookmark: _GoBack]Methods Validation Package



Within each Drug Substance and Drug Product section where specifications are required method and validation report can also be included. Since no separate field copy is created with an electronic submission, the need for a standalone Methods Validation package with electronic submissions has become antiquated.  We, therefore, suggest that the methods and validation documents live in the appropriate 3.2.P and 3.2.S sections.  

With that model, the Methods validation document contained in this section serves as an overview of where the various methods and validation reports exist to aid the chemistry reviewer.  For paper submissions, copies of the methods and validation reports should exist here with references from product and substance to this document.



Drug Substance Methods and Validations



A short TOC listing the various substances that may be a part of this submission should be included here.  Each entry of the TOC would reference a table like the sample that follows.



		Substance

		Test Methods And Specifications Table

		COA



		

		

		



		

		

		



		

		

		







The table above will allow for electronic hyperlinking between this list and the Table that follows as well as to any COAs that may be included with the submission.
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{Drug Substance Name} Test Methods and Specifications



		Product Attribute

		Method

		Specification

		Testing Facility

		Validation



		

		

		

		

		Method

		Report



		Appearance

		Physical Inspection

		Report data

		Company

		MTH-00-001

		REP-00-001



		

		

		

		

		

		



		

		

		

		

		

		



		

		

		

		

		

		





Note:  The 1st line in the table is to serve as an example of how data might be entered in this table.  The two columns on the right should be authored in blue text, as these will get hyperlinked to the actual methods and validation reports as submitted.  If methods or reports are not submitted then language to the effect or “available upon inspection” could be incorporated as per company culture.



{Drug Product Name} Test Methods and Specifications



		Product Attribute

		Method

		Specification

		Testing Facility

		Validation



		

		

		

		

		Method

		Report



		Appearance

		Physical Inspection

		Report data

		Company

		MTH-00-001

		REP-00-001
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{DRUG PRODUCT NAME} CERTIFICATE OF ANALYSIS



		Product Description

		Drug Product 

Lot Number

		API

Lot Number

		Date Of Manufacture



		

		

		

		



		

		

		

		



		

		

		

		



		

		

		

		







Drug Product Method Development and Validation Summary



The methods development history and validation studies for the drug product test methods are discussed in this section. 



Summary of Structurally Related Impurities



Any potential impurities structurally related to the drug product as well as potential degradation products are described in this section in the context of how these are tested for and the validations of these methods as appropriate.



Samples



Samples Are Available Upon Request

This section identifies the samples that will be available for validation of the regulatory methods in FDA laboratories.  Typically a statement of “Samples will be provided upon request” is included here.  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be used.



Drug Substance Samples



Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be used.

Tabular list of drug substance samples submitted, including lot number, identity (with chemical name and structure where required for clarity), specifications, package type and size, date of manufacture, and quantity of the samples.  Brief description of special handling (MSDS Sheet) or storage requirements, COA, lot numbering information, and label information should also be attached.  



Drug Product Samples



Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be used.

Tabular list of drug product samples submitted, including lot number, composition, specifications, package type and size, date of manufacture, and quantity of the samples.  Brief description of special handling (MSDS Sheet) or storage requirements, COA, lot numbering information, and label information should also be attached.  



Reference Standards 



Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be used.

Description of reference standards that are being sent including special handling requirements, etc, should be described here. A Certificate of Analysis (COA) as well as characterization data should be provided for reference standards that are from non-official sources.  Characterization information should include; manufacture information, legible release spectra and instrument data, purity data, chemical attribute data, physical description, and detailed description of analytical procedures used to characterize the reference standard.



Assay controls discussion



Note:  If no samples were being submitted at this time the sections 3.6.1 to 3.6.4 would not be used.

Description of assay controls that are being sent including special handling requirements, etc, should be described here.
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