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The challenges

The solution

Conclusion

Abreviations used:

SADs 4 - HLu Statistical Analysis DataSets v.4
DCD - HLu Meta Data Dictionary

CDR - Clinical Data Repository
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The funnel and the trumpet

SDTM data: Take data from a variety of sources and funnel it into a
standard format

Analysis data: Take data from a standard format and expand it into a
variety of formats depeding on study design (and the statisticians)

Data Flow
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Lundbeck challenges with SADs v.3

Time resolution was date not date-time
Data model embedded in the code

Peculiar error and warning messages -
Including reports on data issues

Only one central lab was assumed used per
study

Very steep learning curve for new programmers
Person dependent
Insufficent for new study designs
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Create the basis upon which the automated and validated production of
consistent and standardised statistical analysis reports and listings for
safety and efficacy data is possible.

The system should allow for clear documentation of the configuration
settings applied in a single study.

The system should be easy to understand and operate and yet flexible to
handle a wide range of study designs.

The system should be as CDISC-compliant as possible. Lundbeck pursues a

strategy of applying CDISC standards, terminology, and concepts in all
scientific data models.

Provide together with CDR a validated and controlled environment for the
collection and integration of clinical data across studies within a drug project.
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o ADs System

Control Tables Data pture

Dictionaries:
Global SAS formats

CDISC and LU specific
controlled terminolgy

SADs

job specification

SADs Data Model

Study specific
macros and
programs

SADs
Macro Library
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eneration Process:

ference 1D: EFX

cacy & Examination Data Sets

SDTM.QS
Legend
10: DOp _filtr |
CP130_CORE_PAT SADs Data Set QlikView SAS Data Set
SDTM.VS [ 20 Pop_Mrg | I
25: Pop_Mrg | Visit dates SDTM Table
SDTM.EG |
CT1: Date
CT4:Param [ step ID: SAS Macro Program | |
SDTM.LB |-
[ 40: Adm_Param |
A o Control Table Block ID: Sheet Name
- | 50: Calc_Der i< CT4: Derivation
CT1: RowDer or Data Capture Dictionary Reference
Global
I s&mlr [
SDTM.SV 60: FL_Per DCD: CTDictionary_Std
Generates PARAM,
PARAMCD
CT4:Dur
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Label )

Pavem - M 0

2|67 ugyedoeel At et SDTM.DM N/A 20
3|SITEID Stubly Site char DERIVED NA Pop_Mrg  |Collected from CORE_PATa 8
4|SITEGRP Pooled Site Group char DERIVED N{A Pop_Mrg  |Collected from CORE_PATa 8
5 M iNat|ams (| B, PE_ FEher \/5) dalFEReEeTsS anes NO Pl | gsteted from CORE_PATa 3
B|ARMCD Arm ! ! chér 7 DERIVED N/A Pop_Mrg  [Collected from CORE_PATa 8
TANVNAM - |Inyestigator Nam - kehar - IDERWVER NA Pop_Mrg  |Collected from CORE, PATg 40
9 U CdTl gﬁﬂsfuﬁ‘y—SpEtT VaT TaDTErvedd UL YU TP Uiy TEd I i e el € 8
9[AGE Age num 3. DERIVED N{A Pop_Mrg  |Collected from CORE_PATa i
TEC M B9 ~ cBdefncebsefnr all simm|les dat (ST [Opfes Dur 8
15[MHONGO ™~ "~ ~ [Diagnosis Ongoing? " lchar [ SDT M N OTINAT T [Pap_Mig B
16|STUDY_DAY Days in Study num DERIVED CT4Dur  [Calc_Dur 8
7ITEFAIYM nan ﬁﬁﬁgoﬁba nt fa chang ER/aly Y €I 4Dur__ |Calc_Dur 8
18fmHTERM © " T Y Ripaed vthe Diadhosis’ Jchar— @ | = 3D D'~ "~ ™MET4Dur  [Calc_Dur 200
19|MHCAT Category char $DISORDR. [SDTM.MH N/A Pop_Mrg 20
20{MHSPID Sponsor Defined Identifier char SBTMMH N/A — [Pop Mrg . _ 3
21 EHiaG N MENTual BEgned|s pRIo T Vighw 3. Padva PPENdIX D] g
22|MHBODSYS System Drgan Class char SDTM.MH NA Pop_Mrg 200
23|BODYSYSC Systemn Organ Class Code num BEST. SDTM.SUPPMH NA Pop_Sup 8
24 @_M_fuemwrmnﬂ\/ Al char SDTM.MH N/A Pop_Mrg 200
25|PTCODE Preferred Term Code num SDTM.SUPPMH NA Pop_Sup 8
26|HLGT High Level Grogh \¢rnh S TT / A‘aw SITN SDTM.SUPPMH  [N/A Pop_Sup 200
27|HLGTCODE High Level Group Code num BEST. SDTM.SUPPMH NA Pop_Sup 8
28[HLT High Level Tefd AR AM / DMA%_; [ [SDTM.SUPPMH N/A, Pop_Sup 200
29|HLTCODE HighlevelCode™ 7 " [hum ST.  [SDTM.SUPPMH  [NjA Pop_Sup 8
30|LLT Low Level Term char SDTM.SUPPMH NA Pop_Sup 200
31[LLTCODE Low Level Code num BEST. SDTM.SUPPMH N/A Pop_Sup 8
32|MHGEN Gender Specific Code Flag num SDTM.SUPPMH NA Pop_Sup 3
33|MHSTDTC Date of Diagnosis char ISO8601 SDTM.MH N/A Pop_Mrg 20
g 3?‘4!#1“’5.[\{,_* I (81 of[_)ie.l_g\nyim.,;,«_. v "\num' D,ATET[M\E. DFRIVE_D. L 1. cT1 ~_.~ Imp_[]'_l:v I WP -~ | men- 9
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Assign group centre

Rules for date imputations

Add treatment code L
Derivations:

Type casting
Scale totals

etc. Etc.

Add population flags Baseline definitions

Windowing of Visits

Period definitions
Sort order of output datasets

Study specific additions to the data model

... and much more
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Date and Date-Time
Original SDTM value --DTC

Numerical SADs value --DTN (date-time)
Imputation rule applied --DT_CD

H. Lundbeck A/S
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Data Set v |Variable v |Rule v |Expected Limit [+
ADVERSE EVENT |AEENDTM LATE MINUTE DOSE EXDTN
ADVERSE EWVENT [AESTDTN EARLY MINUTE DOSE STDTN

CORE PAT BRTHDTM EARLY DAY

CORE PAT DOSE ENDTN LATE DAY

CORE PAT DOSE STDTN EARLY DAY

CORE PAT DTHDTH EARLY DAY

CORE PAT INCOLDTN LATE MINUTE

CORE PAT INCONDTN LATE DAY
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Input (SDTM)

Settings

Output

AESTDTC = "2011-08-07"

Rule="EARLY”
Expected="DAY”

AESTDTN = 07AUG2011:00:00:00
AESTDT_CD=“Expected accuracy”

AESTDTC="2011-08"

Rule="EARLY”
Expected="DAY”

AESTDTN = 01AUG2011:00:00:00
AESTDT_CD=“Early; Day

unknown”

AEENDTC="2011-08"

Rule="LATE” Expected="DAY”

AESTDTN=31AUG2011:00:00:00
AESTDT_CD="“Late; Day unknown”

AEENDTC="2011-08-31"

Rule="LATE”
Expected="MINUTE”

AESTDTN=31AUG2011:23:59:00
AESTDT_CD=“Late; Hour

unknown”

H. L

AESTDTC="2011-08"

ndbeck A/S

Rule="EARLY” Expected="DAY”
Limit=DOSE_STDTN
(DOSE_STDTN=07AUG2011)

Dec-11

AESTDTN=07AUG2011:00:00:00
AESTDT_CD="“Early; Day

unknown”
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*Columns omitted for simplicity and readability
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Window model |[PERIODN" PERIOD VISIT RIGGER D) NOMINAL DA ROM |WT BASELINE
Stefatlt—m") SCREEN— — D - ———
default BASELINE 0
default 3|TREATMENT |Visit 3 DOSE STDTN 7 1 10|PRIMARY
default Visit 4 14 1 17
default Visit 5 21 18 24
default Visit 6 28 25 35
default COMPLETION 42 36 56
default 4]WASH OUT [Down Taper 49 0 WASHOUT
_default_ 5/FOLLOW UP (Follow Up DHMS(DATEPART(EXENDTN+T), 70 0
HOUR(TIMEPART(EXENDTN)),
MINUTE(TIMEPART(EXENDTN})),
SECOND(TIMEPART(EXENDTN)))
U \_-,r\ww-}\-wwb- AW""’" R v e R o e vy S

Lindieds




1clusions-

e i o -

We have a validated system that works!

It is flexible SDTM 3.1.x can be used as source

It has been used with success on a wide
range of indications and study designs

Easy to use A junior programmer can make a good draft
set-up of a study in 12 day

Integration of studies made much easier

The SADs data sets work for our standard reporting system

"Real” ADaM data sets can easily be created from SADs 4

Renaming and type casting is all what is
needed

H. Lundbeck A/S 6-Dec-11 14 OH ; :



A system generating SDTM has since been made applying the same
methodologies, both in development and use

SAS-DI can not be recommended as a tool for developing systems
like this

It requires not only dedicated and skilled resources to develop such a
system. They must also be assigned wholehearted by their managers

to the project

The future: Move away from Excel as control tables

CDISC PRM (Protocol Representation Model) , it
could reduce and/or simplify the control tables, and
the stat.prog. will not have to re-enter a lot of

information
Ludhech
y,
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Rico Schiller, Head of Section
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