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FDA
Poll Lo

How would you characterize your ability to submit
your NDA/BLA in proper eCTD format?

d I’'m an experienced expert

I’'m pretty good at it

Somebody else in my company handles the eCTD
| am a beginner

Wait. What is eCTD?

D O O O



Topics Covered

 eCTD Background, Guidance, and Metrics

* Preparing to Submit Electronically and Points to
Consider

* Electronic Submission Processing

www.fda.gov 3



eCTD Background e

eCTD is the electronic version of the Common Technical Document (CTD). The
eCTD contains an electronic table of contents, also referred to as a “backbone”,
that manages all the metadata for an application.

CTD Triangle

Non-clinical
overview

.................................

Non-clinical
summary

Non-clinical Clinical study
study reports reports

Module 4 Module 5

The CTD triangle. The Common Technical Document is organized into five modules. Module 1is
region specificand modules 2, 3, 4 and 5 are intended to be common for all regions.



Guidance —eCTD Required

* NDAs, BLAs, DMFs*, ANDAs and Commercial INDs
must be in eCTD format

e Paper and/or non-eCTD submissions are no longer
accepted for above application types

e Study information in modules 4 or 5 must include the
Study Tagging File (STF)

* Please see the eCTD web page www.fda.gov/ectd for
further information and guidance

*Type Il DMFs deadline extended to May 5, 2020


http://www.fda.gov/ectd

eCTD Submission Metrics

CDER receives approximately 200,000 electronic
submissions via ESG annually. Nearly 192,000 were in
eCTD in FY 2018.

Comparison: Overall Submissions vs.

eCTD Submissions
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eCTD Submission Metrics

In FY 2018, nearly 100% of the regulatory submissions for
NDA, BLA, and ANDA were in eCTD. For Commercial IND
and DMF, 96% and 78% (Type Il, 1V, V).

eCTD Submissions by Application Type

ANDA NDA ——BLA

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018




Preparing to Submit Electronically
and Points to Consider



Become familiar with
the eCTD website

Important Dates
U.S. FOOD & DRUG
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Quick Links

R o Y o A s B o OO eCTD Guidance (PDF -11 KB)
Electronic Common Technical Document (eCTD) eCTD Submission Standards (PDF - 91KB)
s — o R FDA Data Standards Catalog
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P Notices
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i i e i s ok P ¢ Third Acknowledgement for Successful eCTD
oo ST S Submissions (May 2016)

Netors s Past Notices

R —, Visit our Submit Using eCTD page to learn how to submit
. vetow S0 Bbsouiss ot an application using eCTD and obtain an ESG account.




Submission Hierarchy

“Where should | place my documents?”

* Organize content to follow Common Technical
Document (CTD) structure

The Comprehensive Table of Contents Headings and Hierarchy

Module 1 Administrative information
1.1 Forms
Form [form-type]
1.2 Cover letters
1.3 Administrative information
! 1.3.1 Contact/sponsor/applicant information
1.3.1.1 Change of address or corporate name
1.3.1.2 Change in contact/agent
P Re sources 1313 Chiadicse I spoisor
1.3.1.4 Transfer of obligation
1.3.1.5 Change in ownership of an application or reissuance of
license
1.3.2 Field copy certification
. 1.3.3 Debarment certification
—_— T h e CO m p r-e h e n S Ive 1.3.4 Financial certification and disclosure
1.3.5 Patent and exclusivity
1.3.5.1 Patent information

Table of Contents R N,
Headings and Hierarchy

— M4 Organization of the Common Technical Document for
the Registration of Pharmaceuticals for Human Use
Guidance for Industry
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https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM163175.pdf
https://www.fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm073257.pdf

File Format and PDF
Specifications

* When creating content, follow the
Specifications for File Format Types Using eCTD
Specifications for guidance on file formats FDA
expects under the different CTD headings

* Follow FDA’s PDF Specifications and
communicate to vendors the need to follow
these specifications

11


https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM347471.pdf
https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/ElectronicSubmissions/UCM163565.pdf

Study Data

Learn about FDA requirements for submission
of study data at the Study Data for Submission
to CDER and CBER website.

* Key Study Data Resources:

— Providing Regulatory Submissions In Electronic
Format — Standardized Study Data Guidance for
Industry

— Technical Rejection Criteria for Study Data
— Study Data Technical Conformance Guide
— ANDA Forms and Submission Requirements Website

Have Questions? Contact eData@fda.hhs.gov

12


https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM292334.pdf
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630740.pdf
https://www.fda.gov/downloads/forindustry/datastandards/studydatastandards/ucm384744.pdf
https://www.fda.gov/Drugs/DevelopmentApprovalProcess/HowDrugsareDevelopedandApproved/ApprovalApplications/AbbreviatedNewDrugApplicationANDAGenerics/ucm120955.htm
mailto:eData@fda.hhs.gov
https://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/ucm587508.htm

Prepare for Submission to FDA

* Request an Application Number from FDA
* Register for an Electronic Submission Gateway

vy U.S. FOOD & DRUG

ADMINISTRATION

Home | Food | Drugs | Medical Devices | Radiation-Emitting Products | Waccines, Blood & Biclogics | Animal

Learn about eCTD

13



Generate the eCTD for
Submission to FDA

 Publish content into eCTD format via eCTD
Publishing Tool or eCTD Tool Vendor

— Utilize eCTD publishing tool to:
e Capture administrative information

* Map submission content to CTD section
headings

* Generate final submission in eCTD format
including all required technical files/folder
structure

14



Validate eCTD (optional) and/or
Request eSub Feedback

e (Optional) Validate via eCTD Validation Tool

e (Optional) Ask ESUB-Testing@fda.hhs.gov for
technical feedback via Sample Submission Process

* eCTD Validation Criteria is posted on
www.fda.gov/ectd in the eCTD Submission Standards

eCTD Submission Standards 3 Date Support  Date Support Date
Development Stipported G"&::?;::‘::e Begins (yyyy- Ends (yyyy-mm- DS SO Requirements Regulatory References

Version Begins Ends
Specifications for eCTD
Validation Criteria
Version 3.8 (PDF +

Standard

38 1/22/2019 5/5/2017 (for NDA,

ANDA, BLA) 5/5/2018
(IND Commercial, MF)

Specifications for
eCTD Validation
Criteria

AN b lsl}
L mm-dd) dd)
This table contains a listing of the specifications and supportive files for eCTD submissions to both CDER and CBER. Last updated: 01/22/2019
|Specifications for e~ TD_
Validation Criteria —

Version 3.8 (XLS)

eCTD
38 1/22/2019

‘ FDA

15


mailto:ESUB-Testing@fda.hhs.gov
http://www.fda.gov/ectd

Electronic Submission Processing:
Increasing Automation

16



Submission Processing: 2018

All CDER regulatory submissions received are processed

by Document Room

/Document Room Process:

Staff reads the Cover Page of every

submission (Approx. 850 per day)
to categorize and route to correct

\Review Divisions

17



Submission Processing: 2019

Automate process to identify Submission Category

ﬁrocess: e
1.Determine Submission Category =

based on structured data in B =

eCTD sequence
2.Route to Review Division based et el

on Submission Category

Benefit:
kReviewer gets submission faster




Submission Processing Challenges

e Data submitted in eCTD backbone file (e.g. us-
regional.xml) and regulatory form (e.g., Form 356h)
sometimes contradict each other

19



FDA

eCTD Data Discrepancy Example

Can you guess the correct regulatory activity in
this submission?

@us-regional.xml (DTD V3.3)

<submission-informations

<submission-id submission-type="fdast3'CGupplement-effective-date-type="£dasedt /submission-id>
<sequence-number Subm'_sS'_c:n—sub—typez"f%.(ﬁequence—nwﬁﬁ——\
Indicating “CBE”
@’Form 356h
21. Submission (See [ Original [ Labeling Supplement [V cmc Supplement [ Efficacy Supplement [ Annual Report

instructions)
[_ Product Correspondence |_ REMS Supplement l_ Postmarketing Requirements or Commitments |— Periodic Safety Report

1= Request for Proprietary Name Review [ other (Specify).

22. Submission [l rresubmission B Aricridment 23. Ifa supplement, identify 7 CBE 7] Prior Approval (PA)
Sub-Type the appropriate category.

[V Initial Submission [ Resubmission [T cBE-30 w

N Indicating “Prior Approval”

This submission was an Initial CMC Supplement CBE.
The appropriate “Supplement Category” on Form 356h would have been “CBE” 20



eCTD Data Discrepancy Impact

(2 When data is submitted correctly in eCTD backbone files (e.g.
us-regional.xml file) and regulatory form (e.g., Form 356h),
submission can be efficiently routed to the assigned review
division and/or reviewer(s)

Indicating information in us-regional.xml that contradicts
Form 356h could:
» |Impact FDA’s ability to automate the submission process
» Require additional effort to read the Cover Letter in order
to resolve the discrepancy
» May require Request(s) for Information that may otherwise

21

not be necessary



Summary
* Important Guidance Requirements

— NDAs, BLAs, DMFs, ANDAs, and Commercial INDs must be
submitted in eCTD

— Study information in modules 4 or 5 must include the Study
Tagging File (STF)

* Preparing to Submit Electronically and Points to Consider
— Utilize FDA’s eCTD Website
— Align Content with CTD
— Technical Rejection Criteria for Study Data

* Confirm eCTD metadata does not contradict FDA Form

— eCTD Submission Type/Subtype and Supplement Category align
with values on FDA Form 356h

www.fda.gov 22



Thank You

Jonathan Resnick
CDER Electronic Submission Support Team

eSub@fda.hhs.gov
www.fda.gov/ectd

23
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Update on Technical Rejection Criteria for Study Data

Presented to: Regulatory Education for Industry (REdI)
Spring Event, Boston

Ethan Chen
Director, Division of Data Management Services and Solutions
Office of Business Informatics, CDER, FDA

May 29, 2019



FOA

FDA Guidance and Data Standards Catalog

¢ Per FD&C Act Section 745A(a), drug application sponsors must use the standards defined in
the FDA Data Standards Catalog starting 24 months after final guidance for a specific submission

type

+»* FDA issued “Providing Regulatory Submissions in Electronic Format - Standardized Study
Data: Guidance for Industry” in December 2014

+»* Sponsors must conform to standards in the FDA Data Standards Catalog:

LINDA, BLA, ANDA studies that started after December 17th, 2016
L Commercial IND studies started after December 17th, 2017

www.fda.gov



Study Data Conformance from Previous Analysis

X/

%+ Study Data was assessed for:

d NDA, BLA, and ANDA Submissions received from 12/18/2016 to 3/31/2018
L Commercial IND Submissions received from 12/18/2017 to 3/31/2018

O No duplicates

O/

*» Conformance was checked against the existing two high-level validation rules as described in
the Technical Rejection Criteria for Study Data

O 1734 — TS Dataset & Correct Study Start Date must be present
O 1736 — DM Dataset, ADSL Dataset and define.xml must be present

Www.fda.gov Reference: FDA Study Data Technical Rejection Criteria (Revised May 2018)



Overall Conformance Statistics from Previous Analysis

e Descrption

1734 Trial Summary (TS) dataset must be present for each study in eCTD section 4.2 and 5.3

Demographic dataset (DM) and the define.xml must be submitted in Module 4 for nonclinical data;

1736 DM dataset, the subject-level analysis dataset (ADSL) and define.xml must be submitted in Module 5 for clinical data

NDA ANDA BLA Comm. IND All

Total Number of Submissions with Study Data 1,126 1,446 473 176 3,221

Total Number Submissions with Critical Errors 302 551 138 41 1,032

Error 1734 290 506 137 35 968
Error 1736 14 63 1 6 84

Failure Rate (% among submissions with Study Data) 26.8% 38.1% 29.2% 23.3% 32.0%

Notes:

(1)  One drug application could contain multiple submissions throughout its review life-cycle, such as original, supplements, and amendments

(2)  Analysis includes NDA, BLA, and ANDA submissions received by CDER between 12/18/2016 and 3/31/2018, and commercial IND submissions received by
CDER between 12/18/2017 and 3/31/2018

(3)  Validation of error 1736 of a study is not performed if a study has Error 1734

(4) A submission with multiple studies can report both Errors 1734 and 1736. In this instance, the submission is counted only once at the submission level when
calculating failure rate

WWW.fda.QOV Reference: FDA Study Data Technical Rejection Criteria (Revised May 2018) 4



CY2018 Conformance Analysis for Validation Errors 1734 & 1736

1734 Trial Summary (TS) dataset (ts.xpt) with information on study start date must be present for required sections*

For SEND data, a DM dataset and define xml must be submitted in required sections*
1736 For SDTM data, a DM dataset and define.xm| must be submitted in required sections*
For ADaM data, an ADSL dataset and define.xml must be submitted in required sections*

1078 2895

195 266 50 113 624
185 186 48 96 515
16 88 2 18 124

22.2% 24.7% 17.2% 17.4%

Notes:

(1)  Analysis includes NDA, BLA, ANDA and Commercial IND submissions received by CDER between 1/1/2018 and 12/31/2018

(2)  Validation of error 1736 is not performed if a study has Error 1734

(3) A submission with multiple studies can report both Errors 1734 and 1736. In this instance, the submission is counted only once at the submission level
when calculating failure rate

(4)  Analysis is conducted according to the revised TRC (Revised Jan. 2019)

www.fd a.gov Reference: FDA Study Data Technical Rejection Criteria (Revised Jan. 2019) 5



FOA

Overall Conformance Trend for Validation Errors 1734 & 1736

s Submissions with study data received during CY2018 showed overall decreases in failure rate of
Validation Errors 1734 and 1736 compared to prior years’ average failure rate

r‘? 50

g -O- ANDA

3 404 IF BLA
o & - NDA
E = 30+ -~ Commercial IND
.
- C
2 8
EL_ES g 20

IS

a

@ 10

©

S

~ 0 L] L] L] L] n

Prior Year(s) Average Q1 Q2 Q3 Q4

Calendar Year 2018

Notes:
(2) Prior year(s) average uses data from the previous analysis, but excludes any submissions received in 2018
(2)  CY2018 analysis is conducted according to the revised TRC (Revised Jan. 2019)

www.fda.gov 6



Summary of 1734 and 1736 Conformance Trend FOA

K/
0’0

The failure rate for Errors 1734 and 1736 for all application types received in CY2018 is 21.6%

** Overall conformance for Errors 1734 and 1736 improved compared to the previous analysis
(previous years’ average of 68.0% vs. CY2018'’s average of 78.4%)

** FDA has identified the need to provide additional clarifications on TRC to help Industry meet
study data requirements and continue to improve the conformance trend over time

X/

** Revision to TRC

+¢ Details on 1734 and 1736

+* Emphasis on Error 1735

+¢* Inclusion of Error 1789

+¢ Inclusion of Table 1 eCTD Technical Rejection Criteria for Study Data Expectation
+¢ Inclusion of Appendix 1 Examples of Validation Findings in Study Data

¢ Inclusion of Appendix 2 Examples of ts.xpt datasets

+ Additional Tools: Self-Check Worksheet and Instructions for Study Data

www.fda.gov



Summary of Latest Revisions to the Technical Rejection Criteria
for Study Data (Revised Jan. 2019)

*» Technical Rejection Criteria for Study Data (Revised 05/01/2018)
The FDA may refuse to file (RTF) for NDAs and BLAs, or refuse to receive
(RTR) for ANDAS, an electronic submission that does not have study data
In conformance to the required standards specified in the FDA Data
Standards Catalog.

* Technical Rejection Criteria for Study Data (Revised 01/22/2019)
FDA will not accept an electronic submission that does not have study
data in compliance with the required standards specified in the FDA Data
Standards Catalog.

Reference:
FDA Study Data Technical Rejection Criteria (Revised May 2018) 8

WWW-fda-QOV FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)



Summary of Latest Revisions to the Technical Rejection Criteria FOA
for Study Data (Revised Jan. 2019)

m Description (Reference to FDA Study Data Technical Rejection Criteria Severity Level
1734 Trial Summary (TS) dataset must be present for each study in eCTD section 4.2 and 5.3 High
1736 Demographic datase.t (DM) and the c.Iefine.me must be subm.itted in Module 4 for r?oncli'nical data; N High
DM dataset, the subject-level analysis dataset (ADSL) and define.xml must be submitted in Module 5 for clinical data
| EBmor  Description (Reference to FDA Study Data Technical Rejection Crteria an. 2019 version)  SeverityLevel
1734 Trial Summary (TS) dataset (ts.xpt) with information on study start date must be present for required sections* High
1735 S:g;ic:siTF file-tags must be used for all standardized datasets and corresponding define.xml files in required High

For SEND data, a DM dataset and define xml must be submitted in required sections*
1736 For SDTM data, a DM dataset and define.xml must be submitted in required sections* High
For ADaM data, an ADSL dataset and define.xml must be submitted in required sections*

1789** STF Files must be submitted for required study sections* High

* Refer to the latest Technical Rejection Criteria for Study Data

** From Providing Regulatory Submissions in Electronic Format — Certain Human Pharmaceutical Product Applications and Related Submissions Using the eCTD
Specification, Section J: Datasets must only be provided in modules 3, 4, or 5 and not in modules 1 or 2

Reference:
FDA Study Data Technical Rejection Criteria (Revised May 2018)
WWWfda gOV FDA Study Data Technical Rejection Criteria (Revised Jan. 2019) 9



CY2018 Conformance Analysis of IND, NDS and BLA Submission Studies: FOA

Errors 1734, 1735 & 1736
o Emor

1734 Trial Summary (TS) dataset (ts.xpt) with information on study start date must be present for required sections*
1735 Correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in required sections*
1736 For SEND data, a DM dataset and define xml must be submitted in required sections*

For SDTM data, a DM dataset and define.xml must be submitted in required sections*
For ADaM data, an ADSL dataset and define.xml must be submitted in required sections*

* Refer to the latest Technical Rejection Criteria for Study Data

IND NDA BLA
Nonclin Clin Nonclin Clin Nonclin Clin
(m4) (m5) (m4) (m5) (m4) (m5)
883 288 403 1810 12 206
105 98 38 390 3 51
65 85 33 321 2 46
36 2 6 53 0 5
11 13 1 35 1 1
11.9% 34.0% 9.7% 21.6% 25.0%

243% >

www.fda.gov
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FOA

Folder Structure for Module 4 and Module 5

+* STF files and their associated datasets should be organized into a specific file directory structure
and a specific headings and hierarchy structure

Standardized Data Legacy Data Standardized Data Legacy Data

4 | NDA123456 4 | NDA123456 4 | NDA123456 4 | NDA123456

4 | 0000 4 ). 0000 4 . 0000 4 ). 0000

[ 4] m4 4 ma 4 L mS 4 ) mS ]
4 | datasets 4 | datasets 4 | datasets 4 | datasets
4 | study_001S 4 | study_001L 4 | study_002S 4 | study_002L

4 | analysis analysis :
4 | tabulations ‘ v <3 ™ 4 | analysis

@ 4 | legacy 4 | adam 4 | lega
). split

). programs ). programs

STF for a specific study should

be placed in the module folder 4 | tabulations & programs 4 | tabulations
with the corresponding study 4 | tabulations @
files.
l misc
I profiles
}. misc
). profiles
References:
www.fd a.gov FDA Study Data Technical Conformance Guide (Appendix E; Version 4.2, October 2018) 11

ICH M2 EWG: The eCTD Backbone File Specification for Study Tagging Files



FOA

Additional Details for Error 1734

+* Full ts.xpt
Sponsors should submit a dataset named ‘ts.xpt’ following published CDISC Standard and FDA Study

Data Technical Conformance Guide

s Simplified ts.xpt

Sponsors should submit a dataset named ‘ts.xpt” with four variables: STUDYID, TSPARMCD, TSVAL,
AND TSVALNF)

Example of ts.xpt Datasets

STUDYID TSPARMCD TSVAL TSVALNF
*Study ID in STF File *SSTDTC for a clinical study *Format: yyyy-mm-dd e Left blank when study start date is
*STSTDTC for a nonclinical study provided in TSVAL
Left blank when study start date is not
available » Exception code as specified in the ISO
21090 Standard when study start date is
not available
References:
vvwvv.fda.gov FDA Study Data Technical Conformance Guide (Appendices F & G; Version 4.2, October 2018) 12

FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)



Additional Details for Error 1734

+* STUDYID in STF.xml and ts.xpt should match

Based on the FDA Study Data TCG and the ICH STF Specification the Study ID uniquely and

unambiguously identifies a particular study

/ ICH M2 EWG: The eCTD Backbone File Specification for
Study Tagging Files (June 2008)

I STUDY-IDENTIFIER ELEMENT

Informanon describing the study s comained in the stidy-idensifier element of the STF
There are three elements contained in the siudy-identifier clement: fitle. study-id. and
category.

A. Title Element
The nitle element provides the full utle of the study, not the title of each mndividual
document

. study-id Element
I'he stdy-id is the internal alphanumenic code used by the sponsor to unambiguously
entify this study

\

~

-4

References:

-~

models. These variable roles may also be defined with other roles (such as Key), and roles may

CDISC Submission Metadata Model

The following variables are considered core selection variables for use in all CDISC domain

differ from dataset to dataset

~

\

Variable Variable Label Comments Included in:
Name
STUDYT Study ID Uniquely identifies a study files

L within a particular submission,__
SITEID Site 1D = TITTS WD At least one of these
INVID Investigator ID instead of or in addition to a variables must be

SITEID. included in all files

USUBIID Unique Subject ID | Must be unique subject identifier | All files

within a submission (previously
defined as PID: should be
consistent with PID references
used elsewhere in the

submussion)

J

* ICH M2 EWG: The eCTD Backbone File Specification for Study Tagging Files (June 2008) (http://estri.ich.org/STF/STFV2-6-1.pdf)
» CDISC Submission Metadata Model (https://www.cdisc.org/system/files/all/reference_material _category/application/pdf/submissionmetadatamodelv2.pdf)

www.fda.gov
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http://estri.ich.org/STF/STFV2-6-1.pdf
https://www.cdisc.org/system/files/all/reference_material_category/application/pdf/submissionmetadatamodelv2.pdf

Study Data Requirements for Submissions

Study Start
Date

Prior to or on
17-Dec-2017

After
17-Dec-2017

Prior to or on
17-Dec-2016

After
17-Dec-2016

Application Type

Commercial INDs

Commercial INDs

NDA, BLA, ANDA

NDA, BLA, ANDA

Data Type

Nonclinical

Clinical

Nonclinical

Clinical

Nonclinical

Clinical

Nonclinical

Clinical

Study Sections

4.2.3.1,4.23.2,4.23.4

5.3.1.1,5.3.1.2,5.3.3.1,5.3.3.2,
5.3.3.3,5.3.3.4,5.3.4,5.3.5.1,5.3.5.2

4.23.1,4.23.2,423.4

5.3.1.1,5.3.1.2,5.3.3.1,5.3.3.2,
5.3.3.3,5.3.34,53.4,535.1,5.3.5.2

4.2.3.1,4.23.2,4.23.4

5.3.1.1,5.3.1.2,5.3.3.1,5.3.3.2,
5.3.3.3,5.3.3.4,5.3.4,53.5.1,53.5.2

4.2.3.1,4.23.2,4.23.4

5.3.1.1,5.3.1.2,5.3.3.1,5.3.3.2,
5.3.3.3,5.3.34,53.4,5.3.5.1,5.3.5.2

FOA

Expectation by Center

CDER CBER
jecti iteria will be applied;
submit a simplified TS whether or  Rejection criteria will not be

not the study contains an xpt applied
dataset (other than the ts.xpt)

Rejection criteria will not be applied

Rejection criteria will be applied;  Rejection criteria will not be
sub @ applied

Rejection criteria will not be applied

Rejection criteria will be applied;

ether or  Rejection criteria will not be

not the s ontains an xpt applied
dataset (other than the ts.xpt)
Rejection criteria will be applied; subhe
study contains an xpt dataset (other than the ts.xpt)

Rejection criteria will be applied;  Rejection criteria will not be
sub @ applied
Rejection criteria will be applied; sub

Reference: FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)



FOA

Emphasis on Errors 1735 and Inclusion of 1789

¢ Each submission typically contains many studies, an STF file is necessary to process study files into
their corresponding studies; Accepting a submission where CDER cannot process the study tagging file
will result in the reviewer seeing a list of files for which they do no not know the study they belong to

s If a study data file (e.g. define.xml) is not properly tagged in the STF file, it cannot be identified and
located, resulting in Error 1736 being reported

Error Description Severity Level
1789 STF Files must be submitted in a study section. STF s are not required for required sections* High
1735 Correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in High

required sections*

* Refer to the latest Technical Rejection Criteria for Study Data

vvwvv.fda.gov Reference: FDA Study Data Technical Rejection Criteria (Revised Jan. 2019) 1 5



FOA

Tools for Industry

FDA has developed tools to help sponsors meet updated study data standard requirements and

provide more transparency on the validation process
- -

.
www.fda.gov Gateway
Sponsor submits a eCTD and/or
Standardized Data Sample to the FDA
for validation

Sponsor reviews Study Data Standard

Resources:

. Revised Study Data Technical
Rejection Criteria with eCTD
Validation Table

. Study Data Self-Check Worksheet &
Instruction

Sponsor submits an application with
After review, FDA will provide with study data

feedback, highlighting the errors
found during the processing of the
sample submission

1. Revised Study Data Technical Rejection Criteria (Revised Jan. 2019)
Purpose: To clarify the requirements for eCTD Validation of submissions with study data and to provided examples (Appendix 1 and 2) to
illustrate the requirements

2. TRC Self-Check Worksheet & Instruction
Purpose: To help sponsors understand criteria for submissions with study data to pass the updated TRC

3. eCTD and/or Standardized Data Sample Validation
Purpose: To help sponsors validate their sample submissions and receive feedback with identified errors 16



Published Technical Rejection Criteria for Study Data
& Self-Check Worksheet

el U.S. FOOD & DRUG

ADMINISTRATION

“Technical Rejection Criteria for Study Data”
https://www.fda.gov/downloads/forindustry/datastand
ards/studydatastandards/ucm630740.pdf”

For Industry

Study Data for Submission to CDER and CBER
S “Technical Rejection Criteria Self-Check

Worksheet”
' B 110 o e et rmator i T https://www.fda.gov/downloads/Forindustry/DataSta
ndards/StudyDataStandards/UCM630732.pdf

FERS 9 DvShvieg Ao Ssitomeprin o= v dendond St o e e “Technical Rejection Criteria Self-Check

s s o sy Worksheet Instructions”
https://www.fda.gov/downloads/ForIndustry/DataSta
ndards/StudyDataStandards/UCM630733.pdf



https://www.fda.gov/downloads/forindustry/datastandards/studydatastandards/ucm630740.pdf
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630732.pdf
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630733.pdf

Overview of the Self-Check Worksheet

Self-Check Workzsheet for Study Dote Preporation

Note Thin Self Check Workahee! b devigned fiv ey suboitted Study Dato

+»» Designed to walk sponsors through each oo
. . o T v O o )
step of TRC validation process | I R e
%+ Dynamically guides sponsors through study || 1. cewin .90 i
data requirements based on study atooer est Seutions 2 Sovanh 6 for et s
information entered R

* Designed to help the sponsors when they
prepare study data to submit to the FDA
for the first time

TR Thk The Pi o Time Laeay Dote w flaiing bebinamied el
Yot Tt By 04 Pt oF Ths Agupobe stae™ O 0

L)

P e arsmawd N Nkl J0 e wat prmiant PAE o e Sw et & SOt B Sy T Sy S

Be. Nama of the Seaty

B Dty bevien  oCTD
Manding (Tasmpis wd ) 1 1)

Swrtmn I el st s

Je Manue® N mne md) [ ——— |
U Wty Denanet Topelnl® T [ mowe ]
Bo Ave i Vnitadl i 8 Srudly Sactimn Dl - W™

Appcatne b Sertees G0 L2 LA e b0 O 0

Reference: “Technical Rejection Criteria Self-Check Worksheet”

T own Svamend "Na" 0 Dl B and 58 [R0s 500 MENted & Aol W Ren, swiong st A4 32 23K wwa 1 4 e

https://www.fda.gov/downloads/Forindustry/DataStandards/StudyDataStandards/U Pt Sater L700 L72S, 706 oot 109 40 not mpesy. D0 2ot powons s

CM630732.pdf l =

“Technical Rejection Criteria Self-Check Worksheet Instructions” ’ [ — D0 e AR e
https://www.fda.gov/downloads/Forlndustry/DataStandards/StudyDataStandards/U | [ Swmber 1709

CM630733.pdf : e - 00

www.fda.gov ) = 18



https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630732.pdf
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630733.pdf
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Sections of the Study Data Self-Check Worksheet

Caeeion | comens

Application & Submission Information 1a. FDA Center*: CDER D CBER D
1 . Provides high level information about the application and
submission

Study Information 2a. Study ID*:

2 . gy . .
*  Provides more detailed information about the specific study 2f. Study Dataset Type(s)*: Tabulation|_] Analysis[]
) ) - 3b. 1s STF File Included?* E]’ 5
3 STF File Information (1789 Validation Error)
Yes No

* Provide information about STF file 3¢. DoesSTF File Reference all Associated Study Files?* ] ]

. . L c. Study ID in TS File*: I —
TS File Information (1734 Validation Eer Yo No
4 4d. Does Study ID in STF & TS Files Match?* (] D

. Provide information about ts.xpt file with study start date

Standardized Dataset Information Y- DA T Incaed EI’ "5
(1735 & 1736 Valldatl9n Error) 5g. Is Define File included?* Yes No
. Provide information about SEND or STDM and/or ADaM dataset and E W
5 define.xml Sh. Are the STF File-Tags for the SDTM Datasets “data- Yes No
) . . . tabulation-dataset-sdtm”?* D D
. Provide information about STF File-tags
5i. Is the STF File-Tag for the Define File “data- Yes No
tabulation-data-definition?* (| [}

Reference: “Technical Rejection Criteria Self-Check Worksheet”

https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630732. pdf

www.fd a.gov “Technical Rejection Criteria Self-Check Worksheet Instructions” 19
https://www.fda.gov/downloads/Forindustry/DataStandards/StudyDataStandards/UCM630733.pdf

Note: Sections 2 through 5 are repeated for each study.



https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630732.pdf
https://www.fda.gov/downloads/ForIndustry/DataStandards/StudyDataStandards/UCM630733.pdf

Implementation Timeline

FDA published Revised Study Data Technical Rejection Criteria (Revised Jan. 2019) and
Study Data Self-Check Worksheet to assist sponsors with the TRC Conformance

e Per FD&C Act Section 745A(a), sponsors must conform
to standards in the FDA Data Standard Catalog

NDA, BLA, ANDA studies that started after Dec. 17th, 2016

Commercial IND studies that started after Dec. 17, 2017

* FDA revised & published Technical

FDA issued “Providing Regulatory —®  Rejection Criteria for Study Data
Submissions in Electronic Format - (Revised Jan. 2019) — -
> Standardized Study Data: * FDA will give the industry 90 days’
Guidance for Industry” * FDA published Study Data Self-Check »  notice on the eCTD website prior to
l Worksheet & Instruction the criteria becoming effective
. *
Dec. 2014  Dec. 2016 Jan. 2019 Mid to
Dec. 2017

Study Data Technical Rejection
Criteria are Implemented*

Study Data Technical Rejection Criteria are REQUIRED but NOT IMPLEMENTED

FDA Monitors & Analyzes the Study Data Conformance

* Note: When a submission is technically-rejected, the submission sequence is not transferred into the FDA electronic document rooms
www.fda.gov 20



Summary

*

L)

for 1734 and 1736

>

D)

L)

*

L)

0

*

L)

* FDA published Study Data Self-Check Worksheet to help sponsors to follow the revised TRC

** FDA has not rejected any submission that contains errors as reflected in this analysis

requirement

FOA

% Based on the revised TRC, about 21.6% all submissions were received with non-critical errors

% FDA requires the submission of standardized Study Data as defined in the FDA Data Standard
Catalog

% FDA plans to use technical rejection criteria to identify applications that are not fulfilling this

i A A )
To avoid validation errors, it is important for sponsors and applicants to understand the
requirements specified in guidance and recommendations for submitting study data in the
\_ Study Data Technical Conformance Guide. Yy,
www.fda.g®

21
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