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OpenStudyBuilder: What is it?

SgUR.YDER Uy studies I Library
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Library »

The Library helps you manage the
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List
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Lorem ipsum dolor sit amet, co... ,

ADD NEW STUDY SELECT STUDY
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The OpenStudyBuilder vision - What are we looking for?
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CRF concept in the Library

c localhost:

ST||DY.
BUILDER

About Library

Process Overview

Code

Dictionaries

Concepts

Activities

Units

CRFs

Syntax Templates

Template Instantiations

Template Collections

Data Exchange Standards

List

Q5 studies I\ Library
CRFs @
CRF Templates Forms Item Groups tems

Select rows

Actions

Name

Informed Consent and Demography

Vital Signs

Medical History - Concomitant lliness

Administration of Investigational medicinal product

Adverse Event

ADD NEW STUDY SELECT STUDY

CRF Tree SDTM Tree

Repeating Description

yes

yes

no

CDISCDEV-9876 B X @ A JOHN DOE

0000

Filtering currently not activated
Version Status
1.0

@

o
o
o

Rows per page: 10
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Elements
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Example

CRF
Templates

Forms

Item
Groups

Items

Blood pressure
and pulse (last
measurement)

Systolic
blood
pressure
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CRF in Study Builder - Vision

Library

» Re-create CRF library in Study \
Builder
» Replacing Word-based CRF
standards
» Creation of trial specific CRF

* CRF export
» Support creation of CRF
library in ClinSpark

« Link CRF to metadata
« Link CRF element to
assessment data model

\_ /
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OpenStudyBuilder interfaces: we want you!

Examples:

« Module to export to your
format that can be
imported to EDC

« Interfaces to specific

programs




CRF now

LB=Laboratory Test Results | FA=Findings About

CE=Clinical Events

Pancreatitis

LBCAT=AE REQUIRING FACAT=AE REQUIRING

Non-Visit Related (AE)

ADDITIONAL DATA ADDITIONAL DATA

CECAT=AE REQUIRING
ADDITIONAL DATA

I FAOBJ=PANCREATITIS

—| CETERM=PANCREATITIS |

b PANCREATITIS

Study 1D: NNXXXX-XXXX

Pancreatitis event number
[read-only]

Related adverse event
v number

Did the subject have
v significant upper abdominal
pain?

Were other signs/symptoms
4 present during the_course of

0<N3| | cEREFID | | FAREFID | | LBREFID | | RELREC: CEFA

RELREC: CE.LB

10<N3l | cELNKID | \ FALNKID | | LBLNKiD | RELREC: CE.AE

O No O Yes Fa PANCREATITIS ABDOMINAL PAIN LPANABPN |

O No FAORRES w =  YMP
O Yes PANCREATITIS SYMPTOMS

[PANCREATITIS] - Repeating

NAUSEA
VOMITING
FEVER

Integration

th t? aON F
FASCAT—;even | PANCREATITIS VOMITING Dvg?nsi:?ﬁ FAORRES w. PRI R r ASEA OTHER |
— aoF =
AND SYMP| PANCREATITIS OTHER SYMPTOM [ Oetzr:':rr FAORRES Whi™.\creatms rever [V OMIT | ‘ (Fale ST FATESTCD_PA~FEVER

G Unknown | FAORRES when FATESTCD=PANSYOT |

Novo Nordisk®

Any change is fully manual

There is no linkage to
metadata

Possibilities to automate
mock-up creation are very
limited

Changes of SDTMIG and
CT requires manual impact
assessment and
corrections

High risks of wrong
annotations



CRF future

Study-4373 - Blank CRF

~FORM : Informed Consent and Den

Item Group for : Informed Consent

Informed Consent Time obtained by Parents/Legally Acceptable Represen

Date informed consent obtained by Parents/Legally Acceptable Represent:
required [de-activated] *

Study 1D *
Date informed consent obtained by Parents/Legally Acceptable Represent:

Informed Consent Time obtained by Parents/Legally Acceptable Represen
required [de-activated] *

Time informed consent obtained *

Date informed consent obtained *

Item Group for : General Demography

Date of birth (only for Argus interface) [hidden] *
Race other *

Previous Subject No. *

Ethnicity *

Subject No. [read-only] *

Sex [read-only] *

Sex [de-activated] *

Date of birth *

localhost

Study-4373 - SDTM Annotated CRF

Item Group for : Informed Consent [G.DM.IC]

DS

Informed Consent Time obtained by Parents/Legally Acceptable Representative
(LAR) [de-activated] [LRFICTIMLARI1] *

Date informed consent obtained by Parents/Legally Acceptable Representative
(LAR) Only to be completed in countries where Informed Consent from both
parents is required [de-activated] [LRFICDATLAR2] *

Study ID [LSTUDYID] *

Date informed consent obtained by Parents/Legally Acceptable Representative
(LAR) [de-activated] [LRFICDATLAR1] *

Informed Consent Time obtained by Parents/Legally Acceptable Representative
(LAR) Only to be completed in countries where Informed Consent from both
parents is required [de-activated] [LRFICTIMLAR2] *

Time informed consent obtained [I.RFICTIM] *

Date informed consent obtained [I.RFICDAT] *

DM

Date of birth (only for Argus interface) [hidden] [LBRTHDTCARGUS] *
Race other [LRACEOTH] *

Previous Subject No. [LPREVSUBIJ] *

Ethnicity [LETHNIC] *

_Quhiact Na [rasd anlul (1 QLR IINL %

FORM : Informed Consent and Demography [F.DM]

- 0

nm/dd/yyyy O

nm/dd/yyyy O

- 0

- 0

mm/dd/yyyy O

RFICDTC, DSSTDTC when DSTESTCD =
LRFICTIMLAR1

RFICDTC, DSSTDTC when DSTESTCD =
LLRFICDATLAR2

STUDYID when DSTESTCD = LSTUDYID

RFICDTC, DSSTDTC when DSTESTCD =
LRFICDATLAR1

RFICDTC, DSSTDTC when DSTESTCD =
LRFICTIMLAR2

RFICDTC, DSSTDTC when DSTESTCD =
LRFICTIM

RFICDTC, DSSTDTC when DSTESTCD =
LRFICDAT

—Item Group for : General Demography [G.DM.DM]

mm/dd/yyyy 0O
|
|

NOT HISPANIC OR LATINO [C41222_NOT HISPANIC OR LATINO]
HISPANIC OR LATINO [C17459_HISPANIC OR LATINO]

NOT REPORTED [C43234_NOT REPORTED]

UNKNOWN [C17998_UNKNOWN]

BRTHDTC when DSTESTCD = LBRTHDTCARGUS

RACEOTH in SUPPDM when DSTESTCD =
LRACEOTH

PREVSUBIJ when DSTESTCD = [.LPREVSUBJ

ETHNIC when DSTESTCD = LETHNIC

Novo Nordisk®



10 Novo Nordisk®

ODM-XML

'..
SDTMDomain=

L "Tabulation™ =

ODM-XML

- ) Mandatory=
.LATB L Mandat

- LOCBP

Description Versions Education : ' ( \ Vi S " ing="N" "Tabulation

ODM-XML is a vendor-neutral, platform-indep

administrative data, reference data, and audit Mame="Visit d dataTy "D E "18" S iable=

the language of choice for representing case r

en”:Systolic blood pressure</

surementUnit0ID="mmHg"




Demo OpenStudyBuilder
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Data model

- The engine to ensure
compatibility to
future releases

« Requires vision since
features will be
added for years

Novo Nordisk®
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The CRF part...

OdmD escription Root

LATEST
LATEST_FINAL

-
OdmDescription¥alue

HAS_DESCRIFTION
HAS_ENG_DESCRIFTION

site_instruction_rule: String

>
* uid: String

CATEST_DHREFT
LATEST_RETIRED
HAS WERSION

* |language: String
description: String

HAS_DESCRIFTION
HAS_ENG_DESCRIFTION

instruction: Stin

mtart_date: DateTime

lerd_date® DateTime

st atus: String

¥ ersion: String
hange_description: String

user_initials: String

fanly on -[:HAS_VERSION]-=

spenser_instruction: String

LATEST

OdmhliasRoot

LATEST_FINAL

Odmlims¥alue

LATEST_ORAFT

uid: String LATEST RETIRED cortext: String
HAS_VERSION e
Y start_date: DateTime

HAS ALIAS

=nd_date® DateTime
status: String

wersion: String
change_description: String
user_initials: String

Manly on -[:HAS WERSION]-=

HA&5_DESCRIFTION
HAS_ENG_DESCRIFTION

HAS_DESCRIFTION
HAS_ENG_DESCRIFTION

Odm StudyEwentRoot

HAS_VERSION

start_date: DataTime
end_date: DateTime
wersion: String

change_description: String

user_initials: String

uid: String

OdmStudyEwent¥alue

OdmFarmRoot

LATEST

LATEST_FINAL

LATEST_DRAFT

LATEST_RETIRED

HAS YERSION

aid: String
name: String
repeating: Boolean

start_date: DateTime
end_d ate¥: DateTime
status: String
Fersion: String

uszer_initials: Strin

change_description: String

fanly an -[:HAS VERSION]-=

OdmFarm¥alue

OdmitemGroup¥ alus

| Odmltem GroupR oot

oid: String

HAS_ALIAS HAS_ALIAS
LATEST
CATEST_DRAFT =]
[ATEST_FINAL e

name: String uid: String

LATEST_RETIRED

rep eating: Boolean

HAS_¥ERSION

I:rumpt: String
ock_content: Bool=an
affective_date: DateTime
retired_date:D steTime

ITEMGROUWP_REF

FORM_TEMP_REF

order_number Integer
mandatary: Boclean

LATEST

OdmTemplate¥Walus

OdmT em plat & Root

LATEST_FIMAL

LATEST_DRAFT

oid: String

LATEST _RETIRED

name: String
effective date: DateTime

HAS WERSION

retired_date: Date Time

st art_date: DateT ime

lend_date® DateTim=

Bt atus: String

W &rsian: String
hange_description: String

user initials: Strin

Manly an -[:HAS_VERSION]-=

order_number Integer
rmandatory: Boolean
collection_ex ception_condition_aid

wersion: String

ring
Monly on -[:HAS_VERSION]-=|

start_date: DateTime
end_date®: DateTime
status: String

change_description: String
user_initials: St

oid: String

name: String

rep=ating: Bool=an
is_referance_data: Bool=an
sas_datas=t_name: String
domain: String

erigin: String

purpaose: String

camment: String

Novo Nordisk®

| UnitDefinitionRost |

| CTCodelistRost |

HAS_UNIT_DEFINITION

HAS_CODELI ST

Odmitem¥alue

| OdmitemRoot

LATEST

LATEST_DRAFT

uid: String

LATEST_FINAL

LATEST RETIRED

HAS WERSION

ITEM_REF

method_oid

1300 Y1Wd S13oHYL

DataMede|Root

DataM odelIGRoat

order_number: Imteger
rmand stary: Boolean
kay_s=quance

imlp utati on_met hod_oid
role

role_codelist_oid
collaction_sxception_con dition_sid

HAS_YERSION

start_date: DateTime
end_date: DateTime
wersion: String
change_description: String
1 user_initials: String

1 DataMode|¥alue

name: Strina

uid: String

uid: String

HAS_¥ER3 ON

start_date: D ateTime
end_date: DateTime
¥ersion: String

user_initials: String

change_description: String

J1EVIHYA SLIOHVL

¥ariableRoot

start_date: DateTime
end_date®: DateTime

st atus: String

[ ersion: String
change_description: String
us er_initials: Strin

Ponly on -[:HAS_VERSION J-=

oid: String

name: String

dat atype: String

lengh: Imteger
significant_digits: Integer
sas_field_name: String
sds_var_name: String
arigin: String

camment: String

HAS_¥ERSION

start_date: D ateTime
end_date: DateTime
wersion: 5tring
change_description: String
uszer_initials: String

VarisbleWalue
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Graph dat

« Using graph

database
(Neo4j)

« Efficient

representation

« Graphical

linkage
displayed

e Live demo

d

IN_GROUP

R

ARCHY

HAS_VERSION

—— LATEST_FINAL

T LATEST

HAS_ASSESSMENT

— LATEST
— HAS_VERSION —

LATEST_FINAL

HAS_ASSESSMENT

5
£

g

Novo Nordisk®

4 IN_HIERATCHY —
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Break



Demo Graph DB



Beyond the CRF...

Linkage to clinical metadata
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CRF Library to metadata

Qy studies

CRFs @

I\ Library

Forms

Select rows

Actions

Name

Informed Consent and Demography

Vital Signs

Medical History - Concomitant lliness

Administration of Investigational medicinal product

Adverse Event

ADD NEW STUDY SELECT STUDY

Repeating Description

yes

yes

no

no

no

R
CDISCDEV-9876 & Xt @ 2 JOHNDOE T3

Version

0.1

Rows per page

0000

Filtering currently not activated
Status

Novo Nordisk®

Example

Global

Blood pressure
and pulse (last
measurement)

Systolic
blood
pressure
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Linking to different versions of standard models

@ CRFs / Forms / Link Form with Data Model

CRFs Models

& M CDASH Model 1.0

| @ CDASHIG 2.0

& M CDASH Model 1.1

| @ CDASHIG 2.1

| @ CDASH SAE Supplement 2.0
G Demographic Form [ O M CDASH Model 1.2

0 (@ coasHIG 2.2

0 (@ CDASH SAE Supplement 2.0

= M S0TM Model 1.4

= (@ sDTMIG 3.2

| @ SDTMIG-AP 1.0

& M NN Master Model 3.2 14

@ CRFs / Item Groups / Link Form with Data Model
CRFs Models

5 M CDASH Model 1.0

| @ CDASHIG 2.0

& M CDASH Model 1.1

| @ CDASHIG 2.1

| @ CDASH SAE Supplement 2.0
(© vital Signs Group 0 M CDASH Model 1.2

0 ([ CDASHIG 2.2

00 (@ cDASH SAE Supplement 2.0

4 M S0DTM Model 1.4

= @@ soTMIG 3.2

| @ sDTMIG-AP 1.0

% M NN Master Model 3.2 14

CANCEL - AME
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The SDTM Tree page

CRFs / SDTM Tree

CRF Templates Forms Iltern Groups  Items CRF Tree SDTM Tree  Alias
00O
Domains/Variables : Version: Status: Link
v () DM - Demographic Domain 1.0 [ finai [+
() Birth Date 1.0 (" ina ]
) sex 2.0 D
O Age 1.0 o
v {® Vs - vital Signs Domain 1.0 L Fna ] (+]
) VSORRES 1.0 (o |
() VSORRESU 2.0 o
) vsLoc 1.0 D

Novo Nordisk®
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Linking to study metadata - Protocol to CRFs

@ CRFs / Forms / Link Form with Activities Group @ CRFs / Item Groups / Link Item Group with Activities
CRFs Activities Group CRFs Activities Sub-group
& @) Demographic O @) Demographic
& ) General Demography O ) General Demography
O @) Examinations & @) Examinations
O ) vitals Signs @ ) vitals Signs
O Q Body Measurements / O Q Body Measurements
(3 pemographic Form [ O ) EcG (® vital Signs Group & O ) ecc
O € Physical Examination O ) Physical Examination
I:I@ Glucose Metabolism EIQ Glucose Metabolism
D@ Study Compounds O @ Study Compounds
_ D@ Laboratory Assessments _ Dﬂ Laboratory Assessments
(=) CRFs / Items / Link Item with Activities O @ Laboratory Assessments
CRFs Activities coce. )

& ) Date of birth

0O €Y Appearance in U-wave

O €Y sex

0O € Conduction finding

O 9 ECG Overall Interpretation
O Birth Date ® O €Y ECG abnormality

O ) ECG infarction location

O 0 Systolic blood pressure

O € Diastolic blood pressure

O € Body Length

O €) Body Weight

cance. | (D



; ,/”—' Domains / Datasets

/,, ——_—Ta >_ ADaM
E | Domains / Datasets ’,” Variables
xample . <

Variables

LY
N

Templates

~ ""h_‘.
~ A Forms

Activity Groups —-—

Flowchart Activity Sub Groups

Activities «
Sponsor Units (
..-”
Units CT Unit ——————

UCumM

Laterality

4

Position

N
\

Codelists
Inclusion ntrolled Terminology <
Terms

Visits Treatment

Follow-up
End-of-study

Novo Nordisk®

Example:

To demonstrate the
superiority of Drug A
relative to Drug B on
Blood Pressure (BP)
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Exercise

« CRF annotations

« FORM

« ITEMGROUP

« ITEM
« SDTM linkage

« Topic variables

* Qualifiers variables
« Exercise

Trial 1D: NN OO0

<Visits A, B>: If abnormal, clinically significant, record in the Medical History/Goncomitant lliness form (Medkx/Gonll). If medication is taken remember to
record in the Concomitant Medication form (CM).

<Visits X to Y= Any clinically significant deterioration of a pre-existing condition as well as any new clinically significant sign, symptom or illness is
considered an adverse event. Complete an Adverse Event form (AE). If medication is taken remember to record in the Concomitant Medication form (CM).

Blood pressure and pulse — Second last measurement

= Blood pressure Systolic / Diastolic
[N3| mmHg / [N3] mmHg

= Pulse [N3| beats/min

Blood pressure and pulse — Last measurement

*  Blood pressure Systolic / Diastolic
[N3] mmHg / [N3| mmHg

Mean of blood pressure and pulse

* Mean blood pressure
(System calculated)

Systolic / Diastolic
|N3| mmHg / [N3| mmHg

Mean pulse
(System calculated)

|N3| beats/min

Novo Nordisk®



Discussion about exercise and
what to bring to plenum
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Comments taken during the Workshop

« Challenge: How can we have ODM as the default EDC format?

« Visit matrix can be defined differently between Vendors... How can we address that?

« A setup for Vendor Extension in the ODM format is needed

« Amendments need to be considered at the level of the CRFs with link with the Protocol

- The ODM definition should allow very specific display options (like using bold in clinical
questions...) -> This should work with html

« The ODM version 2.0 should be managed by the OpenStudyBuilder - This will allow the
creation of more complexes Study Definition
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12-Jan-2021

New MDR Project

Strengths

Project

« Integration between Protocol and CRFs makes a lot of sense

« Link between CRF and assessment model enabling for example the
generation of define.xml was considered very promising

System

«  Amendments need to be considered at the level of the CRFs with link

to the Protocol

Opportunities

Project

* The ODM version 2.0 should be managed by the StudyBuilder - This

will allow the creation of more complex Study Definition

System
« Asetup for Vendor Extension in the ODM format is needed
» Add Edit Checks rule in the ODM

Considerations for MDR-CRFs next steps

Weaknesses

Project
« Formal Biomedical Concept is not established fully

System
« The ODM definition should allow very specific display options
(like using bold in clinical questions...)

Threats

Project
«  How can we make ODM the default CRF format

System
«  Visit matrix can be defined differently between Vendors... How can
we address that?

Novo Nordisk®






