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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. 17",
. 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

www.fda.gov 3



FDA

CDER Conformance: Validation Error 1789

/7

s+ 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
Cv2018 Cv2018 CY2018 Cv2018 Cv2018
- (Q1) - (Q1) - (Q1) - (Q1) - (Q1)

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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FDA

CDER Conformance: Validation Errors 1734, 1735 & 1736

4

D)

* 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

L)

4

)

L)

1078 2895

CY2019 CY2019 CY2019 CY2019 CY2019
CY2018 CY2018 CY2018 CY2018 CY2018
- (o)) - (Q1) - (Q1) - (Q1) - (Q1)
'Il;gttzl Number of Submissions with Study 377 270 243 291 77 649 183 773

Total Number of Submissions with Study

Data in TRC Applicable Sections 2 22e &7 de B
'IIE':)::l:sNumber Submissions with Critical 715 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 38 21 2 0 18 5 124 29

;:‘::;e[)':::;(" LTI S AT B S 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 Dat:1 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 5




FDA

CBER Conformance: Validation Errors 1734, 1735, 1736 & 1789

/7

** CBER BLA Submissions were assessed for conformance to four high-level errors, 1734,
1735, 1736 and 1789 as defined in the Technical Rejection Criteria for Study Data
(Revised Jan. 2019)

BLA

BLA

CY2019
CY2018
oo | o
Total Number of studies with Study Data 49 12

Total Number of Submissions with Study Data

CY2019
CY2018
(Q1) 9
Total Number of studies with in TRC Applicable Sections
6062 1644 . : -
Study Data Total Number studies with Critical Errors 15

Error 1789 6 0 Error 1734 14
Failure Rate (% among studies i o Error 1735 3
with Study Data) St ¢ Error 1736 1

Failure Rate (% among studies with Study
Data)

Failure Rate (% among submissions with

O S )

30.6%

Study Data 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 BLA submissions received by CBER between 1/1/2018 to 3/31/2019
3) Analysis is conducted according to the revised TRC
4) Submission with multiple studies can report both Errors 1734, 1735 and 1736
5) Validation of errors 1735 and 1736 are not performed if a study has Error 1734
Reference: FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)
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FDA

Overall Conformance Trend for Validation Errors 1734 & 1736

/7

s 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 ={}=—BLA
ey ND A

30 = |ND

20

FAILURE RATE
(% oF SUBMISSION WITH STUDY DATA)

10

CY2017 cY2018 CcvY2018 cY2018 cY2018 cY2019
(AVG) (Q1) (Q2) (Qs) (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)

www.fda.gov 7



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

FDA

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

} FDA published Study Data
Guidance for Industry

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

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

o

—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)

www.fda.gov




FDA

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;

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

1736

$

Description (Reference to FDA Study Data Technical Rejection Criteria Jan. 2019 version) | Severity Level

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

Correct STF file-tags must be used for all standardized datasets and corresponding .
1735 : o . N 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

* 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



eCTD Technical Rejection Criteria for Study Data Expectation

Study Start
Date

Application
Type

IR N e [{ B Commercial

17-Dec-2017 INDs
After Commercial
17-Dec-2017 INDs
IR Mo e M NDA, BLA,
17-Dec-2016 ANDA
After NDA, BLA,
17-Dec-2016 ANDA

www.fda.gov

Data Type

Nonclinical

Clinical

Nonclinical

Clinical

Nonclinical

Clinical

Nonclinical

Clinical

Study Sections

4.2.3.1,4.23.2,4.23.4

53.1.1,5.3.1.2,5.3.3.1,
5.3.3.2,5.3.3.3,5.3.34,
5.3.4,53.5.1,53.5.2

4.2.3.1,4.23.2,4.23.4
5.3.1.1,5.3.1.2,5.3.3.1,

5.3.3.2,5.3.3.3,5.3.34,
5.3.4,53.5.1,535.2

4.23.1,423.2,423.4

53.1.1,5.3.1.2,5.3.3.1,
5.3.3.2,5.3.3.3,5.3.34,
5.3.4,53.5.1,53.5.2

4.23.1,4.23.2,423.4
5.3.1.1,5.3.1.2,5.3.3.1,

5.3.3.2,5.3.3.3,5.3.34,
5.3.4,653.5.1,53.5.2

=

FDA

Expectation by Center

CBER

Rejection criteria
will not be
applied

SHieR=e g pe=gpplied; submit a
simplified TS whether or not fhe study contains an
Xpt dataset (other than the ts.xpt)

Rejection criteria will not be applied
Rejection criteria
Rejection criteria will be applied; submitfa full TS will not be
applied

Rejection criteria will not be applied

pplied; submit a

simplified TS whether or not f§he study contains an

Rejection criteria

will not be
Xpt dataset (other than the ts.xpt) applied

Rejection criteria will be applied; submit g simplified TS | the study

contains an xpt dataset (other than the ts.xp
will not be

Rejection criteria will be applied; submit§a full TS
applied
Rejection criteria will be applied; submitfa full TS

Rejection criteria
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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

Syt of analysis tools to better view drug data and highlight Stay Connected htt ps ://WWW. fd a. gov/m e d | a/l 2 3098/d own I oa d

areas of coneern. If vou have study data questions for
Study Data Research and . CDER, please contact the CDER eDATA
o L” Yt‘af tesgareh an Study data standards deseribe a standard way to Team at cder-edata@fda hhs.gov.
ollaborations ta@fda.hhs.gov.

exchange clinical and nonclinical research data between
g . - « . . . . .
computer systems. These standards provide a consistent  FOT dlecronie submissions,contact he Technical Rejection Criteria Self-Check Worksheet
. c .. . . CDER Electronic Sub'ms n (EST B}
general framework for organizing study data, including - . - .
- Support Team at es: . 14
templates for datasets, standard names for variables, and I n St ru ct 1 o n s

Janus Data Repository

Study Design Standard

standard ways of doing calculations with common If you have study data questions for .
vasibles. CBER, pleas contact CBER- https://www.fda.gov/media/123099/download

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
Center for Drug Evaluation and Research (CDER) and esubprep@fda.hhs.gov.
Center for Biologics Evaluation and Research (CBER).

Subject Data Standard

Beginning after the dates specified below, FDA may
refuse to file for New Drug Applications (NDAs) and Biologics License Applications (BLAs)
or refuse to receive for Abbreviatad NDA< (ANDAS) anv electronic submission 1\hose study

#IoT conform to ﬂle requlred standards spec1f1ed inthe FDAD

NDA, BLA, ANDA studies that started after Dec. L ° FDA published Study Data Self-Check
FDA published Study 17th, 2016 Worksheet & Instruction
p  Data Guidance for b Commercial IND studies that started after Dec.
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)

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

www.fda.gov 11
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FDA

SDTRC High Level Validation Process (Revised Jan. 2019)

Validation Rule 1735

. VERIFY | @
START ALL FILE TAGS
VALIDATION FILE TAGS CORRECT? PASS
. INSTFs
N/
LOCATE
STFs & STUDY STAR
STUDY DATE FAIL
FILES INCLUDED?
ALL REQUIREE @
FAIL FAIL END STUDY FILES PASS

INCLUDED?

Validation
Rule 1789 Validation Rule 1734

FAIL

Validation Rule 1736

www.fda.gov 12



Self-Check Worksheet

Section Contents

Application & Submission Information
* Provides high level information absgt the
application and submission

Study Information
e Provides more detailed informa
about the specific study

STF File Information (1789 Validation Error)
3 * Provide information about STF file \

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

FDA

N

Y
T

3 iy
=
g
®
£
%,
q‘-m..

MNote: 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.

DEPARTMENT OF HEALTH AND HUMAN SERVICES
Food and Drug Administration

SELF-CHECK WORKSHEET FOR STUDY DATA PREPARATION

FOA

Section 1: Application & Submission Information

1a. FDA Center” 1b. Application Type™
[Jcoer [JcBER [[|NDA [|BLA [] ANDA [ | Commercial IND
1d. eCTD Sequence Mumber

1c. Application Mumber®

ie. 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. Study ID*

[ Study ID iz the unique identifier scross
being submitfed for the same study, i.e. S5TF File, fz.xpt, dm.xpf, e.h:.)

. the sfudy ID must be consistenf acrozs all the filez

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

if you anawered “No” in Field 2b, do not proceed. This self-chech i i for newly

study data.

Ze. Title of the Study 2d. Study Section - eCTD Heading (Example: m4-2-1-1)"

2e. 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 ST File Reference all Associated Study Files?”
[Ives []MNo []¥es []No Error Number 1788

if you anawered “No” in Fields 3b or 3¢, Validation Rule 1789 FAILS. Do nof procead.

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

[]¥es [Ine

if you answered “No® in Field 3e, ensure the sfudy ID iz consistent across all the filez being submitted for the zame sfudy.

Fillable Self-Check Worksheet - Coming Soon!

13
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https://www.fda.gov/media/123099/download

Self-Check Worksheet (1734 Validation Error)

Contents

Section

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, - N .
tHor tn or an L ar Monclinical 4231,4232 4234 Simplified TS Mot Required
) 53.11.5.3.1.2 5331,
Prior to or on MNDA, BLA, or N - " -
1r-Det ANDA Clinical 5332 5333,5334, Simglified TS Simplified TS

534, 5351,5352

Prier to or on

phigfafighs Cammerdial IND Manclinical 423142324234 Simglified 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

53453515352

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 2d) & TS Files Match?
[Tves [ne Error Mumber 1724

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

4e. Study Start Date in TS File

41 If Study Start Date Exists, Is it Valid? Referenced Validaion
[]ves [Ha Error Number 1734

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

Fillable Self-Check Worksheet - Coming Soon!

14
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Simplified vs Full ts.xpt (Section 4)

\/

s Full ts.xpt

= Sponsors should submit a dataset named ‘ts.xpt’ following published CDISC
Standard and FDA Study Data Technical Conformance Guide
s Simplified ts.xpt
=  Sponsors should submit a dataset named ‘ts.xpt’ with four variables: STUDYID,
TSPARMCD, TSVAL, AND TSVALNF)

Study with a valid Study Start Date

STUDYID TSPARMCD TSVALNF
Study ID in STF | STSTDTC (Nonclinical) or | yyyy-mm-dd Can be left blank when valid study
SSTDTC (Clinical) start date is provided in TSVAL

Study without a valid Study Start Date

STUDYID TSPARMCD TSVALNF
Study ID in STF | STSTDTC (Nonclinical) or | Can be left blank when a study Exception code as specified in the
SSTDTC (Clinical) start date is not available ISO 21090
References:

FDA Study Data Technical Conformance Guide (Appendices F & G; Version 4.2, October 2018)
FDA Study Data Technical Rejection Criteria (Revised Jan. 2019)

www.fda.gov 15



FDA

Applicable Study Sections (Section 4a)

/7

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

__ Bample 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 guidelings in chart below.)

TRC Requirement: No ts.xpt is needed CRATS  [SipifiedTS ] Not Required

"‘13 5.3.3. Reports of Human Pharmacokinetic (PK) Studies uired TS File | Required TS File

5-«1_3 5.3.5. Reports of Efficacy and Safety Studies [Indication] Study Start Date | Application Type Data Type Study Section ype (by Center) | Type (by Gonlter)

| [E-] 5.35. Treatment chronic iron overload due to blood transfusion CDLR CULR
--q_‘J 5.3.5.1. Study Reports of Controlled CI|n|r.:a.I Stud|e§ Pertinent to the Cla|m§d Indication [Type of Contral] P.nor toor on NDA, BLA, or Nondiiical 423142324234 Simpiied 1S Not Required
G171 5.3.5.2. Study Reports of Uncontrolled Clinical Studies [Study ID - Study Title 17-Dee-16 ANDA

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

Piorbooren | NDA, BLA, or Clinical 5332 5333 5334,

Simpliicd TS Simphificd TS

17-Dec-16 ANDA 534,5351,5352
Priortooron | o mercial IND Nonclinical 423142324234 Simplied TS | Nof Required
P 17-Dec-17
ass Prior o or on 53.1.1,5312 5331,
Commercial IND Chnical 5.332,5333,5334, Mot Required Mot Required
. . 17-Dec-17 y
No Further Validation Needed
Allor 17:Dec-16 | N O Nonclinical 4231,4232,4234 Full TS Not Required
53.1.1,53.12,5331,
After 17 Dec 16 ”D?N%i“ o Clinical 533253335334, Full TS Full TS
5.34,5351,5352
After 17-Dec-17 | Commercial IND Nonclinical 4231,4232,4234 Full TS Not Required

531153125331,
After 17-Dec-17 | Commercial IND Clinical 533253335334,
53453515352

Not Required Mot Required

www.fda.gov 16



FDA

Simplified vs Full ts.xpt Examples (Section 4a)

/7

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

__ Bample Self-Check Worksheet

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

Section 4: TS File Information

4a. What Type of TS File is Required?" (Refer to guidelines in chart below.)
I StUdV Start Date: 2010-01-01 I Ful TS [] Simplified TS Not Required
TRC Requirement: Simplified TS is needed PV, P
_ Study Start Date | Application Type |  Data Type Study Section Type (by Center) | Type (by Center)
--‘lj 5.3.3. Reports of Human Pharmacokinetic (PK) Studies CDER CBER
£+15.35 Reports of Efficacy and Safety Studies [Indication] Priortooron | NDA, BLA, or Nonclinical 4231,4232,4234 | Smplied TS | NotRequired
g LR U G i ke e D [Toee .
471 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication of Contral i I3, 1.1, 0. 1.8, s,
: ﬁ] L Y epo (Type ] Prior 1o or on NDA, BLA, or Clinical 533253335334 | Simplfied TS | Simplifiod TS
T D02 DlUdy Hepars ar uncontroled cinical Siucies Touay b - sy Time] 1#-Dec-16 ANDA 534,5351,5352
[l 5.3.5.3. Reports of Analyses of Data from More than One Study [Study ID - Study Title] Brior 10 0r of
- 7 Deaiy Commercial IND Nonclinical 4231,4232,4234 Simpliied TS | Not Required
Prior 1o o7 on 531.1,5312,533.1,
17-DecAT Commercial IND Chmical 9.3.3.2,5333, 0334, Not Required Mot Required
53453515352
After 17-Doc 16 "D‘:-NBDL:- or Nonclnical 423142324234 Full TS Nol Required
5311,5312,533.1,
After 17-Dec-16 ”m:\-NBr'):- o Clinical 5332,5333,5334, Full TS Full TS
534,5351,5352
After 1/-Dec-17 Commercial IND MNonchinical 4231, 42324234 Full TS Mot Required

5311,5312,5331,
After 17-Dec-17 Commercial IND Clinical 533253335334, Not Required Mot Required
534,5351,5352

www.fda.gov 17



FDA

Simplified vs Full ts.xpt Examples (Section 4a)

/7

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

__ Bample Self-Check Worksheet

3. 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.)
[<IFull TS Simplified TS Not Required

Required TS File | Required TS File

_ Study Start Date | Application Type |  Data Type Study Section Type (by Center) | Type (by Center)
--‘lj 5.3.3. Reports of Human Pharmacokinetic (PK) Studies CDER CBER
£+15.35 Reports of Efficacy and Safety Studies [Indication] Priortooron | NDA, BLA, or Nonclinical 4231,4232,4234 | Smplied TS | NotRequired

B - fusice 17-Dec-16 ANDA

<1 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indicati f Control i 5311,5312,5331,

: ﬁ] = udy Reports of Conirolled Clinical Studies Pertinent to the Claimed Indication [Type of Coniro] Prior 1o or on NDA, BLA, or Clinical 533253335334 | Simplfied TS | Simplifiod TS

T D02 DlUdy Hepars ar uncontroled cinical Siucies Touay b - sy Time] 1#-Dec-16 ANDA 534,5351,5352
[l 5.3.5.3. Reports of Analyses of Data from More than One Study [Study ID - Study Title] Brior 10 0r of
- 17 Do 17 Commercial IND Nonclinical 4231,4232,4234 Simplified TS | Mot Required
Prior {0 or on 5311,5312,5331,
17-DecAT Commercial IND Chmical 9.3.3.2,5333, 0334, Not Required Mot Required

534 5351 5359

After 17-Dec-16 Nonclinical 4231,4232 4234 Nol Required

After 17-Dec-16 ”m:\-NBr'):- o Clinical 5332,5333,5334, Full TS Full TS
9.34,535.1,5302

After 1/-Dec-17 Commercial IND MNonchinical 4231, 42324234 Full TS Mot Required

5311,5312,5331,
After 17-Dec-17 Commercial IND Clinical 533253335334, Not Required Mot Required
534,5351,5352

www.fda.gov 18



FDA

CY2018 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 across all application types:

» missing ts.xpt file (66% of studies with error 1734)
* 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 19



TRC Validation Rule 1734 (Section 4b)

FDA

% 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
--q_’J 5.3 3 Reports of Human Pharmacokinetic (PK) Studies 4a. What Type of TS File is Required?* (Refer to guidelines in chart below.)
4] 5.35. Reports of Eficacy and Safely Studies [Indication] 5 Ful TS " Simplified TS Not Required

g lj 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication [Type of Control] I

udy Reports of Uncontro inical Siudies [Study udy [ Ite] 4b. 1s TS File Included?*

-1 O
- j’J 5353 Reporls of Analyses of Data from More than One Study [Study 1D - Study Title] Yes ‘ | No
X E I
If you answered “No" in Field 4b, Validation Rule 1734 FAILS. Do not proceed.

d¢. Study ID in TS File*

‘ If you answered “No” in Field 4b, Validation Rule 1734 FAILS. Do not proceed.

4d. Does Study ID in STF (Field 3d) & TS Files Match? Tl VR
[JYes []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
[]Yes [No Error Number 1734
4q. If Study Start Date does not Exist, What is the Stated Exception Code?
www.fda.gov 20



Study ID Match Requirements

s STUDYID in STF.xml and ts.xpt should match

= Based on the FDA Study Data TCG and the ICH STF Specification the Study ID
uniquely and unambiguously identifies a particular study

ﬁCH M2 EWG: The eCTD Backbone File Specificatior\/ CDISC Submission Metadata Model \
for Study Tagging Files (June 2008) The following variables are considered core selection variables for use in all CDISC domain

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

[I. STUDY-IDENTIFIER ELEMENT dlﬁél' from dataset to dataset.

Information describing the study is contained in the study-identifier element of the STF. Variable Variable Label | Comments Included in:
There are three elements contained in the study-identifier element: title, study-id, and | N
category. ( STUDYID | Study ID Uniquely identifies a study All files §’
within a particular submission.
A. Title Element SITE i — TRy one of these
The ritle element provides the full title of the study, not the title of each individual INVID Investigator ID instead of or in addition to a variables must be
document. SITEID. included in all files

USUBJID Unique Subject ID | Must be unique subject identifier | All files
within a submission (previously
defined as PID; should be
consistent with PID references

used elsewhere in the
/ submission)
References:

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

m{v-id Element

< The study-id is the internal alphanumeric code used by the sponsor to unambiguously
identify this study.

1
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FDA

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

__ 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

--‘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]

[ Full TS Si . .
3d. Study ID in STF File*
+-{:] 5.3.5.1. Study Reports of Controlled Clinical Studies Pertinent to the Claimed Indication [Type of Contral] I -
ETE udy Reports of Uncontrol inical Studies [study udy 1 ie] 4b. Is TS File Included?" Studv ABC Referenced Validation
- j’J 5353 Reporls of Analyses of Data from More than One Study [Study 1D - Study Title] E Yes | | No u y Error Number 1734
If you answered “No" in Field ﬁ Iz ’Mﬂ FAILS. Do not proceea_
H 4c. Study ID in TS File*
[Study IDs Match Requirement] e SulylDn TS
ABC
_b <title> ﬁ 4d, Does Study ID in STF (Field 3d) & TS Files Match? Tt VR
g N ts [Yes [X No Error Number 1734
<7 > L Validaln AILS. Do not proceed.
XML <s\.m‘, -id> Study ABC/study-id> I XPT - PO
</ ik 4e. Study Start Date in TS File 4f, If Study Start Date Exists, Is it Valid? Referenced Validation
<dg:-"3"|‘_p--"|h I | Yes | ]NO Error Number 1734

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

@ Fail Rule 1734

www.fda.gov 22



FOA
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
m m/d d/yy under CC BY-NC-ND

www.fda.gov 23
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FDA

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

__ 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 quidelines in chart below.)
[ Full TS | Simplified TS [ | Not Required

[Study Date Format Requirement]
4b. Is TS File Included?” -
e yyyy-mm-dd T Eroriter 134

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

I | 4¢. Study [Din TS File*
SSTDTC Study Start Date | 42622 i Study ABC
Studv Start Date in SAS Date Format 4d. Does Study D in STF (Field 3d) & TS Files Match? Referenced Validation
y [IYes [INo Eror Number 1734
If you answered "No"in Field 4d, Validation Rule 1734 FAILS. Do not proceed.
4e. Study Start Date in TS File 41, If Study Start Date Exists, Is it Valid? Referenced Validation
42622 E Yes |_| No Emor Number 1734

@ Fail Rule 1734
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Self-Check Worksheet (1735 & 1736 Validation Error)

Section Contents

Standardized Dataset Information
(1735 & 1736 Validation Error)

and/or ADaM dataset and define.xml
* Provide information about STF File-tags

5 * Provide information about SEND or STDM

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 5: Standardized Datasets (SEND, SDTM, ADaM)

fa. Are Standardized Datasets Required?

B Yes [ No
A Standardized Datasets
Study Start Date Application Type Required?
Prior to or on 17-Dec-168 MDA, 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 Commercial IND Required

If you answered “No” in Field 5a, standardized datazetz are not required and Validafion Rules 1735 and 1736 do not apply.
Do not proceed.

Fields 5b-5e are i fo linical tabulation dafazets (SEND), Fields 5f-5i are appli to clinical tabulati
(SDTM), and Fields 5j-5m are applicable to clinical analyai (ADaM).

MNote: For elinical data in Commercial INDe standardized datasefz are reguired if the sfudy sfart data iz after the dafe stafed,
however, study dats technical rejection criferia will nof be licable until further notice.

Clinical {m5)

Tabulation (SDTM dafasets)

5. Is DM File Included?” 5g. Is Define File Included?” o ————
[Tves [IMo []ves [|MNo Error Number 1728

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

5h. Are the STF File-Tags for the SDTM Datasets “data-tabulation-dataset-sdim™?*

[]¥es []No

5i. s the STF File-Tag for the Define File “data-tabulation-data-definition ™ Ermor Number 1735
[]Yes []MNo

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

Analysiz (AD:aM datasefs)

5j. Is ADSL File Included?™ 5k. Is Define File Included?* i~ ey
[dyes [JHo []ves []MNo Error Number 1738

If you answered “No” in Fields 5j or 5k, Validation Rule 1736 FAILS. Proceed fo Fields 51 and 5m for Validation Rule 1735,

ElIE

5l. Are the STF File-Tags for the ADaM Datasets “analysis-dataset-adam™?"
[J¥es []Ho

5m. Is the STF File-tag for the Define File “analysis-data-definition™?* Error Number 1735

fas Mo

]

Fillable Self-Check Worksheet - Coming Soon!
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TRC Validation Rule 1735 and 1736 (Section 5a)

/7

** 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.xm| must be submitted in required
sections

_ Bample Self-Check Worksheet

Study Files and/or datasets submitted in M5-  Sections: stancaraized Datasets (END, sDTM, ADa)

3 - 5 - 1 (CI i n ica I) ;. :;i Stanfle;::ized Datasets Required?*
StUdy Sta rt Date: 20 18'0 1'0 1 Study Start Date Application Type smdggqizlreg?mm
Dataset Type: Tabulation (SDTM) ot
Prrior to or on 17-Dec-17 Commercial IND Not Required
After 17-Dec-17 Commercial IND Required

www.fda.gov 26



CY2018 CDER Error Reasons for Validation Rule 1736

X/

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

= For SDTM data, a DM dataset and define.xml must be submitted

= For ADaM data, an ADSL dataset and define.xm| must be submitted
s Common error reason across all application types:

= missing define.xml file (39% of studies)
= missing define.xml, dm.xpt, and adsl.xpt files (31% of studies)
s Common error reason for NDAs:

= 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

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

4

D)

L)

corresponding define.xml files in required sections

4

)

L)

required sections

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

* Rule 1735: Correct STF file-tags must be used for all standardized datasets and

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

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

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

Study Start Date: 2018-01-01

Dataset Type: Tabulation (SDTM)

Files Referenced in stf.xml

"L acrf pdf | dsxpt | mh.xpt suppda.xpt suppmh.xpt tvxpt
aexpt dv.xpt pexpt suppdm.xpt sv.xpt vs.xpt
cm.xpt eg.xpt scxpt suppdsxpt taxpt
coxpt exxpt sexpt suppeg.xpt texpt

L csdrq.pdf iexpt suppaexpt suppexxpt tixpt

dm.xpt and define.xml are missing

@ Fail Rule 1736

Self-Check Worksheet

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

5a. Are Standardized Datasets Required?”

B Yes | No
N Standardized Datasets
Study Start Date Application Type Required?
Prior to or on 17-Dec-16 MDA, BLA, or ANDA MNot 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 Commercial IND Required
Clinical (m5)
|Tabulation (SDTM datasets)

5g. Is Define File Included?*

[1Yes [X] No

i idati
Error Number 1736

f. Is DM File Included?*
Yes [ No
if you answered “No" in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields Sh and 5i for Validation Rule 1735.

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

|Yes | | No

5i. |s the STF File-Tag for the Define File “data-tabulation-data-definition?*
[lYes [ MNo

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




FDA

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:
= incorrect file tag for a define.xml file (42% of ANDA studies with error
1735)

«%* Common error reason for NDAs:
= 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

www.fda.gov 29



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

4

* 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.xm| must be submitted in required sections

_ Bemple Self-Check Worksheet

Study Files and/or datasets submitted in m5-

D)

L)

4

)

L)

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

.o .o
3 5 1 (CI l n lca I) 5a. Are Standardized Datasets Required?”
BJ Yes [ ] No
Study Start Date: 2018-01-01 S—
Study Start Date Application Type 170 ; 5 ed‘?m =D
. equir
Dataset Tvpe: Ta bu Iatlon (S DTM) Prior to or on 17-Dec-16 NDA, BLA, or ANDA Not Required
Fl |es Referenced in stf_xml After 17-Dec-16 NDA, BLA, or ANDA Required
) Prior to or on 17-Dec-17 Commercial IND Not Required
L acrfpdf =l aexpt = emaxpt After 17-Dec-17 Commercial IND Required
=] coxpt "X csdrg.pdf L define.pdf e o o
] define2-0-0xsl ol i
Tabulation (SDTM datasets)
Q] ds.xpt = dvxpt 3 egxpt 51, Is DM File Included?* 5g. Is Define File Included?* — e
= exxpt = iexpt = Ibxpt KYes [ No X Yes []No Error Number 1736
stf.xml If you answered “No” in Fields 5f or 5g, Validation Rule 1736 FAILS. Proceed to Fields 5h and 5i for Validation Rule 17.35.

doc—coptent xlipk:-href=" ./ o o ). . /0001/index. xn1 #0003 " ><file-tag name= - . -
. Sh. Are the STF File-Tags for the SDTM Datasets “data-tabulation-dataset-sdtm™?*
data-tabulation-dataset-gdin"Ppsnfe—type=tivneiy K Yes []No

a ettt . . [ . . [ . .[ .. [0001/index.xml#0004"><file-tag name=
—'"data—tabulaticn-dataset—g;gu;;g"l info-type="us" /></doc-content>

5i. Is the STF File-Tag for the Define File “data-tabulation-data-definition?* Error Mumber 1735

(1Yes [X] No

define.xml is tagged as “data-tabulation-dataset-sdtm” f you answered *No” in Fields 5h or i, Validation Rule 1735 FAILS.

Fail Rule 1735



FDA

Implementation Timeline

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

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

NDA, BLA, ANDA studies that started after Dec. 17th, 2016
Commercial IND studies that started after Dec. 17t", 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 zJ’ﬁ; >
ec. :
Dec. 2014 Dec. 2017 Jan. 2019 Mid to Late 2019 TBD
Study Data Technical Rejection Criteria are REQUIRED but NOT IMPLEMENTED Study Data Technical Rejection
tudy Data Technical Rejection Criteria are REQ 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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