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A Brief History

PDUFA and 745A

www.fda.gov



Looking back to 2012...

Problem to be Addressed

e The extreme variability and unpredictability of the format and
content of submitted application data present a major
obstacle to timely, consistent, and efficient review within
current PDUFA timeframes

e |ack of standardized clinical data:

— Limits ability to address in-depth questions and late-emerging issues in a
timely manner

— Impedes timely safety analysis to inform REMS decisions

— Limits ability to transition to more standardized and quantitative approaches
to benefit-risk assessment

From Theresa Mullin, “Prescription Drug User Fee Act Reauthorization (PDUFA V) What’s

www.fda.gov Next?,” PhUSE CSS, March 19-20, 2012.




Timeline of PDUFA & Guidances

July 9, 2012 -
FDASIA signed

2011 2021

Oct 1, 2012 -
PDUFA V begins

www.fda.gov


https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-v-fiscal-years-2013-2017

FDASIA/PDUFA V

e PDUFA V goals include a section “Improving the efficiency of human
drug review through required electronic submissions and
standardization of electronic drug application data”

« “Section 1136 of FDASIA amended the FD&C Act by adding section
745A, which addresses electronic submissions. ... Section 745A(a)(1) of
the FD&C Act describes the general scope of section 745A(a) and
provides that submissions under NDAs, ANDAs, BLAs, and INDs must be

in electronic format specified in FDA guidance...” Providing Regulatory
Submissions in Electronic Format — Submissions Under Section 745A(a) of the
Federal Food, Drug, and Cosmetic Act Guidance for Industry, Section Il

www.fda.gov


https://www.fda.gov/media/81306/download
https://www.fda.gov/media/88120/download

Timeline of PDUFA & Guidances

December 16, 2014 — Study
Data Guidance published

May 5, 2015 — eCTD Guidance
July 9, 2012 - published
FDASIA signed
2011

2021

’_T

Oct 1, 2012 -
PDUFA V begins

December 2014 - Providing Regulatory
Submissions in Electronic Format —
Submissions Under Section 745A(a) of the
Federal Food, Drug, and Cosmetic Act
Guidance published

www.fda.gov


https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-v-fiscal-years-2013-2017
https://www.fda.gov/media/88120/download

FOA

745A(a) Guidances

FDA issued “Providing Regulatory Submissions in Electronic Format - Standardized Study
Data: Guidance for Industry” in December 2014 (updated in June 2021)

— Sponsors must conform to standards in the FDA Data Standards Catalog:
* NDA, certain BLA, ANDA studies that started after December 17th, 2016

* Commercial IND studies started after December 17th, 2017

FDA issued “Providing Regulatory Submissions in Electronic Format — Certain Human
Pharmaceutical Product Applications and Related Submissions Using the eCTD
Specifications Guidance for Industry” in May 2015 (updated in February 2020)

— Sponsors must submit in eCTD format:
* NDA, certain BLA, ANDA applications starting May 5, 2017

« Commercial IND and certain MFs applications starting May 5%, 2018

www.fda.gov


https://www.fda.gov/media/82716/download
https://www.fda.gov/media/135373/download

eStudy Guidance

Binding Guidance— Requires

that studies are compliant
with the standards outlined
inthe FDA D

December

17 Compliance
e e ‘
Sln Electronic Format — 20 14 ,
tandardized Study Data (o
Cuidance for Industry l. L'
24 Months*  Studies starting**
o e after MUST use the
Final . standards in the
Publishe December Data Catalog (NDAs,
17
December, 2014 ANDAs, BLAs)

2016

*36 months for INDs **Study Start Date in the SDTM Trial Summary Domain (TSPARMCD = SSTDTC).

www.fda.gov From Ron Fitzmartin, “Electronic Submissions — The Requirement for Standardized Study 10
Data,” PhUSE CSS, March 17, 2015.



Timeline of PDUFA & Guidances

December 16, 2014 — Study
Data Guidance published

May 5, 2015 — eCTD Guidance

JUIY 9,2012 — pUbIIShEd
FDASIA signed
2011 2021
Oct 1, 2012 - August 2017 —
PDUFA V begins FDARA signed
December 2014 - Providing Regulatory Oct 1, 2017 T
Submissions in Electronic Format — PDUFA VI begins
Submissions Under Section 745A(a) of the
Federal Food, Drug, and Cosmetic Act
Guidance published

www.fda.gov

11


https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-v-fiscal-years-2013-2017
https://www.fda.gov/media/88120/download
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/pdufa-vi-fiscal-years-2018-2022

FDARA/PDUFA VI

 PDUFA VI goals include a section “Enhance transparency and
accountability of FDA electronic submission and data standards

activities”

e Deliverables include:

— Public Meetings for Electronic Submissions and Data Standards
— CBER-CDER Data Standards Program Action Plan
— FDA Data Standards Catalog

— Joint Quarterly Meetings to Enhance Transparency and Accountability of
FDA Electronic Submission and Data Standards Activities

www.fda.gov 12


https://www.fda.gov/media/99140/download
https://www.fda.gov/industry/prescription-drug-user-fee-amendments/completed-pdufa-vi-deliverables

How does it all connect?

Data Standards Requirements

www.fda.gov

13



2011

Timeline of data standards

December 16, 2017 — study
data standards requirement for
commercial INDs

December 16, 2016 — study

data standards requirement for

NDAs, ANDAs, certain BLAs

2021

www.fda.gov

certain BLAS

May 5, 2017 — eCTD format
requirement for NDAs, ANDAs,

May 5, 2018 — eCTD format
requirement for commercial
INDs and certain MFs

14



FDASIA Guidance

How does FDA p.an to implement
Section 745A(a) of the FD&C Act?

eStUdy G Ui d u nce sul:m.il:iun i What ishtlhg e .
es must be timetable?

Binding Guidance— Requires 1\”’:Im:m:miu:'s‘ BCTD GUIdunce
that studies are compliant 24 months after
with the standards outlined guidance is finalized,

in the FDA Data Standards content must be
Catalog submitted to the
HRS .- Agency electronically
" S in the format specified
\ 2 s o in the guidance.
e Technical
Data Standards - .
Catal .= ~~. Conformance Guide
Utu Og Provides G
: specifications, ' ’
' — su;‘;ﬂ;ed recommendations, and )
—— and/or general considerations
required on how to submit
standards. standa:;:lized study
ata.

From Colleen Ratliffe, “eStudy Guidance and Technical Conformance Guide: Are you

www.fda.gov Ready?,” PhUSE CSS, March 13-15, 2016.

15



eCTD Submission Metrics 2003 - 2020 ks

CDER received approximately 205,000* electronic submissions via ESG
in FY 2020. Nearly all were in eCTD.

Comparison: Overall Submissions vs. eCTD Submissions
250,000

200,000
150,000

100,000

*excludes Non-
Commercial IND and
DMF Type

50,000

2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018 2019 2020

i Overall Submissions e===ECTD
www.fda.gov 16



Review of eCTD Submissions

a1 Administrative Information and Prescribing Information
' 2 Common Technical Document Summaries
a3 Quality

FDA uses Lorenz
docuBridge to support the
' 4 Nonclinical Study Reports

review of eCTD formatted | = ;i sy Repons

submissions » ) 5.2 Tabular Listing of all Clinical Studies
4 5.3 Clinical Study Reports
» ' 5.3.1 Reports of Biopharmaceutic Studies
4 ' 5.3.2 Reports of Studies Pertinent to Pharmacokinetics using Human Biomaterials
» ' 5.3.3 Reports of Human Pharmacokinetic (PK) Studies
B
4

v v v w

, 5.3.4 Reports of Human Pharmacodynamic (PD) Studies

' 5.3.5 Reports of Efficacy and Safety Studies [ indication ]
“ , 5.3.5.1 Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indicat
- ' [ ABC123 | Study Title ABC123

» W Datasets
v . Study Report Body Chapter
4 [l 16. APPENDICES
» . 16.1. Study Information
» . 16.2. Patient Data Listings
» BCRFs

www.fda.gov

17



eStudy Guidance | Data Standards

Binding Guidance— Requires
that studies are compliant

ShEeE Catalog

| Study Data....SDTM,
Ay Regnl ADaM, SEND, Define. XML
| — In Electronic Format —

Standardized Study Data D ec e m b e r “m“mm::u:-mm-mm-mﬂ-m-n
2016

Providing Regulatory
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Published e |

From Ron Fitzmartin, “Electronic Submissions — The Requirement for Standardized Study

www.fda.gov Data,” PhUSE CSS, March 17, 2015.
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Data Standards Catalog

FDA Data Standards Catalog v7.2 (07-01-2021) - Supported and Required Standards

For full description of column headings, see Instr.& Column Descriptions tab

Date Support i baie
Date Support ~ Date Requirement Requirement

Standards ins
FDA Center(s) Beg Ends Begins

Development

Supported

Data Exchange Implementation

Exchange Supported Statutory, Regulatory, or Guidance

Information Sources

Standard Format o Version . . {MM/DD Ends Authority
Organization [SD(n n Guide Versmnn n IYYYE {MM.-'DD!YYY‘ (MM/DDIYYYY) [1‘ {MMIDDIYYY\‘
Clinical study 03/15/2019 [1] 12M17/2016 [1] 03/15/2019 [1] Standardized Study Data CDISC ora - SDTM
org
datasets SDTM XPT CDISC 12 312 CDER, CBER 10/30/2009 03/15/2020 [2] 1217/2017 [2] 03/15/2020 [2]
Clinical study Version 3.1.2 03/15/2019 [1] 12/17/2016 [1] 03/15/2019 [1] Standardized Study Data CDISC. ora- SDTM
=landardized study Uata LUl org- ol IVl
datasets SOTM XPT CDISC 1.2 Amendment 1 CDER, CBER 08/07/2013 03/15/2020 [2] 121712017 [2] 03/15/2020 [2]
C“; Ictal Stm 12/17/2016 [1] Standardized Study Data CDISC org - SDTM
atasets SOTM XPT CDISC 13 313 CDER, CBER 12/01/2012 03/15/2021 12/17/2017 [2] 03/15/2021
Clinical study 03/15/2018 1] Standardized Study Data CDISC org- SDTM
datasets SDTM HPT CDISC 14 3.2 CDER, CBER 08/17/2015 03/15/2019 [2]
Clinical study Standardized Study Data CDISC org- SDTM
datasets SDTM XPT CDISC 17 3.3 CDER, CBER 03/15/2021 03/15/2023
Animal Rule study 3/15/2022 1] Standardized Study Data CDISC org- SDTM
datasets SDTM HPT CDISC 1.8 SENDIG-AR v1.0 CDER 03/15/2020 371512023 [2]
Clinical study Analysis Data 03/15/2019 [1] 12/17/2016 [1] 03/15/2019 [1] Standardized Study Data CDISC.org - ADal
datasets Model (ADaM) XPT CDISC 2.1 1.0 CDER, CBER Ongoing 03/15/2020 [2] 1217/2017 [2] 03/15/2020 [2]
B I 03/15/2019 [1] Standardized Study Data CDISC org - ADal
datasets ADal XPT CDISC 2.1 1.1 CDER, CBER 03/15/2018 03/15/2020 [2]
Standard for
Animal study Exchange of Standardized Study Data CDISC org - SEND
datasets Monclinical Data 03/15/2019 [1] 12/17/2016 [1] 03/15/2019 [1]
(SEMD) HPT CDISC 1.2 3.0 CDER 06/13/2011 03/15/2020 [2] 12/17/2017 [2] 03/15/2020 [2]
Animal study .
datasets 03/15/2019 [1] Standardized Study Data CDISC.org - SEND
SEND XPT CDISC 15 3.1 CDER 08/21/2017 03/15/2020 [2]
An;;zlssett:dv Standardized Study Data CDISC.org - SEND
SEND XPT CDISC 15 31 CBER 03/15/2021 03/15/2023
MNonclinical study )
Antacate 03/15/2023 1] Standardized Study Data CDISC org - SEMND
www.fda.gov 19




Review of Study Data

FDA also utilizes multiple tools and systems to support analysis of standardized study data:

Clnical Tnals
w Application Type & Number

~ Dosage Form =
# Approved ROA

if

v SNOMED CT [
v Study ID
v NCTID

~ Trial Phase L

w Trial Type
~ Trial Disease/Condition Indication

w [Nagnosis Group

v Investigational Therapy O Treatment

Objectives and Outcomes

ADMINISTRATION

v Planned Humber of Subjects

w  Actual Humber of Subjects

w Counfries with Sibes

~ Duick Links

Eh

arcidih

oard Technical

]

~ Productingredient Mame w Trial Blinding Schema r

w Trial is Randomized
v Control Type

UG

Trials Dashboard

v Diagnosis Group

v Investigational Therapy or Treatment

v Trial Blinding Schema

v Trial is Randomized

v Control Type

' Dose Per Administration

v Dose Units

v Dose Form

~ Dosing Frequency

_Objectives and Outcomes

v Planned Number of Subjects

v Actual Number of Subjects

v Countries with Sites

A Quick Links

II

|

B Dashboard Technical Guide

IS Properties (> Export - Manage Columns

cumcaLTrias  [RSIVEREN

Applcation Type
& Number

NDA 000000  Product A

NDA 000000 Product A

NDA000000  product A
NDA 000000  Product A
NDA000000  product A

NDA 000000 product A
I G

‘ S

Reports and Dashboards  Search Engines

LINICAL TRIALS (G) X

Ready to use

Review Explorer

Resources

CDEROne

For optimal resolution, browser zoom may need to be adjust

LINICAL TRIAL DETAILS (G) X

< A M5 Documents
Ingredient Name. ‘ Dosage Form #»: Clinical Trial Details B
Document... Submissi... Submission
ngredienta  soumon . Study ID STF Study ABC
Study ID TS ;(u:y report Study A.BC 1/1/2021 ORIGINAL-1
) ody Synopsis
Ingredient A P o N
NCTID
IngredientA  SoLuTON, Investigational study report Study ABC P
SO e o ot 1/1/2021 ORIGINAL-1
SOLUTION. «STF S 1
IngredientA  iecrion QST Study Title Study ABC — A study that oo Study ABC
. study repo
T looks at many people taking body Protocol G20 ORIGINAL-1
ingredient. w Amendment
= Drug xxx and how to effects ‘
souwron - disease xxx in a Phase x Trial
o

I dient A
ea CUNEAL TR e METRY SiiEel Sy AEC 2021 ORIGINAL-1

NReady to use

Clinical Trial Details

Nistudy ID STF

Study ID TS

www.fda.gov

NCTID

Investigational
Therapy

STF Study Title

TS Trial Title

Trial Phase

Trial Type

Study ABC

Study ABC
00000

Drug xxx

Study ABC — A study that

looks at many people taking
Drug xxx and how to effects
disease xxx in a Phase x Trial

Study ABC — A study that

looks at many people taking
Drug xxx and how to effects
disease xxx in a Phase x Trial

Phase x

A study

<

v M5 Documents

v M2 Documents

Trial D... »

analysis
dataset
adam_

data
tabulation
dataset sdtm_

data
tabulation
dataset sdtm_

data
tabulation
dataset
define

A Trial Datasets/External Links

DatasetN...

AE

DM

TS

Define

Submissi...

1/1/2021

1/1/2021

1/1/2021

1/1/2021

2021 ORIGINAL-1

0001

0001

0001

0001

0001

Module/S...

m5.3.3.4-
extrinsic-facto
pk-study-
reports

m5-3-3-4-
extrinsic-facto
pk-study-
reports

m5-3-3-4-
extrinsic-facto
pk-study-
reports

mS5-3-3-4-
extrinsic-facto
pk-study-
reports

mS5-3-3-4-
extrinsic-facto
pk-study-
reports

— An unstandardized

m5-3-3-1-
healthy-

ORIGINAL-1 0001

tolerability-
study-reports

m5-3.

subject-pk-and
initial-
tolerability-

ORIGINAL-1 0001

= same detailed

m5-3-3-1-
healthy-

ORIGINAL-1 0001

study-reports
mS5-3.3-1-

ORIGINAL-1 0001 initial-

tolerability-
studv-renorts

~study cannot

= display with the

" information as a
~' _standardized study
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FDA also utilizes multiple tools and systems to support analysis of standardized stu

FOA -

Cangesti
Congesti.
iyalintz_
Wyalaniz.
wyaliniz.

fyperpla.

Review of Study Data

a. A

; Central Locate h
W, Laboratory Test Results Distribution | IS Laboratory Test Results Time Trends | ulf

'"‘“““““""n_"z:"‘; : g"“ : :’; Laboratory Test Results Time Trends 0 cs Data ce nt ra I
_Z @l‘@" | | 7 | Locate the Data
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|
g

4 = Observed Result for ALANINE
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Actual Treatment fior Peried 01

= JMP Clinical f,

ALT BLOOD
=

fde B Boes (ok DO drohoe Ggh fooh Yow Bdow I
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oot woe g |
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“ " T S i . 1 Disposition
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n L I EADCOSIN. MCTRITES [T, Adverse Events
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t L
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2011

Timeline of data standards

December 16, 2017 — study

data standards requirement for

commercial INDs

December 16, 2016 — study

data standards requirement for

NDAs, ANDAs, certain BLAs

March 15, 2021 —

* CBER begins support for SEND v1.5

* CDER & CBER begin support for
SDTM v1.7 and Define v2.1

\_l 2021

www.fda.gov

H

certain BLAS

May 5, 2017 — eCTD format
requirement for NDAs, ANDAs,

September 15, 2021 -
eCTD validation error codes 1734, 1735,
1736, and 1789 become effective

May 5, 2018 — eCTD format
requirement for commercial
INDs and certain MFs

22



How are we checking the Study Data FOA

Guidance requirements?

Validation, as listed in the Specification
for eCTD Validation Criteria, occurs during
this step (including 1734, 1735, and 1736)

)

Applicant
to ESG
\_ J

www.fda.gov

- N AT
ESG to
. eCTD
CDER w Validation
\__ y, \_ )

FAIL

Review
Division

Rejection Notice Reject

23


https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/electronic-common-technical-document-ectd

Are You Ready?
Study Data Technical Rejection Criteria

www.fda.gov

24



Overview of TRC Errors

FOA

e  Technical Rejection Criteria for Study Data provides the conditions under which FDA will not accept submissions

with study data

1734

1735
1736

1789

Description (Reference to FDA Study Data Technical Rejection Criteria March 2021 version)

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

The correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in
required sections®

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*

A file has been submitted in a study section without providing an STF file. STFs are not required for 4.3
Literature references, 5.2 Tabular listings, 5.4 Literature references and 5.3.6 Postmarketing reports

* Module 4 sections: 4.2.3.1, 4.2.3.2, 4.2.3.4

WWW.fda.gOV 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

High

High

High

High

Sept. 15, 2021

25



Relationship between
the Technical Rejection Criteria for Study Data and

the Specification for eCTD Validation Criteria

Technical Rejection Criteria for Study Data

Study data standards are required in clinical and nonclinical studies that start after
December 17, 2016." Technical rejection criteria have been added o the existing elect

common (eCTD) validation cri ot Lt
will become effective an Sepember 15, 2021

FDA will not sccept an ioa that does data in compli ith the
required standards specified in the FDA Data Standards Catalog *

‘The standards apply to the following types of submissions to the Center for Drug Evahuation and
Rescarch (CDER) and the Center for Biologics Evaluation and Rescarch (CBER),

- New dry . abbreviated new s (ANDAs), certain
biologics license BLAS), snd all hese types of
Sppicuions octatieg ey, RAGle . $A0 REUTE, e LT1a ccgiel
submission was filed before the requirements went into effect

+ Commescial investigational new drug applicatioas (INDs) (foe products that are inteaded 1o
be distributed commercially)

Deadlines: Sponsors whose studies started after Deeember 17, 2016, must use the data standards
listed in tbe FDA Data Standards Catalog for NDAs, BLAs and ANDAs. For Commercial INDs,
the requirement applics to studics started aficr December 17, 2017

FDA approach to splisnce with the requirement to submit
electronic standardized study data. The lechnieal rejection criteria are sutomated validations by
¥4 Coner (CDER of COER) Whownd procasiag eyviem wing the FDA Specifcations or
€CTD Validation Criteria as described below.

This document focuses on the eriteria used for the automated validation process. b oeder for the
FDA automated eCTD validstion process 1o determine the study start date (SSD) foe the
subnitted siudy, FDA relies on the SSD value provided in the Trial Summary dasaset (s-xpi) that
is referenced in the Study Tagging File (STF).* This validation confirms the submission of a
valid STF (se¢ validation code 1789) and a Trial Suminary (TS) domsin (se¢ validation code
17341 For a suady that contains a sudy réport mm il tags "pre-clinical-study-repoet”
“legacy-clinical-study-repor,” or “study- " and/or an xpt formatied dataset, the
expeetation for content in the TS domain <,.mp|.r.c4 ot rum depends an whether the .m.J, is
submitted in compliance with a Clinical Data g Standards Consortium (CDISC)
standard. FDA's Study Data Technical C oaformance Guide provides the appropriate content

5

ndustry Praidng Regula ’ ot
Sdandeed Sty Do jusdance web page st
bt s Bons M\m,.m‘mu..m....u i, and o the FDIA Sty Dita Sesncdnds Rescumees
= G oy Corulia L el bam, We upelite guicinces
e bl e

'A\u\ubl(un he FIIA Sty Dt Stamdars Resoies web pag.
+The Siuch he 150 8601 e . and
o sl e

¥ Phowss rofer e Appenis 2 of thi document for mors infomation on the simplifiod TS il s e Stusdy Deta
Technical Conformmance Guidk on the FDA Stuly Data s Rosouroes web page or muars information on he full
TS file

Revised 01521

Specifications for eCTD Validasion Crieria

US Food and Drug Administration

Specifications or eCTD Validation Criteria

Revision History

Date
[2008-03- 10

Description
Initial Release of eCTD Validation Criteria

[2010-12-10

[cCTD Validation Criteria updated including additions and
dclctions of error codes - DRAFT

2011-12:20

[cCTD Validation Criteria updated including clarifications
and deletions of error codes - FINAL

[2013-04-30

[<CTD Validation Criteria effective dates updated - FINAL,

[2013-08-23

[<CTD Validation Criteria added and existing criteria
updated to incorporate changes for US €CTD Module 1
(using DTD version 3.2) - FINAL

[2014-02:07

[Updated DTD version 3.2 references to 3.3; DTD 2.01
added to the applicable DTD versions for error 2001;
updated guidance sources where applicable- FINAL

[Note: On 2014-03.07, corrections were made to a date and
the descriptions in the last two rows of this Revision
History.

2016-09-21

[<CTD Validation Criteria added to support Study Data
Technical Conformance Guide

2016-11:07

Update to the descriptions of the ¢CTD Validation Criteria
[which support the Study Data Technical Conformance

[2017-0302

Update to the descriptions of the ¢CTD Validation Criteria
[which support the Study Data Technical Conformance

[2017-03-20

Update to the descriptions of the eCTD Validation Criteria |3.

[which support the Study Data Technical Conformance

Guide

is a subset of

www.fda.gov

The Specification for eCTD Validation Criteria contains a
total of 161 validations

46 are High severity, meaning failure of that validation leads
to rejection

The Technical Rejection Criteria for Study Data provides
additional detail on 4 of these validations (1734, 1735,
1736, 1789) to help industry understand under what
conditions submission of study files will trigger them and
criteria to pass
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TRC Warning Notices (March 15 — August 15, 2021)

1734 is the most common failure reason, especially for Commercial IND submissions

500

400

Warnings
w
o
o

200

100

1734 1735 1736 1789 1734 & 1735 1734 & 1736

NDA B BLA B ANDA mComm.IND

WWW.fda-gOV Note: Warnings generated by CDER between March 15t and August 15th, 2021

1734 & 1789

1789 is the second largest failure reason and is particularly high for Commercial IND submissions

1735 & 1789

FOA

1735 & 1736
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A dataset named ts.xpt with
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1000
800
600
400
200

Validation Rule 1734

[ v’ Trial Summary Dataset (ts.xpt) is present ]

information on study start date
must be present for each study in
required sections*

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

Submissions CY2021 (March 15 — August 15, 2021)

/

Submissions with Study Submissions with Errors| Submissions with Error

Data in TRC Applicable (1734, 1735, 1736, &

with Study Data

~

34% of
submissions

in sdTRC
applicable
sections

1734

Sections 1789)

* Module 4 sections: 4.2.3.1, 4.2.3.2, 4.2.3.4

WWW.fda.gOV Module 5 sections: 5.3.1.1, 5.3.1.2, 5.3.3.1, 5.3.3.2,

5.3.3.3,5.3.3.4,5.3.4,53.5.1,5.3.5.2

*%1388 Studies in 528 Submissions with Error 1734 between March 15, 2021 and August 15, 2021

1734 Error Reasons™**

83% of Study
Errors:
Missing TS File

m Study ID Mismatch = No Study Start Date (SSD)
Invalid Study Start Date (SSD) m Missing TS File

FOA

Sponsor
submits to
FDA

Begin
Validation

\ 4

Validate
1789

A 4 A 4

Validate Validate
1735 1736
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Validation Rule 1789 FOA

A file has been submitted in a study section Submission Types for 1789 Errors*
without providing an STF file (STFs are not
required for 4.3 Literature references, 5.2
Tabular listings, 5.4 Literature references and
5.3.6 Postmarketing reports).

Sponsor

submits to
FDA

Begin
Validation

File (STF)

Commercial
1\']»)

[\/ All study files are included in a Study Tagging } 56%

1789 errors are the second largest
source of sdTRC failures*

Validate
1734

EANDA mBLA
“1NDA m IND [ ‘

Validate Validate
1735 1736

www.fda.gov *117 1789 failures out of 751 total warning notices March 15 — August 15, 2021 29




Validation Rule 1735

The correct STF file-tags must be used for all

standardized datasets and corresponding define.xml
files in required sections™

v' Standardized dataset domains
(e.g., adsl.xpt, dm.xpt) are tagged as:
= “data-tabulation-dataset-sdtm” for SDTM
= “analysis-dataset-adam” for ADaM
= “data-tabulation-dataset-send” for SEND

v’ Define.xml files are tagged as:
= “data-tabulation-data-definition”

for SDTM & SEND

= “analysis-data-definition” for ADaM

www.fda.gov

ANDA submissions have the highest
number of 1735 errors*

Submission Types for 1735 Errors*

m ANDA
[1NDA

*110 1735-only failures out of 751 total warning notices March 15 — August 15, 2021

W BLA
@ IND

FOA

Sponsor
submits to
FDA

Begin
Validation

A

Validate
1789

A

Validate
1734

Validate
1736

30

A



Tools to Help Industry

www.fda.gov
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The Self-Check Wgrksheet

 Designed to walk sponsors through each
step of sdTRC 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

:?\ DEFPARTMENT OF HEALTH AND HUMAMN SERVICES
‘ Food and Drrug Administration mA
"-fq SELF-CHECK WORKSHEET FOR STUDY DATA PREPARATION

Mote: This self-check Worksheet is not required for submissions of study data and is 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 [JcBER |[|WNDA []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 same sfudy, i.e. STF File, f=.xpt, dm.xpf, efc.)

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

I:‘Yes DND

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

FOA

% 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://qgeotiger.shinyapps.io/07 qgenTS/)

www.fda.gov

5. Mo Saady Soat Dl o5 oo avaclable or applicabie, delete 03T 0 DD, kosaomag the

mictaticn mvrde and mewt ds TAVALNFE, srer “HaA™

b

Bleza Mo — Wil aciung Tacle 10 TITAL, oo TETLALN e S gacaarion camri sraand the wa'urs s
waw

$nep 4 - After epdatng tis cods. um the cods by selestng “Ren AL thoe e Ede s A
Smplified TS Fiks 0 xpt format well ke caved m the 4ol fer lcahon vou prosmdad

& s
‘i Lo . b
=] e
Puer
Tesierd ol
Campemsle  Ghal
[

The Cle pall, ie. whene S Sisaplified TS Fike will b meved, run b hasgrad b you prfored
Lozt o by pealacng 0o Emapiied T8 File™ vt o i Lovation when: vou wordd b
sy e e,

Slpra Mo - By saieg w6t b aw vy e ks oy Sreant T . Sedeonad ahe e ok
e T b

b Urpatorm 3= Use Pihoa
il Pre-Requiile: Tastall Pyiban sad TOLE

Tz ezl Evytbos sl IDLE, pleess redher o ory peshion oo doucplogdy wedd foll o el latices.
LT

2 puthon

Flaze New - SEE & o bargread dmalpmn e v b ko s o fen Bk o o e dri
i 3 Ep

Laeeh Cootres ged Proen 1o 'Wikdewms (W indoms Kap<E) aed pe "o

Tes 1 FTFELF i
WTH MR B e =
L ey
E—
] Lamcel [

1. ArtaeCRID ses commend bne miertss, ope o the fodowing comenms amd prses CHTEDR:
od 4P mzram Filad Pythar TS npe
SR Vew = T P v T Sy Lpom Sy Dracior: Wi ko ooy fusal'nd.

L Tepmin: prikon -m pip inehill —upsrade pip (io snare pp oot S it cermionl)
Jinae Nar - Thiap Lol

i. Typuin: pip inxiall xpont e install the xpert nodulk]
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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/
http://sharepoint.fda.gov/orgs/CDER-OSP-OBI-DDMSS/Shared%20Documents/02.%20Task%202%20-%20Study%20Data/Technical%20Rejection%20Criteria/Simplified%20TS%20Files/Simplified%20TS%20File%20Creation%20Guide_Final.docx

o®

o®

.0

X4
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StUdy Data Standards Resources [https://www.fda.gov/industry/fda-resources-data-standards/study-data-standards-resources]

* Providing Regulatory Submissions In Electronic Format - Standardized Study Data: Guidance For Industry [June 2021]
* Study Data Technical Conformance Guide [August 2021]
* FDA Data Standards Catalog [March 2021]

StUdy Data for SmeiSSion to CDER and CBER [https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber]
* Technical Rejection Criteria For Study Data [August 2021]
* Technical Rejection Criteria Self-Check Worksheet
* Technical Rejection Criteria Self-Check Worksheet Instructions

Electronic Common TeChnicaI Document (eCTD) [https://www.fda.gov/drugs/electronic-regulatory-submission-and-review/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 [August 2021]
. Specifications for eCTD Validation Criteria [August 2021]

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

CDER eData Mailbox: cder-edata@fda.hhs.gov
CBER eData Mailbox: cber-edata@fda.hhs.gov

www.fda.gov
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