
 

 

 
March 4, 2013 
 
 
Dockets Management Branch (HFA-305)  
Food and Drug Administration  
5630 Fishers Lane, Rm. 1061  
Rockville, MD 20852  
 
Re: Docket No. FDA–2012-D-1256:  Draft Revision of Guidance for Industry on 
Providing Regulatory Submissions in Electronic Format – Certain Human 
Pharmaceutical Product Applications and Related Submissions Using the 
Electronic Common Technical Document Specifications; Availability  
 
 
Dear Sir/Madam:  
 
The Biotechnology Industry Organization (BIO) thanks the Food and Drug Administration 
(FDA or Agency) for the opportunity to submit comments on the “Draft Revision of 
Guidance for Industry on Providing Regulatory Submissions in Electronic Format – 
Certain Human Pharmaceutical Product Applications and Related Submissions Using the 
Electronic Common Technical Document Specifications.”  BIO supports the release of this 
draft Guidance as FDA and Industry work together to implement the Prescription Drug 
User Fee Agreement (PDUFA) V Agreement (the Agreement)1

 
. 

BIO represents more than 1,100 biotechnology companies, academic institutions, state 
biotechnology centers and related organizations across the United States and in more 
than 30 other nations. BIO members are involved in the research and development of 
innovative healthcare, agricultural, industrial and environmental biotechnology products, 
thereby expanding the boundaries of science to benefit humanity by providing better 
healthcare, enhanced agriculture, and a cleaner and safer environment.   
 
 
GENERAL COMMENTS: 
 
The Food and Drug Administration Safety and Innovation Act (FDASIA)2 requires that 
certain submissions, including NDAs and BLAs, be submitted in electronic format, 
beginning no earlier than two years after publication of the final version of a draft 
guidance.3  The final guidance is to be issued after public notice and opportunity to 
comment and is to specify the format of the electronic submissions.4

 
 

                                                 

1 http://www.fda.gov/downloads/forindustry/userfees/prescriptiondruguserfee/ucm270412.pdf.  
2 Pub. L. 112-144. 
3 See FDASIA Section 1136. 
4 Id. 

http://www.fda.gov/downloads/forindustry/userfees/prescriptiondruguserfee/ucm270412.pdf�
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The PDUFA V Agreement also references the statutory electronic submission trigger of 
final guidance that specifies format.  And in recognition of the significant investments 
associated with the electronic submission mandate, the Agreement further provides that 
the Agency will “periodically publish final guidance specifying the completed data 
standards, formats, and terminologies that sponsors must use to submit data in 
applications.”5

 
    

BIO applauds FDA on the timely release of this Guidance and recognizes FDA’s efforts to 
provide Industry with the necessary requirements for a valid electronic submission as 
per the intent of the PDUFA V Agreement.  Specifically, we appreciate the clarity and 
certainty the Guidance provides by directly citing eCTD version 3.2.2 under the eCTD 
Specifications Requirements section (see Guidance lines 128-129). We ask that such 
clarity and certainty be extended throughout the Guidance by referencing specific 
software versions and formats for all data formats and specifications as opposed to 
referencing additional technical resources found on FDA’s eCTD website (see Guidance 
lines 136-137 and the attached chart).   
 
While we understand and appreciate FDA’s intent to provide the additional technical 
specifications as separate, stand-alone documents to “reflect the evolving nature of the 
technology and the experience of those using the technology,” BIO believes that 
reference to the FDA website for technical specifications documents and other resources 
that are subject to change without notice, not only undermines the intent and spirit of 
the PDUFA V Agreement, but also hinders the successful implementation of data 
standardization efforts by removing the security that comes with clear and transparent 
requirements and requests.  Without such security, both industry and FDA are inhibited 
from undertaking long-term planning decisions and making the necessary technology 
investments that truly improve the efficiency of the review process.  BIO would welcome 
the opportunity to work with the Agency to find an alternative method of communicating 
the availability of technical specifications that allows for public comment and advance 
notice, but does not necessarily rise to the level of a formal guidance.   
  

                                                 

5 See Section XII.G.  Improving the Efficiency of Human Drug Review Through Required Electronic 
Submissions and Standardization of Electronic Drug Application Data, available at 
http://www.fda.gov/downloads/forindustry/userfees/prescriptiondruguserfee/ucm270412.pdf, 
page 29.  

http://www.fda.gov/downloads/forindustry/userfees/prescriptiondruguserfee/ucm270412.pdf�
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CONCLUSION: 
 
BIO appreciates this opportunity to comment on the “Draft Revision of Guidance for 
Industry on Providing Regulatory Submissions in Electronic Format – Certain Human 
Pharmaceutical Product Applications and Related Submissions Using the Electronic 
Common Technical Document Specifications.”  Specific, detailed comments are included 
in the following chart.  We would be pleased to provide further input or clarification of 
our comments, as needed.  
 
 

Sincerely, 
 
            /S/ 
 

Ruth DeLuca 
      Manager, Science and Regulatory Affairs 
      Biotechnology Industry Organization (BIO) 
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SPECIFIC COMMENTS 

SECTION ISSUE PROPOSED CHANGE 

I. REQUIREMENT TO SUBMIT ELECTRONICALLY 
Lines: 152 – 154 The Guideline specifies the requirements for 

files and folders, yet only discusses folder 
requirements. 
 
Current language:  “You must use only letters 
(lower case), numbers, or hyphens in the folder 
name and not blank spaces or special 
characters.  The length of each folder name 
must not exceed 64 characters.  When naming 
folders, the length of the entire path must not 
exceed 230 characters.  Empty folders must not 
be included in the submission.” 
 

Please clarify the file requirements. 
 
Proposed language:  “You must use only letters 
(lower case), numbers, or hyphens in the folder 
and file name and not blank spaces or special 
characters.  The length of each folder and file 
name must not exceed 64 characters.  When 
naming folders and files, the length of the entire 
path must not exceed 230 characters.  Empty 
folders and files must not be included in the 
submission.” 

Lines: 157 -159 “All documents in the electronic submission 
must be placed in a main submission folder 
named using a four-digit sequence number 
(specified by the submitter) that is unique 
within the application, with the original 
submission for an application designated 0001.”  

BIO suggests removing the reference to a “four 
digit” sequence number, to prevent the need to 
update the guidance when sequence numbers 
become six digits. 
 
Proposed edit:  “All documents in the electronic 
submission must be placed in a main 
submission folder named using a four-digit 
sequence number (specified by the submitter) 
that is unique within the application, with the 
original submission for an application 
designated 0001.” 
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SECTION ISSUE PROPOSED CHANGE 

II. ORGANIZATION OF THE eCTD 
Lines: 351 – 364  Please clarify which organizational components 

are requirements, as the reviewer’s guide is 
marked “optional” but the cover letter is without 
status. 
 
We further propose changes to the 
recommended elements of the cover letter in 
order to reduce Sponsor burden, information 
redundancy, and fully realize the benefits of 
electronic submission. 
 

• Please state that the inclusion of a cover 
letter is optional.   

• Please strike the recommendation to include 
“the eCTD locations of submitted 
information” as the eCTD viewing tools allow 
for filtering and displaying only the selected 
sequence, and the backbone operates as a 
table of contents. 

• Please strike the recommendation to include 
“hyperlinks to submitted information” as the 
the eCTD viewing tools allow for filtering and 
displaying only the selected sequence, and 
hyperlinks become stale overtime. 

• Please strike the recommendation to include 
the “type and number of electronic media 
used” in order to make the cover letter 
submission type neutral, and thereby 
preventing the need to make changes if a 
Sponsor is unable to use the Electronic 
Submissions Gateway (ESG) and needs to 
submit on disc. 

• Please strike the recommendation to include 
“a regulatory and technical point of contact 
for the submission” if such information is 
provided in the metadata.  
 

Lines: 570 - 571 “See the associated FDA technical specification 
Study Data Specifications for details on 
providing datasets and related files.” 

Please specify the Study Data Specifications 
reference by version or as an addendum to this 
Guidance. 
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SECTION ISSUE PROPOSED CHANGE 

Lines: 595 - 597 “The individual documents that should be 
included in a study report are listed in the FDA 
technical specification Comprehensive Table of 
Contents Headings and Hierarchy.” 
 

Please specify the Comprehensive Table of 
Contents Headings and Hierarchy reference by 
version or as an addendum to this Guidance. 

Lines: 654 - 655 “The associated FDA technical specification 
Study Data Specifications gives details on 
providing datasets and related files.” 

Please specify the Study Data Specifications 
reference by version or as an addendum to this 
Guidance. 
 

Lines: 682, 707, 711, 715, 
727, 736 

Reference List Please provide links to the actual referenced 
document instead of links to the general 
guidance default webpage. 
 

 


