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CDASH??

Clinical Data Aquisition
Standard Harmonization

* Les 4 objectifs de CDISC /
développement de
standard pour:

— L’acquisition de données
— L’échange de données

— La soumission de données

— L’archivage de données
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Pourquoi CDASH?

Critical Path Opportunities List

fox 45. Consentus on Standards for Case Report "From the FDA's perspective, the quality and integrity of the data
e Forms. Clinical mal data collection, analysis, and is paramount. Common standards for case report forms can
q submession can be inefficient and unnecessanly ) . . .
— P, expensive. A wide amay of different forms and improve both, and are also a crucial enabler for the biomedical
ark formats are usad to collact clinical mial information, ;
e acd most data are submsteed to the FDA o3 paper research of the future, for example, to support genotypic and -

Diffarences in case rapor forms across sponsors and phenotypic evaluation of each subject. We appreciate CDISC

B g‘&;;:;ﬁ;;ﬁg;;ﬁ;g:ﬁ‘gﬂg taking the leadership role to start now to create the data
prad fm;lls could recuce thesz :iln:fﬁcmd% acd alse help collections tools for the future," states Dr. Janet Woodcock,
ien e Dy s it laciome i capue Deputy Commissioner and Chief Medial Officer, FDA

*  The CDASH project focuses on the FDA Critical Path Opportunity #45, and is supported by
a collaborative group of organizations comprised of the Association of Clinical Research Organizations (ACRO),
—  the Association of Clinical Research Professionals (ACRP),
—  the American Medical Informatics Association (AMIA),
—  Baylor College of Medicine,
—  the Clinical Data Interchange Standards Consortium (CDISC),
—  the Clinical Research Forum,
—  the Food and Drug Administration (FDA),
— the National Institutes of Health (NIH),

—  (the Clinical Research Policy Analysis and Coordination Program, the National Cancer Institute (NCI-caBIG and NCI-
EVS), the National Clinical Research Resources (NCRR), the National Library of Medicine (NLM), the National
Institute of Child Health & Human Development (NICHD)),

—  the Critical Path Institute,
—  the Pharmaceutical Research and Manufacturers of America (PhRMA),
—  the Biotech Industry Organization (BIO),
the Society for Clinical Data Management (SCDM) and Duke Clinical Research Institute.

. CDASH was first announced by Dr. Janet Woodcock, (FDA), at the 2006 DIA Annual meeting.
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pexpt, Physical Examination — Findings, Version 3.1.1, Augnst 26, 2005, One record per bady system or abnormalify per visit per subject, Tabulation

Controlied
Variable Mame Variable Label Type | Terms ar Origin Rale CDISC Notes Core | Refersnces
Format
TUOTID T P Far PEBODEYE  Pody Systemor Organ [Char  [** |CEF or Denved  Plamt - Body system or orzan class (Primary S0C) that iz invelved ifferm  |3DTMIG21.3 5
TIATT — NS T T T [Class hualifier event of measarement from the standard hismrchy (22,
T predefinad from CRF or obtainad fom coding.
LUBILL e babject Identifier  [Lhar . - FiEs
- = EORRES "erhatm Exarnination [CEar [CFF or Derived  [Fesuit ‘dezcription of amy abnorme! Godmes, If e eariranor  [fup  [SDIMIG 215 ]|
“E [Feguence Nimdber Finding lifier ceenpleted and thers were no abrormal findings, the value
] e INORMAL. If the examination was Dot perfommad oo
FECERLD [Eroup ID [Char mﬂnh&nﬁunﬁeﬂnmh&ﬁﬁ?
. DOME should appear in PEST
4. Table 1: PE: Highly Reco -
| EOFFESD  [Ongmal Lot [Char ["FF or Derved |Variakle R m:-smuh:hﬂ! ‘it were collected. Lhe umdl for
FESEC CEF Data SDTM ifier
- : - %
Collection Field: ‘E“Enﬂ}h&%a’:z! S T Te T G T o el B e e Faings T a body sy oem i e MG E 15|
| 3 i el Format Kualifier i v praferrad term (if findinzs are codad using 2
HATITE {ragid
e ! STRES . Fesli FIEmE m ved I3 Hhm:mu]mwi’-hgnm Ep [SOIMIG=15T]
/ ftamdard Undts ualifier ; copiad in mumeric format from PESTRESC.
|z shounld store all mmmeric test rendis or findmgs.
4| STRESL Feamdard Unis [har [f ved Tariablz it wsed for PEG TR RS or PES TRESH.
Qualifier
| o Catm ey TEV Feverioy Imemsoy T ICFF ord SEVELLTY OT IvenslTy Of e S LLGE, Poasy 15 olv | [Pemm
hualifier o qualify the results of an observation -- it should not be
| o record the answer to the question posed in PETEST..
FECAT “MOTERATE" could be usad fo dascribe a
of “ACNE".
FESCAT TTAT Thr: [Ear ["HOT [TFF ar Denved Sad] 10 Mo abe St DOT Come. Shotid be mull 11 A [2al easts i ES A1
[CCME CBRRES.
FeIoT /F‘EF_EA‘:-.\'D Fleazon Not Exapvired -kar I_EF or Derived why an exammation was oot performed o wiy a
1| Examipation PECOREES system was Dot examined. Example: SUBIECT
Pacult (expected) . Used in conjimction with STAT when value is
PESTAT , ADNOMOE ). 1T Ive SXANNNAN0N 15 Lap@e, Tes SLIA 02 durecred 1o
{permissihle) not performed or oot required complete overall assessment for each
select Mot Done. axam category body system listed
If examinxton result is Mormal then
the value in PEQOFFRES should be
WORMAL . Ifthe examination is not
done, then the value in FEOREES
should be Mull and the valne in
PESTAT should be Mot Done. I the
ezam rasult is abnomual, then the value
of PECRFRES should contam the text of
the sbnormal findings.
3 | Abaormal FECOREES FEDESC Taxt description of Fecord all aboonmal findmes for | Text entered under abononnal findings
Findings fexpectad) any abnormal the given body system in the (PEDESC) should be mapped 1o
findings space provided. PEQRRES.

@ cDpiscC



5. Table 2: PE: Recommended/Conditional/Optional Data Collection Fields

CRF Data SDTM CDASH Data Definition Applicable Fegulations Instruction to Clinical Site Implementation Fationale
Collection Fields | Variable Name Coollection Field
(SDTM Cora) Name
1 | Sponsor I (CH) PESPID Sponsor defined NiA Way be pre-printed on the CFF as an
(permizsibie) referance munber explicit line idsptifier or defined m the
sponsor’s operational datsbase
2 | Dat= of PEDTC FEDT Diate of exanupation Record complete date of Tha date of examunation =y be
Examination (C) fexpechad) examinztion, day, month and dermved frorm the date of visit and
year therefore there will not be 2 separate
fiald.
Drate and Time should be converted o
IS E60] format and mapped o
FEDTC
3 | Time of PEDTC PETM Tome of examination Fecord nulitary time of Drare and Time should be convertad o
Examunation (0) | fexpected) examinztion IS0 B60] format and mapped o
FEDTC
4 | Crverall PESTAT PEDONE sed to indicate 1f Fecord whether or not the A subjectpage level question can be
Examination (permizsibie) EuaAn Was physical exanurarion was uzed azking the site if the plysical
Starus (0]

Table 3: PE: Variable Definition Tables [Alternate Proposal)

CEF Data SDTM CDASH Data Definition Applicable Eegulation: Instruction to Clinical Site Implementation Fationale
Collection Fields | Variable Mame Collection Field
(SDTA Core) Name
1 [ Owerall PESTAT FEDCONE Used to indicate 1f Fecord whether or not the BASELIME: If Yes, CRF and CRF
Examimation (permissible) srcam Was physical examination was Instrections will direct to report all
Status () performed at this performed. ahnm'mg] findings'condinens on ]
vistt appropriate CEF (e.z. Medical History,
’ Basaline Findmegs, and Adverse Events).
POST-BASELIME: If Yes and
abnoroality pew or worseped, CEF and
CEF Instracnions will direct fo caphure all
changes on  approprizte CRF (e.g. Post-
baselme Assessment, Adverse Events).
2| Date of PEDTC PEDT Diate of exanupation Fecord complete date of The date of examination may be derrvad
Exammation (C) fexpectad) examinztion day, month and from the date of visit and therefors thers
year will not be 2 separate Seld.
Dare and Time shounld be converted 1o
50 8601 format and mapped wo PEDTC
3| Tome of PEDTC PETM Tume of Fecord mulitary ime of Diate and Time should be converted 1o
Examunation (0) | fexpected) EXEININATOn examinatnon 50 5601 fonmnat and mapped o PEDTC
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3.5  Common ldentifier Varables

The following variables apply across all of the data collection domains.

O CDASH y 243
A 12

CDASH CRF Clinical Databaze Diefinition Inztruction to Clinical Site Implementation | CDASH
Label/ Question Variable Name ERatonale to Sponzors Core
CDASH variables
shaded
1 | Protocel/Study STUDVID Unigue Identifier fora This i typically praprinted in the headar of ezch CRF page. Ei;!hlﬁ' "
.- ; - rith ECOmME)
Ideatifier (required) ;‘:{Ji’;l‘s’“l;hf 3 In an EDC study, this would be hard-coded into the study desizn. | g
For data recerved fom electome data providars (Le., central lab)
this information should be provided o the e-data provider and
vertfied dunng testing of the e-data receipts.
2 | Site Identifier SITEID Umigue 1dentifier for the | Becord vour climeal site’s This 15 fypcally pre-printed m the header of each CEF page. Highly
i ite. identifier as defined by the Fecommend
(required) 51139 ,]_-pa]:lt:e:m = ¥ In an EDC study, this should be pre-populated in the screens ad
- ) providad to the site.
For data recerved from electronic data providers (1.e., central lab)
thiz information should be provided to the e-data provider and
vertfled dunng testing of the e-data receipis.
3| Subject SUBIID Subject identifier Eecord the :dentifier for the Thas 15 typacally recorded m the header of sach CRF page. Highly
(reguired) subjact. . . . Fecommend
In an EDC study the subject identifiers may be provided to the ad
site usmg a pre-populated list in the system.
For data recerved fiom electromic data providers (1.e., central lab)
this information should be provided to the e-data provider and
vertfied dunng testing of the e-data receipis.
The subject identifier recorded mn the CEF may be combined
with other identifiers to praduce the STUBIID, or may map
directly fo the SUBJID.
4 | Imvestigator INVID Iwvestizator identifier Elecord the sponsor defined Study level — Mot needed if SITEID 15 equivalent to INVID. Optional
(permiszible) identifier for vour site
mvestigator.

References: SCDM's GCDMP (v.4 2003) and GlaxoSmithKline CRF Principles
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( Start planning j CRF Development Workflow
new study Standards®

n_/h
] _ Protocol _ * L
Create draft Review with changes Review initial
» based on s Cross functional |~ needed? design against
protocol/standards team? standards
Approved ¥
Protocol _ - Add new fields
A g Cross functional Finalize 15 needed
rove * 2 ha—
PERF Approval draft CRF for sty
FProcess complete
Yesg
High Level Overview of CRF Development Best Practices: Need to add

-'Develop along with the Protocol (and SAP if available) to standards?

-2Develop as a cross-functional team
«All data for analysis collected?
«Possible to collect this way at the site?
-Sufficient data to address safety?
-*Develop and/or enforce standards
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34 FAQs on Best Practices for Creating CRF Content and Structure
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BRef Question CRF Type Best Practice Recommendation Rationale
1 Should “Ves/Ma" quastions Faper and If an assessment can have composite responses (e.g. presence or absance of TasWo questions provide a definite answer, The absence
be prefarred over “Tick all slecoronie two or more svmptoms), Yes/MNe' questions for each componsnt response (2.2 of a responss 15 ambignous as it can mean “noe” or that the
that apply” questions? symptom) are preferved to Tick all that apply’ questions. Tesponse 15 missing.
Exceptions to this recommendation might ineluds assessments where the Tick all that apply' questions are occasionally needed
majority of options would be answared Wo'. An example would be the where the number of options 15 hgh.
collection of ECG abnormality data whers approsimately 45 abnommalities
may be listed but onlv a faw will applv.
2 Should there be a standard Faper and It 15 recommended that a consistent order of Y es/To responses be usad. A standard crder of Yes o response boxes facilitates the
order for YES/NO respensa electrome usz of the CEF
boxes and other standardized ) ) )
lists? Prazenting Yes o responsas m a standard order could
reduce bias. Add some wording to sav it is “one tool” that
can be used to reduce bias, but questions should alse be
carefully worded so they don’t imtroducs bias or lead the
mvestigator to a desired response.
3 What date format should be Faper and CDASH 15 recommendmg an unambignous date format. Usmg the international date format (DD-MON-YVVVY)
used for subject and site electronic . o . ) will provide unambiguous dates that will be as the same
completed CRF data? For paper CEF:, or electonic studies m which the date 1z manually entered, date by anyone who reads them. For example, the date

CDASH reconmmends the format of DD-MON-YTY Y for all date collection
fields (whether the components are collacted as a group or as separate
components of day, month and year).

For non-English study data, use a character-based month abbreviation that 15
recognized m that language.

For elactromic data capture, the user may be zble to salact a date from a
calendar, and thes weould alzo mest the raqurement for an unambizuous dats.

060802, can be interpreted as Jume 3, 2002 or August 6,
2002,

Note: If subject-complated CEF pages are franslated into
a local language, the intermational date may make 1t easier
to translate the docuwments.

Dates ave collected in 3 user-fendly format and then
converted to the IS0 3601 format for submission.
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Ref Question CRF Type Best Practice Recommendation Rationale
4 What time format should b= | Paper and # CDASH recommends the use of a 24 hour clock using the HH-MAM:55 format As many of the HH-MM:55 slements should be usad as
used for subject and site electronic for recording times. 00:00:00 would indicate midnight and start the new date. are neaded for a particular fiald.
completed CRF data? ) ) )
Subject completed times mav be recorded using a 12 howr
clock and an A M. or PM. desigmation. The time would
then be transformed to a 24 hour clock m the system.
Times are collected m 2 user-frendly format and then
converted to the 150 3601 format for submission.
5 Should caleulated data items | Faper and Caleulated felds should not typically be recorded withm the CRF when the Data items which can be caleulated from other data
be recorded on the CEF? alactronic raw data on which the caleulation 15 basad are recordad m the CEF. capturad withm the CEF are more accurately reported :f
An exception 13 when a treatmment and'or study conduct dacision nesds o be ﬁzﬁ;:i;ﬁfﬁugﬁmﬂnﬂ; n-houss using
made on those caleulations. In those cases it may be useful for the caleulated
field to be recordsd within the CEF. Capturing both the source data itams and the caleulated
) ) . fleld would be 2 duplication of data.
It may also be useful to provide the site a step-by-step worksheet to record this
data. If the caleulated field 15 used to make a treatment and/or
study conduct decizion, the results of the caloulation
would be required on the CEF to explain the decision
miade.
& Should all data cellectedon | Paper Data that are collected on CEFs should usually be databased. Although the data recorded on worksheets are supporting
CEF= be databaszed? documentation for key mformation collected elsewhers m

If data are net required for reporting or analysis, but that collecting the data
aids the imrestizator or monttor, It 15 recommended that data be collected on a
worksheet. Worksheats used at the investigator’s site are not tvpically brought
n-house and will net subsequently be databaszed. {examples would be an entrv
criteria worksheet, or 2 dose tiftation worksheet )

Some datz pomts are collected to facilitate data cleaning, and are not used for
reportmg or analysis.

Some fields, such as Investizator's Signature, can be verified by the data entrv
staff, but cammot actually be databased.

the CEF, thesze data do not add value to the kay
mformation collected and are deemead redundant,

All such worksheats should be considered souxce
documents or monttoring tools, and should be mamtamed
at the sita with the study files.
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Ref Question CEF Type Be:t Practice Recommendation Rationale
7 Should “Was assessment x Paper and The database should contain an mdication that an asseszment was not Thaz will provide a definitive indicator to both climeal and
performed?” questions be electrome performed. The mechamsm for this may be different from svstem to system, statistical programmers of why 2 data field has missing
collected and/or databased? or from paper to EDC. data.
And In some cases this might be a “Yes o — aszessment completed” gquestion, or This will prevent unnecessary data quenes to clanfy
e et “chack 1f not dene™ box; in others 1t might be a blank flag er list of values to whether an assessment has bean performed
Should “YesMNe” axam indicate why dat i
completed be preferred over A w # BIR MLZEHIE.
“Check if not done”
questions”
3 Should free text be an option | Paper and The generzl racommendation from CDASH 1= that the cellection of fiee text The collection and processing of free text reguires
for a response to a specific alactronic comments and general comments pages should be discowraged. Collection of stgmificant resomces, and 15 of limited use when analyzing
question” frae text should be lnmited to cases of spectfic safety o1 therapeuiic need In and reporting climeal data.
reporting or analvsis, such as Adverse Events, Concomutant Medications or . .
(Alze vefer to the Comments Medical Histor Sites may enter data into fee text fields that should be
Digmain for additional . - recorded elsewhere.
information.) CDASH recommends that questions be specific and clear, rather than epen- . . o
ended. Instead of free text, or solicited comments fialds, CDASH recommends Enten.ug text i.‘n:lm these fields mte the database is time
a thorough review of the CEF by the protocol development feam to maximizs consuming for d.ata entry and requives .Data I'.'Ia..mgamem
the use of pra-defined lists of rezponsas. resources to review the text for safety information and
meonsistencies with other recorded data.
g Should data be pre-populated | Paper ar Pre-printing or pra-populating any datz m the CRF is discouraged. The CEF should be usad as a tool to collect unknown
in the CRF? alactonic study data.
In general, data should be collected and recorded by the
site, not pre-populated.
10 Should location of Faper and Location data should be collactad enly when multiple possibilitias are present, Location options are cnly used when the protocol
measurament (e.g., oral alectonic and the location 1= required to make a meanmegful analvsis of the data (a.z. a spacifies.
temperature, blood prassure comparisen of bleod pressures collected supine, sitting or standing)..
from right arm, 22c.) be
collected for each
assessment?
11 Should sites be given Faper and CDASH recommends that training be provided to the sites so they provide the Providing guidance to the site on how the coding
guidance on how to racord electronic required information in a reported term to enzble meamingful coding. dictionaries will be used, and on the importance of clearly

verbatim terms for adverse
avents, concomitant
medications or medical
history m the CEF?

CDASH reconumends not providmg actual coding dictionanes to the site for
adverse events, concomitant medications or mediczl history reported terms, as
this may bias responses and’'or result in inconsistent coding.

asseciating related terms (2. z., concomitant medications
that are given for an adverss event) will facilitate the data
verification process, veduce bias and facilitate coding.
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 CDASH is focused on the development of
consensus-based ‘content standards’--specifically:
element name, definition, and metadata -- for a
basic set of global data collection fields based on
the CDISC SDTM model

« The initial scope of the project is focused on the
‘'safety data domains’ to support clinical and medical
research and safety reporting

« CDASH est different de SDTM (notamment pour les
variables deérivées) — mais conservation du niveau
de typage des informations (required, expected,
permissible...)
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- CDISC held the CDASH

project kick-off meeting in * adverse events (AE),
October 2006 to initiate the * concomitant medications (CM),
first three project streams * Demographics (DM),
(sub-groups) . _subjegt charactgrlstlc_s (SC),
] _ * inclusion/exclusion criteria (IE),
* and to organize interested - medical history (MH),
volunteers into working - substance use (SU),
groups aligned with these - physical exam (PE),
project streams. = vital signs (VS),
— A total of 9 streams have been * drug accountability (DA),
initiated and working since * Exposure (EX),
then. « Comments (CO),

- protocol deviation (DV),

— They have developed initial - disposition/end of study (DS),

consensus versions for the

following safety data domains: * Lab (LB),
- and ECG (EG).
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Conclusion

* One key goal of this initiative is to facilitate the
participation of investigators and investigative
site personnel in clinical trials by allowing them
to enter data in a common format across trials.

 This harmonization will ensure that there is an
integrated flow of data from site through
submission and warehousing/archive

=> |llustration of CDASH standardization into ODM
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