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«  Study Data Tabulation Vodel

« AIM :

— Define a global standard for study data tabulations
— Standardise regulatory submissions
— Currently, de facto standard between the CROs and sponsors

« Focus on study data tabulation content

* Requested by FDA for all submissions ®cosc

Study Data Tabulation Model
Implementation Guide:
Human Cli fals

ininininininin

(http://www.cdisc.org/models/sdtm/vl1.1/index.html)
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SDTM Adoption By FDA

« EXpected to be « required for FDA submission » within 2
years

— Only CDER and CBER

— CDRH interest is rising, CDISC SDTM team has formed a
medical devices subteam

- FDA CDER:

— Requesting sponsors to submit in SDTM format
— Encouraging sponsors to submit in ADaM format

 FDA is reporting > 70% SDTM based submissions

« Continuous FDA pilot projects




“sBusiness &Decision

Life\Sciences

Introduction

« New releases:

— SDTM IG 3.1.2 (298 pages)
— SDTM 1.2

- SDTM IG 3.1.2:

— Additional guidance
— More examples
— Minor and major changes to the model

(http://www.cdisc.org/standards/index.html)
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New Published Domains

« PC = Pharmacokinetic Concentrations
« PP = Pharmacokinetic Parameters

DA = Drug Accountability
« DV = Protocol Deviations

«  MB = Microbiological Specimen
 MS = Microbiological Susceptibility

 CE = Clinical Events
*  FA = Findings About Events/Interventions
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PC & PP: Pharmacokinetics

- Pharmacokinetic Concentrations: Data about concentrations
of analytes as a function of time

*  Pharmacokinetic Parameters: Data describing parameters of
time-concentration curve

» PP derived from PC
— Records are related via RELREC

— However often not all concentrations are used for calculation of a
parameter

— Need to indicate which PC data is used to calculate which PP
parameter
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PC & PP: Pharmacokinetics

| STUDYVID | DOMAIN | P 1D | PCTESICD | PCTIEST |  PCCAT _PCORRES | PCORRESU | PCTPT | PCIPINUM |
XYZ PC 18 1 RG DRUG X | Studydmgz | ANALYTE 9 ng/mL 5 min 1
XYZ PC 18 2 DRGX DRUG X | Studydrug | ANALYTE 20 ng/mL 25 min 2
XYZ PC 18 3 \.DRGX/ | DRUGX | Studydrug | ANALYTE 31 ng/mL 50 min 3
XYZ PC 18 3 EX E/ DRUGX | Smdydrug | ANALYTE 20 ng/mL 100 min 1
( J
XYZ PP 18 1 @ TMAX L o Bx. | peven 1.04 h
effect
Max effect
XYZ PP 18 2 \ j CMAX Conventraion | DRUG X 385 mg/L
XYZ PP 18 3 SOME THALF Halflife of 1st | o6 x 0.42 h
exp phase
_

TMAX and CMAX use ALL PC concentrations

[ ]

* THALF does not use PCTPT = 100 min

+ RELREC

 STUDYID | RDOMAIN D | IDVAR | IDVARVAL | RELTYPE | RELID

XYZ PP 18 PPGERFID ALL 1
XYZ PC 18 PCGERPID DEGX 1
XYZ PC 18 PCGRPID w 1
XYZ PP 18 PPGRPID )~ SOME 2
XYZ PC 18 PCGRPID { DRGX 2
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* Clinical events of interest

» Not classified as Adverse Events
— Stated in Protocol
— Disease under study, ‘Signs and Symptoms’

« Examples:
— Nausea, headache, ...
— Rash event
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Findings About

« Solution for problems SUPPQUAL cannot handle
— Additional information with different timing
— To represent each measurement with its unit
«  Only in combination with Events, Interventions
* Linked via RELREC

« New variable: --OBJ

s —

Interventions
~— -

S

Events

SDTM IG 3.1.2 section 6.4.1
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When to use Findings About

- Data that do not describe an Event or Intervention as a whole
— different timing
— snhapshots over time

+ Data that indicate the occurrence of related symptoms
— E.g. Migraine <-> related symptoms: nausea, headache

« Data for which no Event or Intervention record has been
collected or created

— Details of condition collected, condition itself not collected

- Data that indicate the occurrence of pre-specified AE’s
— AE: AE’s that did occur
— FA: Presp. AE’s that did not occur

- Data having qualifiers that can be represented in Findings
variables

— Units and methods
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Use case 1:

Data that do not describe an event or
intervention as a whole

When did the event end?

Watery Stools

Jan 5, 2006

Jan 11, 2006

AESTDTC

/

|AEENDTC

At each visit, record severity

GW Event

(L = Mild, M = Moderate, H = Severe)
Visit 1 2 3 4 N
F)%!:ﬁs where
Severity L M H L FATESYCD = "SEV"
AE Watery darrhea SEVERE 2006-01-05 | 2006- 01 11
/ Stools
 STUDYID | DOMAIN | USUBJID |/FASEQ \ FATHSTCD FATEST | FAOBI ) FADRRES | VISIT | FADTC
b 6.5 4 FA 123 1 SEV | Severity/Infensity Dlanheg/ MILD 1 2006-01-06
FAAE [xxx FA 123 ] EV \ Severity/Intensity | Diarthdh | MODERATE | } 2006-01-07
XXX FA 123 3 SEV \ Severity/Intensity | Diarrh SEVERE 2006-01-08
XXX FA 123 4 SEV_\ Severity/Intensity | Diarrhed | MODERATE |4 2006-01-11
RELREC
__STUDYID "USUBIID IDVAR\ | TDVARVAL | RELTYPE |
XXX 123 AESEQ 1 1
XXX 123 FASEQ 1 1
XX 123 FASEQ 2 1
XXX FA 123 FASEQ 3 1
XXX FA 213 N FAsEQ / |4 1
\ /
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Data that indicate the occurrence of related

Use case 2:  symptoms

 Migraine Symptoms Diary [CETERM :
Migraine Reference Number \_ 90567 -
v 0 ' L = 1 - -2
When did the migraine start MM-YYYY 16-05-2007 [CESTDTC u
HH: 10:30
Answer the following 5 minutes BERORE dosing |FAORRES where FATESTCD = "SEV"|
Severity of Migraine AMild  © Modedate /v Severe
Associated Symptoms:
Sensitivity to light oNo W S N SEEES T
o . where
Sensitivity to sound No Fﬁ& = "OCCUR"
Nausea o\No
Aura Q Yes / ,A
- CE STUDYID | DOMAIN | CES0 [ CEsFD CETERM [ CEDECOD [ ® CESTDTC
ABC CE ABC-J23\ | H 90567 Migraine Migraine 2007-05-16T10:30
/| Row | STUDYID | DOMAIN | USUBJID EQ [FAS ATESTCD [~FATEST FAOBJ FACAT
1 ABC FA4 JBC-123 90567 \| FEV Severity/Timsy_ | Migraine MIGRATNE SYMPTOMS
2 ABC FA JARC123 /2 W67 JJocCur Ocourence ensitivity To Light MIGRAINE STMPTOMS
3 ABC E4 [ 48C-123/ | 3 9050, OCCUR Occurrence Sensttivity To Sound MIGEAINE STMPTOMS
4 ABC FA ABC-1Z [ 4 90567 OCCUR Ocowrence Nausea MIGRAINE SYMPTOMS
5 | ABC FA ]| &BCA3 |6 N90567 / NOCCUR Occurrence Aura MIGRAINE STMPTOMS
« FACE<X ;7 X 1\
Row FAORRES/ ASTRES C F. FATPT FAELTM | FATPTREF
1 (cont’d) SEVERE ' l SEVERE 2c07}cs- 16 5 PRE-DOSE -PT5M DOSING
2(ont'd | T ¥ 2007]es-J ¢ 5M PRE-DOSE -PT5M DOSING
3 cont’d) n i 2007516 5 PRE-DOSE -PT5M DOSING
4 cont’d) | T Y 2007-§5]16 54 PRE-DOSE -PT5M DOSIIG
\_ | 5Cont’d) T T 2007-§5}1¢€ 5M PRE-DOSE -PT5M DOSING
STUDYID | RDOMAIN | USUBJID/| TDVAR \ IDVARVAL | RELTYPE RELID
 RELREC ABC CE [ cesrD ONE 1
ABC FA \| FASPID LAY 1
N
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Data for which no Event or Intervention

Use case 3: record has been collected or created

« Rheumatoid arthritis Event is not created
* Rheumatoid arthritis details are collected
* No RELREC

ate of symptom assessment |FADTC | Jan 5 2006 u

During the past 5 months, how wouttd you rate the following: [FAEVLINT = "-P5M" |

N

FAORRES where

Joint stiffness o Mild ate  WSevere
Inflammation w\ild o Moderat FATESTCD = "SKV"

Duration of early moiw \

stiffness 7 Hours 75 Minut "’:-;iRRES where FA TESQD =
R"

D Gl ~ [~ _FAOBJ | FACAT | FAORRES |* FADTC | FAEVLINT

FA 123 1 SEV Joint Stiffness | RHEUMATOID | SEVERE 2006-01-05 -P5M
ARTHRITIS
) HISTORY

FA 123 2 SEV Severity/ Inflammation EHEUMATOID | MILD 2006-01-05 -P5M
Intensity ARTHERITIS
HISTOREY

FA 123 3 DUR Duration Early Morming | RHEUMATOQID | PT1HISM 2006-01-05 -P5M
Stiffness ARTHRITIS
HISTOREY
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Data that indicate the occurrence of pre-

Use case 4. specified Adverse Events

« SDTM Rule: AE can only contain Adverse Events that did occur
* No RELREC (no relationship collected in CRF)

Date of Assessment Jan 12, 2006 u u
Did the following oceur?
(1f Yes. enter record in AE CRF)

Headache ¥ o Not Done
Respiragbry Infectidy o Yes

FAORRES where

ot Done (FATESTCD = "OCCUR"
oNo ©Yes W NorDone

l
- AE (collected mAE RF)

STUDY. Y T D | ABSEQ | AETERM | AESEV T AEPRESP TNAESTDTC | AEENDIC
YTY A i T N Headache | MID T 2006-01-11
™

_STUDYID | DOMAIN. FASEQ_ 'CD | FATEST [* FAOBJ | FA [ FASTAT | “FADIC _
YYY FA 12 1 QCCUR Occurrence Headache Y 2006-01-12
YYY FA 12 2 OCCUR Occurrence Respiratory | N 2006-01-12
Infection
YYY FA 12 3 OCCUE Qccurrence MNausea NOT 2006-01-12
DONE
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Data having qualifiers that can be

Use case 5.  represented in Findings variables

Date of assessment |FADTC]| Jan 8, 2006 n

Associated AE reference nitmber [FASPID] 5

Rash Size FAORRES/FAORRES,\% 1.5  ocm win N ’
FATESTCD = "SIZE"

Lesion Type & Count

Macules —eET c0 300 %>300 [FAORRES where iR
Vesicles o 1to o >300 |[FATESTCD=
Scars 300 COUNT

. AE (collected o)

ZZZ AE 123 1 |\S \ njection Site Ras LEFT ARM SEVE 21}06 01- DS

- FAAE

STUDYID | DOMAIN | USUBJID | FASEQ |[/FASPID\| FATESTCD | FATEST FAOBJ\ | FAORRES |FAORRESU [FADTC
7 FA 123 1 5 \ sI Size Injection Site PALS IN 2006-01-08
Rash
777 FA 123 2 5 COUNT Count Macules =300 ¥ 2006-01-08
ZIT, FA 123 3 5 J COUNT Count Vesicles 0 2006-01-08
777 FA 123 4 /RCOUNT Count Scars 1 to 300 2006-01-08
NS
T BT R TR T T AT TS T TR A T R TR
222 AE 123 [ [aEsPID [) ONE 1
[ J
RELREC ZZZ FA 123 \|Farm |/ MANY 1
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SDTM Domain Metadata

Table 3.2.1. SDTM Submission

Logical keys have changed

Sponsor defined sorting

keys allowed

!

Dataset_’-])eﬁnition Metadata _Example

SU Substance Use Interventions One record per substance Tabulation STUDYID.
type per reported USUBIID, SUTRT.
occwrence per subject SUSTDTC
AE Adverse Events Events One record per adverse Tabulation STUDYID, ae.xpt
event per subject USUBIID,
AEDECOD.
AESTDTC
DS Disposition Ewvents One record per disposition | Tabulation STUDYID, ds.xpt
status or protocol USUBIID,
milestone per subject DSDECOD.
DSSTDTC
MH Medical History Events One record per medical Tabulation STUDYID, mh.xpt
history event per subject USUBJID,
MHDECOD
DV Protocol Events One record per protocol Tabulation STUDYID. dv.xpt
Deviations deviation per subject USUBIID,
DVTERM,
DVSTDTC
CE Clinical Events Events One record per event per Tabulation STUDYID, ce.xpt
subject USUBIID,
CETERM,
CESTDTC
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«  Technigue for pre-specified Events or Interventions
Situation Value of Value of Value of
~PRESP | --OCCUR —-STAT
Spontaneously reported event occurred
Pre-specified event occurred Y Y
Pre-specified event did not occur Y N
Pre-specified event has no response Y NOT DONE
° Exam p | e: MEDICAL HISTORY
Conditions of interest: IMHOCCUR)|
Diabetes |MHTERM)| O yes w'no
Gastrointestinal disease O yes 0 no
Hypertension w'yes O no
If other significant medical history, specify:
Migraines
Nose bleeds
STUDYID | DOMAIN | USUBJID | MHSEQ MHTERM MHPRESP | MHOCCUR | MHSTAT
ABC MH 001 1 DIABETES Y N
ABC MH 001 2 GASTROINTESTINAL DISEASE | Y NOT DONE
ABC MMH 001 3 HYPERTENSION Y Y
ABC MH 001 4 MIGEAINES
ABC MH 001 3 MNOSE BLEEDS
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--STTPT, --STRTPT, --ENTPT, --ENRTPT

SDTM IG 3.1.1: Reference time points in DM
SDTM IG 3.1.2: Protocol-specified reference period per domain

~STTPT —ENTPT

Y

PROTOCOL-SPECIFIED Reference Period

? .
. ?
-STRTPT = _.ENRTPT =

BEFORE

BEFORE COINCIDENT
COINCIDENT AFTER
AFTER ONGOING

u U
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Origin of Variables

+ Metadata documented in define.xml

« SDTM IG 3.1.1 « SDTM IG 3.1.2
— CRF — CRF
— Derived — Derived
— Spo ned — — eDT
— Assigned

— Protocol
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Origin of Variables

« CRF
— Paper or electronic

« Derived
— Calculated from other SDTM variables

« eDT: electronic Data Transfer

« Assigned
— Individual judgement, adjudicator
— Default values: DOMAIN, --TESTCD

*  Protocol
— Trial Design
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Indicates which CDISC

Varible |yl igel | Type [Torms, Codelit| Role ]
] e [lerms, Co '
Name P | o Bormat codelist should be used
BETHLTC |DateiTime of Birth Char (IS0 2601 Fecord  (Datedti irth of thi-crmereee ror—prrrrre—rr—rd |
Jualifier
LGE Lyze Harn Feoord _Afze expressed in AGED. Ilay be dertved from RFSTDTC and B
Q}Lﬂ{BRTHDTC, bt BETHDTC sy niot be aseailable in all cases (due to
A subject pIvACY conCerns).
L GELT Luge Tnits Char [[AGET) 4  [Varable |Units associated with AGE. Exp
ualifier
SEX Sex Char  [(SEX) Feeord  [Sex of the subjsct Reo
Jualifier . .
RECE  [Fam Char  [(RACE) e Faoriesd| | NAIcates variable may
Califier  (Ethrdeity Diata ]
W be subject to sponsor CT
regarding FACE:
ETHWIC  |Ethnicitsy Char  [[ETHHIC) Feco The ethnicitsy of the subject. Spongors should refer to “Collection of Race [Perm
ifier  |and Ethedeitsyy Data in Clingeal Trals™ (FD&, Septeraber 2005) for
/ emidance rezarding the collection of ethrdcity
hitphanane fda . gordederf nidanc ef 536 56501 hiw).
LELCD  |Planmed Ay Code Char |* = Fecord  [ARMCD is lirnited to 20 characters and does not have special character  |[Heg  BFDTRIG 4121
Chialifier  (restrictions. The madrom lensth of ARWICD iz longer than for other
“shott™ warighles to acco rrmodate the kind of values that are likely to be
reeded for crossover trials. For exarmple, ift ARNICD walues for a seven-
petiod crossover were constricted using two-character sbbreviations for
each treatrnent and separating hyphens, the length of LRTCT values
wronld be 20.
& BV Degeription of Planmed  [Char ¥ Synonyn (Marne of the Srn to which the subject was assigned. Heq RDTRIG 4121,
Lurn Cualifier EOTRHIG 4.1.2.4
COUNTEREY |Country Char  [[COUNTEY)  [Fecord  [Country of the irmestigational gite in which the subject participated in the [Reg
[50 3166 Cualifier  [trial.
CRLIDTC  [Date/Tirme of Collection [Char IS0 2601 Timng  (Dateftime of dermographic data collection. Ferrn [RDTIV 225,
EDTRIG 4.1.4.1
DD Study Day of Collection [Muwm Tining  (Studsy day of collection measured as integer days. Permn [DTRI 225,
EDTRIG 4.1.4.1

* Budicates variable may be sulject 0 aomtrolled wrmiolagy, (Farenthesis fidivates COINCINCT codelist code value)
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Controlled Terminology

« CDISC CT: September 2008

(http://www.cdisc.org/standards/terminology/index.html)
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Trial Design

SE and SV are now Special-Purpose domains

Some new variables
— TIVERS: Inclusion/Exclusion criteria version number
— TIRL: Inclusion/Exclusion Criterion Rule
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Additional Functionality

« Splitting domains

— 1 domain, multiple datasets
— By --CAT or --OBJ
— Examples:

FAAE, FACE, FASU
QSAD, QS36

« The value « multiple »

— Only for non-result qualifiers
— See example on next slide
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Additional Functionality

[DM]
Race Check all that apply
American Indian or Alaska Native W N
Asian RACE ]
Black or African American W .
Native Hawatian o Other Pacific Islander 0 > | Multiple values checked
White O
Other, Specifv: _ Aborigine w D
Checked values go into
QVAL
- DM
Row STUDYID | DOMAIN | USUBIJID RACE
1 ABC DM 001 MULTIPLE
- SUPPDM
Row | STUDYID | RDOMAIN | USUBJID | IDVAR | IDVARVAL | QNAM QLABEL QV
1 ABC DM 001 RACEI Race | AMERICAN INDIAN OR ALASKA NATIVE
2 ABC DM 001 RACE? Race 2 BLACK OR AFRICAN AMERICAN
3 ABC DM 001 RACE3 Race 3 OTHER
4 ABC DM 001 RACEOTH | Race, Other ABORIGINE
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SDTM 1.2 — SDTM 1G 3.1.2

= Expanded model

= More functionality, usability

= More complex ?

= Correction of SDTM IG 3.1.1 errors

- Backward compatible

= Will become current FDA submission standard
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Questions ?




