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Abstract & Introduction




Abstract

It is now nearly two decades since CDISC was formed, the FDA has accepted SDTM since 2004 and studies starting
after 17 Dec 2016 must be submitted in approved electronic formats. We have come a long way yet we still have
silos, we still map and we cannot work in a seamless manner.

There may be a better way. This presentation will discuss a vision in which the data are represented in their
natural form and semantic technology leveraged to allow for a more seamless process where mapping is no
longer required, silos are removed and our standards become views of well-structured data generated more via
query rather than via code. However, the lights need to be kept on, work on today’s studies needs to continue.
Consequently the presentation will address how we can move forward with the vision in an iterative manner while
still supporting current study work.

The presentation will include details of the concrete steps already taken in moving towards this vision.
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An Attempt
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A Conversation

Our World Is a Very Big Graph ... Then We Make Life Hard Our Standards Are Views

322
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The Issues




Left and Right Sides

: ’ http://www.assero.co.uk/2017/a-left-side-and-a-right-side/
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Left and Right Sides
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FDA @ PhUSE CSS 2016

rl-) U.S. Food and Drug Administration
[DA_\ Protecting and Promoting Public Health

www.fda.gov

T— =) U.S. Food and Drug Administration
— m Protecting and Promoting Public Health

Items in TCG (continued)

e Use CDISC controlled terminology variables when
available (TCG Section 6)

www.fda.gov

Define File

¢ Use Define.xml v2.0
- Lacking a complete Define file greatly increases the amount of time

reviewers spend understanding an application - Controlled terminology issues in 62% of applications
* Include detailed description of data elements: + Include Seriousness Criteria for all serious adverse
- Detailed, reproducible computational algorithms for derived variables events (TCG 41.1 3)

- Code lists that describe categories, subcategories, reference time-pts
- Applicable value level metadata & description of SUPPQUAL domains
- Explanations of sponsor-defined identifiers (e.g., ~SPID, -GRPID) - Important to independently verify that AE was serious

« Provide separate unit code lists for each domain * Include study day variable for all observational
datasets (TCG 4.1.4.1)

D I I D I D S T
From a presentation by Mary Doi, M.D., M.S. (FDA cDER) [ HEN | —
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FDA @ PhUSE CSS 2017

eCTD Technical Validation of Study Data Fllure by Rules

Rule # 1734 : A Trial Summary (TS) dataset  Rule #1736: DM dataset and define.xml
must be present for each study in module ~ must be submitted in module 4, sections
4, sections 4.2.3.1,4.2.3.2,4.2.3.4and in 4.2.3.1,4.2.3.2,4.2.3.4. DM dataset, ADSL
module 5, sections 5.3.1.1, 5.3.1.2, 5.3.3.1, dataset, define.xml must be submitted in

Missing TS dataset

5.3.3.2,5.3.3.3,5.3.3.4,5.3.4,5.3.5.1, module 5, sections 5.3.1.1, 5.3.1.2, 5.3.3.1, - . : -
5352 53.3.2,533.3, 5334, 534,535.1, Missing define.xml file, Missing DM dataset »
5.3.5.2 Missing define.xml file, Missing DM dataset

https://www.fda.gov/downloads/Drugs/DevelopmentApprovalProcess/FormsSubmission
Requirements/ElectronicSubmissions/UCM523539.pdf

46%

Missing ADSL dataset, Missing define.xml file

From a presentation by Crystal Allard, Special Assistant to the Director
Office of Computational Science
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Rate of Change

SDTM Versions Therapeutic Areas

. {-FasT Program Overview — April 2016 @coisc
Model 1.1 & 1G 3.1.1 e
Model 1.2 & 1G3.1.2 Altheimers Asthma CardioV Diabetic Kidney Disease v1

AE s Rheumatoid Arthrits vi
- . AG X X
Amendment 1 to Model 1.2 & IG 3.1.2 ’ =
= y Prostate Cancer vi
_— - w™ X Major Depressive Disorder v1**
Model 1.3 &163.1.3 » e g idney Transolantvi
oo X Colorectal Cancer vi
ERmca Do X s
Model 1.4 & 1G 3.2 = ¢ 5 X S——
= % Ebola va*
: . - " & Malaria v*
Model 1.5 & IG 3.3 (scheduled) " : 5 Nuteiona Standards v1*
S Coronary Heart Disase - TCM vA*
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 :. * . * Acupuncture - TCM v1*
x:‘ X X X Key| [ Stage completed |
[ *  Note: Individual PGx, Devices & QRS Releases not shown ] L S
Warning) @
Sli
ides from 2016
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Rate of Change

Published TA User Guides Published TA User Guides
“mm “m

Alzheimer's Disease v1

September 9, 2011 COPD v1 January 26, 2016
Tuberculosis v1 June 29, 2012 X X Tuberculosis v2 February 26, 2016 X X
Pain v1 August 7, 2012 X X Breast Cancer v1 May 16, 2016 X X X X
Virology v1 December 6, 2012 X X Rheumatoid Arthritis v1 November 14, 2016 X X X X
Parkinson's Disease v1 December 18, 2012 X X (G TTETRETIEN CERERTE, ZTD 2 2 2% 2
Polycystic Kidney Disease v1 February 26, 2013 X X Major Depressive Disorder v1 December 5, 2016 X X X X
Diabetic Kidney Disease v1 December 13, 2016 X X X X
Asthma v1 November 26, 2013 X X
Pain v1.1 (update) December 13, 2016 X X
Alzheimer’s Disease v2 December 16, 2013 X X
Ebola v1 December 19, 2016 X X X
Multiple Sclerosis v1 May 2, 2014 X X )
Malaria v1 January 9, 2017 X X
Diabetes v1 September 11, 2014 NA X X
(ADaM Supplement) (December 18, 2015)
Cardiovascular Endpoints v1 October 17, 2014 X X 10
Influenza v1 November 25, 2014 X X 8 TAs Published
QT Studies v1 December 12, 2014 X X 6
Chrenic Hepatitis C Virus v1 May 8, 2015 X X
4
Schizophrenia v1 June 9, 2015 X X
Dyslipidemia v1 June 19, 2015 X X X 2
Virology v2 September 30, 2015 X X Partial 0
Traumatic Brain Injury v1 December 14, 2015 X X 2011 2012 2013 2014 2015 2016 2017

I Assero
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We Need ...

Published TA User Guides T
ST e * Control Controlled Terminology

Alzheimer's Disease v1 September 9, 2011

SEMANT:

CONTRO! RMINOLOGY

Tuberculosis vi June 29, 2012 X X ° C t t o
Pain v1 August 7, 2012 X X 0 n S a n n eW Ve rs I O n S CDISC Controlled Terminology is the set of CDISC-developed or CDISC-adopted standard expressions (values)
Virology v1 EE = = used with data items within CDISC-defined datasets. CDISC, in collaboration with the National Cancer Institute's
g Enterprise Vocabul (EVS) r controll logy ISCF tion:
ER— December 18, 2012 % x ° _ h Enterprise Vocabulary Services (EVS), supports the controlled terminology needs of CDISC Foundational and
Therapeutic Area Standards.
Polycystic Kidney Disease v1 February 26, 2013 X X
Asthma v1 November 26, 2013 X X . .
AcheimrsDisesso 2 becompar 6203 x x * Precision
Mutple Scierosis vi May 2, 2014 X X Controlled Terminology Release
Diabetes vi September 11, 2014 NA X X X . . . P29| Release Date
* Which version am | using
- - .

Cardiovascular Endpoints v1 October 17, 2014 X X CDISC Controlled Terminology is maintained and distributed as part of NCI Thesaurus on an NCI File Transfer Protocol (FTP) site
Influenza vi November 25, 2014 X X o _ep_epe and is available for direct download on this page. Itis available in Excel, text, odm.xml, pdf, html and OWL/RDF formats.
QT Studies v1 December 12, 2014 X x [ ] V | S I b | I | ty New requests or changes to existing terminology can be accessed through the NCI/EVS New Term Request Page and s available
Chronic Hepatitis C Virus v1 May 8, 2015 X X X for direct download on this page.
Schizophrenia vi June 9, 2015 X X ? Asof 31 March 2017 the SDTM, ADaM, SEND and Protocol Entities Controlled Terminology files have been updated on the NC
Dyslipidemia v1 June 19, 2015 X X X X C W at C a n ge . EVS Ftp site. The dates of the new files are 2017-03-31. These terminology files replace all older SDTM, ADaM, and SEND files

: - and include terms from Review Package 29. Protocol Entities is a brand new CDISC terminology set. There are approximately
Virology v2. September 30, 2015 X X Partial 111 new QRS terms and 241 new terms across SOTM, ADaM, SEND and Protocol Entities.
Traumatic Brain Injury v1 December 14, 2015 X X X

* When did it change

* What is the impact of the change?
* Ease-of-use

* Make it easier to use

* Machine readable

d ASSGI’O e S-CUBED © Assero Ltd 15




Vision & Theory
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Presentation Protocol
CDASH
Document
Model
.___Model =
Vital Signs
B Y
HR %
Weight \6/
Data Height N\é
C BCs
Protocol Biomedical
Concepts Concepts
Model Model
Transport L

Protocol

Model

Derived Data

Model

Analysis Data Model
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Biomedical Concepts

Better structure and relationships,

not just individual variables "floating.

A collection of variables with logical
structure.

Consistent structure

Note the definition of value level
metadata

CDISC have just released an updated
SHARE model for review/comment
containing BCs

BCs derived from concept maps as
seen in TA User Guides

Can exists independent of SDTM &
CDASH

TEMP (C25206)
#### Integer 3

Result

C (C42559)

F (C44277)

SYSBP (C25298)
### Integer 3

Result

STANDING (C62166)

SITTING (C62122)

SUPINE (C62167)

FRMSIZE (C49680)

mmHg (C49670)

SMALL (C25378)

MEDIUM (C49507)

Result

LARGE (C49508)

d ASSGI’O e S-CUBED © Assero Ltd 18



Biomedical Concepts & Forms

TEMP (C25206) Note: Only a couple of relationships
shown so as to convey the principle

€ (C42559)
CRF F (C44277)
Temperature #itH
A
Diastolic ##4 mmHg
() mmHg (c49670)
systolic w4 mmHg () STANDING (C62166)

() SITTING (c62122)

() suPINE (c62167)

FRMSIZE (C49680)
SMALL (C25376)

MEDIUM (C49507)

LARGE (C49508)
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Biomedical Concepts & Domains

Note: Only a couple of relationships
shown so as to convey the principle

--------- Integer 3

Result

€ (€42550)
Tabulation F (C44277)
VB ByE8VE...BR---- ettt Integer 3
5
T
E Resule mmHg (C49670)
5
T STANDING (C62166)
c
D SITTING (C62122)
SUPINE (C62167)

SMALL (C25378)

MEDIUM (C49507)

Result

LARGE (C49508)
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Using Biomedical Concepts

Temperatura

- IRTTT Transformation 1. Atemplate is used to build BCs. There will be

many templates.
2. The template is based on the BRIDG model.

-—
Diastolic L

Hu mmHg
<.,
.

S . Traceability 3. BRIDG provides an invisible reference
# | mmHg & . framework.
s . N 4. The dotted links provide machine capable
" t et el automated processing and traceability.
* .0n® t . . . .
> P Las* * 5. Biomedical Concepts need only be associated
et S— . with the target domain, the machine can link
. . t, the individual pieces itself
Biomedical () .
Concept Test . mmHg [CA9670) C [Ca2550) *
STANDING [C62166] F (C44277) :
. Sl'r;wciltr:zuz] . ] :
8 LI . - L] -
. SUPINE [CB2167] T . . P ' i
$ + . . . ! e ¥
. BRIDG
Biomedical AN
Concept
Template
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SDTM Data |

=

The next step is to start generating domains automatically from data

— 2. Having a machine representation of the metadata (the study definition) allows for the data
to be 'attached’

Then significant parts of a domain can be created via a query. SDTM is a view of the data
The data can be used for other purposes

Learn and iterate to allow for the other variables to be created automatically

s m . This is the subject of a FDA/PhUSE CSS Project

Multiple Observations /

SYS8P (€25298)

o s w

Query to
present as

STANDING (62166) BSETITSI131S M

SITTING (€62122)

mmHg (C49670)

Position

Query would be something like:

Subject  identifier

Study  identifier

F (Ca4277)
Subject | rec_ ] vs aecazaa]svsee] standing ] a0 Jrmic 8

... more ‘data’, assessments, observations, drug
administrations, procedures etc. ABC-1234 } TEMP -

SUPINE {C62167) — “For all VS tests start at study ABC, for all subjects get

the identifier, get the test code, the result, additional
properties and the date/time of the observation.”

Query driven by the domain definition.

Subject

Standard Results & Units, Status,

Repeat for all Subjects Baseline & Derived

Subject

ASSGI’O e S-CUBED © Assero Ltd 22



SDTM Data Il

1. Example to give a flavour of generating
a DM domain and the link to drug

a1 administration events to obtain

m RFSTDTC

2. Same query can be used for —DY for
previous VS example.

STANDING {CE2166) 3. ARM gets interesting!

4. Key high-level point is the raw captured
data versus all of the ‘derived’ data in

SUPINE |C62167) SDTM

SYSBP (C25298)

identifier

ABC

rmimHg {CA9670)

SITTING (C62122)

Subject  identifier

1234

TEMP [£25208)

it 13
C{c42559)

F(Ca4277)

i 13
NN TABLETS

FREQ Simplified Drug Administration

For this example

Similar style for RACE, SEX, Warning! @ ’

ETHNICITY ... ‘ Dangerous ThOUghts

AGEU

Uinits

ASSGI’O g S-CUBED © Assero Ltd 23




Pooled Data

1. Canget to larger pools of data
It may be that observations across all studies may not 2. Query foradomain is the same, starting
share the exact same definition (i.e. new versions) (e point is the Pool rather than the Study
but presence of the definition allows us to determine wes ([N
mimHg [c49670)

this. Existence or absence of qualifiers/properties can
be determined

STANDING (CE2166)
SITTING (C62122)

iect  identifier

1234

SUPINE |C62167)

TEMP {C25208)

Study  identifier

i 13

ABC
€ {cazssa)
MNew Drug Ui
Pool identifier F [C44277)
Subject
Repeat for all Studies
Study Subject
Repeat for all Subjects
Study Subject
Study

ASSGI’O g S-CUBED © Assero Ltd



1.

Protocol

Link the names of the concepts
back into the protocol document.
From a quick initial examination
this looks possible with the
TransCelerate protocol tool

Assero @ S-CUBED

Protocol CRF
Temparatura
Transformation o CorF
d M Diastelic
"' VEY g0 #E mmHg
L] - =
é Traceability = " " « . | sk
- ¥ . #ﬁ‘#. mmHg
- o . .
s -

svsup (c25208)

mmHg (C49670)

Blood
Pressure

STANDING |C62166)

SITTING (C62122)

SUPINE (C62167)

DIABP [C25299)

Temperature

Transformation

Traceability

Test Result

TEMP [C25206]

SDTM

C[Ca2559)

F [C44277)

© Assero Ltd 25




Protocol

3¢/ 3¢
3¢
</ %¢| e

- , - e e e e 1. s it possible to base protocols on the
T ———— S —— concepts to be collected rather than

: the form?
ﬁE:u::fj:‘j;j;:" X 2. Create timelines rather than the
L".“m“ﬁ"’z"‘“w: 5 rectangular ‘Schedule of Assessments’
o — we see today.

G e ot Bt s e 3. Link study designs in an explicit way to

e the data to be collected.

m | [5¢[5¢ 3¢ | ¢

| Ambulatory Blood Pressure Monitoring

Carotid Intima-Media Thickness®
Pulsc Wave Velocity”
Cardiac Magnetic Resonance Imaging (MRLY
N Pediatric Quality of Life
[Cognitive and Dev elopment
Echavioral
Growth Height/Length and Weight
Head Circum ference’
Mid-Arm C:
IWaix\ and Hip Ci i j*
| Tanner Stage
[Food Frequer (FFQ)
Intact Parathyroid Hormone (PTH)
High Sensitivity CRP (hsCRP)

[Vitamin D

CICACRLACACRL]
CICACRCACICRCRES

o [ [ [ [ [ |

»>
>

ACACACR 3 3 2

olefefe]ele
slefefe]ele

o |efe]e]e

Fibroblast Growth Factor-23 (FGF-23)
6 Minute Walk Test (BMWT)

[Grip Strength .
“Central Remal Punel. Blood drawn ol cach site s sent fo Central Biachemistry Laboratory (CBL) where basac metabalic panel, phasphiorcas, and slbamin are

*Coltori 2: For Cahort 2, these tests will be measared ai baseline and sl visis. For Cohort 1, the measirements of these tesis were iniiated a1 follow- A

T AT e e - @ Atimepoint

*Preguancy Tests: Pregiancy aits will bé perforned on feaniabes of child beading poteidial, Childbeariing poletial oocurs when Lhe female has resched menarche.

b e e e =

" Local Urine Creaiinine amd <l require will peeform their local laboratory in
e

mﬂj‘i;jmz““‘w“m e Wa r h ,' n g ! @
DangerouS ThOUghts

DO IO A A E 2 (S
olefefo]als

AR A C R CR R AR 3 [ 3 S

A biomedical concept (or grouping thereof)

——

aid-Arm € am
"Waist and Hip Ci ‘Waist and Hip i y visi for th ol

i
S

—
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Analysis

CRF SDTM ADaM

Temperature

Transformation wH Corf Transformation
T TUNK Nou SHowD £2 MORE Diaslc A Ilttlg more
EXPLIUT HERE IN STEP TWO," te# | mmHg detail here
Traceability Systolic Traceability
#ad mmHg
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A Big Step

1. Resultsin an underlying model

Protocol CRF SDTM ADaM .
used across the life-cycle.
2. Requires ‘analysis concepts’, some

e ot thinking has been done in this
Diastolic area.

e o 3. Large amount of work being done
Systolic in sponsors re TLFs

48 mmHg

1. Forward and Reverse links through
the entire lifecycle.
2. Traceability comes for free.

pro—

DangerouS ThOUghts

S

—
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Generated Narrative with Details

id: heart-rate
Healthcare

status: final

category: Vital Signs (Details : {http://hl|7.org/fhir/observation-category code 'vital-
ADal signs' = 'Vital Signs', given as 'Vital Signs'})

1. Verysimple example of a HL7 FHIR resource (observation) for WEIGHT & HR
2. Imagine if this was interchangeable with Biomedical Concepts code: Heart rate (Details : {LOINC code '8867-4' = 'Heart rate', given as 'Heart rate'})
3. Terminology challenge/issues (CDISC v LOINC & SNOMED) subject: Patient/example

Diastolic effective: 02/07/1999

value: 44 beats/minute (Details: UCUM code /min = '/min')
Systolic
m mmHg I'fIm

Generated Narrative with Details
id: example
status: final

category: Vital Signs (Details : {http://hl7.org/fhir/observation-category code 'vital-
signs' = 'Vital Signs', given as 'Vital Signs'})

code: Body Weight (Details : {LOINC code '29463-7' = 'Body weight', given as 'Body

Weight'}; {LOINC code '3141-9' = 'Body weight Measured’, given as 'Body weight

Measured'}; {SNOMED CT code '27113001' = 'Body weight', given as 'Body weight'};
1 {http://facme.org/devices/clinical-codes code 'body-weight' = 'body-weight', given as

J—— é o 'Body Weight'})

STANING (61164

sTTe

subject: Patient/example

—

Warning! @ context: Encounter/example

Dangerous ThOUghts effective: 28/03/2016

value: 185 Ibs (Details: UCUM code [Ib_av] = 'lb_av")

ASSGI’O e S-CUBED © Assero Ltd 29

clearssy)

S

#iceazry|




Iterative Approach




ol

GLANDON

METADATA REPOSITORY

Iterative Approach

Create a
semantic
model that
encompasses
EIRGENICH
needed to
meet the
business need.

Create a
simple MDR
and Study
Build tool to
show the ideas
working. The
tool will use a
simple file-
based
database to
speed

Assero @ S-CUBED

STEP 3
SEMANTIC

Take the model
from step 1
and build a

user interface
(Ul) on top
learning the
lessons from
step 2.

STEP 4
IMPROVE

Improve the
initial

implementation
from step 3.

Drivers

* Control (new versions, rate-of-change)
* Precision (which version)

* Visibility (what changed)

* Ease-of-use, make it seasier

Need a solid foundation, a model
Implement in an MDR

‘Hide’ the new world underneath the
user interface

Present to the user in ways they currently
understand

Utilize graph technologies

Then build tools to use the solid
foundation accessed vi an API

Iterate, learn, adjust, increase capability

© Assero Ltd 31




A
. -9
Iterative Approach GLANDON

METADATA REPOSITORY

¢ MDR
‘ * Handle terminologies including CDISC
* Manage the new Biomedical Concepts
‘ * Major aim was to investigate BCs and
their use Build
* Managed SDTM Domains
¢ Study Build using definitions held by the B
. MDR
. * Produce define.xml from the study build \
. information
. * Important that this is done in a manner

that allows for new methods to be
introduced in parallel with current ones

Study

ASSGI’O e S-CUBED © Assero Ltd 32



Reality
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Terminology

History: CDISC Terminology

Show | 15 + entries Search:
Version |: Label Identifier Version Label Owner Status c
35.0.0 CDISC Terminology 2014-03-28 CDISC Terminology 2014-03-28 cDISC Ex Standard
36.0.0 CDISC Terminology 2014-06-27 CDISC Terminology 2014-06-27 cDISC [ show | Standard
37.0.0 CDISC Terminology 2014-09-24 CDISC Terminology 2014-09-24 cDISC Ex Standard
38.0.0 CDISC Terminology 2014-10-06 CDISG Terminology 2014-10-06 CDISC Ex Standard
39.0.0 CDISC Terminology 2014-12-16 CDISC Terminology 2014-12-16 CDISC [ show | Standard
40.0.0 CDISC Terminology 2015-03-27 CDISC Terminology 2015-03-27 cDISC Ex Standard
41.0.0 CDISC Terminology 2015-06-26 CDISC Terminology 2015-06-26 CDISC Ex Standard
42.0.0 CDISC Terminology 2015-09-25 CDISC Terminology 2015-09-25 CDISC Ex Standard
43.0.0 CDISC Terminology 2015-12-18 CDISC Terminology 2015-12-18 CDISC [ Show | Standard v
44.0.0 CDISC Terminology 2016-03-25 CDISC Terminology 2016-03-25 CDISC m Standard -

45.0.0 CDISC Terminology 2016-06-24 CDISC Terminology 2016-08-24 CDISC m Standard
46.0.0 CDISC Terminology 2016-09-30 CDISC Terminology 2016-09-30 CDISC m Standard
47.0.0 CDISC Terminology 2016-12-13 CDISC Terminology 2016-12-13 CDISC m Standard

48.0.0 CDISC Terminology 2017-03-31 CDISC Terminology 2017-03-31 cDISC m Standard

Pl
GLANDON

METADATA REPOSITORY

Showing 1 to 14 of 14 entries

oo | oo | i | e

Previous - Next

© Assero Ltd 34
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Terminology Changes GLANDON

METADATA REPOSITORY

Changes: CDISC Terminology coisc Terminology

Show 10 4+ entries Search:
& Submission 2015- | 2015- | 2015- | 2016- | 2016- | 2016- & 2016- | 2017-
Identifier  Label Value 06-26 09-25 12-18 03-25 06-24  09-30  12-13  03-31
C100129  CDISC Questionnaire Category Terminology QSCAT G G G G (2] (2] G G Changes
C100130  CDISC SDTM Relationship to Subject Terminology RELSUB - - = = G - c G
C100131 CDISC Questionnaire ADAS-Cog CDISC Version Test Name Terminclogy ADCTN — = G G = = = = Changes
C100132 CDISC Questionnaire ADAS-Cog CDISC Version Test Code Terminology ADCTC - - G G - - - - Changes
C100133  CDISC Questionnaire BPRS-A Test Name Terminology BPRO1TN - = G G - - - B
C100134 CDISC Questionnaire BPRS-A Test Code Terminclogy BPRO1TC - - G G - - - - Changes
C100135  CDISC Questionnaire EQ-5D-3L Test Name Terminology EQ5D01TN - = G G - - - B
C100136  CDISC Questionnaire EQ-5D-3L Test Code Terminology EQ5D01TC = - G G - - G - Changes
C100137  CDISC Clinical Classification HAMD 17 Test Name Terminology HAMD1TN - = G G G - - B
c100138 CDISC Clinical Classification HAMD 17 Test Code Terminology HAMDITC - - G G G - - - Changes
Showing 1 to 10 of 616 entries Previous - 2 3 4 5 62 Next

B EIEX
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Code List Changes | GLANDON

METADATA REPOSITORY

Changes: CDISC Questionnaire Category Terminology cioo129

Code List Changes
Show | 15 4 entries Search:
Version|: Date Identifier Submision Value Preferred Term Synonym Extensible Definition
35 2014-03-28 €10012% QSCAT CDISC Questionnaire Category Questionnaire Category v A grouping of observations within the
Terminclogy Questionnaire domain.
36 2014-06-27 + + + Questionnaire Category + ¥
Category of Questionnaire
a7 2014-09-24 + + + + + +
38 2014-10-06 + + + + + +
39 2014-12-16 + + + + ¥ +
40 2015-03-27 + + + + ¥ +
41 2015-06-26 + + + + ¥ +
42 2015-09-25 + + + + ¥ +
43 2015-12-18 + + + + ¥ +
44 2016-03-25 + + + + + +
45 2016-06-24 + + + + + +
46 2016-09-30 + + + + + +
47 2016-12-13 + + 4 + + B
48 2017-03-31 + + 4 + + B
Showing 1 to 14 of 14 entries Previous n Next
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Code List Changes Il

Code List ltem Changes

Show | 15
1H
Identifier
C100759
C100760
C100761

C100762

C100763
C100764
C100765
C100766
C100767
C100768

C100769

C100771
C100772
C100773

C100774

+ entries

Label

Brief Pain Inventory Questionnaire

Brief Pain Inventory Short Form Questionnaire
Brief Psychiatric Rating Scale A Questionnaire

Alzheimer's Disease Assessment Scale-Cognitive CDISC Version
Questionnaire

Clinical Global Impression Questionnaire

Current Opioid Misuse Measure Questionnaire
Columbia-Suicide Severity Rating Scale Baseline Questionnaire
Faces Pain Scale Revised Questionnaire

Hamilton Depression Rating Scale 17 Item Questionnaire
Karnofsky Performance Status Scale Questionnaire

Movement Disorder Society Unified Parkinson's Disease Rating Scale
Questionnaire

Michigan Neuropathy Screening Instrument Questionnaire
Neuropsychiatric Inventory Questionnaire
Parkinson's Disease Quality of Life Scale Questionnaire

Roland Morris Disability Questionnaire

Showing 1 to 15 of 182 entries

Assero @ S-CUBED

Submission Value
BPI

BPI SHORT FORM
BPRS-A
ADAS-COG

CGI

COMM

C-SSRS BASELINE
FPSR

HAMD 17

KPS SCALE

MDS-UPDRS

MNSI
NP1
PDQUALIF

RDQ

2015-
06-26

2015-

09-25

2015-
12-18

2016-
03-25

Search:

2016- 2016- 2016-
06-24 09-30 1213

Previous . 2 3 4 5

2017-
03-31

1

w

Py

-0
GLANDON

METADATA REPOSITORY
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Code List Item Changes GLANDON

METADATA REPOSITORY

Changes: Columbia-Suicide Severity Rating Scale Baseline Questionnaire c1oo7es

Code List Item Full History

Show | 15 + entries Search:

Version|: Date Identifier Submission Value Preferred Term Synonym Definition

as 2014-03-28 €100765 C-SSRS BASELINE Columbia-Suicidality €ss01 Columbia-Suicidality Severity Rating Scale (C-SSRS)
Severity Rating Scale Baseline Version 2009-01-14 (Posner, K.; Brent, D.;
Daseline Questionnaire Lucas, C.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.;

Zelazny, J.; Burke, A.; Oquendo, M.; Mann, J.; copyright
2008 The Research Foundation for Mental Hygiene, Inc.).

36 2014-06-27 + + + + +
a7 2014-09-24 + + + + +
38 2014-10-06 + + + + +
39 2014-12-16 + + + + +
40 2015-03-27 + + + + +
41 2015-06-26 + + + + +
42 2015-09-25 + + Columbia-Suicidality + Columbia-Suicidality Severity Rating Scale (C-SSRS)
Severity Rating Scale Baseline Version 2009-01-14 (Posner, K.; Brent, D.;
Baseline Questionnaire Lucas, €.; Gould, M.; Stanley, B.; Brown, G.; Fisher, P.;
Columbia-Suicide Severity Zelazny, J.; Burke, A.; Oguendo, M.; Mann, J.; copyright
Rating Scale Baseline 2008 The Research Foundation for Mental Hygiene, Inc.).
Questionnaire Columbia-Suicide Severity Rating Scale (C-SSRS) Baseline
Version 2009-01-14 (Posner, K.; Brent, D.; Lucas, C.;
Gould, M.; Stanley, B.; Brown, G.; Fisher, P.; Zelazny,
J.; Burke, A.; Oquendo, M.:; Mann, J.; copyright 2008 The
Research Foundation for Mental Hygiene, Inc.).
43 2015-12-18 + + + + +
44 2016-03-25 + + + + +
45 2016-06-24 + + + + +
46 2016-09-30 + + + + +
47 2016-12-13 + + + + +
48 2017-03-31 + + + + +
Snowwng 110 14 of 14 entries Previous - Next
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Show | 10

Code |:

List

c101841

ci01841

c101841

Cci01841

c118971

G118971

C119077

C119078

Showing 1 to 8 of 8 entries (filtered from 1,234 total entries)

Submission Value Changes

4| entries

Item

C100041

G100040

C100043

Ci0o0042

C119106

G119104

c119197

C119197

Label

Thrombolysis in Myocardial
Infarction Flow-1

Thrombolysis in Myocardial
Infarction Flow-0

Thrombolysis in Myocardial
Infarction Flow-3

Thrombolysis in Myocardial
Infarction Flow-2

Stent Thrombosis Coronary ARC

Timing Clinical Classification

Coronary Thrombus TIMI Grade

Clinical Classification

Original Submission Value

TIMI-1

TIMI-0

TIMI-3

TIMI-2

STENT THROMBOSIS COROMARY ARC

TIMING

GORONARY THROMBUS TIMI GRADE

ARC STC Timing - Stent Thrombosis STCT01-STC ARC Timing

Goronary ARC Timing

ARC STC Timing - Stent Thrombosis STCT0101

Coronary ARC Timing

< ] > f cooe J g

2014-
06-27

G

o

2014- 2014- 2014-
09-24 10-06 12-16

G

o

2015-
03-27

Pl
GLANDON

METADATA REPOSITORY

Search: | TiMi |

2015- 2015- 2015- 2016- 2016- 2016- 2016-
06-26 09-25 1218 03-25 06-24 09-30 12-13

AE0AA00E

g
ES

Previous n
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Submission Value Changes GLANDON

METADATA REPOSITORY

Changes: Thrombolysis in Myocardial Infarction Flow-1 cioo041 Submission Value

Code List Item Full History

pr— 1
Snow| 15 |entries Search: TIMI-1
1
Version|: Date Identifier Submission Value Preferred Term Synonym Definition |
a5 2014-03-28 €100041 TIMI-1 Thrombolysis in Myocardial Thrombolysis in Myocardial Penetration without perfusion: The contrast material passes
Infarction Flow-1 Infarction Flow - 1 beyond the area of obstruction, but fails to opacify the

entire coronary bed distal to the obstruction for the
duration of the cine run. (www.TIMI.org accessed 21SEP2011)

36 2014-06-27 + TIMI-1 + + Penetration without perfusion: The contrast material passes TIMI-1
GRADE 1 beyond the area of obstruction, but fails to opacify the _
entire cororary bed distal to the obstruction for the GRADE 1
duration of the cine run. (www.TIMI.org accessed 21SEP2011)
Penetration without perfusion. Contrast material passes
beyond the area of obstruction but 'hangs up’ and fails to
opacify the entire coronary bed distal to the obstruction
for the duration of the ci ic filming
(Chesebro JH, Knatterud GL, Roberts R, et al, Thrombolysis
in Myocardial Infarction (TIMI) Trial, Phase I: a
comparison between i tissue +ivats
and intravenous streptokinase: Clinical findings through
hospital discharge, Cireulation 76, No. 1, 142-154, 1987)
a7 2014-09-24 + 4 + + +
38 2014-10-06 + + + + +
39 2014-12-16 + GRADE 1 + + +
TIMI GRADE 1
40 2015-03-27 + + + + +
41 2015-06-26 4 + + + +
42 2015-09-25 + + + + +
43 2015-12-18 + + + + +
44 2016-03-25 + + + + +
45 2016-06-24 + + + + +
46 2016-08-30 + + + + + +
47 2016-12-13 4 + + + + 3
48 2017-03-31 + + + + +
Showing 1 to 14 of 14 entries Pravious - Next GRADE 1

TIMI GRADE 1
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Biomedical Concepts

Edit: EQ-5D-3L Mobility Bc c100392 (v1.1.0, 2, Incomplete)

All Biomedical Concepts

[1] EQ-5D-3L Mobility

® @& @ ®EQ-5D-3L

& ®EQ5D0101
L

P ® ® & © EQ5DO1-Mobility

@ | have no pr...

® ® ® #|have some ...
@ | am confine...

Close

g - o
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[2] EQ-5D-3L Self-Care

® & @ ®EQ-5D-3L

@& ®EQ5D0102
L3

® ® & 9 EQ5D01-Self-...

L |
(2 S B B
@ | have no pr...

® & ® #|have some ...
@ | am unable ...

Close

[3] EQ-5D-3L Usual Activities

® & & #®EQ-5D-3L

@& ®EQ5D0103
L

® ® & ©EQ5D01-Usual...

L]
L = B B B
@ | have no pr...

® ® @& #/|have some ...
@ | am unable ...

Close

Pl
GLANDON

METADATA REPOSITORY

[4] EQ-5D-3L Pain/Discomfort

Close

® & & @9 EQ-5D-3L

® ®EQ5D0104

L
® ® & ©EQ5D01-Pain/...

@ | have no pa...
@ ® ® @ have moder...
@ | have extre...



A
. . -0
Biomedical Concepts GLANDON

METADATA REPOSITORY

Current Biomedical Concept ~ * Biomedical Concept
| shown as a
Show 15+ entries Search: ‘flattened structure’
Alias 1:  Question Text Prompt Text Enabled Collect Datatype Format Terminology with alias names to
Baseline (--BLFL) x x boolean relate it to the
Body Position (--POS) x x string [coded] current World
: * Note that
Category (--CAT) v x string [coded] EQ-5D-3L [C66957] terminology is
Date Time (--DTC) Date & Time v v dateTime bound in and
Laterality (--LAT) x x string [coded] defined as part of
Method (--METHOD) ® x string [coded] BC.
Reason Not Done (—-REASND) *® x string [coded]
Result Value (--ORRES) Mobility v v string [coded] | have no problems in walking about [EQ5D3L.MOBILITY.NONE]
| have some problems in walking about [EQ5D3L.MOBILITY.SOME]
| am confined to bed [EQ5D3L.MOBILITY.CONFINED]
Site Of Administration (--LOC) x x string [coded)]
Subcategory (—SCAT) X x string [coded]
Test Code (--TESTCD) v x string [coded] EQS5D0101 [C100382]
Test Name (—-TEST) v x string [coded] EQ5D01-Mobility [C100392]
Showing 1 to 12 of 12 entries Previous Next
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Forms GLANDON

METADATA REPOSITORY

View: EQ-5D-3L =aspaL (v0.1.0, 1, Incomplete) 1. Use the Biomedical Concepts to build forms
m 2. Example here is EQ-5D-3L using 6 concepts that each use a mix of
Commone o Date Time e CDISC and sponsor terminology
o Genzral nst.. 3. Makes it easy to build forms
ca-s0hiin. e  No protlems 4. When a Biomedical Concept is used on two or more forms then
resiiee-© :2"""”::“?: definitions will be consistent across those forms, including use of
terminology
@ No proslems 5. Results in less variation

EQ-5D-3L Sel...®
Result Value... @ ® Some problems

@ Unable to wa...

® No problems

y EQ-5D-3L Usu... @
SDil e Group 1@ Result Value... @ ® Some problems

@ Unable to pe...

@ No pain
EQ-5D-3L Pai... @&
Result Value... @ @ Moderale

® Extreme

® No problems
EQ-5D-3L Anx... @
Result Value-.. & ® Moderate
@ VAS Instruct... @ Extreme

EQ-5D-3L Vis.. @
@ Result Value...
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Ilterative Forms GLANDON

METADATA REPOSITORY

View: Mixed Vital Signs mixep vs (v0.1.0, 1, incomplete) 1. Ability to mix Biomedical Concepts and ‘traditional’ individual questions

Cooe L on Lo ] o and mappings

2. Thisis essential to allow for iterative development of Biomedical

Concepts.
3. Need to be able to mix the old and the new
@ Dato and Ti... 4. Not all Biomedical Concepts will be available immediately so we will

require flexibility

® Centimeter

BC Group @ Height (BCC... & ® Result Value... 1' We need tO keep the |IghtS on
@ nch 2. One example where we can mix the ‘old’ world and the ‘new world’
3. This will be required through the life-cycle
Result Units..-@ 4. Take an 80-20 approach, do the easy stuff in new ways, learn, do the
. o Mter difficult using current methods
5. Work through domain by domain
6. Use existing information to build BCs
@ Weight # Internationa...
Question Group @ ® Kilogram
Weight Units @
® Pound
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A d
nnotated CRF
Annotated CRF: Mixed Vital Signs mixep vs (vo.1.0, 1, Incomplete) 1. Having the definitions allows for annotation of
CRFs
Mixed Vital Signs —\i i . .
< VS=Vital Signs 2. Use of Biomedical Concepts allows for auto-
annotation using the links shown in previous
BC Group A
slides
Height (BC C25347) 3. Use of ‘traditional’ questions allows for the
Questiontext  NBTE WS CELEa oiodrimimimisiviviviviinint:iniu mapping information to be exposed
Result value? VSORRES where VSTESTCD=HEIGHT
Result units? VSORRESU where VSTESTCD=HEIGHT - Centimeter
Olnch
OMeter

Clnternational Foot

Question Group
Weight? VSORRES
Units VSORRESU ~Kilogram

JPound
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SDTM GLANDON

METADATA REPOSITORY

Show: Demographics som i oM (v3.2.0, 3, Standard) 1. SDTM Definitions held by
Details the MDR
Identifer Label Owner Version Version Label 1. SDTM Model
SDTM IG DM Demographics CDISC 3.2.0 32 2. SDTMIG
3. SDTM IG Domains
Variables .
2. Allows for sponsor domains
Show|s  +|enties Search: to be created based on IG
i CTor Sub domains
Ordinal Name Label Datatype  Format Role Role Notes Core
16 BRTHDTC  Date/Time  Char ISO 8601 Qualifier Record Datestime of birth of the subject. Permissible
of Birth Qualifier
17 AGE Age Num Qualifier Record Age expressed in AGEU. May be derived from RFSTDTC and BRTHDTG, but BRTHDTC may not  Expected
Qualifier be available in all cases (due to subject privacy concerns).
18 AGEU Age Units  Char [ AGEU | Qualifier Record Units associated with AGE. Expected
Qualifier
19 SEX Sex Char EX3 Qualifier Record Sex of the subject. Required
Qualifier
20 RACE Race Char 3 Qualifier Record Race of the subject. Sponsors should refer to “Collection of Race and Ethnicity Data in Clinical ~ Expected

Qualifier Trials” (FDA, September 2005) for guidance regarding the collection of race
(http://www.fda.gov/Regulatorylnformation/Guidances/ucm126340.htm) See Assumption below
regarding RACE.

Showing 16 to 20 of 28 entries Previous 1 2 3 n 5 6 Next
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Impact Analysis GLANDON

Impact Analysis: EQ-5D-3L - Mobility 1. All of the definitions, and the linked nature of the definitions,
Items Impacted Impact Graph allows impact analysis to be performed.
. —_ . 2. Simple example of terminology change. If C100392 (EQ-5D-3L
now(1 3jenttes et TESTCD) changes what is impacted.
2 Version 3. Theitemsare
Identifier Label Version Label . .
Impact Graph 1. The Biomedical Concept
BC 100382  EQ-5D-3L 1.0.0
Mobility 2. Two forms that use the concept
coisc coisc 4300 20151218 B 3. The QS Domain where the captured data will go
Terminology Terminology
2015-12-18
EQ5D3L EQ-5D-3L 0.1.0 ® .
‘ . Qs
MIXED Mixed Form  0.1.0 [ show | . Terminology
QS Domain Questionnaires  0.1.0 m
EQ-5D-3L . Biomedical Concept
Showing 1 to 5 of 5 entries Previous - Next
Form
o
ol Ciose o @ somv
EQ-5D-3L
Mobility BC C100392
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Impact Analysis

CRF

SDT™M

Temperature )
e cor K w o a Transformation
.
—

Diastolic
A

oyl Traceability

A mmHg

€ {cazsso)

F (c44277)

. SITING [co2122)
.

.

e,
‘ SUPINE (C2167) . . "
. .
'o ot ot :
.

L
Biomedical Lt
Concept
Template

I Assero e S-CUBED

Pl
GLANDON

METADATA REPOSITORY

Impact Graph

Qs

EQ-5D-3L
~y
® o
°
EQ-5D-3L
Mobility BC C100392
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Everything is Linked GLANDON

1. The metadatais one _— o
large graph o'® » ° .

2. Some examples of o L Seseunte, e *ee
partial views of the .0’ oe S Ny 1 1,
graph 4 K RN A 2

3. Aform built from BCs otoe, °® o0 X 2 :". :...:.-:';.. oSN ;... O
that are linked to el A oute essse isde ot
terminology with & y o s N : 4
Domains linked to the Soee ol .:::’::. e .
BCs SN 208 . sl e . .,

4. The second graph is of '0:.: LS Zess % ‘.-‘.:':’. :...':E.:: . oo,
the SDTM Model with S s ekt e . Soee o0’ e, --.-.'.:.:;
the core variables and . WY 0:': o* .-::-".' PRI DA e
the model domain e ..... N . ..0 X :.....'::::.. .‘:'.:..;:-.-. .’:'.'..- J a
classes v . o . 4 . .:.... > S ® e ..:.....;‘:'

o *elese @ Terminology ooty teve”
& : of 4 ‘ Biomedical Concept .:::.:.:.'.::-:
® e o * Form i

Lighter blues used for SDTM Model variables and classes

’ SDTM
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Iteration: Study Builds GLANDON

METADATA REPOSITORY

Study Information Schedule of Assessments Study Detail Case Report Form Annotated CRF 1. W.ith solid foundation of definitions we

are now in a position to undertake the
functions required by the business
2. Build studies, using the form definitions
SoA Vi vz V3 . . .
cospal . held within the MDR (accessed via the
o MDR API)
3. Build the Schedule of Assessments

Schedule of Assessments

Mixed Form v v v

Vi V- [+ | = F ¢t %

(%
&
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Iteration: Study Builds GLANDON

METADATA REPOSITORY

Sludy Information Schedule of Assessments Stl‘dy Detail Case Fisport Form Annotated CRF 1. The tool Can then turn that automatica”y into the detail
Study Detail 2. Can export it to EDC systems (ALS, ODM, JSON)
3. Allows for study-specific changes
Comma e @ paeTIme 4. Produce the aCRF automatically
® General Inst...
casdotino © Mo problems 5. The study build contains all the version information
Result Vaive... ® ® Some problems

& Confied to ed (forms, terminology etc)
Provides control, what’s been used, impact analysis etc.

o

® No problems
EQ-5D-3L Sel.. ®
Result Value... @ ® Some problems

@ Unable to wa...

[ @ No problems
. 50- -50-3L Usu... @
EQsDaLe Group 1 @ Result Value... ® Some problems
@ Unable to pe...
No pain
EQ-5D-3L Pai.. @ oMo
Result Vaive... @ ® Moderate
@ Extreme
No problems
EQ-50-3L Anx... @ oMo
Result Value... @ ® Moderate
@ VAS Instruct... @ Extreme
EQ-50-3L Vis... @
® Result Value...
tration @
Common @& @ Date Time (-...
@ General Inst...
® Kilogram
Weight (BC C... @ @ Result Value... g
@ Pound
Result Units.. @
® Gram
@ Ounce
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lteration: Define.xml GLANDON

METADATA REPOSITORY

1. With a study build that contains a lot of
detail we can move towards a full
automation of the define.xml

2. We also are able to support manual
creation of define.xml. By having all the
definitions that the MDR holds the tooling
can help build definitions (e.g. VLM from
Biomedical Concepts).

3. Thisis the current work focus

O

L b &
o9
%00

SYSBP (C25298)

ftit# Integer 3

Result mmHg (C49670)

STANDING (C62166)
Pasition

SITTING (C62122)

SUPINE (C62167)
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Summary GLANDON

& Build a linked view of the world and break the silos down.
& Consistent way to generate the existing views of that world.
& Do this in iterative fashion that allows the old and the new to co-exist.

& Solid foundation of linked high-quality definitions consistent across the life-cycle present opportunities for
automation.

Contact Details
Dave Iberson-Hurst

dave.iberson-hurst@assero.co.uk
WWW.assero.co.uk
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