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Metadata/Data-driven Approach
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SDTM Master Model

* NN’s approach to standardise SDTM implementation GeSnDTM
per SDTMIG version Meggtion
» Contain maximum allowed contents as a result of U
thorough end-to-end assessment
» CDISC compliance
* NN specific implementation ERT;TCh
+ Custom domains &
* Non-Standard Variables (NSV)
 Authorities’ requirements
 Traceability dal .
« Operationality Restreigf;’d Varin;abllrz

« Version-controlled Alleg ity
« Changes in requirements and usage over time
* Reproducibility

e
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: SDTM Master Model: Domain Definition
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A Fixed SDTMIG Custom

e .5. 3

P REEA .: ° basic_st¢*| Table-T. Label % Keys ~ SortKeys ¥ | map_d: in_fl¢ ¥ | suppl_qual_fla ™| include_in_rav ¥ gen_raw_seqno_fl: ¥ | extended_doma ¥ | enrich_build_orde ¥

8 5 3 STUDYID USUBJID DSSTDTC STUDYID USUBJID DSSTDTC

. »..' o Y DS Disposition DSDECOD DSTERM DSDTC DSDECOD DSTERM Y Y Y Y 120

6:. ...... ® STUDYID USUBJID LBTESTCD

$, 4 LBSPEC VISITNUM LETPTNUM

s . . Y LB Laboratory Test Results LBTPTREF Y Y Y Y XL 250
STUDYID USUBJID SESTDTC

Y SE Subject Elements SEENDTC ETCD 50
STUDYID USUBJID ZATESTCD
ZAOBJ VISITNUM ZATPTNUM
ZA Event Adjudication Results ZATPTREF Y Y Y Y 460
> M| CLASS_COLUMNS | REFERENCE_TABLES ~ REFERENCE_COLUMNS .~ REFERENCE_TSPARMS . REFERENCE ENRICH . ¥J []4 [ il

Keys » Supplemental Qualifiers dataset
SortKeys » Extended domain

Enable CDMS mapping  Build order in Enriched SDTM
Include in RAW SDTM generation Generation

L
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SDTM Master Model: Variable Definition

Fixed SDTMIG Custom
basic_s * table -7 columr;l order ¥ xmicodelist xmlicodelist_multi |~ origin | ¥ term | v algorithm | *| map_var_flag ¥ | fixed_mapping ¥ | include_in_rav ¥ | nn_interni ¥
APDM SEX 190 SEX Assigned (SEX) Y Y
APDM RACE 200 RACE (RACE) Y Y
APDM ETHNIC 210 ETHNIC CRF (ETHNIC) Y Y
APDM COUNTRY  |220 COUNTRY Assigned I1SO 3166
DM OM_GRP 10 src.src_random_grp |Y Y
Y DM STUDYID 20 Assigned i src.tr_id Y
Y DM DOMAIN 30 Assigned DM s Y
C» M| CLASS_COLUMNS REFERENCE_TABLES | REFERENCE_COLUMNS REFERENCE_TSPARM[T]{ [ 1t | >
‘basic s v table |-T columrj value_Ivi_where_col ¥ value_lvi_label_col |~ value_Ivi_collect_ct_val |~ value_Ivi_ct_cdlist_id_col | *[ enrich_build_order * enrich_rule 1 xmicodelistvalue *
Y DM RFXENDTC 10 sdtme_dm_ridts_v3$
Y DM RFICDTC 10 sdtme_dm_ridts_v3$
Y DM RFPENDTC 10 sdtme_dm_ridts_v3$
Y DM DTHDTC 40 sdtme_dm_dth_v8$
Y DM DTHFL 40 sdtme_dm_dth_v3$ Y
Y DM SITEID
Y DM INVID SDTM Standard Program

¢ » M| CLASS_COLUMNS REFERENCE_TABLES | REFERENCE_COLUMNS . REFERENCE_TSPARMS ﬂ< | 1T

v

» Order « Enable CDMS mapping

» Codelist/restricted values * Include in RAW SDTM generation
* Origin * Value-level Metadata

 Algorithm * Enrich Rule

« Comment

L
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Global Clinical Metadata

Unit Definition

d

C/F Kg/Pound

NN Codes/NSV wstlDictionary
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. Trial Definition
... ° FIOWChart CDW Oper‘ations \_Metadata Management % o
. . s . . Metadata ~ Trial ~ Manage w Logout Produdion/V3R2C11/VICP novo
o ® Tr|a| Attr'butes Select Trial Definition
... N Trial Population Select Trial Definition to work with
i o Trial Design T s .
ot :é: fis Trial Def. ID contains:  [Library |
. ° Element [Project Trial 1D Trial Definition 1D Trial Metadata Version Status
o« Epooh R e
. MEtad,ata NN-CORE-LIBRARY L:;:gz 4 LOE :g
 Trial Summary Parameters versen oS o : —
: * Intervention: Compound * Lock Trial Metadata Version at key milestones for
. Visit structure traceability e.g. Protocol Approval, DBL
Q‘i_:éd{b @r}?’*\ & (;é2~
tyS t\‘/4

-

Early Trial Setup Trial Conduct Submission
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Trial Container

 Trial Container holds trial-level operational metadata required for transfer of clinical
data/trial metadata from CDMS/MDR to SCE for automated SDTM and define.xml
generation

. o CDW Oper‘ations \_Metadata Management gm
Schedule Trial Container M ta v Trial ~ Manag v 1 t Production/V3R2C11/HAVK novo nordisk
Schedule all Trial Definitions in a Trial Container Define Trial Container
Trial Container: NN-CORE-33NNO1
Transfer Frequency:s v . )
Enable Transfer:s Y ™) Trial Container:= ‘NN-CORE-33NN01 .
Transfer Time Zone: |10 <|  Trial Container Name:= [NN-CORE-33NN01 |  Assign UNIX SCE folders
Transfer Day Number:s |1 v Trial Container Short Name:= [DMW | Project Folder contains: ‘Trial Folder contains:
Scheduling o CDW Project Folder:= [co1sc pev vl Filter
Controlled Reporting MedDRA Version:  [Latest MedDRA Version v| Project Folder: Trial Folder:
Lo Termmo_logy/ 6 Reporting WHODRUG Version: [WHODrug Global/B3 1 Septembe V| [nn-core V] [nn-core-33nn00 v]
Dictionary Version SOTM CT Version: [SDTM_2022-12-16 v @ Trial Folder
ADaM CT Version: [ADAM_2022-06-24 v|
Trial Definition/ e iP_mjgd [Trial 1D [Trial Definition ID [Trial Metadata Version Status [Use latest version |
Trial Metadata Version | NN-CORE-LIBRARY [33nN00 |2 Released |Yes *—
Blinding Status @) Blinding:= [Unblinded v
Trial Cut Off Date: | | ddMoNyyyy
Use latest Version:

L
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SDTM Generation Framework
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Statistical Computing Environment




SDTM Generation Stages

... SDTM Master Model
Lt SDTM Generation Framework
W SDTM Standard Programs

Parameter file/Trial-level Define Specification Sheet
Trial-level speciation

= .
: RAW Enriched Submission
i * Load collected data from * Create datasets for * Remove empty domains
CDMS (OC-CDW or DMW) « Trial Design domains « Remove empty, permissible
and create SDTM datasets « Extended domains variables and trim variable
- Validate submission value - Apply data enrichment length

* Apply Controlled . Load external data * Generate XPT files
Terminology * Split dataset if necessary
» Generate define.xml

» Stack datasets
 Execute custom programs
» Generate define.xml
Metadata
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SDTM Standard Programs

Component-based Design
* Governed and maintained centrally for global implementation
Metadata/Data-driven code automation
+ SDTM Master Model
 Global Clinical Metadata
» Parameter file
* Trial-level Define Specification
Plus:
* Robust
« Maximise reusability and flexibility
* Minimise maintenance
 Versioning
Minus:
* Dependency between components
* Increased complexity

Function

Mapping
Rule

Define

Common

Validation

T
Cd Isc CDISC 2023 Europe Interchange | #CDISCEU #ClearDataClearimpact 18



Tri d I -I eve I Leve rag e z::tixestg'll"l\l/:liézneration

} Generation Stage

ing, | as separator

} Parameter input to Standard Programs

Custom Program
Covers trial-specific requirements, such as special trial design

Define Specification
Table-/column-/value-level adjustments as supplement to SDTM

© e
A 8 . G o N 3
L 1| Tabiel~ Cr—| Koys - oo | comma 3
STUDVID USUBJID LBTESTCD LBSPEC imited to hematology. clinical chemistry and
uinalysis data. This domain does not include
. logy data, which are
s B
% oKl
L ) T T
. o 1 e HE———"
4 3 = T ~‘
Wi iwwe o ‘
- s 7
RIS N\ ) VLM definition
5 ] RereRDIGE TABLES | mesERence coLumns SOURGE VALLES /63 0«
I Al s c [ E 3 s
e ° T~ 7 [table| column ‘Whoraciause label _|xmicodelit| _origin __|aigorithm|comment!
— 2 LB LBORRES (LBCAT EQ "GLUCOSE METABOLISM) and (LBSPEC EQ *BLOOD) and (LBTESTCD EQ *HBAIC)  Testing Agorthm1 Comment1
—~— 3 XV VSORRESIVSTESTCD EQ "SYSEP" >
4
sl
W <> | REFERENCE_TABLES . REFERENCE_COLUMNS | SOURCE_VALUES %3 0K
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Standards Governance




SDTM Master Model Version

= CDW Operations \_Metadata Management
bk S s SeED ©rodction/VaR2C11/HAVK
bl Manage SDTM Versions

Import and Manage SDTM Versions

SDTM Version Status Import date
3.3-NNO1 Active 260kt.2022:01:52:40
3.2-NN15 Active 20apr.2022:08:36:08
3.2-NN14 Active 22mar.2021:08:15:37
3.2-NN13 Retired 04sep.2020:08:29:19
3.2-NN12 Retired 15maj2020:08:0™+ . -
3.2-NN11 Retired 230kt.2019:08:2 CDW OPEI"atIOI'IS \. Source Data Mapping
3.2-NN10 Retired 25apr.2019:07:2
3.2-NN09 Retired 14mar.2010:05: | Trial Definitions  SitesGInvestigators Mappings  Logout
3.2-NN08 Retired 14jan.2019:10:1 R ) :
3.2-NNO7 Retired 1anov.2018:08:% Edit Trial Definiton
3.2-NN06 Retired 07nov.2018:01:
S 3.2-NNO5 Retired 16aug.2018:09:1 gy npfy Trial Definition Attributes
o e 3.2-NN04 Retired 13jun.2018:08:
. 3.2-NNO03 Retired 08feb.2018:06:2 . FE
S 3.2-NN02 Retired 26jan.2018:12:j:. Trial Def. Type:» |Library v
“euunt 3.2-NNO1 Retired 26sep.2017:10:3 Trial Def. ID:= [33NN00 |
v - T =
[ import | [ Activate Ic:lt?ll 913. |NN-CORE-LIBRARY |
™ SDTM Version:
3.2-NN15
. 3.2-NN14 |
:® Trial Def. Purpose:

o © [ L L)
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CDISC Controlled Terminology Version

e
CcDW Operations \_Metadata Management gﬁ )
Production/V3R2C11/HAVK novo mISk
CDISC Controlled Terminology Overview
: a2y, SDTM_2013-04-12
'..__ Import and manage CDISC CT packages SDTM_2013-12-20
e Filter packages SDTM_2014-03-28
AR . SDTM_2015-03-27
._6- oo Package Scope: SDTM V| package Name contains: | ] Filter SDTM_2016-03-25
Shat < SDTM_2017-03-31
‘ Import I [ Edit | [ Deploy | |Lost Links| [Activate' | Retire I [ Delete | SDTM_2017-06-30
Created Date Package Scope Package Name Status __[CDISC CT Scope CDISC CT Version SDTM_2018-03-30
2016-09-26 SDTM SDTM_2013-04-12 Active os 2013-04-12 SDTM_2018-06-29
SDTM 2013-04-12 _na-
— L SDTM_2018-09-28 s
2017-06-23 SDTM SDTM_2013-12-20 Active 3[5)TM gggggg D f Tri I C tai SDTM 2018-12-21
2017-07-28 SDTM SDTM_2014-03-28 Active ?—%— €rine Iria ontainel SDTM:2019-03-29
2017-07-28 SDTM SDTM_2015-03-27 Active (s:g:M ggi:jgg:g; SDTM_2019-06-28 —_—
2017-07-28 SDTM SDTM_2016-03-25 Active SDTM 2016-03-25 ggm_ggig‘gg‘gg
2017-07-31 SDTM SDTM_2017-03-31 Active SDTM 2017-03-31 . . -12-
; Trial Container:= —
2017-07-31 SDTM SDTM_2017-06-30 Act SDTM 2017-06-30
2016-06-11 SDTM SDTM_2018-03-30 Active SDTM 2016-03-30 SDTM_2020-03-27
2018-09-05 SDTM SDTM_2018-06-29 Active SDTM 2018-06-29 Trial Container Name:= SDTM 2020-06-26
2018-10-24 SDTM SDTM_2018-09-28 Active SDTM 2018-09-28 T™ 2020
2015-05-02 SDTM SDTM_2018-12-21 Active SDTM 2018-12-21 . . SDTM_. -12-18
2019-11-05 SDTM SDTM_2019-03-29 Active SDTM 2015-03-29 Trial Container Short Name:* |spTM 2021-03-26
2019-11-05 SDTM SDTM_2019-06-28 Active SDTM 2019-06-28 —
: 3 2019-11-05 SDTM SDTM_2019-09-27 Active SDTM 2019-09-27 . . SDTM_2021-06-25
S TR 2020-01-21 SDTM SDTM_2019-12-20 Active SDTM 2019-12-20 CDW Project Folder:= SDTM 2021-09-24
o : 2020-07-16 SDTM SDTM_2020-03-27 Active SDTM 2020-03-27 —
X 3 2020-08-27 SDTM SDTM_2020-06-26 Active SDTM 2020-06-26 Reporting MedDRA Version: SDTM_2021-12-17
: 2021-01-21 SDTM SDTM_2020-12-18 Active SDTM 2020-12-18 P g . SDTM 2022-03-25
B : 2021-05-10 SDTM SDTM_2021-03-26 Active SDTM 2021-03-26 —
W 2021-11-22 SDTM SDTM_2021-06-25 Active SDTM 2021-06-25 Reporting WHODRUG Version: |SPTM_2022-06-24
Saret” oA 2022-02-18 SDTM SDTM_2021-09-24 Active SDTM 2021-09-24 P g " |sDTM 2022-09-30
S e, ° 2022-08-26 SDTM SDTM_2021-12-17 Active SDTM 2021-12-17 X =
RO S 2022-10-13 SDTM SDTM_2022-03-25 Active SDTM 2022-03-25 SDTM CT Version: SDTM_2022-12-16
. ¥ 2023-01-17 SDTM SDTM_2022-06-24 Active SDTM 2022-06-24 )
i 2023-01-31 SDTM SDTM_2022-09-30 Active SDTM 2022-09-30 ADaM CT Version: IADAM_2022-06-24 VI
2023-02-13 SDTM SDTM_2022-12-16 Active SDTM 2022-12-16
[import | | Edit | | Deploy | [Lostlinks| [Activate| | Retire | | Delete

[ L L)
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Centralised Governance

Global
Template

Data Collection
Standards

Controlled
Terminology

cdisc

SDTM, CRF/CT GST Chair

SDTM S[\?’ ~.<M, CRF/CT GST co-Chairs
N ® ADaM GST Chair

.I Global Standard Team

\ SDTM, CRF/CT
#' ADaM Programming SME

Clinical reportingS}. .{oject Data Manager
\./

Lead CDP

Data Collection SMEs
Ad-hoc members

’. Lead SDTM Programmer

Safety System SME
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QNAM/CAT

Master Model

Device/New Data
Sources and Types

Validation

Programming
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Conclusion and Outlook




5_-53;,;{? SDTM and define.xml automation made easy

it « Mature Metadata Repository
=74« Centralised governance

» High level of standardisation o/
« Data collection :
- EDC-CDMS Mapping

I » Trial Metadata Setup

« SDTM Generation Framework
« End-to-end mindset
* Focus on global implementation while
allowing for trial-specific adjustments in
a controlled manner
« Strive for continuous improvement

L
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Outlook

...embrace changes

Continuous improvement... SDRG

ClinSpark

SDTMIG 3.2
Define-XML 2.0

Study

Define-XML New Builder

2.1
NMPA SCE

oC
chw

2017 2023
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