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Meet the Speakers
Joerg Dillert

Title: Consulting Solution Senior Director — Enterprise Architect
Organization: Oracle — Health and Life Sciences

I’m working in the Health and Life Science Industry for more than 33
years with a deep understanding of the domain requirements and
combine this with my technical knowledge. Actual I'm responsible as an
Enterprise Architect to map business requirements to health and life
sciences systems and lead respective implementations.

Michelle Ajayi
Title: Principal Design Consultant
Organization: Oracle — Health and Life Sciences

I've worked in various roles within the industry for over 20 years, currently
as a design consultant for the last 13 years. Knowledge in designing trials
in several different therapeutic areas from requirements to Go-live and
post go-live changes.



Disclaimer and Disclosures

» The views and opinions expressed in this presentation are those of the author(s) and do not
necessatrily reflect the official policy or position of CDISC.

* Oracle Safe Harbor

The following is intended to outline our general product and services direction. It is intended for
information purposes only, and may not be incorporated into any contract. It is not a commitment to
deliver any material, code, or functionality, and should not be relied upon in making purchasing
decisions. The development, release, timing, and pricing of any features or functionality described
for Oracle’s products may change and remains at the sole discretion of Oracle Corporation.
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Assumptions

. "+ + NoAlin this presentation
» No deep technical discussion on USDM

..+ Focus on operational “challenges”

 Definition Beyond: Any clinical system which is part of the study life cycle
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Chuck Cooper

former FDA CDER Deputy Office Director, Office of Computational Sciences

2.+ “Even if we get Clinical Study
structures standardized and
=1 automated one day, it will be still
£+ unbelievable complex!”

2013 @ CDISC EU Interchange
Bad Nauheim
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Problem

Use Case:

How can we automate the site assignment for a particular study
version ...

... where not all sites are at the same version in ALL downstream
systems combined with a change in drug supply?




What is a study amendment?

* ©*  DEFINITIONS

' “amendment” means an amendment to —
(a) any term of an application for certification to conduct a clinical trial; or
(b) any particulars or documents (including a protocol) accompanying that application;

“substantial amendment”, in relation to a clinical trial, means an amendment —

(a) which changes a sponsor or principal investigator of the trial; or
(b) which is likely to affect to a significant degree —
(i) the safety, or physical or mental integrity, of any subject of the trial;
(i) the scientific value of the trial;
(iiif) the conduct or management of the trial; or
(iv) the quality or safety of any investigational therapeutic product used in the trial
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https://www.hsa.gov.sg/docs/default-source/hprg-io-ctb/hsa_gn-ioctb-05_substantial_amd.pdf?sfvrsn=67b5b225_4

Let’s focus on

« CTMS
+ RTSM
« EDC

» Safety

#ClearDataClearlmpact
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Investigation
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id string
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iy [ o]
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eographic Scope

5464",
"codeSystem”: "http
"codeSystemversion
"decode": "Country",
"instanceType":

C

>

"code”

"id": "Alia
"standardCode
"id":
"code"
"codeSystem™: "ISO

"codeSystemversion™

"decode™: "Denmar
"instanceType":

1
I

"standa
"instanceType"”: "Ali

odeAliases”

2 [,

Class Name Attribute Name Data Type NCIC- Cardinality Preferred Term Definition Codelist Ref | Inherited From
Code
GeographicScope CNEW Geographic The extent or range related to the
Scope physical location of an entity.
id string
code AliasCode CNEW 0.1 Geographic A symbol or combination of (Point out to
Scope Code| symbols which is assigned to the | external
geographic scope. dictionaries:
Standard
code is ISO-
3166; Alias
codes drawn
from GENC,
UN Region
Codes, etc.)
type Code CNEW 1 Geographic A characterization or classification | CNEW -
Scope Type of the geographic scope. Geographic
Scope Type
Response

Code lists |

M.49 area codes (as of December 2021)

Geographical supranational regions

(See also BCP 47 where these were imported as region subtags)

Code Area

029

142
030
034

151 (including Northern | 10

Asia)

061 Folynesia 10

Subregions

002, 009, 010, 019, 142, 150

(021, 419) or (003, 005)
013,021,029

W 060, Bell 1

005, 013, 029

& 026,



Let’s get focused!
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CTMS

e USDM feeds into EDC and CTMS

* Protocol / Study Setup as such straight forward (TA, blinded type) etc

* Using “Templates” (SoA / Visits)
* Sites and Regions are set

* “Finding”: on amendments/updates created in EDC should return to CTMS via “templates” - better than
direct (site in a region assigned to a new / separate version) — utilizing existing integrations

e Drug Supply strategies are not the highest priority in CTMS

Cd i$ #ClearDataClearlmpact 17



cdise

Randomization is not (yet) covered in USDM

#ClearDataClearlmpact
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" EDC

» Designer analyzes the protocol amendment to understand the design changes
e needed in EDC. The impact on study design for visits, forms and rules needs to be
assessed and is usually documented in a specification

- ... = This impact analysis will also assess the effect of the EDC changes on integrated
A services:

« Downstream Data Management (incl push back queries to EDC)

. * Drug Supply

LT - safety

RS » Coding

« After specification approval, Design/Development team make the updates in EDC
 Verification/QA team test the updates

« UAT is conducted by stakeholders in EDC

» Go Live

Cd i$ #ClearDataClearlmpact 19



USDM EDC “Missing features”?

» EDC is still more complex than USDM covers at this time

* | can't find anything related to:

+ Different item properties such as completion requirements (mandatory, optional), visability
(read only, hidden) and many more

* Rules
« RTSM, Drug Supply, Dispensation visits

And then there's the change process:

» These changes need to be verified in USDM BEFORE going to downstream
systems

» How would that approval process flow?
 Who would validate this and maintain the documentation?

Cd i.spL #ClearDataClearlmpact 20



Safety
* |CH E2B defines the interaction

« Usually, regions are covered
as part of safety workflow

» Safety system may have

additional attributes
(study version)

cdise
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C.5 Study Identification

C.5 - Study Identification

C.5 - Study Identification

C.5.2 - Study Name
C.5.3 - Sponsor Study Number
C.5.4 - Study Type Where Reaction(s) / Event(s) Were Observed

0..n C.5.1.r - Study Registration (repeat as necessary)

N

C.5.1.1.1 - Study Registration Number
C.5.1.r2 - Study Registration Country /

C.5.1.r Study Registration (repeat as necessary)

C.5.1.r.1 Study Registration Number

User Guidance

This repeatable data element should be populated with the study
registration number as assigned in a reporting region, e.g. EudraCT
number for reporting in the European Economic Area (EEA). Refer to
regional implementation guides for details.

Conformance Optional

Data Type S0AN

OID 2.16.840.1.113883.3.989.2.1.3.6
Value Allowed Free text

nullFlavor: ASKU. NASK

Business Rule(s)

Please see Section 3.3.6 for further guidance on the use of nullFlavor to
describe missing or non-transmitted information.

The following notation will be used to represent C.5.1.r.1:
<id extension="study registration number"
root="2.16.840.1.113883.3.989.2.1.3.6"/>

The root indicates the namespace of C.5.1.r.1. the actual study registration
number is populated at id extension.

4l




¥ Study Id ¥ Project ID Other ID Observe Study Type (E2B)
J [ ] v]
= Study Development Phase Non-nterventional Study
O Template only V‘ Yes V‘
LEopy, Delete.

5 o Study Name ¥ Study Type Primary License
[ I Single Blinded V‘ [

Add WHO Drug)|

gerormy Sirengtny Anis);

Delete:

Product Abbreviation

C1ed Counties:

Study Centers

|

Study Description

|

Investigator Alert
(None)

y

Clinical References Field or Control
Name

Reference Type
Country

Reference Number
Add

Delete

Countries

License

Product Abbreviation

Centers

Study Description

Investigator Alert

Investigator Alert - select

Study is eligible for Unblinding

Enable Study Specific Encoding

Autoencoding: Drugs(dict)

Autoencoding: Events & Indications

#ClearDataClearlmpact

Description

Shows the various reference types that can be setup for this study.

Enables you to select a country for the clinical reference type.

Captures the reference number that will be reflected on the regulatory reports.
Enables you to add another clinical reference.

Enables you to delete the selected clinical reference.

Enables you to select a country for the clinical reference type.

This is the license of the primary (company) product participating in the study.

This enables you to enter an up to 5 character abbreviation of the study name which would be used in Case numbering when Product' is
selected in the system numbering configuration in case of study cases.

The system displays the selected study centers foﬁhe study.

Enables you to enter a brief description of the study.
Opens the study description in zoom mode and provides a spell check dialog.

Opens the multi lingual dialog allowing you to choose the language from the list. The global language icon is displayed if the study description
data is entered in a language different than English or Japanese.

Enables you to select an existing Advanced Condition. Under Investigator alert, an advanced condition can be created / selected. When this
condition is satisfied, the system automatically sends an e-mail to the investigator group associated with this study.

Opens up the Advance Condition browser.

Check this box if the study can be unblinded. If the Study Type selected is Not Blinded", this field is disabled. This check box is enabled when a
study has at least one Arm with Study type as Blinded (Single/Double).

User checks this box if Study specific Auto encoding has to be enabled.

If unchecked (default state) the study will use the dictionaries configured using the Case form Configuration options.

If checked, the Auto encoding button is activated.

Select this field to enable the system to encode Events & Indications using the dictionary you selects from the list.
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Solving the problem

» Business end-user friendly “ETL” on top of SDR

Extract controlled from any source (USDM, ODM, OSB)

Transform where you can automatic, BUT cover manual interventions
« for impact analysis, approval process, validation aspects

Load into ANY target system, even support cross service flows

In case of amendments be able to read “back” already implemented “structures” from the
targets systems (for impact analysis)

Cd i$ #ClearDataClearlmpact
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End user in mind

Automated Study Builder

= Automated Study Builder
{2 Home

& Configuration

Home \ Extract (from Source)
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) Home
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g e Show Clinical One (3)
StudyinStaging Study i Clnical One ShowMappings
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. e 21 Form ems: Form Tile /e count Insert Custom Prognancy Test /2 29.4PR.2025 105831
. PROG 3 - Third Program (for OSB) & Oracle Clinical One
. e 22 Form ltems: Form Title / tem count Insert Custom Adverse Event / 2 29-APR-202510:58:32
. ‘(D‘S( DEV-0322 | | Uplosd Version: 1 - Study ID: ORA-322-DEMO / Title: ORA-0322-DEMO > 23 Form tems: Form Title / tem count Insert Custom Medical History/Concomitant lliness / 4 29-APR-20251056:34
AL (o e poe— 24 Form tems: Form Tille / tem count Insert Custom Follow-Up /1 20-APR-202510:5835
. 25 Study Visit-Forms: Visit Title / Form count  Insert Screening / 2 29-APR-2025 10:58:40
vee prow— s
R 27 Study Visit-Forms: Vit Title / Form count _Insert Adverse Event /2 29-APR-20251058:43
28 Study Visic-Forms: Visi i / Form count _ Insert Week2/2 29-APR-2025 105844
29 Study Branch: Branch Tide/Short Name  Update Branch V81 29-APR-2025105849
50 Study Branch: Branch Tile/Short Name  Update. Branch¥y/e2 29-APR-2025105850
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OSB (vendor) extensions

Edit Item - Custom Relationship to Subject @

m_

Element

Attribute

Attribute

Attribute

Attribute

Attribute

Attribute

@ Code list © code

GeneralAttributes Oradleclinicalone
Checkbox

Hidden

Radioset

Readonly

Required

SDVRequired

@ Vendor Extensions

True
False
False
False
False

NOTSET

a

|

iption

Map Form ltems

Actions v

Encounter Label

Screening

Actions v

Encounter Label 121

Screening

Screening

Screening

Screening

Screening

Screening

Acttylabel  Name Biomedical Concept

Custom Vital ... [{.CRTS. Custom Relat.

Actviy Label 12
Custom Vial Signs
Custom Vital Signs
Custom Vital Signs.
Custom Vital Signs
Custom Vital Signs

Custom Vital Signs
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Datatype Length Precision

string 20 o

Biomedical Concept Label 1

e

Required Repeating nstructions

Allow Future Date

o 0 Multiple options ¢ o

Custom Relationship to Subject

2

I

GeneralAttributes

Custom Relationship to Subject

e

GeneralAttributes

Checkbax
idden
Radioset
Readonly
Required

SDVRequired

Unitof Measure

CodelListitems  Order
Accidental Associz
Donor

Biological Daughtt
Parent

Wife

Biological Brother
Husband 1010002004
Family Member

Biological Father

Biological Sster

Friend
Biological Mother
Toin

1 1-10f1

True

False
False
False
False

NOTSET
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Solving the problem

protocolStatus

1 0.
. R
o Wh d th « » g ? studyProtocolDocumentVersion | 1
e re OeS e + + OeS I n " 2 ;D(S(;c”ﬂnlglerslon String contents
1 0

USDM IG 4.20 Unstructured content

+ Any (X)HTML format ‘ I
* NarrativeContent

+ StudyProtocolDocument level .
« USDM IG 4.21 Syntax Templates B

+ StudyDesign level

Technical Parallels
* Use of ODM inside USDM
« trigger direct integration to sender systems aka API to pull more data (OSB?)

Cd i$ #ClearDataClearlmpact
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Conclusion




Ok, a little bit Al ... ;-)

* Amendments are Inevitable - Be Ready
* true value comes when they can handle the full lifecycle, not just study startup

Current Standards: A Work in Progress
* not complete, will be complex, will create “friction” in practice

Holistic Change Management is Key
* Need strong governance, “automating a bad process just makes bad outcomes faster”

Impact on Stakeholders
e Reduce burdon on stakeholders

Looking Ahead

* position your organization to “navigate post-go-live”

Cd i$ #ClearDataClearlmpact
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Conclusion

Randomization is not given (yet) in USDM

Global new version of USDM should be no-brainer

If local amendments happen
« EDC/CTMS
* Use UN world region instead of ISO-3166 code list to define region
+ CTMS can translate and automate the assignment of a version for/from EDC
» Safety: Focus on AE
+ USDM load into safety can setup Study versioning
» Date when AE happen should be the differentiator on which version to use in the Safety system

Sponsor internally defined templates or USDM ++7?
« NarrativeContext vs SyntaxTemplate
« Standard in a standard? How to avoid industry separation?

Reduce training efforts (remove barrier between end user Ul vs technical ETL)

Cd i$ #ClearDataClearlmpact
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Next steps

 After understanding USDM, it's capabilities and missing's from a full end to
end flow ...

* Re-thinking SDR
* “++” vs multiple standards in one SDR

» If USDM - define required “++” elements as a structure / model

» “technical documents” (unstructured content, syntax templates, footnotes) as attachment and mix and
match multiple formats together (OSB, ODM, USDM)

+ identify further automation options (existing standards and Al), where human interaction is
required

Cd i$ #ClearDataClearlmpact
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. Dave Iberson-Hurst
:. https://www.linkedin.com/pulse/document-model-dichotomy-dave-iberson- e oSo Reent | pr— S
v e E— o -
. ™,  The USDM manages to blend the desire for = , ==
o machine readable structure while allowing for s . —
£ et a protocol document to be created. e = \: : =
.+ | will predict that, over the coming years, we == || = ‘ s e— : =
¢----¢  will see a move to more tables within the o "o |l o s e | °
~te: document and less text while preserving e s —
SERRN those sections of the protocol where the text - g -
needs to be precise and carefully controlled. | == = I | = == || s
ir g also would suggest we start thinking about e — o >
ok presenting the content currently seen in the ° ° o
FRE classic Schedule of Activities in better and
4 . more varied ways to better accommodate the =
direct needs of the range of users (roles) that = <E B —
: make use of the protocol today. = o = .
: o = e B || =
A -;: > —
o — °
®  ® ® o ' o &
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