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FDA Binding Guidance

% uires Sponsors to
mit standardized
study data in regulatory

submissions.

Providing Regulatory Submissions in
Electronic Format — Submissions Under

. STUDY DATA
Section 745A(a) of the Federal Food, TEGHNICAL CONFORMANCE GUIDE
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Standardized data allows
reviewers to more fully
understand and characterize
efficacy and safety.



eSubmissions Gateway
requiring adherence to

How do we submit this Electronic Common

study data to FDA?

Technical Document (eCTD)
Standards




Study dataset packages must include relevant
documents in Module 5 to facilitate regulatory review
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Standardized data allows
reviewers to more fully
understand and characterize
efficacy and safety.
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Metadata files drive automation and enable
traceability, while allowing for study customization

SDTM Datasets

Active |File name Split [Split name (Where Source Destination

Y ae.sas7bdat |N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y cm¥as7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y sv.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y dm.sas7bda |N \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y vs.sas7bdat |N \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y ds.sas7bdat |N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

N test.sas7bda [N \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm

Y |b.sas7bdat |Y Ib01 Ibcat = "CHEMISTRY" \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split
Y |b.sas7bdat |Y 1b02 Ibcat = "MICROBIOLOGY" \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split
Y |b.sas7bdat |Y 1b03 Ibcat %in ("CHEMISTRY", "MICROBIOLOGY") |\\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split

ADaM Programs

Active |File name Source Destination

Y t-demog.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y |I-demog.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y g-eff.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs
N header.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y init.inc \\gsasdata\biometrics\projects\p123\s1234567\task\module5\tools\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs
Y newvisid.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\tools\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y a-adsl.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\adamprog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs
Y a-adae.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\adamprog\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y globall.sas \\gsasdata\biometrics\projects\p123\s1234567\task\module5\adamprog) \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
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Automation utilities leverage metadata input files to
enable a now traceable M5 package generation process

Programs

eSub Docs

[
Datasets

e e e e e e e e e e e e e e e e e e— — —

o [ J

Legend:

I = Task Performed by Utilities or
Files Generated by Utilities

|| = Task Performed by User



Metadata Driven
QC Checks




Metadata can also drive
QC checks of M5
package contents
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Maintenance and updates to
checks are streamlined allowing
for easier updates and improved

planning for new checks



Mock QC report: metadata presented to user to
allow for easy understanding of errors & warnings

Status Source Tab Type Folder Path

ERROR tabulations_data.xIsx Datasets SDTM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\sdtm\

File Name Variable Value Check Description
The file is found in corresponding
module destination location but is
missing from prep destination
suppae.xpt location.
Subject-level analysis dataset (ADSL)

ERROR analysis_data.xlsx Datasets ADaM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\adam\dataset: adsl.xpt must be submitted.

The file is missing from the specified
source location but is found in the

ERROR analysis_data.xlsx eSub Docs Legacy \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\legacy\dataset define.xml specified destination location.

Only program files should be in the
programs folder and all programs

ERROR analysis_prgm .xlsx Programs ADaM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\adam\progran t-demog.sas should be TXT files.

The sdtm and adam folders must be
ERROR general N/A N/A  \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\analysis\ adam present.
ERROR general N/A N/A  \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\legacy\ sdrg.doc Invalid file type found.

WARNING tabulations_data.xlsx Datasets SDTM \\gsasdata\biometrics\projects\p123\s1234567\task\esub\module5\tabulations\sdtm\

ADaM Programs

Variable length for --TESTCD or

PARAMCD cannot exceed 8

characters in length. Variable may be
Ib.xpt LBTESTCD EGFRMDRD truncated.

9



Example 1:

Presence/Absence in Metadata
and/or M5 folder

A B D E F G

Active |File name Split | Split name (Where Source Destination
Y ae.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm
Y cm.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm I
Y sv.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm
Y N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm i
Y vs.sas7bdat_JN sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm |
Y \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\ i
N & \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\ |
Y Ib.sas7bdat |Y  |IbO1 Ibcat = "CHEMISTRY" \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\ |
Y Ib.sas7bdat |Y  |Ib02 Ibcat = "MICROBIOLOGY" \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |[\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\ |
Y |b.sas7bdat |Y 1b03 Ibcat *in ("CHEMISTRY", "MICROBIOLOGY") [\\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\ |

NgITiT Uatc mouaincua ypT

split 2/12/2020 9:36 AM  File folder

aexpt 5/28/2019 3:58 PM  SAS Xport Transpo... split 2/12/2020 9:36 AM File folder

g [28/ 3:58 :) ‘IV’ A [ [ I / / . A

cmXpt 5/28/2019 3:58 PM  SAS Xport Transpo.. aexpt 5/28/2019 3:58 PM  SAS Xport Transpo..

=3 dm.xpt 5/28/2019 3:58 PM SAS Xport Transpo... e - .

B amap e cm.xpt 5/28/2019 3:58 PM  SAS Xport Transpo...

ds.xpt 5/28/2019 3:58 PM  SAS Xport Transpo... o -

dm.xpt 5/28/2019 3:58 PM  SAS Xport Transpo...

Ib.xpt
sv.xpt
testxpt

vs.xpt

5/28/2019 3:58 PM
5/28/2019 3:58 PM
5/28/2019 3:58 PM
5/28/2019 3:58 PM

SAS Xport Transpo...

SAS Xport Transpo...

SAS Xport Transpo...

SAS Xport Transpo...

Missing in Metadata, Present In Folder

5/28/2019 3:58 PM
5/28/2019 3:58 PM
5/28/2019 3:58 PM

ds.xpt SAS Xport Transpo...

Ib.xpt
sv.xpt

SAS Xport Transpo...

SAS Xport Transpo...

Present in Metadata, Missing in Folder
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Example 2: Date/Time Stamp Mismatch

ﬂ” tabulations_data.xlsx 1/27/2020 8:45 PM Microsoft Excel W... 31 KB

Metadata File has newer date/time stamp

NaTTTE Date Tourey TYypE
split 2/12/2020 9:36 AM  File folder
aexpt 5/28/2019 3:58 PM SAS Xport Transpo...
cmxpt 5/28/2019 3:58 PM | SAS Xport Transpo..
dm.xpt 5/28/2019 3:58 PM SAS Xport Transpo...
ds.xpt 5/28/2019 3:58 PM | SAS Xport Transpo...
Ib.xpt 5/28/2019 3:58 PM SAS Xport Transpo...
sv.xpt 5/28/2019 3:58 PM SAS Xport Transpo...
testxpt 5/28/2019 3:58 PM SAS Xport Transpo...
vs.xpt 5/28/2019 3:58 PM | SAS Xport Transpo...

Datasets have older date/ time stamps



Example 3: Splitting Datasets

A B C D F G
Active |File name Split | Split name (Where Source Destination
Y ae.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm
Y cm.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm!
Y sv.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm!
Y dm.sas7bda |N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm
Y vs.sas7bdat |N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm
Y ds.sas7bdat [N sasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm!
N test.sas7bdgri \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm!
Y Ib.sas7bdat]|Y  |IbO1 Ibcat = "CHEMISTRY" \\gsasdata\biometrics\projects\p123\s1234567\task\moduleS\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\ |
Y |b.sas7bdat} |Y 1b02 Ibcat = "MICROBIOLOGY" \\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\
Y |b.sas7bdat} |Y 1b03 Ibcat *in ("CHEMISTRY", "MICROBIOLOGY") §\\gsasdata\biometrics\projects\p123\s1234567\task\module5\sdtmdata\ |\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\tabulations\sdtm\split\ |
)
Name Date modified Type Size
split 2/12/2020 9:36 AM File folder
& 128/ 3:58 PV A [ aner c19 KD
aexpt 5/28/2019 3:58 PM  SAS Xport Transpo... 512 KB > module5 > sdtmdata > spit O] | Search soiit
cm.xpt 5/28/2019 3:58 PM SAS Xport Transpo... 216 KB
Py
dm.xpt 5/28/2019 3:58 PM SAS Xport Transpo... 896 Name Date modified Type Size
ds.xpt 5/28/2019 3:58 PM  SAS Xport Transpo... 192 KB Ib01.xpt 5/28/2019 3:58 PM  SAS Xport Transpo... 3,512,816 KB
Ibxpt 5/28/2019 3:58PM  SAS Xport Transpo.- 8,882,816 KB Ib02xpt 5/28/20193:58 PM  SAS Xport Transpo... 1,600 216 KB
i 128/ 3:58 PM A [ -ansr 600 KR
svxpt >/28/2019 3:58 PM  SAS Xport Transpo... 00 KE Ib03xpt 5/28/2019 358 PM  SAS Xport Transpo... 3,769 784KB
vs.xpt 5/28/2019 3:58 PM  SAS Xport Transpo... 768 KB

LB Dataset > 5 gb

Three Split Datasets all <5 gb
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Metadata-Driven Execution of QC Checks

Check Type | Check Description Notes FDA PMDA Prep, M5, or | SDTM? | ADAM? | Misc? | Profiles?
Severity Severlty Both?

If .xpt datasets are greater Error Both
than 5 gb in size, there
should exist child datasets

Dataset e /split folder
Datasets referenced in SDTM = Tabulations Error Error Both Y Y Y N
define.xml are listed in the Metadata
Define.xml respective Metadata file
ADaM = Analysis
Metadata
Verify that the file name for Different name for Error n/a Both Y N N N
PDFs acrf.pdf is all lower case. PMDA
P All program files have .sas Different name for n/a Error Both Y Y Y N
rograms extension FDA
All files in /adam/datasets Error Error Both Y Y Y N

have Active=Y in Analysis
Structural metadata
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Use Case 1: Inclusion of Non-Traditional
Elements

Active |File name Source Destination
Y t-demog.sas sasdata\biometrics\projects\p123\s1234567\task\module5\prog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y |I-demog.sas sasdata\biometrics\projects\p123\s1234567\task\module5\prog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
X geffsas ___ [\\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs
N header.sas Y\gsasdata\biometrics\projects\p123\s1234567\task\module5\prog\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs
Y init.inc sasdata\biometrics\projects\p123\s1234567\task\module5\tools\ sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y newvisid.sas sasdata\biometrics\projects\p123\s1234567\task\module5\tools\ \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y a-adsl.sas sasdata\biometrics\projects\p123\s1234567\task\module5\adampro sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y a:adae sas_______[\\gsasdata\biometrics\projects\p123\s1234567\task\module5\adampro, sasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs\
Y globall.sas sasdata\biometrics 123\s1234567\task\module5\adampro \\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\analysis\adam\programs)

Name Date modified Type
/tOOlS Q initinc 1/25/2017 5:29 PM INC File

newvisid.sas 1/25/2017 529 PM  SAS System Progr...

Name Date modified Type Name s Date modified Type

/prog

/adamprog

}:& g-eff.sas

header.sas

|-demog.sas
t-demog.sas

1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM

SAS System Proqr...
SAS System Proaqr...
SAS System Proqr...

SAS System Progr...

a-adae.sas
a-adsl.sas
g-eff.sas

globall.sas

Name

L] initinc
newvisid.sas

Date modified

1/25/2017 5:29 PM
1/25/2017 5:29 PM

Type

INC File

SAS System Progr...

d initinc

|I-demog.sas
newvisid.sas
t-demog.sas

1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM
1/25/2017 5:29 PM

SAS System Program
SAS System Program
SAS System Program
SAS System Program
INC File

SAS System Program
SAS System Program

SAS System Program

Documents in Source Areas

Documents in Destination
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Use Case 2: Adding Datasets to Miscellaneous

Folder

Active

File name

Source

Destination

Y

lookup.sas7bdat  |\\gsasdata\biometrics\projects\p123\s1234567\task\module5\adamdata

\\gsasdata\biometrics\projects\p123\s1234567\task\esub\prep\misc

Name Date modified Type

adae.sas7bdat 5/28/2019 3:58 PM SAS Data Set
adcm.sas7bdat 5/28/2019 3:58 PM SAS Data Set
adeff.sas7bdat 5/28/2019 3:58 PM SAS Data Set
adlb.sas7bdat 5/28/2019 3:58 PM  SAS Data Set
adsl.sas7bdat 5/28/2019 3:58 PM SAS Data Set

advs.sas7/bdat 5/28/2019 3:58 PM SAS Data Set
lookup.sas7bdat 5/28/2019 3:58 PM SAS Data Set

Documents in Source Areas

Name Date modified Type

lookup.sas7bdat 5/28/2019 3:58 PM SAS Data Set

Documents in Destination
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QUESTIONS?



