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Purpose of eCTD and Study Data Requirements
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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:
= 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

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

FOUA

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

X FDA published Study Data
Guidance for Industry

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

4

* FDA published revised Technical
Rejection Criteria for Study Data
(Revised Jan. 2019)

!

<

4

Dec. 2014 2015 Dec. 2016 Dec. 2017 2018 Jan. 2019

References:

FDA Monitors & Analyzes the Study Data Conformance

FDA Study Data Technical Rejection Criteria (Revised May 2018); FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)
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Update to SDTRC List of High Errors (Revised Jan. 2019)

m Description (Reference to FDA Study Data Technical Rejection Criteria May 2018 version) | Severity Level
1734  Trial Summary (TS) dataset must be present for each study in eCTD section 4.2 and 5.3 High

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

1736

High
DM dataset, the subject-level analysis dataset (ADSL) and define.xml must be submitted in '8
Module 5 for clinical data
Description (Reference to FDA Study Data Technical Rejection Criteria Jan. i Severity Level
1734 Trial Summary (TS) dataset (ts.xpt) with information on study start date must be present High
for required sections* &
Correct STF file-tags must be used for all standardized datasets and corresponding .
1735 : 0 . . 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.xml must be submitted in required sections*
1789** Study files must be referenced in a Study Tagging File (STF) 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
www.fda.gov



Study Data Technical Rejection Criteria Conformance Trend
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Overall Conformance Trend for Validation Errors 1734 & 1736

/7

% Submissions with study data shows overall decreases in Validation Error 1734 and
1736 in all application types

** NDAs and INDs are showing the greatest improvements in conformance

50

—=O=—ANDA
40 ~O—BLA
e=trmNDA

30 e |\ D

20

FAILURE RATE
{% oF SuBMISSION WITH STUDY DATA)

10

CY2017 CY2018 CY2018 cY2018 CY2018 CY2019
(AVG) (Q1) (Q2) (Q3s) (Q4) (Q1)

Notes:
1)  CY2017 analysis is conducted according to TRC (Revised May 2018)
2) CY2018 & CY2019 (Q1) analysis are conducted according to the TRC (Revised Jan. 2019)
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CDER Conformance: Validation Error 1789

+* ANDA, NDA, BLA, and Commercial IND Submissions were assessed for conformance
to high-level error, 1789, as defined in the Technical Rejection Criteria for Study Data

(Revised Jan. 2019)

CY2019 CY2019 CY2019 CY2019 CY2019
CY2018 CY2018 CY2018 CY2018 CY2018
- @) - @y - @y - @) - @)

Total Number of Submissions 41,077 11,011 62,695 14,776 11,042 2997 79,473 22,226 194,287 51,010

Error 1789 43 11 225 53 1 0 193 62 462 126

Failure Rate (% among submissions
with Study Data)

0.10% 0.10% 0.36% 0.36% <0.01% 0.00% 0.24% 0.28% 0.24% 0.20%

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, BLA, ANDA and Commercial IND submissions received by CDER between 1/1/2018 to 3/31/2019

4) Analysis is conducted according to the revised TRC

Reference: FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)
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CDER Conformance: Validation Errors 1734, 1735 & 1736

4

s* ANDA, NDA, BLA, and Commercial IND Submissions were assessed for conformance
to three high-level error, 1734, 1735, & 1736, as defined in the Technical Rejection
Criteria for Study Data (Revised Jan. 2019)

*»* Failure Rate for all applications increased 2.3% (average) between 2018 and 2019

cv2018 | Y2019 | yoo1g | CY2019 | (yon1g | Y2019 [ (ypgqg [ €Y2029 [ o000 [ CY2019
Q1 Ql Ql Ql Ql
877 270 43 291 77 649 183 773

1078 2 2895

Total Number of Submissions with Study
Data

Total Number of Submissions with Study

F . . 204 226 57 172 659
Data in TRC Applicable Sections
Total Number Submissions with Critical 215 71 639 181 54 15 134 42 1092 309
Error 1734 185 52 186 53 48 15 96 24 515 144
Error 1735 34 23 497 130 5 0 26 15 562 168
Error 1736 16 3 88 21 2 0 18 5 124 29

Failure Rate (% among submissions with

24.50% 26.30% 63.90% 73.70% 18.60% 19.50% 20.60% 23.00%| 37.70% 40.00%

Failure Rate (% among submissions with
Study Dati in TRC Applicable Sections) 34.80% 80.10% 26.30% 24.40% 46.90%

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, ANDA and Commercial IND submissions received by CDER between 1/1/2018 to 3/31/2019
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
5) Analysis is conducted according to the revised TRC 12




Technical Rejection Criteria Validation Process
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FDA
SDTRC High Level Validation Process (Revised Jan. 2019) .

START
VALIDATION

LOCATE
STFS &
STUDY

FILES

Validation
Rule 1789

www.fda.gov
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eCTD Backbone Files

stf \ ts \
> (K0 p e KD
XML XPT
- LeafID - LeafID - TS Study ID
- File Path - STF Study ID - Study Start Date
- File Name - File-Tag
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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="98723f7594b5500a861509547c384e46" operation="new"
leink:href="m5/53-clin-stud-rep/535-rep-effic-safety-stud/nausea/5351-stud-repcontr/study-sunyts.xpt"|

application-version= PDF 1.4
|ID:"a103"> H INDEX LEAF ID I
<t1tle>S107 ts.xpt</title>

</1eaf> FILE PATH FROM INDEX
<leaf checksum-type="MD5"
xLink:type="simple’l _ FILE NAME FROM INDEX
checksum="25d3b246313a9dbf688a48da2295260e" operation="new"

xlink:href=" m5/53-clin-stud-rep/535-rep-effic-safety-stud/nausea/5351-stud-repcontr/study-s107/stf-s107.xml"
version="stf version 2.2"
ID="al1e4">
<title>Study Tagging File for S1@7</title>
</leaf>
</m5-3-5-1-study-reports-of-controlled-clinical-studies-pertinent-to-the-claimed-indication>

www.fda.gov 16



eCTD Backbone File (stf.xml)

/7

% From Index.xml

= |eafID 'st_fb
=  File Path </

=  File Name

XML

<?xml version="1.0" encoding="UTF-8"?>
<?xml-stylesheet type="text/xsl" href="../../../../util/style/ich-stf-stylesheet.xsl"?>
<!DOCTYPE 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 Si107</title>
[<study-id>s107</study-1d> STF STUDY ID
<category name="type-of-control” info-type="ich">no-treatment</category>

</study-identifier>
<study-document> /{ Index.xml LEAF ID
<doc-content xlink:href="../../../../..[index.xml#a103[">

| <file-tag name="data-tabulation-dataset-sdtm" info-type==ich=/>|
</doc-content>
</study-document>

</ectd:study>

FILE TAG ASSOCIATED TO STUDY DOCUMENT

www.fda.gov 17



eCTD Backbone Files (ts.xpt)

«*  From Index.xml < From STE.xml
= |leaflID
= File Path Leaf ID |B
. File Name = STF Study ID ts
= File-Tag </>
XPT

Library Properties ts.xpt
U Freeze [Il] Hide [{f] Show.. I Format S Filter.. A Font.. Find

Table View

STUDYID TSPARMCD TSVAL TSVALNF
SSTDTC 2015-01-01

TS Study ID Study Start Date

www.fda.gov 18



Typical Error Examples and Demo of the Self-Check Worksheet
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Self-Check Worksheet

b,
&

Y,
_: DEPARTMENT OF HEALTH AND HUMAN SERVICES
E Food and Drug Administration
g
!

SELF-CHECK WORKSHEET FOR STUDY DATA PREPARATION

. %,
Section Contents o
Note: 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.
Application & Submission Information .
q q q 0 Section 1: Application & Submission Infa ti
. *  Provides high level information abwgt the —————, —
app|icati0n and Submission [JcDER [|cBER |[]NDA []BLA DAN?A' [] Commercial IND _
1d. eCTD Sequence Number 1e. eCTD Submission Type 1f. eCTD Submission Sub Type
St u d y I n f 0 rm a ti 0 n ::‘t;:o :e;:e:(t;«;clt'il::)s":a:::ugh 5 for each study included in the submission.
5 * Provides more detailed informa 22 Sty 0
a bo Ut the Specifi c Stu dy g'gle is the |;°n;q;: ume smadym:f STFFﬂ;, 7 o dmjpl’ztc‘) fore, the study ID must be consistent across all the files
\ 2b. Is This the First Time Study Data is Being Submitted for This Study as Part of This Application?*
[[JYes []nNo
STF File Information (1789 Validation Error) S T P20, ot procesd T ek woanest e e rnewly shmiteg sy oo
. . . . 2c. Title of the Study 2d. Study Section - eCTD Heading (Example: m4-2-1-1)*
3 »  Provide information about STF file ’ K
2e. Module® 2f. Study Dataset Type(s)*

Section 3: Study Information

3a. Are Files Included in a Study Section? (Not Applicable fo Sections 4.3, 5.2, 5.3.6, and 5.4)"
[[Jyes []No

If you answered “No" in Field 3a, and no files are included in a study section, excluding sections 4.3, 5.2, 5.3.6, and 5.4, then
Validation Rules 1734, 1735, 1736, and 1789 do not apply. Do not proceed.

3b. Is STF File Included?” 3c. Does STF File Reference all Associated Study Files?* lidati
[[Jyes []No []yes []No Error Number 1789
Reference: If you answered “No" in Fields 3b or 3¢, Validation Rule 1789 FAILS. Do nof proceed.
. . . . . 3d. Study ID in STF File™ 3e. Does the Study ID in the STF File Match Field 2a?
“Technical Rejection Criteria Self-Check Worksheet” OYes [No
https//WWW.fda'gov/med|a/123098/download If you answered “No" in Field 3e, ensure the study ID is consistent across all the files being submitted for the same study.

“Technical Rejection Criteria Self-Check Worksheet

Instructions” https://www.fda.gov/media/123099/download Fillable Self-Check Worksheet

www.fda.gov 20
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Self-Check Worksheet (1734 Validation Error)

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 guidelines in chart below.)
[[] FunTs ["]sSimplified TS ["] Not Required

Required TS File | Required TS File

5.34,535.1,5352

Study Start Date | Application Type Data Type Study Section Type (by Center) | Type (by Center)
CDER CBER
Prior to or on NDA, BLA, or . W N
il NDA Nondlinical 4231,42324234 Simplified TS Not Required
) 5311.5312.5331,
P;‘;’_’d:;g" ND’:;NE’&:' or Clinical 53325333, 5334, Simplified TS Simplified TS
534,5351,5352
Prior to or on - W _
o c IND 4231,42324234 Simplified TS Not Required
Erior 1 or o 531153125331,
prigiudighs Commercial IND Clinical 53325333 5334, Not Required Not Required
534,5251,5352
After 17-Dec-16 ND‘}J\%:- or Nondlinical 4231,4232,4234 Not Required
5311.5312 5331,
After 17-Dec-16 ND’:;NE’&:' or Ciinical 53325333 5334, Full TS
534,5351,5352
After 17-Dec17 | © al IND 4231,42324234 Not Required
5311.5312.5331,
After 17-Dec-17 | Commercial IND Clinical 53325333 5334, Not Required Not Required

If you answered “Not Required” in Field 4a, then Validation Rules 1734, 1735, and 1736 do nof apply. Do not proceed.

4b. Is TS File Included?”

Referenced Validation
[JYes []No Error Number 1734
If you answered “No" in Field 4b, Validation Rule 1734 FAILS. Do nof proceed.
4c. Study ID in TS File”
4d. Does Study ID in STF (Field 3d) & TS Files Match? Referenced Validation
[] Yes E] No Ermror 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
[]ves [INo Error Number 1734

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

Fillable Self-Check Worksheet

21
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CY2018 CDER Error Reasons for Validation Rule 1734

\/

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

\/

** Common error reason across all application types:
= a missing ts.xpt file (66% of studies with error 1734)
» a missing study start date in the ts.xpt (25% of studies with error 1734)

ALL APPLICATION TYPES
2% <1%

Missing ts.xpt

25% Missing Study Start Date in ts.xpt
Study IDs Mismatch
Invalid Study Start Date in ts.xpt

66% B Multiple Study Start Dates in ts.xpt
6%

www.fda.gov 22
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Applicable Study Sections (Section 4a)

¢ Technical Rejection Criteria is only applicable to Study Sections as specified in Table 1
eCTD Technical Rejection Criteria for Study Data Expectation

- Self-Check Worksheet

1. Study Files and/or datasets submitted in m5-3-5-
3 (TRC not applicable study section)

Section 4: TS File Information

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

TRC Requirement: No ts.xpt is needed CIRATS  [JSmpifiedTS [ NotRequired

@"ﬂ 5.3.3. Reports of Human Pharmacokinetic (PK) Studies equired TS File | Required TS File

Ew,'] 5.3.5. Reports of Efficacy and Safety Studies [Indication] Study Start Date | Application Type Data Type Study Section ype (by Center) | Type (by Center)

9-‘1;] 5.3.5. Treatment chronic iron overload due to blood transfusion CDER CBER
LTJ"‘CJ 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication [Type of Control] Prior to or on NDA, BLA, or Nonclinical 4231,4232,4234 Simplified TS Not Required

17-Dec-16 ANDA

-1 5.3.5.2. Study Reports of Uncontrolled Clinical Studies [Study ID - Study Title
-] 5.3.5.3. Reports of Analyses of Data from More than One Study [Study ID - Study Title]

Prior to or on NDA, BLA, or Clinical 533253335334 |[ Simplfied TS | Simplified TS

17-Dec-16 ANDA 534,535.1,5352
P;';’f[ggc"_g‘;” Commercial IND | Nonclinical 4231,4232,4234 || Simplified TS | Not Required
Pa SS Prior o o1 on 53.1.1,53.1.2,533.1,
. . 17-DecA7 Commercial IND Clinical 533253335334, Not Required Not Required
No Further Validation Needed
After 17-Dec-16 ND’/‘\'NBDL:' or Noncinical 42314232 4234 Full TS Not Required
53.1.1,53.1.2,533.1,
After 17-Dec-1g | Ny SLA O Clinical 53325333,5334, Full TS Full TS
534,535.1,5352
After 17-Dec-17 | Commercial IND Nonclinical 4231,4232,4234 Full TS Not Required

53.1.1,53.1.2,533.1,
Atter 17-Dec-17 Commercial IND Clinical 5332,5333,5334, Not Required Not Required

www.fda.gov 23
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TRC Validation Rule 1734 (Section 4c)

/7

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

- 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
i) 5.3.3. Reports of Human Pharmacokinetic (PK) Studies 4a. What Type of TS File is
EJ--Q'] 5.3.5. Reports of Efficacy and Safety Studies [Indication] .
_ Full TS i . s
. 3d. Study D in STF File
b-] 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication [Type of Control] I - "
RN 20 = e X ST 7 = 0 o T = SV S e 4b. 15 TS File Included? Studv ABC Referenced Valdation
B~ ‘Lﬂ 5.3.5.3. Reports of Analyses of Data from More than One Study [Study ID - Study Title] [ Yes [ No y Error Number 1734
If you answered “No" in Field ﬁ ,z M FAILS, Do not proceea.
: 4c. Study ID in TS File*
Study IDs Match Requirement
[Study q ] Study ABC
<title>
s o 4d. Does Study ID in STF (Field 3d) & TS Files Match? Referenced Validation
[ Yes [ No Error Number 1734
[ , Vallgall AILS. Do not proceed.
4e. Study Start Date in TS File 4f. If Study Start Date Exists, Is it Valid? Referenced Validation
<doc-conten
[]Yes []No Error Number 1734

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

@ Pass Rule 1734

www.fda.gov 24
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Top Error for Rule 1734: Incorrect Study Start Date Format .

¢ A missing study start date (TSVAL) in the ts.xpt (25% of studies with error
1734)

Correct Study Start Date Format

yyyy-mm-dd
Incorrect Study Start Date Format
yyyy-mm dd-mmm-yyyy
SAS Date Format dd-mm-yyyy
mm/dd/yyyy ddmmmyyyy
dd-mmm-yy dd.mm.yyyy
yyyy mo nt h-yyyy This Photo by Unknown Author is licensed
mm/dd/yy under CC BY-NC-ND

www.fda.gov 25
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TRC Validation Rule 1734 (Section 4c)

/7

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

- 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.)
. [ Ful TS Simplified TS Not Required
[Study Date Format Requirement]
4b. Is TS File Included?* S
° -mm- d d Referenced Validation
YYYY X Yes [ No Eror Number 1734
TS.XPT If you answered “No" in Field 4b, Validation Rule 1734 FAILS. Do not proceed.
T T _ _ 4c. Study ID in TS File*
4d. Does Study ID in STF (Field 3d) & TS Files Match? Referenced Validation
g Yes D 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 X Yes []No Error Number 1734

&% Pass Rule 1734

www.fda.gov 26



Self-Check Worksheet (1735 & 1736 Validation Error)

. Section 5: Standardized Datasets (SEND, SDTM, ADaM)
Section Contents S E———
. . X yes []No
Standardized Dataset Information
1735 & 1736 Validation E st | sk Te | Pt
( 5 al atlon rror) Prior to or on 17-Dec-16 NDA, BLA, or ANDA Not Required
5 * Provide information about SEND or STDM _After 17-0ec-16__| NDA. BLA, or ANDA Required
Prior to or on 17-Dec-17 Commercial IND Not Required
and/or ADaM dataset and define.xml After 17-Dec-17 Commercial IND Required
* Provide information about STF File-tags Dot g " ek 2, Slandarlzed datacet ar nofrequed an Valdaon Rules 1735 and 1736 o not pely.
Fields 5b-5e are applicable to i lation datasets (SEND), Fields 5f-5i are applicable to clinical tabulati
(SDTM), and Fields 5j-5m are applicable to clinical lysis datasets (ADaM).
Note: For clinical data in C ial INDs ized datasets are required if the study start data ie after the date stated,
h study data technical rejection criteria will not be applicable until further notice.
Clinical (m5)
Tabulation (SDTM datasets)

5f. Is DM File Included?” 5g. Is Define File Included?” Referenced Validation
[Tyes [INo []Yes []No Error Number 1738

If you answered “No" in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 1735.

If you answered “No" in Fields 5h or 5i, Validation Rule 1735 FAILS.
Analysis (ADaM datasets)

5j. Is ADSL File Included?” 5k. Is Define File Included?* Ref 3 Validati
[[]yes []No [ Yes []No Error Number 1738

[ yes []No _

Referenced Validation
5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?” Error Number 1735
[Jyes [INo

If you answered “No" in Fields 5§ or 5k, Validation Rule 1736 FAILS. Proceed fo Fields 5l and 5m for Validation Rule 1735.

5h. Are the STF File-Tags for the SDTM Dat “data-tabulation-dataset-sdtm™?* ‘

Reference: 51. Are the STF File-Tags for the ADaM Datasets “analysis-dataset-adam™?*

“Technical Rejection Criteria Self-Check Worksheet” By W% Referenced Valdation
https://www.fda.gov/media/123098/download om- 18 e STF Fle-tag forhe Define Fle "snalysts-data-defnfion™” St
“Technical Rejection Criteria Self-Check Worksheet Instructions”

https://www.fda.gov/media/123099/download Fillable Self-Check Worksheet - Coming Soon!
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CY2018 CDER Error Reasons for Validation Rule 1735

/7

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

/7

%* Common error reason for ANDAs:
= anincorrect file tag for a define.xml file (42% of ANDA studies with error
1735)

%* Common error reason for NDAs:
= a dataset tagged as legacy when standardized datasets are required (80%
of NDA studies with error 1735)

ALL APPLICATION TYPES

Incorrect define.xml file tag
Incorrect define.xml & XPT dataset file tags
Incorrect XPT dataset file tag

Legacy Datasets Submitted When
Standardized Required

OdNEN
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CY2018 CDER Error Reasons for Validation Rule 1736

J
000

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

Common reason across all application types:

J
00

L)

J
000

J
00

L)

= a missing define.xml file (39% of studies)
= a missing define.xml, dm.xpt, and adsl.xpt files (31% of studies)

L)

* Common error reason for NDAs:

L)

=  missing define.xml and adsl.xpt files

ALL APPLICATION TYPES

Missing adsl.xpt

Missing define.xml

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

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

EEEOEE

www.fda.gov 29



TRC Validation Rule 1735 and 1736 (Section 5f-5g)

4

D)

» 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
» 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

_ Bemple Self-Check Worksheet

Study Files and/or datasets submitted in m5-

4

D)

L)

Section 5: Standardized Datasets (SEND, SDTM, ADaM)

o o
3 = 5- 1 ( CI I n I ca I ) 5a. Are Standardized Datasets Required?*
X Yes No
Study S : 2018-01-0 :
tudy Start Date: 2018-01-01 TS R
. b I H (S ) Prior to or on 17-Dec-16 | NDA, BLA, or ANDA Not Required
Data set Type * Ta u at 1on DTM After 17-Dec-16 NDA, BLA, or ANDA Required
Prior to or on 17-Dec-17 Commercial IND Not Required
After 17-Dec-17 Commercial IND Required

Files Referenced in stf.xml

..C,I}.’;I_.C;I}.’;;s,)__._ T aT——

X acrfpdf dsxpt | mh.xpt suppda.xpt suppmh.xpt tv.xpt Tabulation (SDTM datasets)
ae.xpt dV.Xp'[ pe.xpt suppdm.xpt SV.Xpt VS.Xpt f. Is DM File Included?* 5g. Is Define File Included?* Referenced Validation
Yes [X] No []Yes [ No Error Number 1736
cm.xpt eg.xpt scxpt suppds.xpt ta.xpt
f you answered “No” in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 1735.
coxpt ex.xpt se.xpt suppeg.xpt te.xpt
a 3 . 5h. Are the STF File-Tags for the SDTM Datasets “data-tabulation-dataset-sdtm™?*
X csdrg.pdf iexpt suppae.xpt suppex.xpt tixpt Voo No —
. . . Referenced Validation
d m.Xpt a nd dEfI ne-xml are missi ng 5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?* Error Number 1735
[T yes []No

If you answered “No" in Fields 5h or 5i, Validation Rule 1735 FAILS.

€ Fail Rule 1736




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

4

D)

» 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
» For SDTM data, a DM dataset and define.xml must be submitted in required sections

4

D)

L)

= For ADaM data, an ADSL dataset and define.xml| must be submitted in required sections

_ Bemple Self-Check Worksheet

Study Files and/or datasets submitted in m5-
3-5-1 (CI inica I) Section 5: Standardized Datasets (SEND, SDTM, ADaM)

5a. Are Standardized Datasets Required?*

Study Start Date: 2018-01-01 Rves Lo

Dataset Type: Tabulation (SDTM) uysiioe | topictin e | P it
* Prior to or on 17-Dec-16 NDA, BLA, or ANDA Not Required
After 17-Dec-16 NDA, BLA, or ANDA Required
Files Referenced in stf.xml Prior to or on 17-Dec-17 Commercial IND Not Required
After 17-Dec-17 Commercial IND Required
“X acrf.pdf =] aexpt =l emxpt
=] co.xpt “X csdrg.pdf “X define.pdf Clinical (m5)
2] define2-0-0.xs! =] dm.xpt Tabulation (SDTM datasets)
5f. Is DM File Included?* 5g. Is Define File Included?* Ref lidati
stf.xml X Yes []No Xves []No Error Number 1736
- AR I - l/ ool /.. /../0001/index . xml#0003"><file-tag name= If you answered “No” in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 1735.
I‘ data-tabulation-dataset-g&&n Jimo-type=usT 7>
<doc-content xlink:href="_./ /.. /../../../../0001/index.xml#0004"><file-tag name= 5h. Are the STF File-Tags for the SDTM Datasets “data-tabulation-dataset-sdtm™?*
—'data—tabulation-data-definition'l info-type="us" /></doc-content> X Yes No Referenced Validation
5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?* Error Number 1735
o q “ a oA ” —
define.xml is tagged as “data-tabulation-data-definition [ ves [ No
If you answered “No" in Fields 5h or 5i, Validation Rule 1735 FAILS.

@ Pass Rule 1735
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Study Data for Submission to CDER and CBER

 share in Linkedin | &% Email | & Print

B8 Sign up for email updates. ('
Study Data Standards P o

Resources Data standards enable FDA to modernize and streamline
the review process. They also enable more consistent use
of analysis tools to better view drug data and highlight

areas of concern.

Study Data for Submission to
CDER and CBER

Stay Connected

If you have study data questions for
CDER, please contact the CDER eDATA

Study Data Research and -
X Team at cder-edata@fda.hhs.gov.

Study data standards describe a standard way to
Collaborations - )

exchange clinical and nonclinical research data between

For electronic submissions, contact the
CDER Electronic Submission (ESUB)
Support Team at esub@fda.hhs.gov.

Janus Data Reposit computer systems. These standards provide a consistent
Janus Data Repository _ N .. . .
general framework for organizing study data, including

 Standard templates for datasets, standard names for variables, and

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

variables. CBER, please contact CBER-
edata@fda.hhs.gov.

FDA is instituting new requirements for data standards

that will apply to most study data submitted to FDA’s

Center for Drug Evaluation and Research (CDER) and

Center for Biologics Evaluation and Research (CBER).

For electronic submissions, contact
CBER ESUB at
esubprep@fda.hhs.gov.

Beginning after the dates specified below, FDA may
refuse to file for New Drug ~\pp11cat10ns (\D-\s) and Biologies License Applications (BLAs)

or refuse to receive for -\bbrew e any electromc submission whose study

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

“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

FDA published Study
p  Data Guidance for

Industry

17, 2016

Data Standard Catalog

NDA, BLA, ANDA studies that started after Dec.

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

* FDA published Study Data Self-Check
Worksheet & Instruction

* FDA published revised Technical
b Rejection Criteria for Study Data

*

Dec. 2014 2015 Dec. 2016

www.fda.gov

Dec. 2017 2018

(Revised Jan. 2019)

Jan. 2019
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https://www.fda.gov/media/100743/download
https://www.fda.gov/media/123098/download
https://www.fda.gov/media/123099/download

Implementation Timeline
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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

* 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. 17th, 2017

FDA issued “Providing * FDA revised & published Technical
Regulatory Submissions in ¢  Rejection Criteria for Study Data
Electronic Format - (Revised Jan. 2019) * FDA will give the industry 90 days’
Standardized Study Data: notice on the eCTD website prior
Guidance for Industry” * FDA published Study Data Self-Check to the criteria becoming effective
Worksheet & Instruction
D 2(11’6 s
ec. :
Dec. 2014 Dec. 2017 Jan. 2019 Mid to Late 2019 TBD
Studv Data Technical Reiecti o . REQUIRED but NOT IMPLEMENTED Study Data Technical Rejection
tudy Data Technical Rejection Criteria are REQU ut 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
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Reference

% “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

s “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

% “Technical Rejection Criteria Self-Check Worksheet Instructions”
https://www.fda.gov/downloads/Forindustry/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

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