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Outline

v Process
« Legacy data conversion

* From (e)CRF design to e-submission deliverables

v Ensuring quality
 Quality control activities

* Process design

v Summary and conclusions
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ACCOVION
Process Flow — Legacy Data Conversion

Annotated CRF Specifications define.xml (SDTM)
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From (e)CRF Design to e-Submission

SDTM N\

Specifications .
Annotated CRF P : define.xml (SDTM)
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Process Flow — ADaM

ADaM Specifications = 1=

Datasets
- Analysis datasets creation
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Communication

v Who
« Sponsor - FDA

» Cross-functional project team
v What

« Requirements (e.g., all/specific data, programs)

» Sponsor specific guidelines (e.g., mapping scenarios, terminology)
v. When

* From project set-up to project completion

v Where

 Track decisions in 1 shared document
> Transparency, aid in quality control

* define.xml

v. Why
e Standardized documentation of data flow

« CRF => analysis results via standardized metadata
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BRTHDTC st
Date of Birth: (. | |
(day) (month) (year)
Annotated CRF
(check only one)
e
1 Black / African American
1 Oriental / Asian
b SCORRES where SCTESTCD=RACEOTH
L Other Please specify, —_—
-
.VI Re q u I re m e ntS Study Inckcaton: SCORRES here SCTESTCD=IDC
.l " Date Time
« eCTD Portable Document Format Specifications/ |sxum
L - - - Informed Ci it (day J mont : ear) [ \m‘.‘rcn(
CDISC Draft Metadata Submission Guidelines [/ ==~ ==
(dzy) (month) (year)
9 S D T M C O n t e nt j:‘:i:i::?"n" ] : (o) : fyew)

-> Annotation legend (standard layout)

> Hyperlinks from repeat pages to annotated pages (see page 5)
> Bookmarks

> Named destinations

* Prepare reference aCRF

v QC Steps
» Verify requirements
» Tool: Checklist
« Final check in eCTD folder structure
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SDTM specifications

v Requirements

e Format

> Facilitate automated information usage (e.g. EXCEL) .

Dataset templates
Input for define.xml
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« Contents
> List of SDTM domains

> Domain specifications based on SDTM IG domain tables

Start with Trial Design

Mapping from legacy format to SDTM (exclude from define.xml)

> Controlled Terminology

* Prepare reference specifications

v QC Steps
* Verify requirements
» Check consistency with Annotated CRF
« Review and acceptance test by sponsor
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SDTM Datasets C

Mapping
v Requirements programs

« Specifications

« SDTM standard /SDTM /
>SDTM IG
> Specifications for SDTM Validation Criteria V.1 (Draft)/
WebSDM™ edit checks

« Reproduction of study results

v QC Steps

 Validation of mapping programs

* Programmatic/manual check of SDTM validation criteria

> Communicate/document exceptions (=> define.xml)

* (Reprogramming of key results based on SDTM)
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Define.xml (SDTM) e

v Requirements

CRT-DDS (define.xml) V1.0 B
CDISC Draft Metadata Submission Guidelines |
eCTD Validation Criteria

> Location and modification of stylesheets

Consistent with SDTM specifications & data
v QC Steps

« Schema Validation
» Correct Hyperlinks in eCTD structure

* Process =>

Built-in consistency with specifications & data
PhUSE SDE, 06-May-2009 10
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" gom = Analysis datasets
ADaM specifications g
v Requirements
|
 Draft ADaM V2.1, Draft ADaM IG V1.0 L1

-> Datasets design
-> Metadata concept Analysis results

[ . | men | i | i | sopien

« Approach similar to SDTM mapping

> New metadata element: Analysis Results Metadataf;
> Start with ADSL (Subject Level Analysis Dataset)
> Derivations based on SDTM data

v QC Steps

» Review specifications
> Check for correctness and comprehensibility

> “One PROC away" approach
PhUSE SDE, 06-May-2009 11
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ADaM Datasets & Programs “Datasers JJ

creation
v Requirements programs
« ADaM specifications
» Programs in ASCIl| + PDF format / ADal /
> eCTD requirements/validation criteria —

|
- File names Results

- PDF version, document properties creation
programs

v QC Steps I
« Validation of programs nalysTs JJ
> Contents consistent with specifications results

(TLGs
> “Review-friendly“ programs \/L—

* (Reprogramming of key results based on ADaM)
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ADaM define.xml|
v Requirements

« Draft ADaM V2.1, Draft ADaM 1G V1.0

> Metadata concept
 eCTD Validation Criteria

> Placement and modification of stylesheets

« Supplemental data definitions (extension of metadata concept)

» Consistent with specifications & data

v QC Steps
« Schema Validation

» Correct Bookmarks & Hyperlinks in eCTD structure

* Process =>
Built-in consistency with specifications & data
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Communication to Reviewer - ADaM

Table 1: Swmmary of Jubject Characteristics

Fafery Fopulation

“:‘ SAS System Yiewer - [adslxpt]
E} File Edit Visw Window Help

Revision History :
[#] Date Author

pescription

“/
£
i Beginning of cCode “j;

OPTIONS FMTSEARCH=(cat.adam_fmt) nodate;
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+

D Datasets

LI SDTM definexml >

L1 Supplemental Data Definitions
* [J Analysis Results Metadata

D Value Level Metadata
| Controlled Terminology

B = ShMm 74 iE | &
Subject Characteristic Statistic (M=80)
— Unique Subject Subject Subject
Idtu 3; Subject Identifie| Subject [Reference|Reference
Gender ENLITIE) dentitie| Identitie|r Tor the| Number start End Aae S
MALE n (%) 54 [ 67.5 %) srugvm v r Study |(SUBJION) |Date/Time|Date/Tins| LAGE] (825
FEMALE n (% z6 [ 32.5 %) ! Miusuestor| (sierog | (suea1o [RFSTOTC] | [ RFENDTC)
Race
2005-01-0|2005-02-2 251
2005-01-0[2005-01-1 24 M
Analysis Results Megadata (Summary) for Study 2005-01-0|2005 022 13]F
2005-01-0|2005-02-2 19(F
o . . 2005-01-0 |2005-02-1 20(F
Table 1: Summary of Slbiect Characteristics 2005 01-0(2005-022 eI
Taklt | Analysis S Table 1: Summary of Subject Characteristic|Subject Level Dataset (ADSL) adslapt
2 . R Controlled
Description Frequency distribution of Gender and Face. Det| Variable Lahel Type |LengthFormat Terminology Source/Computation Method Conument
Age at Day 1, Weight at Screenng, HM STUDYID | Studyldentifier | test |12 DM STUDYID
. . TUSUBIID TUnique Subject text |21 DM USUBIID
Reason pre-specified in protocel Identifier
Data SITEID Study Site text |4 DM SITEID
Ref subiect Level (ADIET) [ SAFFL ="1" ] Ldrificy
elerences SUBIID | Subjectdentfier | text |3 DM SUBJID
Documentation |3 lsum pdf, See CSR 6.4 ki
oc Entatiyy EE program S.Sum pal, See ) SUBIDN | Subject Number | integer |8 Derived from USUBJID: Convert last two characters from
TSUBJID mto numeric
RFSTDTC | Subject Reference | text |20 DM RFSTDTC
Start Date/Time
RFENDTC | Subject Reference | text |20 DM RFENDTC
+ Pragram name 1 sTsum. sas End Date/T:
+ Description : Program To create summary of subject characteristics nc Lales me
+ Type . sas pl‘g?l‘am AGE Age infeger |8 DM AGE
+ output type : sas tahle X . ez |11 SEX DILSEX
+ Program responsible @ <name of programmers
+ Date of creation 1 25-Nov-2008 I
+ Input files : adam. ads1
+ output files :osTsum. st
[+ system 1 SAS 9.1 on HP-UX D Annotate¥ Caze Report Form
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Communication to Reviewer - SDTM

[ annotated Case Report Form
* [ patasets

Datasets for Study DEMO-STUDY

11 value Level Metadata Dataset Description Class Structure Purpose Keys Location &}"
*/1) Controlled Terminology SE Subiect Elements | Trial Design | One record per actual | Tabulaton | STUDYID, se.xpt _;
element per subject TSURIID, ETCD, o
SESTDTC h‘ & 5 m M v @
sV Subiect Visits Trial Design | Cne record per subject | Tabulation | STUDYID, 5
per actual visit TSURIID, Age in
WISTTHUM BGEU at |Age Units| Gex
TA Trial Arms Trial Design | One record per plammed | Tabulation | STUDYID, RFSTOTG | - (AGEU) | (SEX)
element per arm ARMCD, [STUDYID) | (DOMAIN) [AEE)
TAETORD [USUBJID) | [SUBJID) | (RFSTOTC]| (RFENDTC)| (SITEID)
TE Trial Elements Trial Design | One record per element | Tabulation | STUDYID, 1878-01-0 24| YEARS
ETCD
1860-02-1 24| YEARS
TI Trial Trial Design | One record per IUE Tabulation | STUDYID, K 16 VEaFS
Inclusion/Bzclusion criterion IETESTCD
Criteria 1984-08-2 19|YERRS
Ts Trial Summary Tral Design | Cne record per tnal Tabulation | STUDYID, 1984-11-1 20/ YEARS
summary parameter TSPARMCD, TR 15 VERRS
TSSEQ
v Trial Visits Tial Design | One record per planned | Tabulation | STUDYID, 1466-02-2 8 YERRS
wistt per art VISTTIUM 1961-12-0 43 YEARS
DM Demographics Special One record per subject | Tabulation | STUDYID, 1953-10-2 41 YEARS
Purpose USURIID
1 s 1968-06-1 36 YEARS
Demographics Dataset (DM) v trmerd 1962-04-0 22| YEARS
Controlled
Variable Label Type | Terminology Origin Role Comment
STUDYID Study Identifier tezt CERF Page Cover IDENTIFIER. | STUDYID = "DEMO-STUDT"
eoy
DOMATN Domain Abbreviation | text Derived IDEMTIFIER | DOMATN="D}" BRTHDTC 5“:°E’\ PAGES T
TSUBIID Unicue Subject tesxt Deriwed IDENTIFIEE. | Concatenation of STUDYID, SUBIID Date of Birth: [ r . 1 Male $SEX
Identifier separated by "_" (day) (month) {year) Female M=Male
SUBRIID Subject Identifier for | text CEF Page Cower TOPIC : F=Female
the Study Ethnic Group:
k only on =
RESTDTC | Subject Reference text Derived TIMING Firet intalce of study medication in FSmas only bash RACE L—J
Start Date/Time randomized treatment phase . Caucasian
RFENDTC | Subject Reference text CRF Page 29 TIMING Date of last wisit 2 Black / African American
End Date/Time 1 Oriental f Asian
SITEID Study Site Tdentifier text CRF Page Cover RECORD —» SCORRES where SCTESTCD=RACEOTH
QUATIFIER {1 Other Please specify:
oTvVID Investigator Identifier text CEF Page Cover REECORD o
QUALIFIER Study Indication:  scORRES where SCTESTCD=INDC
DTVHAM | Investigator Hame text CRF Page Cover SYHONYIM Healthy Volunteer
OUATIFIER
BRTHDTC | Date/Time of Birth text CRF Page 2 RESULT Date Time
OUATIFIER
: : : DSDECOD, DSTERM DsSDTC
AGE Aige in AGEU at nteger Derived RESULT Agein AGEU at RESTDTC I i '
RESTTS W LTRTER Informed Consent (day) o onth) {year) (24-hour clock)
AGET Age Units text | AGEU Derived VARIABLE AGET ="YEARS" . I ’
QUATIFIER. Screening {day) (month) fyean
SEX Sex text | SE3L CRF Page 2 R > I
OUATIFIER Study Admission (day)  (month) {year)
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DM DOC - 05-MAR-2005
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Summary & Conclusions

v THE STATUS NOW

« Data flow as communicated to FDA
-> Quality ensured via process design (built-in consistency)

* Manual QC steps to ensure full data/information integrity

v THE FUTURE

« Automated data/information exchange
> From Protocol (Trial Design, SAP)
> To CDASH
> To SDTM
> To ADaM

 Final submission package with less manual QC steps

v Follow up on CDISC standards developments
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Thank You!
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