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1.0 Purpose
This procedure defines the process by which documents are created and submitted to clients or
Regulatory Agencies in a portable document file (PDF) that align with the FDA recommendations
(Refer to FDA Guidance Document: Portable document Format (PDF) specifications, September
2016).
2.0 Scope
This procedure applies to Biopharmaceutical Development Program (BDP) personnel who are
involved in the preparation, review, and approval of Regulatory documents for the Frederick
National Laboratory for Cancer Research. Examples include, but are not limited to, original
Master File submissions and amendments, IND (Investigational New Drug application) Chemistry,
Manufacturing, and Control (CMC) documents, Pre-IND CMC documents, and Manufacturing
Reports. Where noted in this procedure, formatting requirements and/or document templates
specific to the different types of regulatory documents should be followed.
3.0 Authority and Responsibility

3.1 The Associate Director of Regulatory Affairs, or designee, has the authority to define this
procedure.

3.2 The BQA Regulatory Group or designee is responsible for preparation, review, submission,
and archiving of Regulatory Documents. The document preparer has the responsibility of
assuring the document is consistent with source documents such as Historical Records,
Batch Production Records, and Process Analytics/Quality Control (PA/QC) Testing Reports.

3.3 ltis the responsibility of BDP Regulatory personnel to follow this procedure when authoring
or formatting documents or reports to be submitted to the FDA.
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4.0 Procedure
4.1 General Format of Regulatory Documents

4.1.2 Initial documents are created in Microsoft Word and then converted to PDF (Adobe
Acrobat DC or Adobe Acrobat 5.0 or higher) for final documents.

4.1.3 Each file must not exceed 100 MB in size. If a file exceeds 100 MB, consult with
Associate Director of Regulatory Affairs to see if the FDA can accept the file size or it
should be divided.

4.2 File Naming Conventions

4.2.1  When naming pdf files, avoid using special characters and other non-alphanumeric
symbols. Hyphens and underscores in file names are acceptable.

4.2.2 The file name for all documents including reports should contain the document date
(YYYYMMDD, four-digit project number, and a short title for the document
(including Lot Number if applicable). Example: 20210217 0589 CD33CART Lot
L2101008 ManufRept.pdf

4.2.3 For the documents submitted to the FDA using Omnicia Software, the file name
should include the eCTD sequence number and a short tile for the document (Refer
to SOP 24414 Submitting Documents to the FDA Using BDPs eCTD software).

4.2.4 The maximum file path length must be kept below 150 characters, including file
name and extension, so short file names are recommended.

4.3 Font Size, Type and Use of Font Color

4.3.1  Times New Roman or Arial font must be used when creating documents. Times
New Roman 12 pt is recommended for the documents submitted to the FDA such
as Pre-IND or IND CMC documents.

4.3.2 Font size specifications range from 8 to 12 points as indicated in the table below:

Style Minimum Font Size
Paragraph or body text 12 pt
Table Text 9-10 pt
Tables generated from SAS datasets such 9 pt

as tabulations, data listings, variable
definition tables

Text in graphs, images 10 pt
Footnotes 10 pt
Headers and Footers 8 pt

4.3.3 The use of a black font color is required, except for hyperlinks. Royal Blue font
must be used for hyperlinks (0,0,255). Table of contents listings and in-text
references for table numbers, figure numbers, and appendix/attachment must be
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4.4

4.5

4.6

hyperlinked and therefore in Royal blue (0,0,255) font. Titles/headings for table of
contents, figures, tables and appendices/attachments should remain black.

Page Size and Margins

4.41
442

443

Set up the print area for pages to fit on 8.5 inches by 11 inches sheet of paper.
Margins should be as described below:

Top: = 3/8 inch
Left: = 3/4 inch
Right: = 3/8 inch
Bottom: = 3/8 inch

Headers and footers should appear within the margins in Step 4.4.2 (i.e., within 3/8
of an inch of the edge of 8.5 by 11-inch page).

Page Numbering

4.5.1

452

453

The first page of the document should be considered number 1 and all subsequent
pages (including Appendices and Attachments) should be numbered consecutively
with Arabic numerals. Roman numerals should not be used. A page number does
not have to appear on the cover page (page 1) but should be present on all
subsequent pages. Numbering in this manner keeps the numbering of the PDF file
in synchrony with the internal document page numbers.

The only exception should be where a document is split because of its size (e.g.,
>100 MB); the second or subsequent file should be numbered consecutively to that
of the first or preceding file.

Page number placement in the document will depend upon the type of document
being generated. While the document is still in Microsoft Word, the page numbers
can be automatically inserted by clicking Page Number from the Insert tab and
selecting the desired page number format and placement. Alternatively, page
numbers can be added in Adobe Acrobat Pro DC by using “Tools”, “Edit PDF”, and
then “header and footer” from the top of the screen. Click the “Header or Footer”
icon from the top of the screen and select “Add”. Once “Add Header and Footer”
window is popped up, choose the page numbers or date format using the “Page
Number and Date Format...” link. After selecting the location where you want to
place the page number or date, click the “Insert page number” button and select
“Ok” at the bottom of the window.

Associated documents (e.g., PA/QC test reports, Certificates of Analysis, Master
Specifications, etc.) should be inserted as Attachments or Appendices. Scan the original
document at 300 DPI or greater if necessary and insert the scanned copy into the
document being prepared. All associated documents or reports can also be sent to the
clients separately as needed. There are at least two methods to insert PDF files into a
document.
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4.6.1 A scanned (or regular) PDF file can be incorporated by combining it with other PDF
documents in Adobe Acrobat Pro DC using the “Combine Files” icon under “Tools”
(refer to Step 7.2 below for how to combine files into a single PDF). If PDF’s are
combined there needs to be particular attention to make sure headers, footers, and
page numbers are appropriate.

4.6.2 Ifinserting a PDF document into a Microsoft Word document, save the PDF
document as a JPEG (picture) file. Then place the cursor in the location in the
Microsoft Word document where the JPEG file is to appear. From the “Insert” tab,
select “Picture” and navigate to the picture JPEG file to be inserted. Select the
JPEG file for insertion, and then select the “Insert” button. Confirm the JPEG file
inserts correctly into the document being prepared.

4.7 Include cover pages for test reports. Refer to Attachment 1 for a sample test report cover
page. The cover pages may include, but are not limited to: assay name, product name, lot
number, and PA assay number.

4.8 Headers and Footers

4.8.1 The individual SOPs for each document type contains the specific header and
footer requirements (or template reference).

4.8.1.1 SOP 24406 Preparation of the CMC Portion of Pre-IND Read Ahead
Packages

4.8.1.2 SOP 24407 Preparation of Manufacturing Reports

4.8.1.3 SOP 24410 Preparation of Amendments to a Type V Facilities Electronic
Drug Master File (CBER Format)

4.8.1.4 SOP 24411 Preparation of a Chemistry, Manufacturing, and Controls
Section in Common Technical Document (CTD) Format

4.8.2 The header and footer are usually added in Microsoft Word but can be added in
Adobe Acrobat Pro DC by using “Tools”, “Edit PDF”, and then “header and footer”
from the top of the screen.

4.9 Creating a Table of Contents
4.9.1 Table of Contents are required for all regulatory documents five pages or longer.

4.9.2 The document being prepared is organized into sections with a heading placed at
the beginning of each section so that a Table of Contents can be created.

493 Headings for each section are created by selecting the appropriate style from the
style selection on the tool bar. For example, “Heading 1” is selected for the major
sections, “Heading 2” for subsections, and so forth.

4.9.3.1 To reformat the Style to the desired format, use the following procedure:

4.9.3.1.1 Place the cursor in an existing heading or test of the type to be
modified.

4.9.3.1.2 Right click the Heading number to be modified in the toolbar.
In the drop-down box that appears click “modify” and choose
the modifications required.
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494

4.9.3.1.3 When formatting is complete, select the “OK” button in the
“Modify Style Window.”

Create a Table of Contents by first placing the cursor where the Table of Contents
is to appear in the document being prepared. Then select the “References” tab.
Select the “Table of Contents” button from the toolbar to insert a table of contents.
From this screen you can choose the number of levels and style that you want to
appear in the Table of Contents. Select “OK” and confirm the Table of Contents
appears as specified. Table of contents listings should appear in blue text since
they hyperlink to the various sections. The Table of Contents format may vary with
the client’s preference.

4.10 Creating a Table of Figures, a Table of Tables, and a Table of Appendices/Attachments

4.10.1

4.10.2

Appendices/Attachments, Figures, and Tables are inserted into the document
being prepared using the following procedure.

4.10.1.1 Figures and Tables can be in portrait or landscape format depending on
the amount of information to be included; however, portrait is preferred.

4.10.1.2 Each Appendix/Attachment, figure, and table in the document must be
numbered using the “Caption” function. This is done by placing the
cursor where the appendix/attachment, figure, and/or table is to appear
in the document and then selecting the “References” tab. Select the
“Insert Caption” button and then select the appropriate caption label in
the “Caption” window that appears (table, figure, etc.), or add a new label
using the “new label” button in the “Caption” window. Click “OK” when
complete.

Create a Table of Figures, a Table of Tables, and/or a Table of Appendices/
Attachments by first placing the cursor where the Table is to appear in the
document being prepared (usually at the end of the Table of Contents). Then
select the “References” tab and select “Insert Table of Figures.” From the “Insert
Table of Figures” window you can choose the Caption Label for the table (example:
Figures, Tables, Attachments, Appendices) being created, and use other buttons in
the window to create the desired format of the Table. Click “OK” and confirm the
Table is created as specified.

4.11 Hyperlinking

4.11.1

4.11.2

For documents/reports with a Table of Contents, add hypertext links for each item
listed in the Table of Contents including tables, figures, publications, references,
and associated appendices that are essential for navigation.

Consider the following when creating hyperlinks:
4.11.2.1 Make sure all hyperlink text is in Royal blue font (see Step 4.3.3).

4.11.2.2 Hyperlinks can be created in word or adobe documents. To create
hyperlinks in Adobe Acrobat DC, refer to Step 7.5.

4.11.2.3 To create hyperlinks in word:
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4.11.2.3.1 Click “Insert” from the toolbar and choose “Cross-reference”.
The cross-reference dialogue box will appear.

4.11.2.3.2 Select the reference type (ex. Heading, Figure or Table) to be
linked in the drop-down box, select “Only label and number”
and choose where the document link needs to go. Click
“insert” to create the hyperlink.

4.11.2.4 Each hyperlink must go to the correct destination.

5.0 Draft Document Review

5.1

5.2

5.3

5.4

5.5

The original electronic document (word file) should be routed for review electronically with
track changes turned on in Microsoft Word (under the “Review” tab click the “Track
Changes” button and save the document).

Prior to routing the draft document for review, perform the following steps.

5.2.1 Confirm that the Table of Contents, and any other tables such as Table of Figures
or Table of Tables, have been automatically generated as described in Step 4.9
appear as specified.

5.2.2 Update the Table of Contents and any other Tables by right-clicking anywhere in
the Table and selecting the “Update Field” function.

5.2.3 Review the draft document to confirm page numbers are sequential, there are no
blank pages, and the document otherwise appears as desired. Make corrections
as necessary.

The draft document is routed for review simultaneously to appropriate personnel internal to
the BDP as follows:

. BDP Project Scientist(s) or designee(s).

. BQA Management Representative (if required).

. Associate Director, Regulatory Affairs.

. Program and Technical Director, BDP or designee.

Other personnel may be added as necessary depending on the type of document prepared.
When reviews are returned, Regulatory Affairs personnel revise the original electronic
document as necessary to address each reviewer's comments.

When all issues from BDP personnel have been satisfactorily addressed, the revised
document is then routed to the NCI/BRB Project Director. The NCI/BRB Branch Chief
should be copied as well, if they will approve the final document (refer to Step 6.3).
Alternatively, the document can be routed to NCI/BRB personnel simultaneously with BDP
personnel if a shorter turnaround time is required. When the reviewed document is
returned, Regulatory Affairs personnel or designees revise the original electronic document
as necessary to address reviewer comments.

If requested, the draft document can be submitted to the client for review once BDP and
NCI/BRB personnel reviews are completed (Refer to Step 8.0 Distribution procedure). Prior
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6.0

5.6

to sending the draft document to the client, a Distribution Form should be requested and
approved, as required by SOP 21417. When reviewed documents are returned, Regulatory
Affairs personnel revise the original electronic document as necessary to address review
comments.

Each reviewer’s document with his/her comments is kept electronically or in the Regulatory
Affairs area to use for assistance in the final review.

Final Document Approval

6.1

6.2

6.3

Once all comments by reviewers have been addressed, the approval signature page
(drafted in Microsoft Word and then converted to PDF) can be routed electronically for
electronic/digital signature to approve and sign the pdf document electronically.

Follow the instructions below to set up electronic signatures.
6.2.1 In Adobe Acrobat DC under Tools click on the Digital Signature shortcut:

6.2.2 Click on the Digital Signature option in the properties list.

6.2.3 Drag the signature box to the signature line where the digital signature needs to be
added.

6.2.4 Resize the box to the desired size.
6.2.5 Repeat for each signature required on the document.
6.2.6 Close the digital signature tool and save the pdf.

6.2.7 If the Digital Signature shortcut cannot be found under Tools, follow the instructions
below to set up electronic signatures.

6.2.7.1 Select “Tools” at the top left of the screen.

6.2.7.2 Choose “Prepare Form” icon under “Forms and Signatures” and select
“Start”.

6.2.7.3 Choose “Add a digital signature” icon and drag the signature box to the
signature line where the digital signature needs to be added.

The document/report is routed for the following approval signatures:

= BDP Project Scientist(s) or designee(s) (required for any project-related document).
= Program and Technical Director, BDP or designee.

= Associate Director of Regulatory Affairs or designee.

= BQA Management Representative (if required).

= NCI/BRB Project Director or designee.

= NCI/BRB Branch Chief or designee (if required).

o Note: NCI/BRB Branch Chief approval is required for all DCTD-funded projects.
Consult the Associate Director of Regulatory Affairs as needed.
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Other approval signatures may be added as necessary (e.g., a document containing
analytical methods, testing plans, data, etc. should be approved by the Director of Quality
Control or designee).

6.4 Minor edits may be made to the document after approval (e.g., to fix a typographical error);
however, if content-related changes are made to the final document, then the final signature
process must start over.

7.0 Making an Electronic PDF File of the Final Document
7.1 After approval, the final document is converted to PDF as the steps below:

7.1.1  Open the file that is to be converted to PDF format. From the Acrobat tab, select
"Create PDF.” Save the Adobe PDF file by browsing to find the appropriate
location in which to save the file, and insert the desired file name (Refer to Step 4.2
for file naming conventions). Confirm the “Save as type” is “PDF files” and select
the “Save” tab to begin the conversion.

7.1.2 If you do not have the Acrobat add-in tab, you can select “File”, “Save As”, and
select PDF from the drop-down box in the "save as type” window.

7.1.3 Convert other files related to the document, such as separate files containing
appendices, to PDF format using the procedure outlined in Step 7.1.1. This is
necessary when a file is too large and has been maintained in separate, smaller
Microsoft Word files.

7.1.4 Do not activate security settings or password protection.

7.2 Once all the related files have been converted to individual PDF files, merge the files into a
single PDF file using the following procedure.

7.2.1  Open the Adobe Acrobat Pro DC Program and use the following pathway of drop-
down menu selections: Tools, Create PDF, Multiple Files, and check “Combine
Files” (create a single PDF from multiple files). Click “Next”.

7.2.2 Select the desired PDF files to merge using the “Add Files” button. Navigate to the
file locations, highlight files to add by clicking on them (hold shift key to select
multiple files from the same location) and click the “open” button. To add additional
files from another location, click the “Add Files” button again at the top of the
screen and navigate to the needed file location. Arrange the files in the correct
order by dropping and dragging them to the desired order. When the files are
correctly ordered, click the “Combine Files” button (blue “combine” button at far top
right of screen).

7.2.3 When the PDF document has been compiled, save the document in the desired
location using the “File”, “Save As” drop down screens. Navigate to the location in
which the file will be saved and assign a “File Name” as described in Step 4.2.

7.3 Alimited amount of text (within one line) can be replaced using “Edit PDF” under “Tools” if
typo or minor edit is needed. Place the cursor where you need to edit the text in the
document and proceed to make the edit. Editing text can be performed using the “Edit”
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7.4

button at the top of the screen. Adding text can be performed using the “Add Text” button
at the top of the screen. Specific formatting changes can be completed using the tools on
the right side of the screen.

Creating and Reviewing all bookmarks in the PDF document.

7.4.1

7.4.2

7.4.3

Consider the following when creating bookmark:

7.4.1.1  The use of no more than four levels in the hierarchy is recommended.
Each additional level increases the need for space to read the
bookmarks.

7.4.1.2 The bookmarks in the bookmark list must be properly nested. Nesting
creates a parent/child relationship that can be easily expanded and
collapsed as desired. Use the document Table of Contents as your guide
when nesting bookmarks.

7.4.1.3 The bookmark list should be fully expanded when the document is
opened.

7.4.1.3.1 Each bookmark label must be properly spelled and match the
appropriate section, figure, table, appendix, reference title.

7.4.1.3.2 Each bookmark must go to the correct designation.

If headings are set up appropriately in Microsoft Word (refer to Step 4.9.3),
bookmarks will automatically be created during the conversion of the document to
PDF format. The steps below may be used to create additional bookmarks or to
rename bookmarks, as needed. Alternative methods to create or name bookmarks
may also be used.

7.4.2.1 Navigate to the desired page. Add a new bookmark by selecting
“Bookmarks” icon on the left side of the screen followed by clicking “Add a
New Bookmark” icon. Title the bookmark with the same title as the
section to which it is linked.

7.4.2.2 Revisions to the Bookmark title can be made by right-clicking on the
Bookmark and selecting the “Rename” function in the pull-down menu, or
double clicking on the bookmark title and typing the name.

Review all bookmarks in the document to verify their accuracy using the following
procedures:

7.4.3.1 Select the “Bookmarks” tab or icon that appears on the left side of the
screen.

7.4.3.2 Compare the document’s Table of Contents against the listing of
bookmarks under the Bookmarks tab. Verify that there is a bookmark for
the approval page, table of contents, and all the appendices that are in
the document. Add any desired new bookmarks.

7.4.3.3 Click on each Bookmark to assure that it is linked to the correct section in
the document. If necessary, revise the linked location by right clicking on
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7434

the link and select “set destination”. Change the page number to the
correct location to be linked.

All bookmarks must be set to inherit zoom in following steps:

7.4.3.4.1 Right-click on the bookmark and choose “Properties”. In the
window that appears, select the Action tab.

7.4.3.4.2 Inthe Action box, click on the “go to a page in this document”
(or bookmark) and click the “edit” button. In the Zoom level
box, select “inherit zoom”. Click “OK”, then Click “OK” again.

7.5 Setting Initial View in Document Properties

7.6

7.5.1  Click file at the top of the page and choose properties. The open dialog box sets
the document view when the file is opened.

7.5.2 Click on the Initial View tab and apply the following settings:

7.5.2.1
7.5.2.2
7523
7.5.2.4
7.5.2.5

Change Navigation tab drop down to: Bookmarks Panel and Page
Change page layout to: Default

Change modification to: Default

Make sure open to page number is selected and starts at: Page 1
Click “Ok”

Set up hyperlinking within the document using Adobe Acrobat Pro DC

7.6.1 Hyperlinks that were not created automatically during the conversion from Word to
PDF should be created in Adobe by following the procedures below:

7.6.1.1

7.6.1.2

7.6.1.3

7.6.1.4

7.6.1.5

7.6.1.6

Apply appropriate links to the items listed in Royal blue font using the Link
Tool. From the Adobe Acrobat tools menu, select “Edit PDF”. Click on
the “link” tool drop down and select “Add/Edit Web or Document Link”.

Draw a box around the text selected for linking using the Link Tool. The
dialogue box will appear.

In the Create Link box, verify the Link Type is “Invisible Rectangle” and
the Highlight Style is “None”.

The Link Action MUST be “Go to a page view”. This will ensure that the
link is created as a relative link. Select “Next” and the following dialogue
box will appear for creating the link.

Use the scrollbars, mouse, and zoom tools to select the target view, then
press “Set Link” to create the link destination. Link destinations may be

pages within the same document or pages within external files. Use the
Adobe Acrobat Help Menu if you want to link to external files.

After creating the link using the Adobe Acrobat Professional Link Tool,
right-click on the link and select “properties”. In the Link Properties Box,
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8.0

7.7

7.8

7.9

select the “Actions” tab. Select “Edit” in the Actions box and choose the
Zoom Option, “Inherit Zoom”.

7.6.1.7 Select “OK” and “Close” to return to the pdf document. Be sure to save
the changes before closing each document.

7.6.1.8 To delete a link, right click on the link and choose the option “delete link”.

Review all links internal to the document to verify their accuracy using the following
procedure.

7.7.1  Click on the link to confirm the correct destination appears.

7.7.2 If the correct destination does not appear, select “Tools”, then select “Edit PDF”.
Next select “Add/Edit Web or Document Link” from the Link button at the top of the

screen.

7.7.3 Double click the link to open the link properties box. Select the Actions tab. In the
Actions section, select “go to a page in this document” and click “edit”. Change the
page number location to the correct location.

Save the final PDF file to the designated project folder on a network computer drive that is
routinely backed up.

The PDF file is checked for accuracy by a second person to confirm that the electronic
document is complete, and that all bookmarks, links, etc., are correct.

Recordkeeping and Distribution

8.1

8.2

8.3

8.4

Unless a distribution form has already been signed for the project, Form 21417-01 -
Distribution Record for Documents must be requested and approved according to SOP
21417 Distribution of Documents to External Recipients.

Final documents (PDF or Word documents) and cover letter (if applicable) are sent to a
client via encrypted Outlook email or the Secure Email and File Transfer (SEFT). To access
the SEFT Service, go to https://secureemail.nih.gov and click the button “Continue to
Staff Login” to login for NIH and HRSA Staff. If collaboration with the client is required, a
workspace folder within SEFT can be established, with managers and collaborators invited
as needed. Other secure file exchange mechanisms are acceptable upon client request and
at the discretion of RA Management. An email must be sent to the client letting them know
the approved documents were provided via the SEFT workspace.

The final approved documents provided to the sponsor should be filed in the project
documentation (see Step 8.5). If separate files were provided to the sponsor, a combined
PDF file should be created as described in Step 7.2 for internal recordkeeping.

The compiled complete PDF file including the approval signature page with individual PDF
files, if applicable, is submitted to BDP Project Documentation Submission found on the
BDP website X
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8.5 The completed electronic master document is maintained in the appropriate project-specific
folder on the BDP network computer drive that is routinely backed up.

8.6 A dated record of the completed document is added to the Regulatory Affairs File/
Correspondence List ) for the
appropriate project with a hyperlink to the electronic file of the document (if available).

9.0 References and Related Documents
Guidance Document: Portable document Format (PDF) specifications, September 2016

SOP 24406 Preparation of the CMC Portion of Pre-IND Read Ahead Packages

SOP 24410 Preparation of Amendments to a Type V Facilities Electronic Drug Master File
(CBER Format)

SOP 24411 Preparation of a Chemistry, Manufacturing, and Controls Section in Common
Technical Document (CTD) Format.

SOP 24414 Submitting Documents to the FDA Using BDPs eCTD software
SOP 21417 Distribution of Documents to External Recipients

Form 21417-01 - Distribution Record for Documents

10.0 Attachments
101 Attachment 1 Sample Process Analytics Test Report Cover Page

1.
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Attachment 1

Sample Process Analytics Test Report Cover Page

Western Blot
Product Name, Lot # xxxxxx
BDP Process Analytics Test Report Summary
QC xxxxxx
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