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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.

2. ADVENTITIOUS AGENTS SAFETY EVALUATION [NAME,
DOSAGE FORM, MANUFACTURER]

Information assessing the risk of potential contamination with adventitious agents should be
provided in this section.

For nonviral adventitious agents:

Detailed information should be provided on the avoidance and control of nonviral adventitious
agents (eg, transmissible spongiform encephalopathy agents, bacteria, mycoplasma, fungi). This
information can include, for example, certification and/or testing of raw materials and excipients
and control of the production process, as appropriate for the material, process and agent.

Reference ICH guidances Q5A, Q5D, and Q6B.
For viral adventitious agents:
Detailed information from viral safety evaluation studies should be provided in this section.

Viral evaluation studies should demonstrate that the materials used in production are considered
safe, and that the approaches used to test, evaluate, and eliminate the potential risks during
manufacturing are suitable. The applicant should refer to Q5A, Q5D, and Q6B for further
guidance.

Information essential to evaluate the virological safety of materials of animal or human origin
(eg, biological fluids, tissue, organ, cell lines) should be provided. (See related information in
3.2.5.2.3, and 3.2.P.4.5). For cell lines, information on the selection, testing, and safety
assessment for potential viral contamination of the cells and viral qualification of cell banks
should also be provided. (See related information in 3.2.S.2.3).

The selection of virological tests that are conducted during manufacturing (eg, cell substrate,
unprocessed bulk, or postviral clearance testing) should be justified. The type of test, sensitivity
and specificity of the test, if applicable, and frequency of testing should be included. Test results
to confirm, at an appropriate stage of manufacture, that the product is free from viral
contamination should be provided. (See related information in 3.2.S.2.4 and 3.2.P.3.4). In
accordance with Q5A and Q6B, results for viral testing of unprocessed bulk should be included.

In accordance with Q5A, the rationale and action plan for assessing viral clearance and the
results and evaluation of the viral clearance studies should be provided. Data can include those
that demonstrate the validity of the scaled-down model compared to the commercial scale
process, the adequacy of viral inactivation or removal procedures for manufacturing equipment
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and materials, and manufacturing steps that are capable of removing or inactivating viruses. (See
related information in 3.2.S.2.5 and 3.2.P.3.5).

Reference ICH guidances Q5SA, Q5D, and Q6B.
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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 



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

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

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

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

· Run a Document Validation check to confirm all styles, formatting, margins, etc are correct.
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Information assessing the risk of potential contamination with adventitious agents should be provided in this section.

For nonviral adventitious agents:

Detailed information should be provided on the avoidance and control of nonviral adventitious agents (eg, transmissible spongiform encephalopathy agents, bacteria, mycoplasma, fungi).  This information can include, for example, certification and/or testing of raw materials and excipients and control of the production process, as appropriate for the material, process and agent.

Reference ICH guidances Q5A, Q5D, and Q6B.

For viral adventitious agents:

Detailed information from viral safety evaluation studies should be provided in this section.

Viral evaluation studies should demonstrate that the materials used in production are considered safe, and that the approaches used to test, evaluate, and eliminate the potential risks during manufacturing are suitable. The applicant should refer to Q5A, Q5D, and Q6B for further guidance.

Information essential to evaluate the virological safety of materials of animal or human origin (eg, biological fluids, tissue, organ, cell lines) should be provided. (See related information in 3.2.S.2.3, and 3.2.P.4.5). For cell lines, information on the selection, testing, and safety assessment for potential viral contamination of the cells and viral qualification of cell banks should also be provided. (See related information in 3.2.S.2.3).

The selection of virological tests that are conducted during manufacturing (eg, cell substrate, unprocessed bulk, or postviral clearance testing) should be justified. The type of test, sensitivity and specificity of the test, if applicable, and frequency of testing should be included. Test results to confirm, at an appropriate stage of manufacture, that the product is free from viral contamination should be provided. (See related information in 3.2.S.2.4 and 3.2.P.3.4). In accordance with Q5A and Q6B, results for viral testing of unprocessed bulk should be included.

In accordance with Q5A, the rationale and action plan for assessing viral clearance and the results and evaluation of the viral clearance studies should be provided. Data can include those that demonstrate the validity of the scaled-down model compared to the commercial scale process, the adequacy of viral inactivation or removal procedures for manufacturing equipment and materials, and manufacturing steps that are capable of removing or inactivating viruses. (See related information in 3.2.S.2.5 and 3.2.P.3.5).

Reference ICH guidances Q5A, Q5D, and Q6B. 
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