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History of Therapeutic Area User Guides

First one published in 2011 — Alzheimer's Therapeutic Area User Guide v1.0

CFAST is Launched in 2012
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Original plan: 55 TA Standards in 5 years, today 44 TA Standards in 8 years



Today we are here
CDISC Standards in the Clinical Research Process
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Current Therapeutic Area User Guide Overview

Therapeutic Area (TA) Standards extend the Foundational Standards to represent data that pertains to specific disease areas. TA Standards include disease-specific metadata,

examples and guidance on implementing CDISC standards for a variety of uses, including global requlatory submission.
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https://www.cdisc.org/standards/therapeutic-areas/disease-area



https://www.cdisc.org/standards/therapeutic-areas/disease-area

CDISC Standards Development Process

Changes needed
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Concept Map (scoping)

Provides scope and extent of TA User Guide

Facilitates communication between
scientists and data standards experts
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| EXCAT= HIGHLIGHTED DOSE

Annotated Case Report Forms and Datasets

Example CRF 5: Hypoglycemia

CETERM= Hypoglycenic Event
CECAT= HYPO EVENTS

Any Hypoglycenue Events Expenenced” No -
Yes (f yes complete for each event)
Sponsor Defined ID | CESPD | 001
Date/Time of Event [ cestore | | ——— (DD-MMM-YYYY) ---- (24 how clock) |_C=ST0AT || CESTTIM

When Did the Hypoglycemic Event Ocowr?

Batween Bedtime and Waking |QVAL when QNAM= WHENOCC and
Between Waking and Bedme |QLABEL="When Did the Mypoglycemic Bvent Occur?™

In the Opinion of the Investigator Was This an
Adverse Event?

AORRES where FATESTCO= "WASAEYN", FATEST= "Was this

No [FAszEmw)
Yes 0 sdverse ovent?” and FA "HYPOGLYCEMIC EVENT"

Was a Glucose A!cmmfmm_iﬁr
‘Tume of the Event? LBSTAT

No
\o.n‘;aa-mmm.nmnw.ml LBPERF )

Gl R |_LB0R8ES ]

mg'dl.
i LBORRESU

Last Study Medication Taken

.,,4.,,.mm\'xngk:(smc<| ETrRT |

EXSTDTC e wee e (DD-MMM-YYYY) -<-- (24 howr clock) | EXSTDAT | | EXSTTIM |
e ‘ EXDOSE I =]
-~ - mits EXDOSV
Last Concomtant Diabetic Medh Taken Name/Refarence
cncn=m—uf?h—— - —- — [cwsrrm |
| OMSCAT= HIOHEXGHTED DOSE CMSTDTC || - — — (DDMMMYYYY) ---- (24 how clock) | CMSTDAT | | cMsTTim
<= - dowe
CMDSTXT
--- umits CMDOSU
Date/Time of Last Meal = v eeee (DD-MMM-YYYY) -«-- Q4hourclockl | MLSTDAT MLSTTIM
Were Signs/Svmptoms Present” Ne
| CECAT= HYPO ?VH%MS | Yes (I yes complete following) [E
T L Swrcating No Yes [ﬁcsoccuawm :
CETERM= TREMORS/TREMBLING Tramors Trambiing No Yes CEPRESP=Y
CETERM= Dizzaness No Yes
CETERM= COGNITIVE IMPAIRMENT Cogntive Impasrment No Yes
CETERM= LOSS OF CONSCIOUSNESS Loss of Consciousness No Yes
CETERMs CONVULSIONS-SEIZURE Convulsons Seizure No Yes
Consa No Yes
Other (Speaify) No  Yes (if yes enter below)

FACAT= PRECIPITATING FACTORS, FAOBJ= HYPOGLYCEMIC EVENT and: |

CETERM

Were Any Precipitating Factors Reported”

No l_"]
Yes (Ifyes connglete fillowing)L_FETY

FATEST= Alcohol Consumption as a Precip Factor Alcohol Consumption No Yes
FATEST= Concurrent liness as & Precip Factor Concurrent llness Yo Yoo | TACRRES |
FATEST= Dasing Deviation as a Precip Factor Devistion fram Doseng Instructions No Yes
FATEST= Meal Vartance as a Precip Facior Mussed, Delaved or Sonaller Mesd No Yes
FATEST= Physical Activity as a Precip Facior Physical Activity No Yes
Other (Speaify) No (1f yes enter below)

I CMCAT= HYPO TREATMENT I

._i FATEST I

Was Any Treatment Given for the No
Hypoglycensc Fvent! Yes (If yes comglete following)
= DRINK Dnnk No Yes CMOCCUR with
CMTRT= FOOD Food No Yes | CMPRESPs Y
TMTRT= GLUCOSE TABLETS Giucoss Taties No Yes
CMTRT= GLUCAGON INJECTION Glucsgon Ingection No Yes
CMTRT= INTRAVENOUS GLUCOSE Intravenous Ghacose No Yes

If Treatment Grven Indicate Assestunce

None - Subgeet Treated Self

Row | STUDYVID | DOMAIN| USUBJD [CESEQ CECAT CETERM CEDECOD CEOCCUR| CESIDIC _ [CESIDY
T | iz CE %V Z001-001] 2 |HYPOSIMPIOMS SWEATING Hyperidrosis T i3]

T Wz CE | XyZ-00l001| 3 |HYP0 SYMPIOMS | TREMORS TREMBLING Tremor T 1]

T iz CE [ XVZ00l00l] 4 |HVPO SYNMETOMS DIZZINESS Dizzines: T 10

s | Xz CE |XVZO0L001] 5 |HYPO SYMPTOMS | COGNITIVE IMPAIRMENT | Cognitive Dizorder i ¥

6 | XiZ CE  |M¥Z001-001] 6 | FIVPOD SYMPTOMS | LOSS OF CONSCIOUSNESS | Loss of Consciousness| ¥ ¥

7T | vz CE [ XvZ-001-001] 7 | FYPD SYMPTOMS | CONVULSIONS SEIZURES Comvulsion i i

8 | vz CE  |[XVZ001001] § |FIYPO SYMPTOMS COMA Coma i 7

9 | Xz CE  |XvZ-001-001] @ HYPQ EVENTS | HYPOGLYCEMIC EVENT | Hypoglycasmia 2013-09-24T08:48 | 50
Row |RELMIDS| MIDS | MIDSDIC

1 (cont) HYPO 1

7 (cont) | DURING | HYPO0 1| 2013-09-01T11:00

3 (cnt) | DURDNG | HYPO 1| 2013090171100

4 (cont) | DURDNG | BYPO 1| 2013090111100

5 (cont)| DURING | VR0 1| 2003090111100

§ (cont) | DURING | HYPO 1| 2013-09-01T11:00

7 {cont) | DURING | HYPO 1| 2013-09-01T11:00

B (cont) | DURING | HYPO 1| 2013-09-01T11:00

T (cont) P02

FAORRES when FAOBJ=
— HYPOGLYCEMIC EVENT, FACAT=
S\ubym w f’ Capeblc of Treating Self but Recaved | “yoea ruent ADMINISTRATION,
A ey . - - FATESTCD= TXASSIST
Subsect was Not Capable of Treating Self, and FATEST=Treatment Assistance

Requased Assistance T

CRF annctated to show mapping SDTM variables sre in Red. If CDASH vanisble &ffers from SDTM the CDASH vanable is in Blue.




Analysis Datasets and Results (example

3.3 Hypoglycemic Episodes Summary Dataset 3.4 Hypoglycemic Episodes Summary Analysis Results

Hypoglycemic Episcdes by Classification - Treatment Emergent — Summary - Safety Znalysis Set

Drug A Drug B Total
N (%) E R N (&) E R N (&) E
Number of subjects HEX HEX HEX
Tctal events HX [ HE.X) XX EEH.X HH [ ®EX.X) =X HEX.X X [ HE.X) XXX HEIX.X
ADR
o . Sewvere hypoglycemia ® [ =.x) 4 HH.X 4 { =.x) X H.H X [ =.x) = X
Table 3.3.1: ADHYSUM Analysis Dataset - Documented sympteomatic hypoglycemia XX [ HX.X) XX HEH.X XX [ ®X.X) =X HEXX.X HX [ HX.X) XXX HEX.X
= EAIIEE = 5 %“Er RO m@@"‘FE w.)m‘;x: "‘“; Asymptomatic hypoglycemia X [ =.X) xx HK.X x { H.X) x XE.¥ XK | X.X) EE X
Asymptomatic rcemia v count J 3 72 3 Druz . S . i mrmen T s .
e es—— - e B - 9 Wk = ) =13 DzA |Druz B Probable s_,mptuna._lc‘. hypoglycemia X [ ®.x) b4 H.X b4 { =.:) 4 H.H x [ =.x) H X
Asymptomatic Hypoglycemia (Zequancy cout) Wesk 72| F |35 DzA |DmgzB| Pscudo-hypoglycemia x il x
Asymptomatic Hypoglyesmia (cumulative fequency count) Wesk 72 F |3 D4 [Dmsz B N: Humber of subjects; %: Percentage of subjects; E: Number of events: R: Event rate per 100 exposure wyears;
Asymptomatic Hypozlyeena (fequency count) Weal 3 P 3 DZA m Severe: Subject unable to treat himself/herself and/or have a recorded PG < 3.1 mmol/L (5€ mg/dL)
Agy H),_ ly (Em_m]ﬂﬂ'?' v count) “:Eﬂﬂ iz EEl DiA Druz B Treatment emergent episodes occur after trisl product administration after randomizstion and no later than 1 day after last trial
A t ypozl (e ¥ count) Wesk 4 1 i) F |35 DZA  DmzB product administration.
Ay Hypozly (cumulative & v count) Wesk 4 3 7 F |33 DZA  |DmuzB
A ic Hypoglyeemia (cumnlative & v count) End of Treatment| 7 71 F[35 DZA  |DmuzB

Figure 3.4.1: Mean Cumulative Function Plot of Documented and Severe Symptomatic Hypoglycemic Episodes
Documented and Severe Symptomatic Hypoglycemic Episodes — Treatment Emergent - Mean Cumulative Function - Safety Analysis Set
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Biomedical Concepts
The CDISC 360 Project: Adding a conceptual layer to standards

* Create and store standards as concepts which create meaning between data
* Electronically publish data standards as linked metadata

* Add derivation and transformation metadata to avoid unnecessary variability

- CDISC 360 will develop concept-based standard definitions, and test and demonstrate end-
to-end automation of study specification, data processing, and analysis



Biomedical Concept

belongsTo

haspc — P Laboratory Test Code (C83322) ’—hasCD———b_—isSubsetﬂf———H Laboratory Test Code (C65047) |
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uses /
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o

hasDEC—{Laboratory Test Method (C83312) |-hasCD—p[ERUMerated Valle(s) | — isSubsetof—p[Method (C85492)

hasDEC — | Laboratory Test Fasting Status (C83309) I—hasCD—b_—issubsemf—p| No Yes Response (C66742) |
Laboratory Test Collection |haspEc hasDEC Laboratory Test | hascp _'_
Date Time (C83305) hasDEC  hasbEC P Category (C83017)
hasDEC hasDEC—| Laboratory Data Completion Status (€113371) hasCD—P isSubsetOf—p»| Not Done (C66789)
3
Planned Time Points 5
(C2826271) hasDEC—————» L"b"ram{éassge]‘g;‘e“ TyPel  hasco—»[BIOODNCIZABA)|—isSubsetof—p[Specimen Type (C78734)]
Laboratory Test =
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: I s SetOf——» ecimen Lo on
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Laboratory Test Data Baseline GUT (C83303) hasDefaultCD _,, [% (C25613)] J,/
jnlEchion Dlav (GRSRNEN hasDEC____________’ Quantitation Range [
haiCD hasCD (C125010)  [——hasDE——{LBLLOQ +—nhascD—p[fiGat]
] hasDE Tt
hasDEC T »{(BULOQ -—hasco—{fioat]
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[Data element concept (DEC)|

[ Derivation/conversion ]
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Reference Range (C71474) T R
as —

then LBBLFL=Y; ELSE LBBLFL=null

- ]
hasDerivation existsIn | l
Reference Range Comparison MNormal Range Comparison Result
+ ¥ e RS (C36393 mayBelUsedIn | (C122757) resultsIn ——p» (C122756)
[ LB.LBDTC - DM.RESTDTC + 1 ] [LOINC] Laboratory Eses“ (c38 )Lhascn——b |
______ = .
]
Usgs hasDerivation ' hasCD
]
|Subject Reference Start Date Time (C83395) i
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[ S :
uses |
]
]
If LE.LBSTRESN ne to "."and LB.LBTESTCD = "HBA1CHGB" and i
LE.LBDTC is the closest prior date to DM.RFSTDTC | isSubsetOf
]
]
]
]
]
]
]

[Reference Range Indicator (C78736)]
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Standardize implementation

o ™ g
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1
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1
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1
!
\,

N ] ————————————————————— -

o -

e e e e

Normal Range Comparison Result
(C122758)

hasCD

isSubsetOf

Reference Range (C71474 i —_——_— T _ _ _ — — — — o — ———— ——m—m— e — 4 1
ge ( )|—‘hasCD——-l' g =

\

[Reference Range Indicator (C78736)]

|




Linked derivations & transformations

{—————— ————————— -

H Laboratory Test Code (C83322) |-:

N e e e o e e e e

——————————— -

Laboratory Test Collection
Date Time (CB3305)

-

o ————

———-'-'-'-"‘

- ——— ———

[ Y p——
Laboratory Test
Baseline Flag (C83303)

o ——

————————— ——— -

I&‘ Laboratory Test Result (C36292) :
)

e

1 |Subject Reference Start Date Time (C83395) :

t‘----------- —-—— ------’
o e e e e e e
If LB.LBSTRESN ne to "."and LB.LBTESTCD = "HBA1CHGE" and
LB.LEDTC is the closest prior date to DM.RFSTDTC

then LBBLFL=Y; ELSE LBBLFL=null

1
1
\ /

N ————————————— -



What Follows?

* Create biomedical and analysis concepts —
* Establish semantic link between end to end implementation O =/
e Standardize derivation and transformation metadata g =\
* Evolve Therapeutic Area standards
* Analog documents to electronic metadata
* End to End: from collection through analysis
++ ++
* CDASH eCRF Library T
* Will cover Therapeutic Area content %::]]

* Analysis Results Metadata

e Standardize most common analysis



