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GUIDANCE FOR INDUSTRY

Providing Regulatory Submissionsin Electronic Format —
| nvestigational New Drug Applications

This guidance document represents the Agency's current thinking on thistopic. It does
not create or confer any rights for or on any person and does not operate to bind the
Food and Drug Administration (FDA) or the public. An alternative approach may be
used if such approach satisfies the requirements of the applicable statutes and
regulations.

l. INTRODUCTION

Thisisonein a series of guidance documents intended to assist you, Soonsors, in making regulatory
submissions in dectronic format to the Center for Biologics Evauation and Research (CBER). We,
FDA, intend to update guidance on eectronic submissions regularly to reflect the evolving nature of the
technology and the experience of those using thistechnology. AsFDA develops guidance on dectronic
IND submissions in the Common Technical Document (CTD) formet, we intend to harmonize this
guidance with the CTD guidance.

In this guidance, we discuss specific issues unique to the eectronic submisson of Investigationd New
Drug applications (INDs) and their amendments. We have described general issues such as acceptable
file formats, media, and submission procedures that are common to dl submissonsin the companion
guidance, “Providing Regulatory Submissionsin Electronic Format — General Considerations,” dated
January 1999 (January 28,1999, 64 FR 4433).

This guidance findizes the draft guidance entitled “ Guidance for Industry: Pilot Program for Electronic
Investigational New Drug (elND) Applications for Biologica Products,” dated May 1998, that was
announced in the Federal Register on June 1, 1998 (63 FR 104). We have incorporated into this
guidance our experiences from the pilot program and comments received from the public, and from our
electronic marketing applications guidance entitled, “ Guidance for Industry: Providing Regulatory
Submissons to the Center for Biologics Evauation and Research (CBER) in Electronic Format—
Biologics Marketing Applications [Biologics License Application (BLA), Product License Application
(PLA)/Establishment License Application (ELA) and New Drug Application (NDA)],” dated
November 1999 (November 12, 1999; 64 FR 61647).



. PURPOSE

This guidance isintended to facilitate the submisson of INDs in eectronic format aswell as ensure
quick and easy information access for the reviewer. The guidance features an IND main folder that is
used throughout the life of the gpplication. The IND main folder contains Six subfolders, four of which
are analogous to the review disciplines within CBER. They are described in section IV.B.

We have employed atable of contents (TOC) and bookmark driven navigationa congtruct thet is
amilar to the structure employed in CBER' s dectronic marketing gpplication. Y ou should include & the
top of the bookmark hierarchy the following bookmarks. Roadmap, Main TOC, and Item TOC (i.e.,
for theitem currently under review). When presenting a TOC in your eectronic IND submission,
anaogous bookmarks should reside in the left hand margin.

Y our submission should include individual PDF files that contain numeric prefixes. The numeric prefix
should reflect the amendment number in which the file was submitted for review. The numeric prefix will
facilitate the loading of new filesinto a pre-existing folder structure that festures the IND main folder and
it's 6 subfolders (See IV.B.). However, the following PDF files should not contain numeric prefixes:
roadmap.pdf (see Appendix A), protocol ctoc.pdf (see V.D.1 and Appendix A, Figure VI-4), and
adverse_eventstoc.pdf (seeV.D.2 and Appendix A, Figure VI-5). Thesefiles are cumulative and will
be replaced in subsequent submissions.

The eectronic IND aso features the use of the roadmap.pdf file Thisis the recommended entry point
for the eectronic submission. The roadmap.pdf file should contain functiona hypertext linksto the
origind submission’s main TOC and to each subsequent submission’s TOC. Y ou should include the
submission serid number found in the prefix of eechfile for that submission (see Appendix A). You
should update and resubmit this file with each amending submisson. Asaresult, the roadmap.pdf file
awayswill contain a current comprehengive submisson higory that will enable areviewer eagly to
accessthe origina IND and it’ s subsequent amendments through their main TOC's.

When amending your IND, you should utilize the same IND main folder and subfolder names (that you
used) inyour origind IND submisson. The amending submissons IND main folder should include the
gppropriate subfolders for the content of that submission (seelV.B.). Thefiles should be identified
through the use of the amending submissons serid number in ther file name prefix (seel1l.F.). Wewill
load the individud files of the new amendment, which reflect a new submission serid number in their
prefix, into the preexisting content subfolders on our server. If the amendment contains a content
subfolder not previoudy submitted to the IND, we will load the entire subfolder into the IND main
folder on our server. You should submit an updated overdl submission index and an updated subfolder
specific index with every amendment to the IND. We will load these indexes into the preexisting folder
structure.



1. GENERAL ISSUES

Regulationsin 21 CFR part 312 provide the genera requirements for submitting INDs to CBER.
Currently, Form FDA 1571 (http://Amww.fda.gov/opacom/morechoi ces/fdaforms/cher.html) outlines the
components required in the submisson of an IND.

A. Harmonization with Guidance for Marketing Applications

We have tried to harmonize the guidance for providing INDs and marketing applicationsin
electronic format whenever possible. Y ou should refer to the “Guidance for Indudtry: Providing
Regulatory Submissions to the Center for Biologics Evauation and Research (CBER) in
Electronic Format — Biologics Marketing Applications [Biologics License Application (BLA),
Product License Application (PLA)/Establishment License Application (ELA) and New Drug
Application (NDA)],” November 1999, Revised, as a reference,
(http:/AMnww.fda.gov/chber/guidelines.htm).

B. Submissionsrdated totheinitial IND

This guidance applies equdly to the origind submission of an IND and to the subsequent
submissions amending the origina application. We have described IND submission typeson
the Form FDA 1571 under item 11. If you decideto provide an IND in eectronic formet, you
should provide the entire submission in eectronic format. Y ou aso should provide al
amendments to the origind submisson in eectronic format.

C. Acceptability of Electronic Submissions

In the Federa Register of March 20, 1997 (62 FR 13467), the agency announced the
establishment of a docket, number 92S-0251,
(http://www.fda.gov/ohrms/dockets/dockets/9290251/9250251. htm) where it will publish the
submissorsit will accept in dectronic format. Once a Center has identified in the docket a
submission type as one that can be processed, reviewed and archived in an dectronic only
format, you may provide the submission utilizing eectronic media without any paper copies (21
CFR 11.1(d) and 11.2).

D. Electronic Signatures

We are developing procedures for archiving documents with eectronic sgnatures. Until those
procedures arein place, you should include with the e ectronic document the following:
Documents for which the regulations require an origind Sgnature.
A paper copy that includes the handwritten signature of the sponsor’ s authorized
representative; and the IND number to identify the eectronic document and
attachments.



E. CrossReferencesto other INDs

At times, IND submissions are supported by a cross-reference to another IND [21 CFR
312.23(b)]. The utility of the eectronic IND submission will be further increased if dl reference
materids are supplied with the IND submission. Y ou should handle these filesin the same
manner as other eectronic files submitted to the IND. For example, you should generate the
files from eectronic source files rather than from scanned paper documents if at al possble. If
the eectronic sourcefileis not available, we will accept a scanned copy. Y ou should describe
the file format and organization of these files as described in this guidance.

If an electronic IND or other form of documentation dreaedy existsin CBER, and the
gppropriate | etters of authorization are supplied, the IND review team will be granted accessto
those documents. If the files you choose to reference have been provided in eectronic format,
you should include the main folder name in which the document resides in place of the volume
number required under 21 CFR 312.23(b). Y ou should provide copies of the appropriate
letters of authorization in the admin folder of the submission

F. Folder and File Names

We have provided specific names for the folders (see Table 1) and subfolders of the submission
aswdl asthe table of contents files including the roadmap file. Using these names will minimize
confusion among the Center’ s reviewers.

For file names not specificaly described, we ask that you use the following naming conventions.

Include the submission serid number for thefile in theinitid 4 numbers of the file.

Use adescriptive name for the file up to atota of 28 characters. Thisisatota of 32
characters including the 4-digit serid number.

Use the appropriate 3 - character extension for the file (e.g., pdf, xpt).

Be consgtent with the file names. For example, if you use the protocol number as part of
the name of the origind protocol, you should include the same name for the protocol
revison.

For example, protocol 1234 provided in amendment number six could be named
0006 _1234.pdf. The revised protocol submitted as part of amendment 125 would be named
0125 _1234.pdf.

G. Bookmarksand Hypertext Links

For al documents with atable of contents, you should provide bookmarks and hypertext links
for each item in the document’ s table of contentsincluding al tables, figures, publications, and
gppendices even if included in a separate file, to serve as part of the table of contents for the
submission.



To facilitate the review, you should provide hypertext links to supporting annotations, related
sections, references, appendices, tables, or figures that are not located on the same page
throughout the body of the document. For areference list at the end of a document, you should
provide a hypertext link from theitem listed to the appropriate PDF publicetion file. In order to
provide reviewers maximd flexibility in usng ectronic documents, please avoid linking items
across submission folders. We intend to review the information according to discipline and thus
you should present your information in amodular fashion. For example, if you intend to use a
reference to support a point in the CMC folder, you should not place the reference in the
Clinicd folder.

Y ou should dso include a bookmark to the roadmap, the submission’s main table of contents,
and the folder’ s table of contents at the highest level of the bookmark hierarchy for documents
that you supplied as part of the submission.

H. Publications

Y ou should provide each publication as a separate PDF file. Establish a hypertext link between
the reference to the publication in the gpplication and the publication. Y ou should include the
citation for the publication in the title portion of the Document Information field for each
publication file,

|. Submisson Management

Timely communications with the gppropriate center and office staff prior to the submisson of an
electronic document are essential. 'Y ou should contact us when questions arise.

Y ou should notify usin writing of your intent to submit an eectronic IND at least three months
prior to the target arrival date for the gpplication. Upon receipt and review of the written
notification, our staff will schedule a teleconference to discuss the proposed eectronic dossier.
Y ou should submit a CD-ROM, containing mock-up text and data, conveying your
interpretation of the guidance for review by Center aff 45 days before the submission target
date. Asindividua sponsors or product teams gaain experiencein utilizing this submisson type,
we may find the CD-ROM demonstration to be unnecessary.

Because the review of aninitid IND submission must be completed in 30 days, it is essentid
that the dectronic IND submission function smoothly. The CD-ROM demondtration isacriticd
part of ensuring that smooth function. The CD-ROM demongtration should facilitate
discussons of the planned regulatory submission through the presentations of mock-up text,
tables, graphics, and datato CBER from the sponsor. The CD-ROM demondration will: (1)
present us with an opportunity to ensure that documents are presented in a standard format
across al dectronic IND applications; (2) present an opportunity for feedback from the review
team on the presentation of regulatory information (e.g. dataset structures, hypertext links,
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bookmarking, and document quality); and (3) present an opportunity for our technica staff to
provide feedback on how well the proposed submission structure is consistent with our
guidance. Effective use of the demondration and timely communication with our staff should
enhance your understanding of this guidance document and itsintent. We have listed the
gopropriate staff contacts for your submissonsin Appendix C.

J. Application Structure

An IND isacompilation of many small submissons collected over an extended period of time.
Frequently, during the review of an IND submission, areviewer will need to refer to earlier
submissons. To help reviewers navigate through the entire application, you should provide with
each new submisson adirectory that includes alist of not only the filesincluded in the current
submission but dl of the previoudy submitted files aswell (See Appendix A — example
roadmap.pdf file).

Thislist should be presented in reverse chronologica order, by submisson, as part of a PDF file
cdled roadmap.pdf (see Appendix A). Thisfileislinked to the submisson’s main table of
contents, whichisin turn linked to the table of contents provided in each subfolder. See section
IV.E. below for additiond details on the table of contents files.

IV.  ORGANIZING THE MAIN FOLDER
Y ou should place in the main folder dl e ectronic documents and datasets that you intend to be part of

your eectronic IND. The only exception is the application directory (roadmap.pdf file). This
document should be placed in the root directory.

= Xz =10 x|
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Figure 1; IND main folder



A. Naming the Main Folder

The main folder for the origina submission should be named IXY Z where XY Z contains
abbreviations for the sponsor name, product, and indication. For this submission, you do not
know the IND number nor can you generate it before the arriva of the regulatory submission.
All amendments to the application should use the same main folder name asthe origina
submission.

B. Folders

Insde the main folder, you should provide 5 folders, Adminigrative (admin), Chemistry
Manufacturing and Controls (cmc), Pharmacology and Toxicology (phar mtox), Clinicd
(clinical), and Other (other) to organize the documents and datasets provided in the origind
submission and subsequent amendmentsto your IND (Figure 1). See Table 1 for the types of
documents that would reside in each folder. In addition, the main folder should contain an
indindex folder (see Item F)

Y ou should name the folders as shown in Figure 1. Y ou should not attach an extension to the
submission subfolders. Our intent is to create one set of folders per submission and upload
additiona supporting information into these folders. Thiswill give our review community one
centrd location as arepogtory for information germane to thelr review.

Place the types of documents/information listed below into the designated folders.

Table 1: Organization of Documents

Folder location | Types of document
Adminigration Introductory statement, annud reports, change of address, change of
(admin) contact, change of sponsor, letters of authorization, meeting minutes,
interim reports, fina reports request for closure, fast track, inactivation,
resctivation, rolling BLA or NDA desgnation, transfer of obligations,
withdrawa, meeting request, responsesto aclinical hold or information
request correspondence
Chemistry, CMC information [8312.23(g)(7)] and informationa amendments
Manufacturing related specificly to CMC [8312.31] including product
and Controls characterization, device information, formulation, labeling, lot release,
(cmc) manufacturing information, shipment of product, source information,
specifications, lot release data, Sability, Serility and environmenta
assessment or claim for excluson
Nondlinicd Pharmacology and toxicology information [312.23(a)(8)] and
Pharmacology informationa amendments related specificaly to pharmtox [§312.31]
and Toxicology | including pharmacology and toxicology data, preclinica information,
(pharmtox) anima modds, in vitro models, pharmacokinetics, preclinica reports and

protocols, toxicology




Clinica
(clinical)

Protocols [8312.23(a)(6)], protocol amendments [8312.30], previous
human experience [8312.23(a)(9)], safety reports [§312.32] and
informational amendments related specificaly to clinica [8312.31]
including adverse reactions, consent forms, investigator informetion,
generd invedtigationd plan, investigator’ s brochures, IRB approval, new
protocols, revised protocols, site information, investigator data, CV'’s,
and 1572's

Other
(other)

Cross referenced files and other information

C.

Cover Letter

Y ou should provide a cover letter as a PDF file named XXXX_cover.pdf inddetheman
folder, where XX XX is the submisson serid number. Y ou should include in the cover Ietter the
falowing:

D.

A description of the submission including appropriate regulatory informetion.

A description of the eectronic submisson including the type and number of eectronic
mediaused (e.g., two CD-ROMS), and the gpproximate Size of the submisson (eg., 1.2

gigebytes).

A statement that the submission is virus free with a description of the software (name,
version, and company) used to check the files for viruses.

Any changes from the recommendations in this guidance document should be
documented in the cover letter.

The regulatory and information technology (IT) points of contact for the gpplication.

Form FDA 1571

Insde the main folder, provide aForm FDA 1571, as a PDF file named X XXX _1571.pdf,
where XXX X isthe submisson serid number. The agency is developing proceduresto alow
the submission of eectronic sgnatures. Until procedures arein place, you shoud attach a paper
Form FDA 1571 that is signed by the sponsor’ s authorized representative to accompany the
1571.pdf file



E. IND Table of Contents
Regulations a 21 CFR 312.23(a)(2) require submission of atable of contents.

For the dectronic submission, the table of contents should contain three levels of detail and the
gopropriate hypertext links and bookmarks (see Appendix B). Thefirst leve of detall, the main
table of contents, will contain asmplelisting of the itemsin section 12 of the Form FDA 1571.
Y ou should hypertext link and bookmark these items to the appropriate item table of contents
for the IND. This single page PDF file should be named XXX X _indtoc.pdf, where XXXX is
the submission serid number. Y ou should place the main table of contents in the main folder.

The second leve of detail is the table of contents for each folder of the IND. Y ou should
provide these tables of contents as PDF files named in the following manner, eg.,
0000_admintoc.pdf, 0000_cmctoc.pdf, 0000_pharmtoxtoc.pdf, 0000 _clinicaltoc.pdf and
0000_othertoc.pdf. You should placeitemsin the gppropriate subfolder. For each table of
contents, you should ligt dl of the files pertaining to that areain the specific subfolder and
provide bookmarks and hypertext links to each document or dataset listed in the table of
contents. In generd, these tables of contents should consst of afew pages. Y ou should
provide bookmarks to the submission’s roadmap main table of contents and the item’ s table of
contents at the highest level of the bookmark hierarchy. Thiswill dlow areviewer to easly
navigate throughout the eectronic submission.

Thethird level of detail pertains to reports and protocols. Y ou should fully bookmark and
hyperlink the table of contents for these documents. For datasets, you should provide a data
definition table as a key to the e ements being used in the datasets.

F. Full Text Index for the Submission

Y ou should provide an index of the full text and the Document Information fields of dl itemsin
the submisson. Theindex is generated in PDF by usng Acrobat Catdog. Name the index
definition file indindex.pdx. Y ou should place al associated index filesin afolder named
indindex. Place theindindex.pdx definition file and theindindex folder in the IND main
folder. Associate the XXXX_indtoc.pdf file with the index file so that whenever the table of
contents file is opened, the associated index is automaticaly added to the available index ligt.
Thiswill facilitate the use of the search function in Adobe Acrobat. The function enablesa
reviewer to enter a specific word and search the document for that word' s location throughout
the documents covered by the indexes loaded at the time. The indindex folder and file do not
have numerica prefixes because they are intended to be cumulative. Index information should
be updated each time an amendment is submitted to the IND.



V. ORGANIZING THE SUBMISSION

Guidance follows for providing filesfor each of the 5 content folders potentially included in an origind
submission of an IND and dl of its subsequent amendments, in eectronic format.

A.

Adminigrative (admin)

Table 1: Organization of Documents lists the types of documents that you should providein the

admin folder. You should place dl of these files directly into the admin subfolder. Do not
provide any subfolders within the admin folder except for the full text index and publications

folders.

1. Letter of Authorization

When referencing information submitted to the agency by another sponsor, you must
provide awritten statement that authorizes the reference and that is signed by the person
who submitted the information [21 CFR 312.23(b)]. Y ou should provide this letter of
authorization as an individua PDF file and placeit in the admin folder.

2. Responsesto Center Correspondence

Y ou should include the actual comments, questions, and requests for additiona
information communicated in our letter sent to you, as wdll as your response to these
items. Y ou should bookmark each item to facilitate information access. Y ou should
make additiona supporting information access ble through a hypertext link contained
within your response.

3. Annua Report

Except for the investigator’ s brochure (21 CFR 312.33(d)), you should provide the
required information for an annud report asasngle PDF file. You will find the items
required for the annua report listed in 21 CFR 312.33. As part of the annua report
file, you should provide atable of contents listing each item detalled in 21 CFR 312.33.
Y ou should bookmark and hyperlink each item in the table of contents to its referenced
information in the document. Information on providing the investigator’ s brochure is
provided below.

4. Other Documents

Y ou should provide other documents in this subfolder including those described in Table
1: Organization of Documents asindividua PDF files.
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B.

5. Publications

Y ou should provide each publication as a separate PDF file. Y ou should place dl
publications that are cited in files contained in the admin folder, in dphabetica order,
into agngle folder named pubs. Y ou should establish a hypertext link between the
citation and the publication in the pubs folder. Place the pubs folder in the admin
folder. Y ou should include the citation for the publication in the Title portion of the
Document Information field for each publication file. 'Y ou should include the first
author’ s last name, the year of the publication and the title of the article in the citation.

6. Full Text Index

Y ou should provide an index of the full text and the Document Informetion fields of dll
documentsin this folder. Y ou should name the index definition file admin.pdx. You
should place dl associated index filesin the admin index folder. 'Y ou should place
admin.pdx definition file and the admin index folder in the admin folder. Y ou should
associate the XXX X _admintoc.pdf file with the index file so that whenever the table of
contents file is opened, the associated index is autometicaly added to the available
index ligt. Thiswill facilitate the use of the search function in Adobe Acrobat. The
function enables areviewer to enter a specific word and search the document for that
word’ s location throughout the documents covered by the indexes |oaded &t the time.
Index files and folders do not have numerical prefixes because they are intended to be
cumulative. They should be updated each time an amendment is submitted to the IND.

Chemistry, Manufacturing and Control (CMC)

Table 1: Organization of Documents lists the types of documents that you should provide in the

cmc folder. You should place dl files directly into the cmc folder. Y ou should not provide any
subfolders within the cmc folder except for the full text index and the publications folder.

1. Documents and Datasets

See the “Guidance for Industry: Providing Regulatory Submissons to the Center for
Biologics Evaduation and Research (CBER) in Electronic Format - Biologics Marketing
Applications [Biologics License Application (BLA), Product License Application (PLA)
[/ Egtablishment License Application (ELA) and New Drug Application (NDA)],”
November 1999, Revised, for guidance on the format of specific documents and
datasets files for CMC submissions.

For documents not described in the marketing applications, you should provide
documents as individual PDF files and place them in the cmc folder.

11



C.

2. Publications

Y ou should provide each publication as a separate PDF file. Y ou should place dl
publications that are cited in files contained in the cmc folder, in dphabetica order, into
adngleinto asngle folder named pubs. Establish a hyperlink between the citation and
the publication in the pubs folder. Y ou should place the pubs folder in the cmc folder.
Y ou should include the citation for the publication in the Title portion of the Document
Information field for each publication file. The citation should include the first author’s
last name, the year of the publication and the title of the article.

3. Full Text Index

Y ou should provide an index of the full text and the Document Informetion fields of dll
documentsiin this folder. Y ou should name the index definition filecmc.pdx. You
should place al associated index filesin the cmc index folder. Place the cmc.pdx
definition file and the cmc index folder in the cmc folder. Y ou should associate the
XXXX_cmcetoc.pdf file with the index file o that whenever the table of contentsfileis
opened, the associated index is autometicaly added to the available index list. Thiswill
fecilitate the use of the search function in Adobe Acrobat. The function enablesa
reviewer to enter a specific word and search the document for that word' slocation
throughout the documents covered by the indexes |oaded at the time. Index filesand
folders do not have numerica prefixes because they are intended to be cumulative.
They should be updated each time an amendment is submitted to the IND.

Nonclinical Phar macology and Toxicology (Phar mtox)

Table 1: Organization of Documents lists the types of documents that you should provide in the

pharmtox folder. You should place dl files directly into the pharmtox folder. Y ou should not
provide any subfolders within the pharmtox folder except for the full text index and the
publications folder.

1. Documents and Datasets

See the “Guidance for Indugtry: Providing Regulatory Submissions to the Center for
Biologics Evauation and Research (CBER) in Electronic Format - Biologics Marketing
Applications [Biologics License Application (BLA), Product License Application (PLA)
/ Establishment License Application (ELA) and New Drug Application (NDA)],”
November 1999, Revised, for guidance on the format of specific documents and
datasets files for pharmtox submissions.

For documents not described in the marketing applications, you should provide
documents as individua PDF files and place them in the pharmtox folder.

12



D.

2. Publications

Y ou should provide each publication as a separate PDF file. Y ou should place dl
publications that are cited in files contained in the pharmtox folder, in aphabetica
order, into asingle folder named pubs. Egtablish a hyperlink between the

citation and the publication in the pubs folder. Y ou should place the pubs folder in the
pharmtox folder. Y ou should include the citation for the publication in the Title portion
of the Document Information field for each publication file. 'Y ou should include the first
author’ s last name, the year of the publication and the title of the article in the citation.

3. Full Text Index

Y ou should provide an index of the full text and the Document Informetion fields of dll
documents in this folder. Y ou should name the index definition file phar mtox.pdx.

Y ou should place dl associated index files in the pharmtox index folder. Placethe
pharmtox.pdx definition file and the pharmtox index folder in the pharmtox folder.

Y ou should associate the X XXX _pharmtoc.pdf file with the index file so that whenever
the table of contentsfile is opened, the associated index is automatically added to the
avalableindex lig. Thiswill facilitate the use of the search function in Adobe Acrobat.
The function enables areviewer to enter a specific word and search the document for
that words location throughout the documents covered by the indexes loaded at the
time. Index files and folders do not have numerica prefixes because they are intended
to be cumulative. They should be updated each time an amendment is submitted to the
IND.

Clinical

Table 1: Organization of Documents lists the types of documents that you should provide in the

clinical folder. You should place dl files directly into the clinical folder. Y ou should not
provide any subfolders within the clinical folder except for the full text index, publications,
protocol and adverse events folders.

1 Protocol and Protocol Revisions (amendments)

Y ou should provide each protocol in a separate PDF file in a subfolder |abeled
Protocols. To help us easily identify the file, use the protocol number as part of the
filename. Each protocol should have atable of contents. Y ou should hypertext link and
bookmark the table of contents. For protocol revisons or amendments, you should use
the same protocol number that identifies the origind protocol. Y ou should submit to the
file acomplete copy of any revised protocol. Thiswill facilitate the use of the “text
compare’ function in Adobe Acrobat by our clinica reviewers,

13



Y ou should create a PDF file named protocol ctoc.pdf (i.e., protocol cumulétive table
of contents) within the Protocols subfolder. The protocol ctoc.pdf isacumulaive lig of
the protocols and revisons with the date of submission presented asa PDF file. The
cumuletive ligt should be in inverse chronologica order with the most recent protocol
submission at thetop of the ligt. Because thisfileis cumulétive, it does not heve a
numericd prefix. The protocolctoc.pdf should not affect the submission content in any
fashion. Y ou should hypertext link the protocols and revisonslisted in thisfile to the
documents they reference. Y ou should updete thisfile with the submission of any
protocal or protocal revison. The document should function in amanner smilar to the
roadmap.pdf file (see Appendix A and Appendix B, Figure V1-4)

2. Adverse Events

Y ou should provide each adverse event report as a separate PDF file in a subfolder
labdled “Adverse Events’. To aid Center ga&ff in identifying each PDF file, pleaseuse a
combination of the protocol number, patient number and event date in each file name
(e.g., RIT-02-004_010-023 07132001). Within the Adverse Events subfolder you
should provide a PDF file named adverse_eventsctoc.pdf (i.e., adverse events
cumulative table of contents). The adverse_eventsctoc.pdf isacumulaivelig of al
adverse events that occurred during the clinica investigation. The cumulative list shoud
be in inverse chronological order with the most recent submission at the top of thelist.
Because thisfileis cumulative, it does not have anumericd prefix. The
adverse_eventsctoc.pdf should not affect the submisson content in any fashion. You
should hypertext link the adverse event reports listed in thisfile to the documents they
reference. 'Y ou should update this file with the submisson of any adverse event report.
The document should function in amanner Smilar to the roadmap.pdf file (see
Appendix A and Appendix, B Figure VI-5).

3. Investigator’ s Brochure

Y ou should provide the investigator’ s brochure as a single PDF file. Y ou should include
atable of contentsin the investigator’s brochure. Y ou should name the file
XXXX_investbrochuretoc.pdf. You should bookmark and hypertext link the table of
contents for thisfile.

4, Generd Invedtigationd Plan
Y ou should provide the generd investigationd plan as asingle PDF file. 'Y ou should
include atable of contentsin the generd investigationd plan. Y ou should name thefile

XXXX_geninvestplantoc.pdf. You should bookmark and hypertext link the table of
contents for thisfile.

14



5. Clinicd Trids Data Bank

We have established aclinicd trials data bank to collect information on your clinica
trids protocols. Please list your protocols for serious and life-threstening conditions
(Food and Drug Administration Modernization Act of 1997 (FDAMA) section 113).
When findized, you should list your protocols in accordance with our “Draft Guidance
for Industry — Information Program on Clinicd Tridsfor Serious or Life- Threatening
Diseases. Implementation Plan,” June 2001.

6. Investigator Information

Y ou should provide the investigetor information as asingle PDF file. If more than one
investigator isincluded in the file, you should provide a bookmark to each investigator.

7. Previous Human Experience

Y ou should provide previous human experience in a separate PDF file that is reserved
for summary information. 'Y ou should include atable of contentsin the previous human
experiencefile. You should name the file XXXX_prevhumexptoc.pdf. You should
bookmark and hypertext link the table of contents for thisfile. If you are providing
study reports, you should provide them as described in the appropriate marketing
guidance document.

8. Other Files

See the “Guidance for Industry: Providing Regulatory Submissions to the Center for
Biologics Evauation and Research (CBER) in Electronic Format - Biologics Marketing
Applications [Biologics License Application (BLA), Product License Application (PLA)
/ Egtablishment License Application (ELA) and New Drug Application (NDA)],”
November 1999, Revised, for guidance on the format of specific documents and
datasets files for clinica submissons.

For documents not described in the marketing applications, provide documents as
individua PDF files and place them in the clinical folder.

9. Publications

Y ou should provide each publication as a separate PDF file. Y ou should place dl
publications that are cited in files contained in the clinical folder, in dphabetical order,
into asingle folder named pubs. Y ou should establish a hypertext link

between the citation and the publication in the pubs folder. Y ou should place the pubs
folder inthe clinical folder. Y ou should include the citation for the publication in the
Title portion of the Document Information field for each publication file. 'Y ou should
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E.

include in the citation the first author’ s last name, the year of the publication, and thetitle
of thearticle.

10.  Full Text Index

Y ou should provide an index of the full text and the Document Information fields of al
documents in this section. 'Y ou should name the index definition file clinical.pdx. You
should place al associated index filesin the clinical folder. Place the clinical.pdx
definition file and the dinicd index folder in the clinical folder. Y ou should associate
the XX XX _clinicaltoc.pdf file with the index file so that whenever the table of contents
file is opened, the associated index is automatically added to the available index list.
Thiswill facilitate the use of the search function in Adobe Acrobat. The function
enables areviewer to enter a specific word and search the document for that word's
location throughout the documents covered by the indexes loaded at thetime. Index
files and folders do not have numerica prefixes because they are intended to be
cumulative. They should be updated each time an amendment is submitted to the IND.

Other

Table 1: Organization of Documents lists the types of documents that you should provide in the

subfolder. Y ou should place dl files directly into the other folder. Y ou should not provide any
subfolders within the other folder except for the full text index.

1. Documents
Y ou should provide an individua PDF file for each document.
2. Full Text Index

Y ou should provide an index of the full text and the Document Informetion fields of dll
documents in the other section. 'Y ou should name the index definition file
otherindex.pdx. You should place dl associated index filesin afolder named
otherindex. Place the otherindex.pdx definition file and the otherindex folder in the
main other folder. Y ou should associate the XXX X_othertoc.pdf filewith thisindex
so that whenever the other table of contentsis opened, the associated index is
automatically added to the avalable index list. Thiswill facilitate the use of the search
function in Adobe Acrobat. The function enables areviewer to enter a specific word
and search the document for that word’ s location throughout the documents covered by
the indexes |oaded at thetime. Index files and folders do not have numerica prefixes
because they are intended to be cumulative. They should be updated each time an
amendment is submitted to the IND.
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VI.  APPENDICES
Appendix A: Roadmap file

Y ou should use the roadmap.pdf file to establish a hypertext link to the submission’ s table of
contents. 'Y ou should locate the roadmap. pdf file in the root directory of the submisson. You
should update and resubmit the file when you submit amendments to the gpplication. An
example of the roadmap.pdf file format is shown in Figure VI-1.

FigureVI-1: Example of aroadmap file
Electronic Roadmap

IND Submission Submission Date Submission CD-ROM Hypertext link
Content Destination
IND 12345.0003 04-Jul-2001 Cover letter 301 amendtoc. pdf
1571 301
Protocol 12-345 301
Investigator 301
Information
IND 12345.0002 19-Jun-2001 Cover letter 201 amendtoc. pdf
1571 201
Lot Release 201
IND 12345.0001 10-Feb-2001 Cover letter 101 amendtoc. pdf
1571 101
Revised Protocol 101
Sponsor Name 15-Jan-2001 Cover letter 0.01 I ndtoc.pdf
1571 0.01
Table of Contents 0.01
Introductory 0.01
Statement
Genera 0.01
Investigational
Plan
Investigator 0.01
Brochure
Protocols 0.01
CMC 0.01
Pharmacology and 0.01
Toxiology
Previous Human 0.01
Experience
Additional 0.01
Information
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The roadmap.pdf file should not contribute in any way to the content of what is under review.
It isamap, intended to facilitate navigation through the contents of the submission. Y ou should
replace the roadmap.pdf file with each new submission of regulatory information.

In addition to providing a navigable guide to the gpplication (i.e., a correspondence history), the
roadmap.pdf file should include the sponsor’ s submission date in the DD-MM-YYYY format
(e.g., 15-01-2000). Y ou should describe briefly the contents of the origind submisson and of
subsequent amendmentsin aroadmap.pdf table. Y ou should indicate in the roadmap.pdf file
the location of these files and folders on the submitted CD-ROM s (Compact Disk — Read Only
Memory).

Appendix B: IND Table of Contents

The IND table of contents should facilitate access to the submission text and data. Examples of

the firgt, second, and third levels for the IND table of contents are shown in Figures V1- 2
through 7. These examples portray the intent of the IND’s multiple TOC's. Protocol is
highlighted as a specific example. Thesefileswill facilitate a reviewer’ s gbility to navigate
throughout an electronic dosser. Bookmarks should mirror the contents of each table of
conterts. At the top of the bookmark hierarchy, three bookmarks (Roadmap, Main TOC,
Sectior/Item TOC) should aways reside.

FigureVI-2: IND Main Table of Contentsfor Original Submission 12345. Thisisthe
first level TOC.

Main IND Table of Contents

Section | Description Electronic folder /filename
- Cover letter 0000 cover letter .pdf

1 Form FDA 1571 0000 _1571.pdf
2 Table of Contents 0000 _indtoc.pdf
3 Introductory Statement 0000 _intro.pdf
4 General Investigational Plan Clinical\0000 _clintoc.pdf
5 Investigator Brochure Clinical\0000_clintoc.pdf
6 Protocols Clinical\000O_clintoc.pdf
7 Chemidgry, Manufacturing and Controls Cmc\0000_cmctoc.pdf
8 Phar macology and Toxicology Data Pharmtox\0000_phar mtoxtoc.pdf
9 PreviousHuman Experience Clinical\0000_clintoc.pdf
10 Additional Information/Pre-IND Infor mation Admin\0000_admintoc.pdf
11 Other Other
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FigureVI-3: Section Based Table of Contents. Thisisthe second level TOC.

Clinical Table of Contents— Items contained within the Clinical Folder

[tem Description Folder/File
1 General Investigational Plan Clinical\0OOO_geninvestplantoc.pdf
2 Investigator Brochure Clinical\0000_investbr ochur etoc.pdf
3 Protocol — XOXOXO Clinical\protocols\pr otocol ctoc.pdf
4 Sample Informed Consent Clinical\O00O_consent.pdf
5 Previous Human Experience Clinical\0000_prevhumexptoc.pdf
6 Adverse Events Clinical\adver se

events\adver se_eventsctoc.pdf

Phar mtox Table of Contents— Items contained within the Phar mtox

Folder
Iltem | Description Folder/File
1 Pharmacology and Toxicology Summary Phar mtox\0000_summar ytoc.pdf
2 Immunopathology Report: Cross-Reactivity | Pharmtox\0000_| mmunopath568toc.pdf
of XXX with Normal Human Tissue
3 Immunopathology Report: Cross-Reactivity | Pharmtox\0000_| mmunopath767toc.pdf
of XXX with Limited Normal Tissue from
Rhesus and Cynomolgus Monkeys
4 An MTD/Dose Range Finding Intravenous | Pharmtoc\0000_Toxicitytoc.pdf
Toxicity Study in Male CD-1 Mice
5 A Single-I ntravenous Dose Phar macokinetic | Pharmtox\0000_SingleDosetoc.pdf
Study in Cynomolgus M onkeys
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FigureVI-4: Protocol Cumulative Table of Contents

Submisson Date | Protocol Title Hyperlink Destination
15-Jan-2001 The Real Deal 0005 Pncal01.01.pdf
25-Dec-2000 Pure Profit 0003 _Shazam100.pdf
30-M ay-2000 Home Cooking 0002_T cencor €50.01.pdf
22-Nov-1999 The Real Deal 0000_PncalOl.pdf
22-Nov-1999 Home Cooking 0000_T Cencor e50.pdf

Figure VI-5: Adverse Event Cumulative Table of Contents

Submission Date | Adverse Event Hyperlink Destination

13-Jul-2001 Thrombocytopenia 0015 RIT-02-004 01023 07132001.pdf
04-Jul-2001 L eukocytopenia 0012 RIT-02-004 711 07042001.pdf
01-Apr-2000 Alopecia 0007_SUC-01-001 061968 04012000.pdf

FigureVI-6: Part of a Protocol Table of Contents— Pure Profit. Thisisthethird level
TOC.

TABLE OF CONTENTS

SYNOPSIS ii
LIST OF ABBREVIATIONS vii
10 OVERVIEW 1
20 BACKGROUND 2
21 Overview 2

22 Toxicology 3

23 Pharmacokinetics 4

24 Human Clinical Trials 5

25 Rationale for Study Design 6

30 OBJECTIVES 7
4.0 INCLUS ON AND EXCLUSION CRITERIA 8
41 Inclusion Criteria 8

42 Exclusion Criteria 9

50 INVESTIGATIONAL PLAN 10
51 Study Design 10

52 Dose-Limiting Toxicity and Maximum Tolerated Dose 11

53 Sample Size 12

54 Treatment 12

541 Clinical Trial Materia 12

542  Drug Administration 17

543 Dosage Modification 17

544  Criteriafor Continuation of Treatment Beyond 18

Cyclel

545 Retreatment Eligibility Criteria 19

546  Concomitant Therapy 20

55 Outcome Measures 21
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551

Safety Outcome Measures 21

FigureVI-7. Part of aCMC Tableof Contents. Thisisthethird level TOC.

TABLE OF CONTENTS

LIST OF ABBREVIATIONS

10 CHEMISTRY

11

12

Development of the Expression Construct

111

112

113
114

Construction of Genes Encoding the Light and Heavy Chain

Variable Regions

Construction of the Light and Heavy Chain Plasmids, p1933 and

p1937

Construction of the Expression Plasmid, p1937

Cloning and Expression of Soluble

1141 Expression Plasmid for Soluble

1142 Cloning of the cDNA Encoding and Devel opment of
Expression Plasmid

1143 Development of Cell Line for Production of

1144 Production and Purification of

Development of the Production Cell Linefor

121
122
123

124
125
126

History of Cell Line

Development of the Producing Cell Line

Preparation and Characterization of the Clone Master Cell Bank
and Working Cell Bank

Preparation and Storage of MCB

Preparation and Storage of MWCB

Characterization of MCB and MWCB

1261 Growth and ING-1 Productivity of MCB and MWCB
1262 Sterility Testing

1263 Mycoplasma Testing

1264 Isoenzyme Analysis

1265 Karyotyping

126.6 Hamster Antibody Production (HAP) Assay

1267 In Vitro Assay for the Presence of Viral Contaminants

1268 Detection of Inapparent Viruses by In Vitro
Inoculation

1269 Detection of Viral Particles by Thin Section Electron
Microscopy

126.10 Assay for Murine Xenotropic Viruses by Extended S+
L- Focus Assay

12611 Assay for Bovine Adventitious Agents

12612 Reverse Transcriptase Testing

12613 Summary of Characterization of MCB abd MWCB
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Appendix C: CBER Electronic Submission Coordinators

Office of the Director

Mr. Michael B. Fauntleroy
Director, Electronic Submissions

(301) 827-5132

Office of Therapeutic Research and
Review, Division of Application
Review and Policy

Dr. Bradley Glasscock, Pharm.D
Ms. Lori Tull

(301) 827-5101

Office of Vaccines Resear ch and
Review, Division of Vaccines and
Related Product Applications

Dr. Rakesh Pandey, Ph.D.
Ms. Gale Heavner, R.N.
Dr. Joseph Temenak, Ph.D.

(301) 827-3070

Office of Blood Resear ch and
Review, Division of Blood
Applications

Ms. Daria Reed

(301) 827-3524
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