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Meet the Speaker

Jgrgen Mangor Iversen

Title: Clinical Standards Developer
Organization: LEO Pharma A/S

Jargen has been programming for more than 40 years in many industries,
the last 17 years in pharma, implementing CDISC standards. He has
continuously educated himself in computer science in parallel to full time
work and holds a B.Sc. in Computer Science and a Master of IT in
Software Construction. In all his work, metadata and standards has
always been a key focus point, acknowledging that standards makes
programming easier, not harder. The last 4 years Jagrgen has devoted all
his time to developing metadata, as well as standards and tools for
metadata




Disclaimer and Disclosures

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

..t « The author owns shares in these companies
gty « LEOPharmaA/S
* Nimbus Motorcycles
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Problem and rationale

Identified issues with the creation of SDTM annotations to CRF
forms and collection of references for define documents




Sample Forms visualizations

* Yellowboxes hereshow OIDs in place of

B SDTMvariables Sample form showing annotations distant from data collection fields
bzl . - — - dm2

. +.. « Locationofyellowboxes aredifficultto 375]‘“’““'“‘""“"’""" —
A i 1.1 |Subject identification number

oot control i.subjid2 bject D) (Transferred

=T [from IRT)

...« * Yellowboxes overlay CRF text 12|t Ientficaton number

i.siteid Transferred from IRT)

« Largeryellowboxes (rich SDTM
annotations)leads to clutter

Sample form showing annotations overlapping CRF text

« Manual processtorearrangeyellow

[a5 wisit fsv
.SV
I1.1 Tvisit aate = | | | &
oxes G T e Cloe o Ly
24 |wisit tvoe  site visit aee
1.0249.1 PO133 — Phone i CL.0067.LEOCT
2.2 nf Phone visit. 1Specify why i Covid pandemic
1.03712.1426 ceur? | Oter CL.0088.1426
23 nf Other. 1Specifv
1.03713.1426

‘orm Design Notes |
he form is called Visit type in Veeva 1

[Question Design Notes

[Visit date In Veeva the visit date is not a part of a form. If a visit is not done the Did not occur]
ield will have to be used. If ticked "subject missed event’ a comment must be
made in the comment log for why the subject missed the event.
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?i‘;;;;:-:ff Collection of page references

: :"» Define document related issues

» Traditionally, page refences uses the page numbers of the CRF forms as
origins in define-xml

i1« Collection of page numbers is usually a manual process (labor intensive)

17« Page numbers only makes sense on paper, not in searchable electronic
¥ documents (xml, pdf)

« Page numbers are inherently study specific

» Define origins needs to change forthe same form from study to study, as page numbers
change with differentform collections and visit schedules

« Page number add little value to electronic documents with clickable navigation
« Page numbers prevent standardization and reuse of define metadata (origin)

» Printed page numbersin pdf documents are rarely aligned with physical page numbers,
leading to confusion
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Displaying XML files with style sheets
Well established technology




" Displaying XML files with style sheets

"+ Rationale for using a style sheet for odm-xml

» Define.xml has imbedded link to style sheet define2-0-0.xsl|

« Modern browserignores imbedded style sheets
* Internet Explorer displays correctbut is deprecated

* New concept for ODM-XML
ooie « Parallel to define.xml

e XSLT version 1.0 imbedded in browsers via JavaScript
« Chrome, Edge, Firefox, Internet Explorer

» External XML style sheets engines
« SAS proc xsl and saxon supports XSLT version2.0
« PowerShell supports versions 1.0, 2.0, 3.0
« Gnome xsltproc supports version 1.0
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ODM-XML

Sample CRF elements created by applying the style sheet to
odm-xml




Study example
Front page and visit matrix

« Study

 Name

Additional information
Protocol

Date and time
Company name

Logo

Visit matrix
« Every formname is a link
» Every visit name is a link

cdisc

CRF Specification for 1426

SDTMIG 3.2.1, ADaM IG 1.1, NCI CT 2021-09-24, MedDRA version 24.0, May 2021, WHO Drug March 2021

Protocol Name: LP0333-1426

Creation date: 2022-08-30 time

Form

Subject identification

Visit

Informed consents adolescent
Infarmed re-consent adolescent
Demegraphics

Rescreen

Subject eligibility

Fitzpatrick skin type

Medical and surgical history
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it visit

c
xxxxxxxx

aaaaa

ccountabllity Log

n/Discontinuation
A
nts log

2o

ndpol
went:

=

llowr-up visit

@
mzoc=8LE82 23
,,,,,,,

hi
i
Comm

Trlal Comple
Patlent Supply an

A A A A A A A A

(SCSESESESESCSENTS
S

11



Study example
Table of contents

Visit matrix continued

Table of contents
« Differentsort order of forms

Both visit matrix and table of
contents links to the same forms

Concurrent procedures (]

Other event involving IMP [=]

Visit (Unscheduled)

Unscheduled - type of assessment
£nd of trial

Patient Supply and Accountability Log
Comments log /]

Table of Contents

Adverse event
AE/CM/CP/other events involving IMP
Body measurements
Central laboratory
CHE history
Ciassffication of chronic hand eczema
Comments log
Concurrent procedures
Demographics
Diagnostic patch test - subsequent visits after screening
Diagnostic patch test- screening
Disease treatment history
Disease treatment history - Other
Early termination
ECG
End of treatment
End of trial

Exogenous risk factors for CHE
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Study example

Forms with notes and SDTM annotations

« SDTM annotations in a separate
column

* LEO Notes can be removed via
button

« Form notes indicated by #

« Question notes indicated by #

Notes reference questions via

numbers
« SectionOrderNumber .(dot) Question
OrderNumber

« Buttons are non-printable

cdisc

Subject identification
LEO Note: This form can be named Subject igentificalion number f needed. TIiS form is & defaul form in RAVE.

Ref CRF Question Data Collected $DTM Annaotations
Subject igentification number (subject ID)
(Transferred from IRT)
LEO Note: This ject identifier created
11 (550 W oy Somehes 1 csbod Ak ey o e DM SUBJID
siijoct number. This dem can aiso be collscied on olfer
forms or on all forms in the header of the CRF. Pl
follow LEQ syntax for defining the subject ideni
number
Site identification number (Transferred from
12 RD Texr DM.SITEID
LEO Note LEC syrtx the ste
identfication number
Visit #
Ref CRF Question Data Collected SDTM Annotations

T
114 [ViSitdate Ay colect dates as DOMIMM-YYYYarg  (SV.SVSTDTC
store deles a5 1SO8501 in SOTM.

CO.COVAL
aq  Visittype Site visit (SITE WISI) Use CO COREF 16 indicate which visit, by entering visit name
Phone visit (PHONE VISIT) into CO.COREF.
Use the same visit name as used for TV.VISIT
CO.COVAL,
Prefix CO.COVAL with "REASON SITE VISIT DID NOT
b2 [if Phone visit, [Specify why the site visit did not | -~ vig pandemic (COVID PANDEMIC)  [OCCUR™"
ur? O Other (OTHER) Use CO COREF to indicate which visit, by entering visit name
into CO.COREF.
Use the same visit name as used for TV.VISIT
CO.COVAL,
Prefix CO COVAL with "OTHER REASON SITE VISIT DID NOT
If Other, |S| y P OCCUR:".
2a [specty e Use CO COREF to indicate which visit, by entering visit name
into CO.COREF.

Use the same visit name as used for TV.VISIT

Form design note
The form is caled Visi fype in Veeva

Question design note(s)
Question |Note
In Veeva the visit Gale Js 10t 8 arT f  form_If & Vst s not done 2he DId 1ol occur fieid
11 used I icked Subject mssed event & Comment must b made in the comment fag o
missed ihe event

LEQ notes Off and On || Scroll to the top
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Standard example
. Titleand table of contents

 Standard/Study title from ODM

. . ‘e * <Study OID=" STD_X” or Standard
et OID="“SDY Y”> CRF Specification for LEO Common

Status: Draft

“e:» Version number from file name s

Creation date: 2022-12-19 time:
....... LEO Pharma A/S

Status from file name

’ ® NO ViSit matrix Table of Contents

<Type of skin biopsy>
<Type of skin biopsy>

global for atopic dermatitis (VIGA-AD) or Investigator's global assessment for chronic hand eczema (IGA-CHE)>
Adverse event
AE/CM/CP<events /Other event involving IMP>
Age
Atopy history
Blood biomarkers
Body measurements
Body surface area involvement

Central laboratory
Comments log LEO riotes Off and On | Scroll 1o the top |
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Creating PDF version of ODM-XML

Leave all formatting to the browser




Creating PDF version of ODM-XML
Proposed solution using a web page

» Freely available on GitHub in a PHP

version
» Upload as temporary and never retained Display ODM-xmi or Define-xmi files in the browser

Usage

Chose a valid XML document and display It in the brower using the appropriate style sheet. Style sheet must exist in the same folder as the XML file.
r

Please allow up 10 20 seconds for a large XML file to rendes

 Information extracted from file name R R AT Ko S s LW S
« Style sheet name controls options R el
 Selection of document types |
+ Specification: maximum information B
« SDTM annotated CRF (acrf)
+ Blank CRF (bcrf)
« Book: CRF pages per visit -
Creating PDF documents ) )
» Optional company name on front page
[ ] Orgin is set to SDTM vanable name as Named Destination

L
Cd ISC CDISC 2023 Europe Interchange | #CDISCEU #Clear DataClearImpact

Optional company lo go on front page T e B e S o B e P 450 50

16



Creating PDF version of ODM-XML
Printing using the browsers standard printing dialog

» Use the engine “Save as PDF”
» Optionally select page subset

vvvvv

’ Contr0| headers and fOOtingS CRFSpeciﬁcas(::::::dLEOC ooooo
* Observe that the CRF is paginated R ~ .

» Choose Background graphics for
the yellow colour for SDTM
annotations

« Save as “acrf.pd” or “berf.pdf” when
so chosen

sssss

Options

L
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Interlinking ODM-XML and Define documents

No changes to define style sheet




" Interlinking ODM-XML and Define-XML

"+ ODM-XML is printed as acrf.pdf

* CRF as PDF document is paginated

» Table of contents is live with working links

...+ All submission variables and SDTM annotations has link targets for define-

XML origins

g « Targetdocumentis hard codedto “acrf.pdf” residing in the same folderon disk
T « All DOMAIN.VARIABLE words have a link target (i.e., DM.BRTHDTC)

» All words in SDTM annotations have a link target too

 Define-XML origin are defined as “Named Destinations”

* No needto find/calculate page numbers for references
« Potentially huge savings in time, cost, effort

L
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Define-XML

DM (Demegraphics} - SPECIAL FURFOSE

. Define example showingorigins as “Named destinations”,exampleis DM.BRTHDTC

Palaind Sopphenesal Quakien Doae: $UFP00 (Supplenesial Quakien DAL
CIEEEEEY °
. STUAD Srady ISEmae = sarnitar 30| f—
P DOBATS [ —— wm e 2| ST Dorais Abvavisin Amigrad
41 Tarea)
USUEID Lisiggak Subjen [demtar e Stenfe 210 Durived
Caneatemssion of STUDYID, JUEND, SITEID), iapurated by endarstreni wrbam robject asho i pibrsision prapass Lol Lonmses
sUam Suhjuc Lt for th Sy e Topic 00 RF
SDTA smremated CBF [QRLSURZD *
RFEIDTC Subjar Rafeencs Sum Dub T [ Paioid Qulifie 150 01 Demed
e Tome of el v
FFENDTC Sebjact Ffensca End e Tem T, Facerd Qualtfie 150 801 Durived
Erhddmm(.‘amt_' —
REXETDIC Done These of Firsn Sracdy Thuamen [ Farcord Qualifier 150 §e01 CRF
DT serwtnd CFF [QALEFEETDIC #)
REXENDTC e Tieaa of Lt Seacly Trumessien ey Paceed Qeadifier IS0 B0 CFF
SO mmnaned CFF DUBINEDTC # ]
RRCDTC e Toms af izformed Conaes Ay Fasord Qraliie 50 b0 CRF
o (SO mnmusdl CEF [QRLEFICDOC # ]
¥ REPENDIC D Tiesa af Endlaf Pumeganas e Facerd Quaifier 1500 5601 5
." DA seromased CFF [QULEFPEDTE ]
& g DTHDTE Diate Tzt of Duait. e Racord Qralifie 150 3401 Srefacemor AR ARSTOTC
DL Subgect Deash Flag - Pacord Qualsfiar 1| ¥ 350 Pasmoras  Asrigeid
@ Y Y
== il
SITED Smaly Sine Tbizrifiar e Pk Cuaifler 00 TF
S0 mmnaesd CRF [DLSITEID # |
BETHDTC Do Tose of Bk Ay Fsard Gralifie a0 b1
s C7F [DLLEETIONC =

[ X
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Interlinking ODM-XML and Define-XML

ample is DM.BRTHDTC

acrf.pdfshowing link target, ex

1
#

2.1

(SGB) sharepoint site in the folder
Date of birth. Note that the list
contains information about
collection of allowed DOB formats
for adults in different countries. In
\pediatric/adolescent trials and trials
in countries not on the list, the trial
team must verify the information
with NLCRA or trial CRA manager.
If Date of birth is transferred from
IRT the CRF guidance text should
be deleted.

Age <(transferred from
IRT)>
IAge only to be collected if full date

of birth is not collected. Age on the
day informed consent was signed.

Age unit

Sex, determined by the
investigator

Ethnicity, self-reported by
the subject

Always collect dates as DD-
MMM-YYYY and store dates
as ISO8601 in SDTM.

Integer

O Year(s) (YEARS)

O Male M)
OFemale (F)

O Hispanic or Latino
(HISPANIC OR LATINO)

O Not Hispanic or
Latino (NOT HISPANIC OR
LATINO)

) Not reported (Not

DM.BRTHDTC

SUPPDM.QVAL,
SUPPDM.QNAM=AGEIC,
SUPPDM.QLABEL="Age in years at
linformed consent'

DM.AGEU

DM.SEX

DM.ETHNIC
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Thank You!

Free
Software
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