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FDA Guidance and Data Standards Catalog
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FDA
FDA Guidance and Data Standards Catalog

s 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.

s 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:
= NDA, BLA, ANDA studies that started after December 17th, 2016
= Commercial IND studies started after December 17th, 2017

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

FDA published Study Commercial IND studies that started after Dec. 17th, 2017
> Data Guidance for must conform to standards in the FDA Data Standard Catalog
Industry
Dec. 2014 2015 Dec. 2016 Dec. 2017 2018 2019 2020
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Study Data Technical Rejection Criteria (SDTRC) Revisions

FDA published
Study Data
Guidance for
Industry

L 4

Dec. 2014

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

Commercial IND studies that started after Dec. 17th, 2017
must conform to standards in the FDA Data Standard Catalog

4, l

FDA Monitors & Analyzes Study Data Conformance

2015 Dec. 2016 Dec. 2017 2018 Jan. 2019 Oct 2019

]

Significant Technical Rejection Criteria Revisions:

* FDA will not accept study data submissions
not in compliance with FDA Data Standards
Catalog

* FDA emphasized validation rules 1735 and
1789

* FDA introduced the Simplified TS File
(simplified ts.xpt) to obtain Study Start Date

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

Significant Technical Rejection Criteria Revisions:

e FDA included SPREFID as a valid source of
Study ID in ts.xpt files

* FDA updated guidance for Simplified TS Files
(simplified ts.xpt)

Technical Rejection Criteria for Study Data (Revised Oct. 2019)




Study Data Technical Rejection Criteria (SDTRC) Revisions (Jan. 2019)

Refuse to file 2 Will not accept

The FDA may refuse to file (RTF) for NDAs and BLAs, or refuse  FDA will not accept an electronic submission that
to receive (RTR) for ANDAs, an electronic submission that does does not have study data in compliance with the
not have study data in conformance to the required standards  required standards specified in the FDA Data
specified in the FDA Data Standards Catalog Standards Catalog

Revised TRC rules and elevated 1735 and 1789 to high severity errors

Error Description Severity
Trial Summary (TS) dataset (ts.xpt) with information on study start date must be present .

1734 : . High
for required sections
Correct STF file-tags must be used for all standardized datasets and corresponding .

1735 . L : o High
define.xml files in 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.xml must be submitted in required sections* High
For ADaM data, an ADSL dataset and define.xm| must be submitted in required sections*

1789** Study files must be referenced in a Study Tagging File (STF) High
www.fda.gov References:

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



Study Data Technical Rejection Criteria (SDTRC) Revisions (Oct. 2019)

Introduced the Simplified TS File (simplified ts.xpt) and TSVALNF

For a study without a valid SSD:

STUDYID TSPARMCD | TSVAL TSVALNF
study ID in STF SSTDTC Use the value ‘NA’

Included SPREFID for Study ID matching

If a file is referenced within a study section  If a file is referenced within a study section in Module 4 or 5, a STF
in Module 4 or 5, a STF and ts.xpt must be  and ts.xpt must be present to identify the study ID and SSD to which
present to identify the study ID and SSD to  the file belongs. The ts.xpt needs to contain either a study 1D

which the file belongs. The ts.xptand STF ~ (STUDYID) or Sponsor Reference ID (SPREFID) value that matches

need to contain matching study ID values.  with the STF study ID.

www.fda.gov References:
FDA Study Data Technical Rejection Criteria (Revised Jan. 2019); FDA Study Data Technical Rejection Criteria (Revised Oct. 2019)



FOA
Study Data Technical Rejection Criteria (SDTRC) Revisions (Oct. 2019) .

Example in Revised TRC -SPREFID for Study ID matching

A study in standardized format is submitted to FDA and the study files are referenced in a
STF, a ts.xpt dataset is included in the study. The SPREFID in the ts.xpt dataset matches
the study ID (study-id) in the STF. The Study Start Date in the ts.xpt is in SDTM or SEND
format and the study begins after December 17, 2016, for NDAs, BLAs, and ANDAs (or
December 17, 2017, for Commercial INDs).

s Additional parameter in the ts.xpt for matching study id with STF study id to
pass validation 1734

= The SPREFID parameter allows for an alternate way for Sponsors provide
a matching study id

= Multiple SPREFID values are allowed in the ts.xpt

www.fda.gov 10



Study Data Technical Rejection Criteria Conformance Trend
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1734 and 1736 Failure Rate Comparison- ANDA’s and NDA’s

/

** Submissions with study data do not show significant improvements in Validation
Errors 1734 and 1736
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CDER Conformance: Validation Error 1789

+* ANDA’s and NDA’s were assessed for conformance to high-level error, 1789, as defined in the SDTRC (Revised Jan.
2019)

CY2019 CY2019 CY2019
CY2018 CY2018 CY2018

Total Number of Submissions 41,077 34,166 62,695 45,683 103,722 79,849

Error 1789 43 30 225 145 268 175

Failure Rate (% among total number of
submissions)

0.10% 0.09% 0.36% 0.32% 0.25% 0.22%

Notes:

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

2) Each submission may contain more than one study

3) Analysis includes NDA and ANDA submissions received by CDER between 1/1/2018 to 9/30/2019

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

www.fda.gov 13
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CDER Conformance: Validation Errors 1734, 1735 & 1736

L0

* ANDA and NDA were assessed for conformance to three high-level error, 1734, 1735, & 1736, as defined in the
SDTRC (Revised Jan. 2019)

¢ Failure Rate for ANDA application increased between 2018 and 2019 and remains significantly higher than NDA
applications
CY2019 CY2019 CY2019
CY2018 CY2018 CY2018
cvoia | gt | oot | atey | oo | oy
L. . 877 704 1,078 631 1,955 1,335
Total Number of Submissions with Study Data
Total Nur:nber of Sut.)missions with Study Data in 533 582 1115
| TRC Applicable Sections
.. . " 215 194 689 428 904 622
Total Number Submissions with Critical Errors
185 150 186 125 371 275
34 a3 |__497 307 | s31 350
16 20 88 56 104 76
;aa'::;e L SR VDAY 54.50%  27.56%  63.90%  67.83% | 46.24%  46.59%
e
Fallur_e Rate (% a.mong subr'fussmns with Study 36.4% 73.54% 55.78%
Dat: in TRC Applicable Sections)
Notes:
1) One drug application could contain multiple submissions throughout its review life-cycle, such as original, supplements,

and amendments
2) Analysis includes NDA and ANDA submissions received by CDER between 1/1/2018 to 9/30/2019
3) Submission with multiple studies can report both Errors 1734, 1735 and 1736
4) Validation of errors 1735 and 1736 are not performed if a study has Error 1734

www.fda.gov 5) Analysis is conducted according to the revised TRC (Revised Jan. 2019)
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Technical Rejection Criteria Validation Process
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SDTRC High Level Validation Process (Revised Oct. 2019)

Validation Rule 1735

“ STF STUDYID Match with
_ Y

VERIFY
START

FILE TAGS PASS
VALIDATION

REQUIRED?
ALL REQUIRED @
FAIL FAIL END STUDY FILES PASS

INCLUDED?

Validation

Rule 1789 Validation Rule 1734

FAIL

Validation Rule 1736

www.fda.gov 16



eCTD Backbone Files

stf k ts \
XML XPT
- LeafID - LeaflID - TS STUDYID
- File Path - STF Study ID or SPREFID
- File Name - File-Tag - Study Start Date

www.fda.gov 17



eCTD Backbone Files (index.xml)

indexB
/>

XML

<m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication>

<leaf checksum-type="MD5"
xlink:type="simple™
checksum="9872317594b5500a861509547c384e46" operation="new" r—
xlink:href="m5}51—clin—5tud—rep}535—reg—effic—sgjgtv—stud nausea/5351-stud-repcontr/study-sie7/ts.xpt"
application-version="PDF 1.4"
INDEX LEAF ID |

<title>S107 ts.xpt</title> FILE PATH FROM INDEX
</leaf>

<leaf checksum-type="MD5" FILE NAME FROM INDEX
xlink:type="simple™
checksum="25d3b246313a9dbT688a48da2295260e" operation="new"
xlink:href=" m5/53-clin-stud-rep/535-rep-effic-safety-stud/nausea/5351-stud-repcontr/study-s1e7/stf-s107.xml"
version="stf version 2.2"
ID="ale4" >

<title>study Tagging File for si1@7</title>
</leaf>
</m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication>

www.fda.gov 18



eCTD Backbone File (stf.xml)

/7

% From Index.xml

= Leaf ID —N
= File Path </>
= File Name XML

<?xml version="1.8" encoding="UTF-8"?>
<?xml-stylesheet type="text/xsl"™ href="../../../../util/style/ich-stf-stylesheet.xsl1"?>
<IDOCTYPE ectd:study SYSTEM "../../../../util/dtd/ich-stf-v2-2.dtd">
<ectd:study xmlns:ectd="http://www.ich.org/ectd” xml:lang="en" dtd-version="2,2"
xmlns:xlink="http://www.w3.0rg/1999/x1link" >
<study-identifier>»
<title>Wonderdrug Study si1e7</title>
KStudy 1d>5107</study_1d> _Jemmm==| STF STUDY ID
<category name="type-of-control” info-type="ich">no-treatment</category>
</study-identifier>

<study-document> /l Index.xml LEAF ID
<doc-content xlink:href="../../../../..[index.xml#a1e3"
| <file-tag name="data-tabulation-dataset-sdtm 1info-type="ich"/>
</doc-content> \
</study-document>

</ectd:study> FILE TAG ASSOCIATED TO STUDY DOCUMENT

www.fda.gov 19



eCTD Backbone Files (Full ts.xpt)

*  From Index.xml *  From STE.xml
= |eaf ID = |eaf ID
= File Path = STF Study ID BN
= File Name = File-Tag </>
XPT

K -
1= STUDYID DOMAIN ITSEEQ TSGRPID TSPARMCD TSPARM TSVAL

27 pqr-456 15 1 SPLRNAM Test Subject Supplier Strain X
m pgr-456 TS 1 SPREFID Sponsor's Study Reference ID | 5107
29 pgr-456 T5 1 SRANDOM Study Is Randomized
36 pgr-456 TS *. STSTDTC Study Start Date 2019-01-01
37| pgr-ase |75 11 TFCNTRY Test Facility Country "USA
SPREFID
TS Study ID Study Start Date

www.fda.gov 20



eCTD Backbone Files (Simplified ts.xpt)

/

www.fda.gov

%  From Index.xml

Leaf ID
File Path
File Name

From STF.xml

= STF Study ID

Leaf ID

File-Tag

Library Properties ts.xpt

I[EEFI‘EEIE iLl] Hide Shuw... V4 Format Fiher... A Font... Find
Table View
| STUDYID

TS Study ID

TSPARMCD
SSTDTC

TSVAL

] 2010-07-14

—
/>

XPT

- TSVALNF

Study Start Date

21



Typical Error Examples and Demo of the Self-Check Worksheet
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Tools for Industry

FDA is developing tools and resources to help sponsors meet study data standard requirements
and provide more transparency on the validation process

= ) =

Online Resources Gateway

Sponsor reviews Study Data Standard

Resources and Tools for Industry: Sponsor submits a eCTD

and/or Standardized

Data Sample to the FDA Sponsor submits an
application with study

data

* Study Data Technical Rejection Criteria @
with eCTD Validation Table and Example for validation

Submission Scenarios
After review, FDA will

 Simplified TS File Generator Utility provide with feedback,
(PhUSE) highlighting the errors
OR found during the
Simplified TS File Creation Guide processing of the sample
submission

e Study Data Self-Check Worksheet &

Instructions
www.fda.gov

23
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How Many People use Study Data Self-Check Worksheet?
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Self-Check Worksheet

Y

iy
3‘3 DEPARTMENT OF HEALTH AND HUMAN SERVICES mA
. ) Food and Drug Administration
Section Contents % SELF-CHECK WORKSHEET FOR STUDY DATA PREPARATION

Application & Submission Information Drepare newly submitted study data o FDA, e, stuies for which no files have been previously submted.
1 * Provides high level information about the R e r——r——
appllcatlon and SmeISSIOn ‘ 1a. FDA Center’ 1b. Application Type® 1c. Application Number®

[Jcoer [JcBER [[|NDA [|BLA [] ANDA [ | Commercial IND
1d. eCTD Sequence Mumber ie. eCTD Submission Type 1f. eCTD Submission Sub Type

Stu dy InfOrmatlo n Note: Repeat Sections 2 through 5 for each study included in the submission.
*  Provides more detailed information Section 2: Study information

2 2a. Study ID*

about the specific study

[ Study ID iz the unique identifier scross i T . the sfudy ID must be consistenf acrozs all the filez
being submitfed for the same afudy, i.e. STF File, fz.xpt, dm.xpf, efc.)

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

STF File Information (1789 Validation Error) Cves [Ine

if you anawered “No” in Field 2b, do not proceed. This self-chech i i for newly i study data.
3 * Provide information about STF file PRET—— e —RPEPIT
Ze. Module” 2f. Study Dataset Type(s)”

S ar .

Section 3: Study Infi

3a. Are Files Included in a Study Secfion? (Not Applicable fo Secfions 4.3, 5.2, 5.3.6, and 5.4)"
[[J¥es []Ne

If you answered “No® in Field 3a, and no filez are included in a sfudy section, excluding zections 4.3, 5.2, 5.3.6, and 5.4, then
Validation Rulez 1734, 1735, 1736, and 1789 do nof apply. Do not proceed.

3b. Is STF File Included? 3c. Does S5TF File Reference all Associated Study Files?"
[]Yes []MNe []Yes []No Error Number 1759
Reference_ if you anawered “No” in Fields 3b or 3¢, Validation Rule 1789 FAILS. Do nof procead.

. . . . . 3d. Study ID in 5TF File™ 3e. Does the Study ID in the STF File Match Field 2a7
“Technical Rejection Criteria Self-Check Worksheet” 0 ves DNO’
httpS//WWWfdagOV/medla/123098/downIOad If you answered “No" in Field Je, ensure the study ID iz consistent across all the files being submitted for the same sfudy.
“Technical Rejection Criteria Self-Check Worksheet
Instructions” https://www.fda.gov/media/123099/download FORM FDA 4061 (05/19) Page Tof3 e m—————,

www.fda.gov 25
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Self-Check Worksheet (1734 Validation Error)

Section Contents

TS File Information (1734 Validation Error)

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

Reference:

“Technical Rejection Criteria Self-Check Worksheet”
https://www.fda.gov/media/123098/download

“Technical Rejection Criteria Self-Check Worksheet Instructions
https://www.fda.gov/media/123099/download

www.fda.gov

”

Section 4: TS File Information

4a. What Type of TS File is Required?" (Refer to guidefines in chart belaw.)

[] FunTs ] Simplified TS [] Mot Required
Required TS File | Required TS File
Study Start Date | Application Type Data Type Study Section Type (by Center] | Type (by Center)
CDER CBER
Prior to NDA, . o i
tHor tn or an L ar Monclinical 4231,4232 4234 Simplified TS Mot Required
] 5311.5312 6331,
Fm;;" ”D“mﬁmh \or Clinical 5337 53343 5334, Simplified TS Simplified TS
534535163562
Prior to or on - . - " _
17-Dec17 Commercial IND Monclinical 4231,4232 4234 Simgplified TS Mot Required
erior o oram 5311.5312 6331,
o o Cammerdial IND Clinical 53325333 5334, Mot Required Hot Required
534535163562
After 17-Dec-18 ”D“ANE'D'-:- or Nonclinical 4231,4232 4234 Full TS Not Required
5311.6312 63431,
After 17-Dec-18 kel Ciinical 5332 5233 5334, Full TS Full TS
534535163562
Afier 17-Dec17 | Commerdial IND Manclinical 423142324234 Full TS Mot Required
5311.5312 6331,
Afier 17-Dec17 | Commerdial IND Clinical 5330 5233 5334, Mot Required Mot Required
53453516352

If you answered “Not Required” in Field 45, then Validation Rules 1734, 1735, and 1736 do nof apply. Do not proceed.

4b. Is TS File Included?™

[JYes []No

Error Mumber 1734

If you anawered “No” in Field 4b, Validation Rule 1734 FAILS. Do nof proceed.

4¢. Study 1D in TS File™

4d. Does Study ID in STF (Field 3d) & TS Files Match?

DYES DND

If you anawered “"No® in Field 4d, Validafion Rule 1734 FAILS. Do not proceed.

4e. Study Start Date in TS File

Dfes

4f. If Study Start Date Exists, |s it Valid?

DND

Referenced Validation
Error Mumber 1724

4g. If Study Start Date does not Exist. What is the Stated Exception Code?

If you do nof have a Study Starf Dafe in Field 4e and you do not have a afated Exceplion CGode in Field 4g, Validation Rule
1734 FAILS. Do not proceed.

Or, if you answered "No” in Field 4f, Validation Rule 1734 FAILS. Do nof proceed.

26
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FDA
CY2019 (Q1-Q3) CDER Error Reasons for Validation Rule 1734 .

* A dataset named ts.xpt with information on Study Start Date (SSD) must be present for each study

/

+* Common error reason for ANDAs:
= A missing ts.xpt file
= A missing study start date in the ts.xpt

ANDA 206 Studies with Error 1734
582

631

2% m Invalid study start date

m Missing ts.xpt
m No study start date
125
ANDA Submissions with ~ ANDA Submissions with ~ Submissions with 173
Study Data Study Data in TRC Error
Applicable Sections

www.fda.gov 27
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TRC Validation Rule 1734 (Section 4a-4b)

/

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

/

s 72% of studies with 1734 error are because of a missing ts.xpt file

_ Bample Self-Check Worksheet

2. Study Files and/or datasets submitted in m5-3-5- ST P e | 3 Does S ke 3 Aosited Sy i

Rt Vi
B ves [No [ Yes []Mo |M |

1 (TRC applicable study Section) If you answered "No™ in Fields 3b or 3¢, Validation Rule 1789 FAILS. Do not proceed.

3d. Study ID in STF File" 3e. Does the Study ID in the STF File Match Field 2a?

Study Start Date: 2018-01-01 asc 23 Rves [Ine

If you answered “No” in Field 3e, ensure the sfudy ID is consistent across all the files being submitted for the same study.

TRC Requirement: Full TS is needed Socton 3TS e

4a. What Type of TS File is Required?" (Refer to guidelines in chart below.)
] Full TS [ Simplified TS ["]Not Required

--‘lj 5.3.3. Reports of Human Pharmacokinetic (PK) Studies
9-‘1__‘] 5.3.5. Reports of Efficacy and Safety Studies [Indication]

_ 885 Trostmant chronicirn geedosddua fa blood fransfus an ] e
Study Start Date | Application T Data Ty Study Section Type (by Genter) | Type (by Genter)
=] 5.35.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication [Type of Cantrol] || " e i S

- 0.3.9.2. siludy Reports af Uncontro inical Studies [study 1D - Study Title] Rt o

- Tior o or Nonclinical 423142324234 Simplfied TS |  Not Requirad
-] 5.3.5.3. Reports of Analyses of Data from More than One Study [Study ID - Study Title]
- Frior o or on NDA, BLA, ar Clinical i gi'%i T Simpified TS | Simplified TS
17-Dec-18 ANDA 534,5351,5352
Files Referenced in stf.xml P;';g;:;" Commercial IND Menclinical 423142324234 Simplified TS Mot Required
- Frioriooron | ¢ mescial IND Clinical e rrsy NotRequired | Not Required
. acrf pdf | dsxpt | mh.xpt suppda.xpt suppmh.xpt tv.xpt 17-Dec-17 mereia " PN TTERETTS Requira Requira
Bl — )
aexpt dv.xpt pexpt suppdm.xpt sv.xpt vsxpt Ater 17-Dectg | NOABLAor Nengiinical 4231,4232,4234 Full TS Not Required
531153125331,
cm.xpt eg.xpt scxpt suppdsxpt ta.xpt Afer 17-Dec-1g | MDA BLA, or Clinical 53325333,5334, Full TS Full TS
P gxp P ppasxp P ANDA " 534,5351,5352 ! !
coxpt exxpt sexpt suppegxpt texpt Ater 17-Dec-17 | Commercial IND Nonclinical 423142324234 Full TS Not Requirad
4 i i 53.1.1,53.1.2,5331,
El csd [ Ddf lexpt suppaexpt suppexxpt tixpt After 17-Dec-17 | Commercial IND Clinical £332533.3,53.34, Mot Required Mot Required

5.34,5351,5352
1 If you answered “"Not Required” in Field 4a_then Validation Rules 1734, 1735, and 1736 do not apply. Do nof proceed.
ts.xpt does not exist bt _
S ==
F .I R I 1734 YOU answere: n Fiel n Rule 1734 FAILS. Do nof proceed.
a I u e 4c_Study ID in TS File™

ABC 123

4d. Does Study ID in STF (Field 3d) & TS Files Match? -
Eeferenced Validation
[J¥es [ MNo Error Number 1734

I you answered "Wo” in Field 4d, Validation Rule 1734 FAILE. Do nof proceed.

www.fda.gov 28
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TRC Validation Rule 1734 (Section 4c)

/

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

/

s 72% of studies with 1734 error are because of a missing ts.xpt file

_ Bample Self-Check Worksheet

2. Study Files and/or datasets submitted in m5-3-5-
1 (TRC applicable study section)
Study Start Date: 2018-01-01

TRC Requirement: Fu [ TS is needed Section 4: TS File Information
--‘lj 5.3.3. Reports of Human Pharmacokinetic (PK) Studies 4a, What Type of TS File is
IT:|--‘L‘J 5.3.5. Reports of Efficacy and Safety Studies [Indication] [TFuITS s
I : 3d. Study ID in STF File*
(-] 5.3.5.1. Study Reports of Controlled Clinical Studies Perfinent to the Claimed Indication [Type of Control] I - "
ESE udy Heports of Uncontrol inical siudies [Study udy 1 ite] 4b. 1s TS File Included? Studv ABC Referenced Validation
[E= j’J 5353 Reporls of Analyses of Data from More than One Study [Study ID - Study Title] |: Yes | | No u y Error Number 1734
If you answered “No" in FJ'EJW
H 4c. Study ID in TS File®
Study IDs Match Requirement
[Study \ q ] Study ABC
tilcle>
S ts 4d. Does Study ID in STF (Field 3d) & TS Files Match? e ME TR
S <7> X Yes [ No Error Number 1734
XML ] J<study-id> Study ABC/study-id> T you answered NG i FIeid 3, Vanganon rue 1798 FAILS. Do not proceed.
) W XPT
4e. Study Start Date in TS File 4f. If Study Start Date Exists, Is it Valid? Referenced Validation
<doc-content
[JYes [MNo Error Number 1734

4g. If Study Start Date does not Exist, What is the Stated Exception Code?

@ Pass Rule 1734

www.fda.gov 29
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TRC Validation Rule 1734 (Section 4e-4f)

/

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

/

% 26% of studies with 1734 error are because of invalid study start date

_ Bample Self-Check Worksheet

2. Study Files and/or datasets submitted in m5-3-5-

1 (TRC applicable study section)

Study Start Date: 2018-01-01

TRC Requirement: Full TS is needed Section 4: TS File Information

4a. What Type of TS File is Required?” (Refer to guidelines in chart below.)
B Ful TS Simplified TS Not Required

[Study Date Format Requirement]

c i _ 4b, Is TS File Included?* Referenced Validation
yyyy-mm dd 5 Yes [No Eror Number 1734

TS.XPT If you answered “No" in Field 4b, Validation Rule 1734 FAILS. Do not proceed.

- ' ' 4c. Study IDin TS File”
|SSTDTC Study Stat Date | 2018-01-01 | Study ABC

4d. Does Study ID in STF (Field 3d) & TS Files Match? T YRR
i Yes []No Error Number 1734
If you answered “No" in Field 4d, Validation Rule 1734 FAILS. Do not proceed.

_
4e. Study Start Date in TS File 4f. If Study Start Date Exists, Is it Valid? Referenced Validation
2018-01-01 P Yes []No

@ Pass Rule 1734

www.fda.gov 30



Self-Check Worksheet (1735 & 1736 Validation Error)

Section Contents

Standardized Dataset Information

(1735 & 1736 Validation Error)

*  Provide information about SEND or STDM
and/or ADaM dataset and define.xml

* Provide information about STF File-tags

N

www.fda.gov

Reference:
“Technical Rejection Criteria Self-Check Worksheet”
https://www.fda.gov/media/123098/download

»”

“Technical Rejection Criteria Self-Check Worksheet Instructions
https://www.fda.gov/media/123099/download

Section 5: i D (SEND, SDTM, ADaM)
Ha. Are Standardized Datasets Required?*
[ ves [ | Mo
. Standardized Dataseis
Start Date icafion T _
Study Appli ype Required?
Prior to or on 17-Dec-16 NDA, BLA, or ANDA Mot Required
After 17-Dec-16 MDA, BLA, or ANDA Required
Prior to or on 17-Dec-17 ‘Commercial IND Mot Required
After 17-Dec-17 Ci ial IND Required

If you anawered Wao” in Field 5a, standardized dafaszetz are nof required and Validation Rulez 1735 and 1736 do nof apply.
Do not proceed.

Fields 5b-5e are appiicable to nonclinical tabwiation dafasefs (SEND), Fields 5f-5i are applicable to clinical iabulafion datasefs
(SDTM), and Fields 5j-5m are applicable o clinical analysiz datasets (ADaM).

Note: For cfinical data in Commercial INDz standsrdized dafasets are required if the study =fart data is after the date sfated,
however, s data technical rejection criteria will nof be. icable unfil further notice.

Clinical (m5)

Tabulation (SOTM datasets)

5. s DM File Included?” £q. 15 Define File Included?” ot Vet
[lves [ne [Jves [ne Etror Number 1730

If you answered "Wo" in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 1735.

&h. Are the STF File-Tags for the SDTM Datasets “data-tabulation-dataset-sdtm™?*
[]¥es []MNeo

5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?*

[] Yes [] Mo

If you anawered "Na” in Fields 5h or 5i, Validation Rule 1735 FAILS

Analysis (ADaM dataseis)

5 Is ADSL File Included?” | 5k.Is Define File Included?" _
Eeferenced Validation
[es [No [Jves [ONo Error Number 1736

If you anawered "No~in Fields 5f or 5k, Validafion Rule 1736 FAILS. Proceed to Fields 51 and 5m for Validation Rule 1735,

Error Number 1735

5l. Are the STF File-Tags for the ADaM Datasets “analysis-dataset-adam™?*

[]¥es []MNeo

5m. Is the STF File-tag for the Define File “analysis-data-definifion™?" Error Mumber 1735

[] ves []Mo

FORM FDA 4061 (06119) Page 3 of 4 P Pebfisking ervices (01} H1-6740 BF

Fillable Self-Check Worksheet
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CY2019 (Q1-Q3) CDER Error Reasons for Validation Rule 1735

/

** The correct STF file tags must be used for all standardized datasets and corresponding define.xml files

/

+* Common error reason for ANDAs:
= Anincorrect file tag for a define.xml file
= Anincorrect file tag for a XPT file

ANDA 593 Studies with Error 1735

® Incorrect define.xml file tag

631
582
28%
307 40% m Incorrect XPT dataset file tag
® Incorrect define, xpt and
legacy file tag
Submissions with Study Submissions with Study Submissions with 1735
Data Data in TRC Applicable Error
Sections

www.fda.gov 32




CY2019 (Q1-Q3) CDER Error Reasons for Validation Rule 1736

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

/

s Common error reason for ANDAs:
= A missing define.xml files

= A missing define.xml, dm.xpt, and adsl.xpt files

ANDA 78 Studies with Error 1736

1 _ &

Submissions with Study Submissions with Study Submissions wnth 173
Data Data in TRC Applicable Error
Sections

® Missing define.xml

m Missing define.xml & adsl.xpt

® Missing define.xml, dm.xpt & adsl.xpt

® Missing dm_xpt and/or adsl.xpt

www.fda.gov
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TRC Validation Rule 1735 and 1736 (Section 5f-5g)

/

** Rule 1735: Correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in
required sections

** Rule 1736: For SEND data, a DM dataset and define xm|l must be submitted in required sections

= 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

Study Files and/or datasets submitted in m5-
3-5-1 (clinical)

dm;;cvaj }};.5)_..._ e

. _ _ |Tabulation (SDTM datasets)
StUdy Start Date' 2018 01 01 f. Is DM File Included?* 5g. Is Define File Included?* Ref falidati
. 1 A B No [1Yes [X] No
Dataset Type: Tabulation (SDTM) S = s
if you answered “No” in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 1735,
Files Referenced in stf.xml
=L acrf.pdf | dsxpt | mhxpt suppdaxpt suppmh.xpt tvxpt
xpt dv.xpt xpt dm.xpt Xpt xpt O .
e VR e pREmpE S P dm.xpt and define.xml are not included
cm.xpt eg.xpt scxpt suppdsxpt ta.xpt
coxpt ex.xpt sexpt suppeg.xpt texpt
L csdrq.pdf iexpt xpt xpt tixpt ¢ o o
coopd ewt o Sppeewt o sippeon e s 62% of studies with 1736 error are

because of missing define.xml file

€ Fail Rule 1736

www.fda.gov 34
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TRC Validation Rule 1735 and 1736 (Section 5f-5g)

/

** Rule 1735: Correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in
required sections

** Rule 1736: For SEND data, a DM dataset and define xml must be submitted in required sections

X/

% 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

T T Self-Check Worksheet

Study Files and/or datasets submitted in M5-3-  Seions:sncarzea varmsers sevs, s Avam

5-1 (clinical) T

Study Start Date on Standarcieed Dataects
Study Start Date: 2018-01-01 el
Dataset Type: Tabulation (SDTM) || e

Clinical (m5)
Tabulation (SDTM datasels)
5f. Is DM File Included?* 5g. Is Define File Included?* e
Dataset Folder M ves [ No KYes []No
b acrf.pdf exxpt sexpt suppeg.xpt texpt If you answered *No” in Flelds 5f or 5g, Validation Rule 1736 FAILS. Proceed to Flelds Sh and 5i for Validation Rufe 1735,
aexpt S defined 0.0 x iexpt suppaexpt suppexxpt tixpt
Sh, Are the STF File-Tags for the SDTM Datasets "data-tabulation-dataset-sdtm™?*
cm.xpt Ib.xpt suppcmxpt supplb.xpt tsxpt Yes No
coxpt dsxpt mh.xpt suppda.xpt suppmh.xpt tv.xpt 5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?” Error Number 1735
=X csdrg.pdf dv.xpt pexpt suppdm.xpt svxpt | vsxpt | []Yes []No

If you answered “No” in Fields Sh or 5i, Validation Rufe 1735 FAILS.

* 62% of studies with 1736 error are
because of missing define.xml file

@ Pass Rule 1736
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TRC Validation Rule 1735 and 1736 (Section 5h-5i)

/

** Rule 1735: Correct STF file-tags must be used for all standardized datasets and corresponding define.xml files in
required sections

** Rule 1736: For SEND data, a DM dataset and define xm|l must be submitted in required sections

= 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

_ bample Self.Check Worksheet

Study Files and/or datasets submitted in m5-

3-5-1 (clinical)
Stu dy Sta rt Date : 2 0 18_0 1_0 1 a :ereslhe ST:OFlle-Tags for the SDTM Datasets “data-tabulation-dataset-sdtm™?* —
. 5i. Is the STF File-Tag for the Define File "data-tabulation-data-definition?* Error Number 1735
Dataset Type: Tabulation (SDTM) Rves [ No
Files Referenced in stf.xml If you answered “No" in Fields 5h or 5i, Validation Rule 1735 FAILS.
“X. acrf.pdf E aexpt = emxpt
= coxpt “X csdrg.pdf “X define.pdf
] define2-0-0xsl define.xml is tagged as
‘ o stixml ) “data-tabulation-data-definition”
e e el . . [ . [ ../ ../ ..[0001/index.xm1#0003"><file-tag name=
'data-tabulation-dataset-gdtm'PIro—TyE= 7
<doc-content )-(;ini(:href:": f' :l. .f: Y Y Y N ./0001/inc?ex.gg;;,],#ﬂu[l&")(file—taq name= S . .
data—tabulat:.on-data.-def:.n:.t:.onI info-type="us" /></doc-content> “‘ 40% Of st u d I es Wlt h 173 5 e rro r a re
because of improper file tag of
e oy @ Pass Rule 1735 define.xml file in the stf.xml .



Published SDTRC and Self-Check Worksheet

U.S. FOOD & DRUG
ADMINISTRATION

Study Data for Submission to CDER and CBER “Technical Rejection Criteria for Study Data”
o  — https://www.fda.gov/media/100743/download

Sign up for email updates. (&
Study Data Standards B Signup o -

Resources Data standards enable FDA to modernize and streamline ”Tech nica I Rejectio n crite ria Self—check Worksheet"

the review process. They also enable more consistent use
Study Data for Submission fo

: . PR Stay Connected . H
of analysi toos to better view drug data and ighlight 5 https://www.fda.gov/media/123098/download
areas of concern. If you have study data questions for
CDER, please contact the CDER eDATA
Team at cder-edata@fda.hhs.gov.

Study Data Research and

Study data standards deseribe a standard way to
Collaborations

exchange clinical and nonclinical research data between

computer systems. These standards provide a consistent For electronic submissions, contact the ”TeCh nical Rejection crite ria Self'CheCk Worksheet

Janus Data Repository . c .. . . CDER Electronic Subn i ESUE;
general framework for organizing study data, including gerronic submission ¢ )

S rt T s fda.hhs.gov. H 14
templates for datasets, standard names for variables, and Support Team 2t est e I nstru ctlo n s

standard ways of doing calculations with common 1f you have study data questions for

variables. CBER, plase contact CBER- https://www.fda.gov/media/123099/download

edata@fda.hhs.gov.

Study Design Standard

FDA is instituting new requirements for data standards

; . For electronic submissions, contact
that will apply to most study data submitted to FDA’s :

CBER ESUB at

Subject Data Standard

Center for Drug Evaluation and Research (CDER) and esubprep@fda.hhs.gov.
Center for Biologics Evaluation and Research (CBER).
Beginning after the dates specified below, FDA may e FDA I‘eVIsed & pu b|IShed TeCh n |ca|
refuse to file for New Drug Applications (NDAs) and Biologics License Applications (BLAs) Rejection Criteria for Study Data
or refuse to receive for Abbreviatad NDA< (ANDAS) anv electronic submission 1\hose study
#IoT conform to ﬂle requlred standards spec1f1ed inthe FDAD - (ReVised Oct. 2019)

NDA, BLA, ANDA studies that started after Dec. L ° FDA published Study Data Self-Check
FDA published Study 17th, 2016 Worksheet & Instruction
Data Guidance for * b Commercial IND studies that started after Dec. I
Industry 17th, 2017 must conform to standards in the FDA * FDA published revised Technical
Data Standard Catalog Rejection Criteria for Study Data
(Revised Jan. 2019)

L 2 'S
Dec. 2014 2015 Dec. 2016 Dec. 2017 2018 Jan. 2019 Oct. 2019

www.fda.gov 37
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Implementation Timeline
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Implementation Timeline

+* FDA published Revised Study Data Technical Rejection Criteria (Revised Oct. 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 e FDA revised & published Technical
standards in the FDA Data Standard Catalog Rejection Criteria for Study Data
4 (Revised Oct. 2019)
NDA, BLA, ANDA studies that started after Dec. 17th, 2016

Commercial IND studies that started after Dec. 17th, 2017

* FDA will give the industry 90

FDA issued “Providing * FDA revised & published Technical ) >
Regulatory Submissions in —  Rejection Criteria for Study Data * days .notlcse on the eCTD )
Electronic Format - (Revised Jan. 2019) website prior to the criteria

becoming effective

Standardized Study Data:
Guidance for Industry”

L FDA published Study Data Self-Check
Worksheet & Instruction

L2 * l *
Dec. 21116 90 Days
Dec. 2014 Dec. 2017 Jan. 2019 Oct. 2019 Early 2020 After Notice

. L, L Study Data Technical Rejection
Study Data Technical Rejection Criteria are REQUIRED but NOT IMPLEMENTED Criteria are 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 39



Questions

¢ For questions about submitting study data please contact:

edata@fda.hhs.gov

¢ For questions about eCTD, including stf.xml and file-tags, please
contact: esub@fda.hhs.gov

q &

www.fda.gov 40




Reference

X/

s “Providing Regulatory Submissions In Electronic Format - Standardized Study Data: Guidance For Industry”
https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM292334.pdf

s “Providing Regulatory Submissions In Electronic Format - Submissions Under Section 745a(a) Of The FD&C Act: Guidance For
Industry” https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatorylnformation/Guidances/UCM384686.pdf

% “Technical Rejection Criteria For Study Data” https://www.fda.gov/media/100743/download

% “Study Data Technical Conformance Guide” https://www.fda.gov/media/88173/download

** “FDA Data Standards Catalog” https://www.fda.gov/Forindustry/DataStandards/StudyDataStandards/default.htm

«*  “Technical Denunciation Criteria Self-Check Worksheet” https://www.fda.gov/media/123098/download

s “Technical Rejection Criteria Self-Check Worksheet Instructions”
https://www.fda.gov/downloads/ForIindustry/DataStandards/StudyDataStandards/UCM630733.pdf

** For FDA instruction of Study Data submission, see the FDA “Study Data for Submission to CDER and CBER”
https://www.fda.gov/industry/study-data-standards-resources/study-data-submission-cder-and-cber

¢ For the full list of Study Data standards, see the FDA “Study Data Standards Resources”
http://www.fda.gov/Forindustry/DataStandards/StudyDataStandards

** PhUSE utility for Simplified TS File Creation
https://geotiger.shinyapps.io/07 genTS/
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