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TRC BACKGROUND & WHAT’S NEW



PURPOSE OF ECTD AND STUDY DATA REQUIREMENTS

*» Reviewing study data in a timely manner is critical for FDA's review
process (e.g. Reviewers have 30 days to review an IND application)

s When sponsors submit data to the FDA in a reliable and accessible
format, it improves efficiency and consistency of review decisions

s CDISC Standards enable FDA to streamline the review process:

» Reduce time for reviewers to locate and identify study data
» Reduce the burden on sponsors and reviewers from IRs (Information Requests)

» Reduce review time by enabling the use of COTS reviewer’s tools such as JMP, JMP Clinical, etc. to
automate review analyses

= Support data driven decisions by applying data mining and data analytic techniques

“The agreement to assemble all the Quality, Safety and Efficacy information in a common format (called CTD -

Common Technical Document ) has revolutionized the regulatory review processes, led to harmonized electronic
submission that, in turn, enabled implementation of good review practices. For industries, it has eliminated the
need to reformat the information for submission to the different ICH regulatory authorities.”

Source: https://www.ich.org/products/ctd.html

www.fda.gov 6
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ELECTRONIC SUBMISSION GUIDANCE

“Study Data Guidance” - Providing Regulatory Submissions in Electronic Format --

Standardized Study Data (last updated June 2021)

s Sponsors must conform to standards in the FDA Data Standards Catalog:
L NDA, BLA, ANDA studies that started after December 17th, 2016
L Commercial IND studies started after December 17th, 2017

*» FDA uses eCTD validations (1734, 1735, 1736) to confirm Sponsors are conforming to the FDA

Data Standards Catalog. This subset of eCTD validations are described in detail in the Technical Rejection
Criteria for Study Data (TRC).

For more information on how to submit and what will be validated, see the
documents below:

= Study Data Standards Resources
= Electronic Common Technical Document (eCTD) website
= Study Data for Submission to CDER and CBER website

=  SBIA Webinar, FDA Study Data Technical Rejection Criteria (TRC): What you need to
know!

www.fda.gov 7


https://www.fda.gov/media/82716/download
https://www.fda.gov/industry/fda-resources-data-standards/study-data-standards-resources
https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://www.fda.gov/drugs/news-events-human-drugs/fda-study-data-technical-rejection-criteria-trc-what-you-need-know-05212021-05272021

WHAT’S NEW

“ CBER Non-clinical study requirements will start after March 15, 2023

“* Rule 1734 will no longer check for study ID matching

“ Changes to other study data validations:

= New Validation Rule 1738 for study ID matching
= Change of scope for Validation Rule 1737

www.fda.gov 8



WHAT’S NEW (EFFECTIVE AFTER 3/15/2023)

TRC Updates Other Study Data Validation Updates

1. CBER SEND Date Requirements 1. 1737 — Apply Rule to All Sections Except 4.3, 5.2, 5.4, & 5.3.6
. CBER now requires SEND datasets for non-clinical studies with Postmarketing reports
a Study Start Date after 3/15/2023 = 1737 now applies to same sections as validation rule 1789
. Date applies to all application types . Medium severity error

= 1737 is not currently included in the Self-Check Worksheet
2. 1734 — Remove Study ID Matching y

. 1734 no longer validates for STUDYID mismatch between ts.xpt 2. 1738 — New Study ID Matching Rule
and STF file 1738 is not currently included in the Self-Check Worksheet
= New validation rule 1738 now validates STUDYID matching

1738 now validates for STUDYID mismatch between ts.xpt and STF file

Medium severity error

3. 1735 - Allow define.xml Files to be Tagged as “data-listing-
Applies to all sections except 4.3, 5.2, 5.4, & 5.3.6 Postmarketing reports

data-definition”
L] A Define.xml file tagged as “data-listing-data-definition” no

longer triggers a 1735 error

www.fda.gov



OVERVIEW OF THE TECHNICAL REJECTION
CRITERIA (TRC)
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TRC IMPORTANT DATES

Data Standard Requirements TRC Implementation

12/17/2016 — CDER & CBER Clinical Studies that
start after require standardized data for NDAs,

ANDASs, and certain BLAs
09/15/2021 — TRC rejections began

L]t

12/17/2017 — CDER Non-clinical Studies that start
after require standardized data for commercial INDs.

03/16/2023 — CBER Non-Clinical
requirements begin

L]t

03/15/2023 — CBER Non-clinical Studies that start
after require standardized data for NDAs, ANDAs,
BLAs, and Commercial INDs

[ L L

www.fda.gov For more information, please reference the Study Data Technical Conformance Guide v5.0 (October 2022) 11



https://www.fda.gov/media/162867/download

FDA TECHNICAL REJECTION CRITERIA FOR STUDY DATA

FOUA

m Description (Reference to Specifications for eCTD Validation Criteria) Severity Level Effective Date

A dataset named ts.xpt with information on study start date must be present for each

ties study in required sections*

High

The correct STF file-tags must be used for all standardized datasets and corresponding

1728 define.xml files in required sections*

High

For Standard for Exchange of Nonclinical Data (SEND) data, a Demographic (DM)
dataset and define.xml must be submitted in Module 4 required sections*

For Study Data Tabulation Model (SDTM) data, a DM dataset and define.xml must be
submitted in Module 5 required sections*

For Analysis Data Model (ADaM) data, an ADaM Subject level analysis dataset (ADSL)
dataset and define.xml must be submitted in Module 5 required sections*

1736 High

www.fda.gov * Module 4 sections: 4.2.3.1,4.2.3.2, 4.2.3.4
Module 5 sections: 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

9/15/2021
(CBER module 4
sections, 3/16/2023)

9/15/2021
(CBER module 4
sections, 3/16/2023)

9/15/2021
(CBER module 4
sections, 3/16/2023)
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TRC VALIDATION RULE FLOW

Sponsor
submits
to FDA

Start
Pass 1735

Legend

. ‘ High validation errors lead to rejection of the submission
Fail 1735

Fail 1736 ‘ Validation passes

Fail
1734

Pass 1736

www.fda.gov * Not every submission will proceed beyond 1734 to 1735 and 1736, depending on the Study Start Date (SSD) 13



TRC REJECTIONS & TOP ERROR REASONS
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REJECTION NOTIFICATIONS

Sponsors receive a rejection
notice from FDA when an eCTD
validation error is identified.

Rejection notifications specify
each error and provide:

= Error Code

= Error Reason

= STF Study ID (if applicable)
= eCTD Section

www.fda.gov

m From: CDER Elecironic Document Room Staff

Center for Drug Evaluation and Research
U.S. Food and Drug Administration

REJECTION NOTIFICATION

Problem with Electronic Submission sent to CDER

While processing your electronic submission, we encountered the issues stated below.
Please review the 1ssues and take the approprate corrective action.

The electronic portion of your submission is technically deficient and 1s being rejected for the followmng
reasons.

Gateway Core Id: ¢€i00000000000.0000000@fdabc00000_te0
Application Number: IND000000

eCTD Sequence Number: 0004

Your submission failed with following ermor(s):

Emor Code 5TF Smdy ID el TD section Error Feason
1734 abc-123 m4-2-3-1-singla-dose-tomicity Mo ts.xpt found for this study
1734 abc-123 m4-2-3-1-single-dose-tomicity Wi ts.xpt found for this study
1734 abc-123 m4-2-3-2-repeat-dose-toxicity Mo ts.xpt found for this study
1734 abc-123 m4-2-3-2-repeat-dose-toxicity Wi ts.xpt found for this study
1734 abc-123 m4-2-3-2-repeat-dose-toxicity Mo ts.xpt found for this study

For study data specific assistance (e.g. 1734, 1733, and 1736 errors), please contact: eDatargfda hhs gov
If you have amy questions regarding this communication, please contact : ESUB-REJECT @ fda hhs. gov

For mformation on electronic submission requrements, please visit www fia goviectd for
guidance, specifications, and other helpful information

For all PROMOTIONAL submission-related questions:
Email Office of Prescription Dmg Products at OPDPECTD @ FDA HHS GOV or
Call the OPDP FPM at 301-796-8322.

15



MONTHLY TRC REJECTION TREND (CDER)

TRC Implementation: Sept’21
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CDER TRC REJECTIONS

600

1734 Errors:

500 o,

s 70% of errors across Application Types

s 75% of errors for IND Applications
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IND ANDA NDA BLA

www.fda.gov 17
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ADDRESSING TOP ERROR: 1734

s 75% of all 1734 errors are from studies in IND Applications

1734 Validation

v Trial Summary Dataset (ts.xpt) is present
A dataset named ts.xpt with information on v’ Study ID (or SPREFID) matches STF Study ID*
study start date must be present for each v/ Study start date is provided (or TSVALNF = NA)
study in required sections™ v' Study start date is in a valid format

*moving to rule 1738, effective after 3/15/2023

1%

69% due to 87% of Missing ts.xpt 1734 Errors
Missing ts.xpt » are for Non-Clinical Studies in M4

m No ts.xpt found for this study
= Study ID in ts.xpt does not match study ID from STF

= No ts.xpt with value for SSD found (and no null flavor value)

m Study start date is incorrectly formatted and TSVALNF has no null flavor value

www.fda.gov 18
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IMPORTANCE OF STANDARDIZED STUDY DATA
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WHY IS 1734 IMPORTANT?

Missing ts.xpt:

X Can’t determine the study start date, if TRC applies
and whether standardized datasets are required

X Cannot connect to other clinical trial data and limits
details available to reviewers

www.fda.gov

CLINICAL TRIALS (G) X

® Ready to use

# Clinical Trial Details

Study ID STF
Study ID TS
NCTID

Investigational
Therapy

STF Study Title

TS Trial Title
Trial Phase
Trial Type

Trial Indication

CLINICAL TRIAL DETAILS (G) X -|

study-123-xyz

study-123-xyz: A phase Il study...

When a ts.xpt is included:

v" Enables detailed searches

v" Enables connections between data sources,
such as ClinicalTrials.gov using NCT number

©® Ready to use

~ Clinical Trial Details

Study ID STF
Study ID TS
NCTID

Investigational
Therapy

STF Study Title

TS Trial Title

Trial Phase

Trial Type

CLINICAL TRIALS (G) X CLINICAL TRIAL DETAILS {G) X i

study-123-xyz
study-123-xyz
NCT-123-xyz

Therapy name

study-123-xyz: A phase Il study...

study-123-xyz: A phase Il study...

Phase Il

Safety

20



WHY ARE 1735 & 1736 IMPORTANT?

File tags act as standardized sub-headings within a study to help
distinguish and group files based on content.

When datasets are provided and tagged correctly:

v Enables detailed searches by file type

v Enables filtering by file type

v Enables locating essential study files, including dm.xpt, adsl.xpt, Datasets
and define.xm| Grouped

v' Enables automated loading into analysis applications

Reports & Filtering:

Count of Files by File Type and Submission Type

Analysis datasets

Annotated CRF i 1

Case report forms [l 1
Data tabulation
Protocol or amend..

Study reportsand ..

Synopsis |1

ADaM Datasets
Grouped
www.fda.gov

SDTM

4

Y

eCTD Viewer:

5.3.5 Reports of Efficacy and Safety Studies

Filter X

Analysis Datasets (ADaM) - Data Definition
Analysis Datasets (Legacy) - Data Definition

Analysis Datasets (Legacy) - Program File
Complete clinical study report

‘ [N safety repart
Tabulation Datasets (SDTM)
oabuEton DaEsets (oo ) - Annoted |
Tabulation Datasets (SDTM) - Data Defini..

1 il Y. |

u i
- - Datasets
4 - Analysis Datasets
3 - Analysis Datasels (Legacy)
» [l Analysis Datasets (ADaM)
4 . Tabulation Datasels
4 [l Tabulation Datasets {SDTM)
L [0001] Study123 define.xml
‘3.; [00011 Study123 define2-0-0.xsl
a [0001] Study123 Reviewers Guide

[0001] Study123 Annotated CRF
P - Datazets

| o [0001] Study123 dm.xpt
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TOOLS TO HELP INDUSTRY PASS TRC VALIDATION
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THE SELF-CHECK WORKSHEET

= Designed to walk sponsors through each
step of the TRC validation process

= Dynamically guides sponsors through
study data requirements based on study
information entered

= Helps sponsors prepare study data to
submit to the FDA for the first time

Demonstration Videos & Other Supporting Material

Technical Rejection Criteria Self-Check Worksheet

Self-Check Worksheet Instructions

www.fda.gov

?\\“_‘\ 58 ""'=f>..¥'
k. DEPARTMENT OF HEALTH AND HUMAN SERVICES
' / Food and Drrug Administration mA
7‘1,1 SELF-CHECK WORKSHEET FOR STUDY DATA PREPARATION

Mote: Thiz self-check Worksheet iz not required for submigsions of study data and iz designed to help
prepare newly submitted study data to FDA, i.e. studies for which no files have been previously submitted.

*‘Required Field
Section 1: Application & Submission Information

1a. FDA Center® 1b. Application Type® 1c. Application Mumber®
[Jcoer [JceBer |[[InDA []BLA [ ]ANDA [ | Commercial IND
1d. eCTD Sequence Mumber | 1e. eCTD Submission Type 1f. eCTD Submission Sub Type

Note: Repeat Sections 2 through 5 for each study included in the submission.

Section 2: Study Information

2a. Sfudy ID*

{Studyy ID iz the unique identifier across application documents. Therefore, the sfudy ID must be conaistent scross all the files
being submitted for the zame sfudy, ie. 5TF File, fz.xpt, dm.xpt, efc.)

2b. Is This the First Time Study Data is Being Submitted for This Study as Part of This Application?”

[Jves [No

If you answered “No” in Freld 2b, do nof proceed. Thiz seff-check worksheet iz deaigned for newly submitted sfudy dafa.

2c. Title of the Study

2d. Study Section - eCTD Heading (Example: m4-2-1-1)*

2e. Module™

[] Manclinical (m4) [] clinical {m5)

2f. Study Dataset Type(s)”

[] Tabulation [] Analysis [] other

If you are submitfing tabwation data select "Tabulation.” If you are submitfing analysis dafa, select "Analyzis.” For other types
of data, such az Lizfings dafazefs, when fabulation or analysis data is nof being submitted, sefecf "Ofher.” Additional defailz
and examples are included in the Study Dafa Self-Check Worksheet Instructions.

FORM FDA 4061 (11/13) Page 1of3 VAL Puisabing Serviom (301) M3-6140 BF
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https://www.fda.gov/media/123098/download
https://www.fda.gov/media/123099/download
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber

THE SIMPLIFIED TS.XPT CREATION GUIDE

Helps industry create simplified TS files using free and open-source software, R and Python

Provides step by step instructions to install
the necessary software

Users can copy and paste code samples
from the guide into R or Python

Available on FDA's web page, Study Data
for Submission to CDER and CBER

Demonstration video also available at
Study Data for Submission to CDER and
CBER

Additionally, a publicly available tool was
developed by PHUSE:

Simplified ts.xpt File Generator
(https://geotiger.shinyapps.io/07 qenTS/)

www.fda.gov

5. M x Sandy Seare Dime s nod avaelable or applicable, delete 0V YO DD, ksemnag the

mectztion marke o wewt dn TAVALNFET arrer “HA™

e bl

Blazs Neca — P aciting Sale M VAL oug TTHALNT drep Sy gacirion caria s the s os

Hrep 4= After tpdatng the code, T the cods by selezing "o AL thoe the Ede Msm
Smplified TG Fils m xpt format well Be caved nthe folder beation vou prosndsd

The Clu pabs, ie. wbere e Sinaplified TS Fiks will L mevesd, cun b changead b yues procforssd
Lol by pezlacing O Elplied T8 Fila™ with o e lcetion wihsne: vou wodld Bl i
s dhe Sl

Fleza Vo - ey mliy g we B et b aww L L b ek o Sreanee ) 1 Sedeand e e ol
skl 17 an e i g iy ead

b Urpahorm 3= Ues Pthoa
il Pre-Requiite: Tastall Pyiban sad TOLE

T st Byt i IDLE, pleass e b I pyedia o3 dondonds wed follow el latiee.

mtmoaat

2 puthon

Pz Newr - AT 8 o Sangead S e e e for Fyghon. Wit Aoy bar frakid Kk e St

e g e
Lauech Comysgrd Prowo: o 'Windoms (Vimdoms Ksy=Fi md bps "o

od O P Filar Pythar i Semph
JRmr e = TR pak v T Sy Lpam e Dnacor ki prvion ooy feaalnd.

1 Typwin pribon -m pip inctall —upgrade pip (i smrs pip o ok fe e o

Jinae Nar - Thiap Lol

i. Typuin: pip inxiall xpon (e instal| tha xpert nodulkd

1. ArtaeCRID s commend bne miertss, oee o e fllowing comenms and prses CHTER:
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https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber
https://geotiger.shinyapps.io/07_genTS/
https://www.fda.gov/media/132457/download

FREQUENTLY ASKED QUESTIONS (FAQ)
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DO | HAVE TO SUBMIT A TS.XPT WITH EVERY SUBMISSION ki
TO MEET TRC REQUIREMENTS?

» It is not required to submit a ts.xpt with every submission
» Previously submitted ts.xpt must be standardized and properly formatted

» Validations check previously submitted files for Rule 1734 (ts.xpt) and Rule 1736
(dm.xpt, adsl.xpt, and define.xml)

TS in current Properly
sequence? formatted TS?

Properly Formatted TS:

Check for
TS

v’ Study ID (or SPREFID) matches STF Study IDA
v’ Study start date is provided (or TSVALNF = NA)
v’ Study start date is in a valid format

AMoving to Rule 1738, effective 3/16/2023
Check

Previous
Sequences
for TS

TS in previous
sequence?

26



HOW CAN MULTIPLE SETS OF DATA BE SUBMITTED FOR
THE SAME STUDY?

= Option 1: Submitting multiple sets of data under the same STF

» Creating sub-folders for each set of data
» Assigning different leaf titles for each set of data

= Option 2: Submitting multiple sets of data under different STFs

» Using different STFs for each sets of data — treat each set of data as different
studies

27



REFERENCES

Study Data Standards Resources

* Providing Regulatory Submissions In Electronic Format - Standardized Study Data: Guidance For Industry [April 2022]
+ Study Data Technical Conformance Guide [October 2022]

* FDA Data Standards Catalog [August 2022]

* Link: https://www.fda.gov/industry/fda-resources-data-standards/study-data-standards-resources

Study Data for Submission to CDER and CBER
» Technical Rejection Criteria Self-Check Worksheet
« Technical Rejection Criteria Self-Check Worksheet Instructions
* Link: https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber

Electronic Common Technical Document (eCTD)

. Providing Regulatory Submissions in Electronic Format — Certain Human Pharmaceutical Product Applications and Related
Submissions Using the eCTD Specifications: Guidance for Industry [February 2020]

. eCTD Submission Standards [December 2022]
. Specifications for eCTD Validation Criteria [May 2022]
. Link: https://www.fda.gov/drugs/electronic-requlatory-submission-and-review/electronic-common-technical-document-ectd

Providing Regulatory Submissions In Electronic Format - Submissions Under Section 745a(a) Of The FD&C Act: Guidance For
Industry
« Link: https://www.fda.gov/regulatory-information/search-fda-guidance-documents

www.fda.gov
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ADDITIONAL QUESTIONS

www.fda.gov

For questions please contact:

Study Data Questions:
edata@fda.hhs.gov

eCTD Questions:
esub@fda.hhs.gov

Questions for CBER:
cber-edata@fda.hhs.gov
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