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Relationship between CDASH and othér CDI_Sé standards -

Foundational Standards

PLANNING DATA COLLECTION DATA TABULATIONS AMALYSIS

Protocol ADaM Products

Product
rogucts Lab SDTM Clinical
Products

Define-XML

SDM-XML ODM-XML DataSet-XML

Solution Kits
CFAST Therapeutic Area Products

Medical Device Products
Pharmacogenomics/ Genetics
Other Specialty Areas
Questionnaires, Ratings and Scales

CDISC-IHE Healthcare Link Products

CDISC Controlled Terminoclogy (powered by NCI-EVS)

CDISC Glossary

BRIDG Biomedical Research Domain Analysis Model

CDISC 5SHARE — Shared Health and Research Electronic Metadata Repository
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Overview of CDASH

» Purpose and basic concepts of CDASH
» Relationship between CDASH and other CDISC standards
» Collecting data in normalized and de-normalized structure

CDASH conformant CRF examples
» Demographics
» Vital Signs

CDASH Best Practice recommendations for data
collection
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What is CDASH

« CDASH - Clinical Data Acquisition Standards
Harmonization

e Describe CDISC-recommended basic standards for the
collection of clinical trial data
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Purpose of CDASH

» Purpose

+» To describe recommended basic standards for the collection of

clinical trial data

 and be used by those functions involved in the planning,

collection, management and analysis of clinical trials and clinical

data
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Basic Concepts of CDASH

» Develop CRF content standards for a basic set of global
iIndustry-wide CRF fields to support clinical research

v Initial scope limited to most commonly collected data

v These CRF standards apply across most therapeutic areas and
phases of clinical development (I-1V)

Maximize re-use of data, CRFs, programming, etc.
Increase transparency and traceability in the data

Support data repository, and data sharing

vV v v v

Support integrating research into clinical care workflow

v"  CDASH is used as a content standard to harvest data from
electronic health records
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Basic Concepts of CDASH — CDASH Traéeabi_lity Y
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CDASH uses the same data groupings (domains) as SDTM

CDASH uses SDTM variables when the data collected are exactly
the same as the data submitted

CDASH uses a standard CDASH variable when the data collected
have to be transformed prior to putting the data into an SDTM
variable

CDASH uses a standard CDASH variable when the data collected
are not included in the submission

CDASH uses SDTM controlled terminology so that what is
collected in the CRF is the same as the value or variable in SDTM
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Basic Concepts of CDASH — Example =K

CDASH standardizes using the
same domain name and variable
AalllEs I

Domain =DM DEMOGRAPHICS CRF

Date of Birth
(YYYY-MM-DD): BRTHDAT . .

Sex at Birth: | MALE

FEMALE

Race

WHITE
BLACK




—l

N Name for RACE

—_ __-“'“,r"'".f --q}__d---

| variable is consistent
\‘i between CDASH ™ “/

—— and SDTM
o e

— N
FH\I
RN
Study #1 — DM ddmiain
SEX RACE
M WHITE
F BLACK
F WHITE
M ASIAN
F BLACK

-,

W

\l"l
A

N
A
/tudy #2 — DM domain
SEX RACE
W ASIAN
¥ WHITE Study #3 — DM domain
F WHITE — e
F BLACK oL 2l
M WHITE i WHITE
- WHITE
Study #4 — DM domain \ SLACK
SE}:{_\I RAGE F WHITE
M (] BLACK
M \Jan_— " 7
= BLAG Name for SEX
F {  variable is consistent
¥ W—  between CDASH
—_

and SDTM



Basic Concepts of CDASH — CDASH _D:on'rain

General Observation Class Special purpose
» Events > Comments (CO)
. Adverse Events (AE) » Demographic (DM)
. Medical History (MH)
. Disposition (DS)
. Protocol Deviations (DV) OtherS
> Findings » Common identifier
=  Laboratory Test Results (LB) » Common Timing variables
. Drug Accountability (DA)
. ECG Test Results (EG)
. Inclusion and Exclusion Criteria (IE)
. Physical Examination (PE)
. Subject Characteristics (SC)

Vital Signs (VS)

> Intervention
. Exposure (EX)
. Prior and Concomitant Medications (CM)
. Substance Use (SU)
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Basic Concepts of CDASH — CDASH Domainl Tables

» Explanation of Table Headers
s Question Text

s Prompt

s SDTM or CDASH Variable Name (CDASH variable name shaded)
% BRIDG

+» Definition: CRF text examples; {code list name}

% CRF Completion Instructions

*» Information for Sponsors

% Core
1 2 3 4 5 L] 7 3
Cestion Prompt SDTM or BEIDG Definition CEF Completion | Information for Core
Taxt CDASH Insmructions SpOnSors
Variahle
Iiame




CDASH Domain Tables — Core

» Core Designations for Basic Data Collection Fields
v Highly Recommended
v Recommended/Conditional
v Optional
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CDASH Alignment with SDTM — Putpose

SDTM/SDTMIG - Data submission
CDASH - Data collection

The CDASH data collection fields (or variables) can be mapped to
the SDTM structure, but there are instances where the variables do
not exactly match due to their different purposes
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» Derived Data - The SDTM standard contains some derived data

whereas CDASH data collection fields are not derived at the data
acquisition stage

» Data Collection Fields not Included in the SDTM - Intended to
assist in the cleaning of data and in confirming that no data are
missing (e.g., AEYN, CMYN, CMONGO). Variable Name will be
shaded to indicate it is not to be submitted in SDTM
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5.3

Adverse Event — AE (Events)

These reconumendations are for non-solicifed or pre-specified adverse events. As with all the data collection variables recommended in CDASH Standard Version
1.0, if 15 assumed that sponsors will add other data variables as needed to meet protocol-specific and other data collection requirements (e.g., TA-specific data
elements and others as required per protocol, business practice and operating procedures). Sponsors should define the appropriate collection period for adverse

CDASH Alignment with SDTM — Example ™

A RS

events.
SDTM or
3 CDASH BRIDG L. CEF Completion . ,
Quoestion Text Prompt Variable Defimition Instroctions Information for Sponsors Core
Name
1 Were amy Any AE:T AEYH PerformedObservanon | (General promp: question Indicate if the subject The intent'purpese of collecdng O
adverse svents Piasult.vaue regarding whether or not experienced amy adversa this field 1= fo help with data
= ? amy AFs were experiencad events. If yes, include the cleaning and monitoring. It
during the smudy. This appropriate detzils where provides verificanon thar all
provides verification that mmdicated on the CEF. other field: on the CRF ware
all other felds on the CFF deliberately left blank.
deliberately left blank
e ely This field does mot map direcily
{WY} (See Section 2.2 1o an SDTM vanable.
2 AE Tdentifier <line numiber= AESPID Implementation specific | A sponsor-defined Example instruction: It can be beneficial to wse an 0
idenmfier that can be used Becord nnigue identfier for | identifisr in a data query to
or for pre-printed mombers on | each adwverse event for this commmnicats clearly to the site
the CRF. smbject the specific record in questdon or
<AE numnber:= o reconcile concomitant
Em%trhm:lmr medications amd ‘or medical
hi ords with AEs.
duplicare exising mombers Story rec w
for the subject. If CMAENO is used, this is the
identifier fo which CRMAENO
refers.
By, tm&Emgit SSREERa R 15
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CDASH Alignment with SDTM

-- Date format from CDASH to SDTM

BRTHDAT (HR)

BRTHDY|(R/C)|| BRTHMO|(R/C)| | BRTHYR (HR) | BRTHTIM (O)
YYYY HH:MM

BRTHDTC (Permissible) (Format = 1ISO8601)

MMM

o
1
s

YYYY ‘ -‘ MM ‘ - DD T‘ HH:MM
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CDASH Alignment with SDTM .. |
- Date format from CDASH to SDTM (example). .

15Dec 2003  13:14 Complete date and time — unknown seconds 2003-12-15T13:14
15 Dec 2003 Complete date — unknown tume 2003-12-15
Dec 2003 Unknown day — unknown time 2003-12
2003 Unknown month, day and fime 2003
B\ dtsemsit Sumemnas .
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CDASH Alignment with CDISC Controlléd_ferminolégy*

» Under development by the CDISC Terminology Team

» Published by the National Cancer Institute’s Enterprise Vocabulary
Services (NCI EVS) and can be accessed via the following link:
http://www.cancer.gov/cancertopics/terminologyresources/CDISC
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CDASH Alignment with CDISC Contralled. TermanIogy

-- Example .
Al
;. AT
A B C D E F G H
Code  |Codelist |Codelist |Codelist Name CDISC Submission Value |CDISC Preferred Term  |CDISC Synonym(s) CDISC Definition
Code  |Extensible
{Yes/No)
[ [ g g g g :
(CEE?E? ) Ko Action Taken with Study Treatment |ACN ACN Action Takenwith | The reason that changes were made to the therapy under study. (MCH)
Study Treatment

2 A\

C4%603 PEE?E Action Taken with Study Treatment |DOSE INCREASED DOSE IMCREASED An indication that a medication schedule was modified by addition;
: either by changing the frequency, strength ar amaunt. (NCI)

C49604 [|CBRTR7 Action Taken with Study Treatment |DOSE NOT CHANGED — |DOSE NOT CHANGED An indication that a medication schedule was maintained. (NCI)
4

C49505 ) |CBEVRT Action Taken with Study Treatment |DOSE REDUCED DOSE REDUCED An indication that a medication schedule was modified by subtraction,

either by changing the frequency, strength ar amaunt. (NCI)

5

C49601| |CBRTR7 Action Taken with Study Treatment |DRUG INTERRUPTED DRUG INTERRUPTED An indication that a medication schedule was madified by tamporarily
B terminating a prescribed regimen of medication. (NCI)

C49602 | |CBRTR7 Action Taken with Study Treatment |DRUG WITHDRAWN DRUG WITHDRAWN An indication that a medication schedule was madified through
7 termination of a prescribed regimen of medication. (NCI)

C4B660 || CBEVRT Action Taken with Study Treatment |NOT APPLICABLE NOT APRLICABLE A Determmination of & value is not relevant in the current context. (NCI)
g

C17998  \Chb7h Action Taken with Study Treatment | LINKMNOWN LNKMOWN U Unknown Mot known, not absened, nat recorded, or refused. (NCI)
9

ChR7ES Mo Outcome of Event ouT auT Quicome of Event A condition or event that is attributed to the adverse event and is the

result or conclusion af the adverse event. (NCI)

10

C4g275  |CBB7RR Outcame of Event FATAL FATAL GGrade &; 5 The termination of life as a result of an adverse everd. (NCI)




CDISC Controlled Terminology = Example*

SDTM or
3 CDASH ERIDC o CEF Completion . .
Question Text Prompt Variable Drefimition Instractions Information for Spomsors Core
Name
10z | What was the Severity AESEV AdverseEvent seventy | Description of the seventy The reporing Either AESEV or AETOXGE. BiC
severty of the Code* of the adverse svent. physician'healthcare must appear oo the CRF. Some
adverze event? . . professional will assess the | stedies may mandate the
”Ez’!.",ESE" + (See Section sevarity of the event nsing collection of both.
2] the ~defined
:meﬂiﬂm FSEEsImant Refer io ICH E3 guidelines for
is subjective and the CSE. Section 12.2.4.
reporting physician/ * See the BRIDG model for
healthcare professional complate path.
shonld wse medical
judzment to compare the
reported Adverse Event o
simmilar type events
observed in clinical
Practice. Severity is not
equivalent 1o seTionmess.
10k | What is the Toxicity Grade AETOXGE. AdverseEvent. grads Drescription of the toxcity Severty CTCAE Grade Either AESEV or AETOXGER RC
toxicity grade of Code* zrade of the adverse event. The . must appear on the CEF. Some
the adversa . mmg strdies may mandate the
event? i'I‘DIGR.} (See Section physicianhealticare collection of both.
5 e professional will assess the
=2} severity of the adverze Bafer w ICH E3 zmidelines for
event using the woxicity CSE. Sectiom 12.2.4.
des.
B CTCAE grade is commonly used
m oncology studies although it
can also be nsed elsewhere.
* See the BRIDNG model for
complete path.
11 Is the adwverse Serious AESER |AdverseEventSeriousness Indicates whether or not the | Assess if an adverse event This field is related #o the BC
event sarjions” code adverse event is determined | should be classified as individuzl serions adverse event
o be “serious” based on serions based on the type fields (reference 112 to 111),

what is defined in the
profocol.

Y} (See Section 2.2.)

/

“sarigus” criteria defined in
the protocol.

which may or may not be
collected on the CEF.

Eiiher AESEFR. or all the AESxoo
fields (12a-121f) must be present
on the CBF.




Conformance Rules for CDASH

Implementation

» Tier 1 conformance — describe the minimum implementation in
CDASH standards V1.1
s All Highly Recommended and applicable Recommended/Conditional

Common Identifying and Timing Variables are present in the CRF or
available from the operational database.

% All code lists displayed in the CRF use or map to current published
CDISC Controlled Terminology when it is available. Subsets of
published Controlled Terminology can be used.

* The implementation of the CRF follows the Best Practice
recommendations

% CDASH Question Text or Prompt is used

% Proper use of Questionnaires

21
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Conformance Rules for CDASH

Implementation

» Tier 2 conformance — focus on the operational implementation of
CDASH in CDASH UG (User Guide)

«+ All Level 1 conformances are met

% All data collection fields are defined using CDASH naming
conventions in the operational database unless an equivalent SDTMIG
variable can be used for data collection in a user-friendly manner (e.g.,
using a recommended input format for data collection)

«* All non-CDASH Variable Names in CRFs follow CDASH

recommendations for Creating Fields That Do Not Exist in CDASH
(Section 2.4.3).

«» All Best Practice recommendations in Section 3 of CDASH V1.1 are
followed.

Bp )\ dSetmsit Suigemas .
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Conformance Rules for CDASH Implementation

-- Creating Fields That Do Not Existyin CDASH

» Evaluate Variable Category
1. Data cleaning purpose only, not submitted in SDTM
2. Can be mapped to SDTM directly
3. Will be mapped to SDTM via SDTM mapping rule, e.g.: date variables
4. New variable, to be submitted in SDTM

» Generate Variable Name

% Create variable following CDASH naming convention as needed, if
Category 1

Use SDTM variable, if Category 2

Create variable following CDASH naming convention while referring to
SDTM variable, if Category 3

s Follow list of reserved domain codes, and variable naming fragment in
SDTMIG, if Category 4

J J
0’0 0’0
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Collecting data in normalized and de-normalized structures:

» CDASH Findings domain tables (e.g., DA, EG, IE, LB, SU, and VS)
are presented in a structure that is similar to the SDTM submission
model, which is to list the variable names and some examples of
the tests in a normalized structure

» However, some Data Management systems collect the data in a
de-normalized structure

Bp ) dtseemsit SHiEEmmas 5



Collecting data in normalized and de-norm‘ali_z._éd structures.

..

De-normalized Structure Normalized Structure

Horizontal view, short and wide Vertical view, long and narrow

One record per subject visit One test per record

Sometimes optimal and simplest for  May complicate entry of data in some
entering data cases

Not optimal for data analysis and Optimal for data mining, adopted by the
reporting CDISC SDS team

Additional programming is needed to
restructure data into the for data
analysis/submission.

No additional mapping required for data
analysis or submission

Conformant to CDASH, as long as Conformant to CDASH, as long as
naming convention rules are followed naming convention rules are followed
and controlled terminology are used  and controlled terminology are used

B, fseemiit SyEamnas 25



» De-normalized Structure

Collecting data in normalized and de-normaligéd S

tructuress

Subject |Timepoint [Draw_date(Sodium [**™™*™" |Chloride |Glucose |Calcium },}f;i‘]g&n Creamt igiirubin|asT LT P70 [P Trigiycerides| s
1 Screening [7-Aug-03 [143 48 jog 48 p4s k54 2 1 ps 18 [0 636 [162 228
» Normalized Structure
SUBJID t]l;'gf LBTESTCD|LBTEST LBCAT LBORRES
ALANINE
ABC-123-01-01-001 |l |ALT AMINOTRANSFERASE  |CHEMISTRY 18
ASPARTATE
ABC-123-01-01-001 P |AST AMINOTRANSFERASE  [CHEMISTRY 26
ABC-123-01-01-001 3 [BILI BILIRUBIN CHEMISTRY 7.1
ABC-123-01-01-001 4 [BUN BLOOD UREA NITROGEN |CHEMISTRY 54
ABC-123-01-01-001 |5 |CA CALCTUM CHEMISTRY 248
ABC-123-01-01-001 |§  |CL CHLORIDE CHEMISTRY 08
ABC-123-01-01-001 |7 |CHOL  |CHOLESTEROL CHEMISTRY 6.36
ABC-123-01-01-001 |8 |CREAT  |CREATININE CHEMISTRY 72
ABC-123-01-01-001 0 |GLUC  |GLUCOSE CHEMISTRY 43
ABC-123-01-01-001 |10 [PLAT  [PLATELET HEMATOLOGY  |[228
ABC-123-01-01-001 |11 [K POTASSTUM CHEMISTRY 48 -




StudyDesign: Demographics (DM_1) [DM_UseCasel]

Demographics [DM_UseCasel]

1.” | Birth Date [BRTHDAT]
[Birth Date] [BRTHYR] [BRTHMO]
Divkh VAanr  Aae ol rmmasa mms oy Dirklh Manth | AiAaa ."
BRTHDAT (a logical "container" —
2_* Sex for the BRTHYR and BRTHMO
[Sex] variables)
A
4 \
3.* | Ethnicity
. [Ethnicity] Row | SUBJID | BRTHYR | BRTHMO | SEX | ETHNIC RACE
1 100008 | 1930 Aug M NOT HISPANIC OR LATINO | ASIAN tino
2 100014 | 1936 Nov F HISPANIC OR LATINO AMERICAN INDIAN OR ALASKA NATIVE
3 200001 | 1923 Sep M HISPANIC OR LATINO WHITE
4 200002 | 1933 Jul F NOT HISPANIC OR LATINO | BLACK OR AFRICAN AMERICAN
4.” | Race 5 200005 | 1937 Feb M NOT HISPANIC OR LATINO | WHITE
[Race] or
ALASKA NAIIVE] Alaska Native
[A:ASIAN] () Asian
[A:BLACK OR AFRICAN O Black or African
AMERICAN] American
[A:NATIVE HAWAIIAN OR O Native Hawaiian or
OTHER PACIFIC ISLANDER] Other Pacific Islander
[A:WHITE] () White
Key: [*] = Item is required
Bp ) {tsmsit SHinEEnas .
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DOMAIN="VS'

Vital Signs

Blood Pressure:

VSORRES, VSSTRESN

|VSTE

STCD='SYSBP', 'DIABP' ‘

B
S

Pulse:

Height

Weight

IBody Mass Index:

SYSBP DIABP
/
Systolic Diastolic
PULSE
B | |_ Beats/minute
HEIGHT
cm
WEIGHT
kg
BMI
Kg/m’

mmHg

VSORRESU
VSSTRESU

WEIGHT','BMI'

VSTESTCD="PULSE','HEIGHT"

eﬁj %%ﬂ"—iﬁﬁgﬁﬁ l:l =

ometric As

socia
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Best Practice Recommendgtions

» Necessary Data Only
» Clarity
» CRF Completion Guidelines
» Site Workflow
» Control
» Adequate Review
» Employ Standards
» Translations
» Data Cleaning Prompts
» What to database
\
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Best Practice Recommendations

-- CRF development workflow ¢

ChASH Version 1.1

3.3 Suggested CRF Development Workflow
I Yes
Approved Draft CRFs based Modify CRFs (e.g. o
Protocolfor | |—» onstandards & tobeprotocol | H::'";W "'-“31:':[ Cross | Eah:dadrw?
Stable Draft) specific) nclicna t=am
JL.
In-Study version No
changes
(optional)
_“Use CRFsin . Approved CRFs Cross functionl Finalize draft
S study approval CRFs
& -,
Process Complete



Best Practice Recommendations

-- FAQS

» Should “Yes/No’ question be preferred over ‘Check all that apply’
guestions?

» Should there be a standard order for ‘Yes/No’ response boxes and
other standardized lists?

» What date format should be used for subject and site completed
CRF data? DD-MMM-YYYY

» What time format should be used for subject and site completed
CRF data? HH:MM:SS

» Should manually-calculated data items be recorded on the CRF?

B\ dtsemsit Sumemnas .
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Best Practice Recommendations .

-- FAQs

» Should ‘Was assessment X performed?’ be collected and/or
databased? Prefer which, “Yes/No’ or ‘Check if ND’?

» Should “Yes/No” exam/assessment completed be preferred over
“Check if not done” questions?

» Should free text be an option for a response to a specific question?
» Should data be pre-populated in the CRF?

» Should location of measurement and position of subject be
collected for each assessment?

» Should sites be given guidance on how to record verbatim terms for
AEs, CMs or medical history in the CRF?

» What should implementers consider when designing the flow order
for CRFs?

B\ dtsemsit Sumemnas .
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Case 1 Necessary Data Only '

Please record all previous medications
used to treat hypertension

Medication
Name

Total daily
dose and
frequency

Start Date

Stop Date

Indication

By i IS SRR A
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Case 2 Should calculated data items_be recordeq on the

]

CRF? | ‘

B SR R MG ER VP B3R — A3 (ADAS-Cog) (1 %)
SR 17 WETIIE MBS, 812 WSTITE R B 2 iR

PRI E PRI Py 2 a4 ma
1. HiAER [E147, % FA () 8 47 0 -10 | &
2. Mk SARAEN 12 MR —RE EMFEGY 0 - 5 | 4
3. {54 B FI S R 1~5 S 4 0 - 5 | 4
B )
» It depends
Bp )\ dSetmsit Suigemas "
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Should “Yes/No” questions be preferred over “Tlck/Check all thhat

Case 3 apply” questions? s

¥
" 4

»  Ethnicity:
— [ Chinese
— [ Korean
— [ Spanish

Bp )\ dSetmsit Suigemas .
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Should there be a standard order for YES/NO respoase

Case 5 boxes and other standardized lists?

Gy N\ FrRUE
1. Fks=40 %

2. W BURPE R, LW 52l 6 L SR AR S (R
REfedle XM (R E LA IEr) 2005 FEITHR WA LAE: Sl
JIs P9 4 20 A 4 B ACE B e o )
HEd: MEATE 1 %2 % e s RREZEREE, g Lhe
OB PR BB AR T A0 s BRI K IR 3 QB R AR R
BEEA: MR 3 HFENG 1 MU LR R Rdoes ks Lhe
BHE . BEREIALE 1-3 2074 I RAH R -
HEb R
L HEUR. WFLE T 6 H Y

2. WO AR/ TIA. Sk O3E,  slAT AR Sk ahe
AR PR R T)

©
(1

(1

P

y i3
)
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Summary

» Use CDASH standards in (e)CRF design as much as
possible

» If no CDASH forms/variables are available, take reference to
SDTM domains/variables and TA standards

» When referencing SDTM/TA standards, evaluate the variable
first, instead of 100% copying

» The more closer your domains/variables are to
CDASH/SDTM, the less work your programmer will need to
spend time on mapping
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References

» CDISC Website:

e http://www.cdisc.org/

» CDASH Standards:

e http://www.cdisc.org/cdash
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