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Agenda
What’s New?

Common Errors for eCTD 
submissions
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What’s New?

5 Center for Drug Evaluation and ResearchFebruary 4, 2024



What’s New?
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eCTD Submission Standards for eCTD v3.2.2 and Regional M1
 03/20/2024 – Updates to File Format Specification

 Removed recommendation to include PDF archive format copy when submitting .doc/.docx, .xls/.xlsx
 Updated file format added:

 Modeling & Simulation file types: .pumascp, .jmd, .qmd

 09/09/2024 – Updates to
 Version of Lorenz tool
 eCTD Technical Conformance Guide

 As of April 1, 2024, FDA published final guidance “Providing 
Regulatory Submissions in Electronic Format: IND Safety 
Reports Guidance for Industry”, which provides a new method to 
submit these reports

 Comprehensive Table of Contents Headings and Hierarchy
 adding Valid-Values.xml v6.0 (support date TBD)

…

https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/ectd-submission-standards-ectd-v322-and-regional-m1
https://www.fda.gov/media/85816/download?attachment
https://www.fda.gov/media/181847/download?attachment
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/fda-adverse-event-reporting-system-faers-electronic-submissions-e2br3-standards
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/fda-adverse-event-reporting-system-faers-electronic-submissions-e2br3-standards
https://www.fda.gov/drugs/questions-and-answers-fdas-adverse-event-reporting-system-faers/fda-adverse-event-reporting-system-faers-electronic-submissions-e2br3-standards
https://www.fda.gov/media/181848/download?attachment


What’s New?
Submit a Standardized Data Sample to FDA
Formerly “Submit an eCTD or Standardized 
Data Sample to FDA”

 FDA now encourages all eCTD 
samples to be in v4.0 format

 Standardized data samples can be 
submitted for sample evaluation and 
feedback utilizing either v3.2.2 or v4.0 
format
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https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/submit-standardized-data-sample-fda


Common Errors for eCTD 
submissions
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Top Reasons for eCTD Rejection

Single file submission

Duplicate Sequence

Other

Application type/number mismatch 
or incorrect format

Issue with us-regional (missing, 
multiple, or not valid) Wrong Center

No sequence folder
Missing fillable form (2252, 356h, 

1571)

1306

1697

1323

2022

2002

5038 1789

1736
1111

1734

2003

1459

2034

Other High Errors

1463

High Validation Errors

January 1, 2023 through December 31, 2023
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Duplicate Sequence Numbers

 From January 1 through August 1, 2023, 2973 applications were 
rejected for duplicate sequence numbers
 All sequence numbers, including sequence numbers for child applications 

in a grouped submission must be unique

 Sequence numbers for a given application must be unique
 The sequence-number element is used to uniquely identify each individual 

submission to an application. It must be a unique number with a maximum of four 
(4)-numeric digits – The eCTD Backbone Files Specification for Module 1
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https://www.fda.gov/media/159382/download?attachment


Leaf element errors

 From January 1 through August 1, 2023, 710 applications 
were rejected for leaf element errors
 A leaf element is “Information for an individual document is 

contained in the leaf element, its attributes, and its title element.” 
– The eCTD Backbone Files Specification for Module 1

 Validation Code 1306 - No leaf element for file 

 Validation Code 1323 – No file for leaf element
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https://www.fda.gov/media/159382/download?attachment


us-regional.xml errors
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 From January 1 through December 31, 2023, 595 
applications were rejected for errors with the us-
regional.xml backbone file

 469 submissions had no us-regional.xml file

 58 submissions had more than one us-regional.xml 
file

 58 submissions had an invalid or unsupported 
version of the us-regional.xml file



Submission-type errors
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 From January 1 through December 31, 2023, 
256 applications were rejected for errors 
with submission-type attributes

 Validation Code 2034 – Submission-type is 
invalid for application-type

 Validation Code 2022 – Submission-sub-type 
is invalid for submission-type
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No fillable form
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 From January 1 through December 31, 
2023, 243 applications were rejected for 
fillable form errors

 Annual Report submissions must have a 
fillable 2252 form

 All other NDA, ANDA, and BLA 
submissions must have a fillable 356h form

 All other IND submissions must have a 
fillable 1571 form
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Fillable Form Expiration Dates
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 Recommend using latest version of forms to include new information

 Should not use forms past their expiration date

https://www.fda.gov/about-fda/forms/new-and-updated-fda-forms


Common Questions for eSub
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How do I confirm the latest version of the form?
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Resources:

 FDA Forms webpage

 druginfo@fda.hhs.gov

 esub@fda.hhs.gov

https://www.fda.gov/about-fda/reports-manuals-forms/forms
mailto:druginfo@fda.hhs.gov
mailto:esub@fda.hhs.gov


Where do I place content?

Resources:

The Comprehensive
Table of Contents
Headings and Hierarchy

M4 Organization of the Common 
Technical Document for the 
Registration of Pharmaceuticals for 
Human Use Guidance for Industry

FDA Regulatory Project Manager

esub@fda.hhs.gov
Center for Drug Evaluation and ResearchFebruary 4, 2025

https://www.fda.gov/media/76444/download
https://www.fda.gov/media/76444/download
https://www.fda.gov/media/76444/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
mailto:esub@fda.hhs.gov


What file types can I submit?

Resources:

Specifications for File Format 
Types Using eCTD Specifications

eCTD Technical Conformance 
Guide

FDA Regulatory Project Manager

esub@fda.hhs.gov
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https://www.fda.gov/media/85816/download?attachment
https://www.fda.gov/media/85816/download?attachment
https://www.fda.gov/media/93818/download
https://www.fda.gov/media/93818/download
mailto:esub@fda.hhs.gov


I received a 1734 error. How can I make sure I pass validation?

Resources:

Study Data Technical Conformance Guide

Technical Rejection Criteria Self-Check Worksheet

eCTD Technical Conformance Guide

esub@fda.hhs.gov
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https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
mailto:esub@fda.hhs.gov


What file-tag should I use?

Resources:

Valid-Values.xml

The eCTD Backbone File 
Specification for Study Tagging Files

Study Data Technical Conformance 
Guide

eCTD Technical Conformance Guide

esub@fda.hhs.gov
Center for Drug Evaluation and ResearchFebruary 4, 2025

https://admin.ich.org/sites/default/files/inline-files/valid-values-v5_0.zip
https://admin.ich.org/sites/default/files/inline-files/valid-values-v5_0.zip
https://admin.ich.org/sites/default/files/inline-files/valid-values-v5_0.zip
https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
https://www.fda.gov/industry/fda-data-standards-advisory-board/study-data-standards-resources
mailto:esub@fda.hhs.gov


Resources
 eCTD

 Web page for latest version of eCTD guidance, specifications, and validations
 eCTD Comprehensive Table of Contents Headings and Hierarchy
 eCTD Technical Conformance Guide
 The eCTD Backbone Files Specification for Module 1
 Specifications for File Format Types

 Standards
 M4 Organization of the Common Technical Document for the Registration of Pharmaceuticals for Human Use 

Guidance for Industry
 Interdisciplinary Review Team for Cardiac Safety Studies (formerly QT-IRT)

 eCTD 4
 FDA’s eCTD v4 implementation page
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https://www.fda.gov/ectd
https://www.fda.gov/media/76444/download
https://www.fda.gov/media/93818/download
https://www.fda.gov/media/76776/download
https://www.fda.gov/media/85816/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/m4-organization-common-technical-document-registration-pharmaceuticals-human-use-guidance-industry
https://www.fda.gov/about-fda/center-drug-evaluation-and-research-cder/interdisciplinary-review-team-cardiac-safety-studies-formerly-qt-irt
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd-v40
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