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Past, Present and Future

- Past (10 years back)

* Few sources, all on paper

« Source data copied on paper CRF

- Data entry from CRF to clinical database

» Programming creates listings for review

- Data clean and locked -> generate extracts for
analysis
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Past, Present and Future

* Multiple systems and paper as data source
* (nightmare for sites, monitors, data management, )

* No standard user interface
* Proprietary metadata
- Data entry by the site
- SDV and/or data reconciliation
» Review by listings and reports
» Merge data after database lock

» Lag time of data
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Past, Present and Future

» Multiple systems interconnected with a standard
connection technology (EDC integration)

° Single (open) interface to all data (sites, monitors, reviewers, )
- Standard (EDC) metadata

e ‘real-time’ data

16-Oct-13 4 CSL



EDC Integration Platform
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Producers and Consumers

Producers Consumers
- eCOA * Clinical Trial Management
- eDiary (home treatment, clinical System (CTMS)
events) - Pharmacovigliance system

« ePRO (Questionnaires, QoL, )

* Home diagnostic devices

- Safety reviewer

« Medical monitor

interface
* Interactive Voice Technology * SDTM
(IRT) - Statistics
- Trial Drug Supply (RTSM) « Pharmacokinetic (PK/PD)
- ECG, - Study Review Boards
- Central Lab ’
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Integration Platform

* Integration Technology (XML ODM & XSLT)

» Data model (source -> target) transfer specification

 (Model specification, Mapping, Transform metadata)

* Transfer technology (webservices, file upload, )

* Frequency and Mode (time or event driven, snapshot or transactional)
» Users, Roles and authorizations

« Reconciliation and/or Validation

* Error handling and Correction

* DCF handling (data; process)

* Responsibilities (Vendor, CRO, Data Management, Integration Lead)
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Integration Platform: Technology

ODM for transferring data to EDC

2 e e g B | s e g e g

XSLT =)
Transformation == T

XSLT S
Transformation B

Introduction to the Operational Data Model (ODM)
CDISC European ltalian-Speaking User Group Meeting, Milano, 16 November 2007
Dr. Philippe Verplancke, XClinical GmbH
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Integration Platform: eCRF+

» Multiple views (sites, medical monitors, )

- Additional variables
- SDTM (--CAT, --METHOD, )
- Data validation checking

« Compliance information
 Audit trall

* “real-time” data
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Process: Frequency and Mode

* Depends on the modality and system capabilities
* Event driven -> transactional

* When new data becomes available

* Incremental
* Time driven

» Every x hours/days

 Incremental or snapshot

CSL
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Process: Error handling

 Extracting errors
- Conversion errors
 Loading errors
» System availability
* Authentification
» Conflicts (locked data points, inactivated data points, )

« Changed system specs (source or target system)

* Resolve, reload and correct

CSL
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Example 1: Bleeding Event (eDiary screens)

Bleeding Event Bleeding Event Bleeding Event Bleeding Event Bleeding Event

Please enter the START date and Please enter the END date and Please spedfy the TYPE of Please add the locations of Please specify location of bleeding:
time of the bleeding event: time of the bleeding event: Bleeding Event: bleeding:

Most severe bleed location:

=N o
T A A A [Computed] b 4

Spontaneous “ _1 AP
31 Jan 2007 3t Jan 2007 [C ] A
vvyy LA Traumatic — ¥ [ . v | a
A A { e | | \- I.
A A 1 : 59 Post surgery [Computed] 'y (7

W) { . ||

11 : 59 vy RS Il

C d

v v | Tap here if the END date and time is [Computed] [Computed]
Unknown

Please select "Confirm" when ALL locations
[_] Tap here if you are still bleeding have been entered [] Tap here if "Other"

e e P e e L e e e

Assessment of TREATMENT Was there any PAIN MEDICATION Was there any OTHER
effectiveness: taken due to the Bleeding Event? MEDICATION taken to treat the
Bleeding Event?

Excellent
Yes Yes
Good
No No
Moderate
Poor/No response
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Example 1: Bleeding Event (eCRF)

F'ag-e: Bleeding Event (eDiary) - eDiary@ & =& rr-rr-r
Start | Stat |End | End s LLM&tionLLocation Location| Location | Location Location) Location Treatment | Study| Pain Othen i
#VIstMOM ot Time  Date Time | Oneeingfime Nature of Bleed Location #1 2 3 #4 Type#! Type#2 Type#3 Type #4 Eficacy Med Med Med oo
26 26 ﬁdaa
1) MAY2012 | May | 16:00 | May | 16:08 Spontaneous | Other Other Excellent | Yes M | N y
2012
2012 2012 i
16:10
3 01
2| MAYZ012 | May | 06:00 Y | Spontanecus | Right Foot Joint Good Yes [N | N ;qu
2012 i
21:30
04 04 .[JJjn
3| JUNZ2012 | Jun 13:00 | Jun 13:45 Spontaneous | Oral QOther Excellent | Yes | M | N
2012
2012 2012 .
13:58
08 0 Right Hand X
4] JUN2012 | Jun | 1630 | Jun | 0925 Traumatic gt han Other Good Yes | Y | N | M0
2012 2019 Back 2012
09:27
2 Jin
51 JUNZ012 | Jun 18:10 Y | Traumatic Left Elbow Joint Good Yes [N | N 2012
B 18:30
12 12 J1u3n
6| JUN2012 | Jun 18:00 | Jun 18:30 Traumatic Left Elbow Joint Good Yes | M| N
2012
2012 2012 1856
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Example 1: Bleeding Event (Transfer specification)

Question/Label name Data type Required | Format Field Label Field OID Data type Format
(length)
Visit Month Text (7) Yes MMMyyyy Visit Month NS_VISMON Text $30
(MMMYYYY)
Bleeding Start Date Date Yes dd-MMM- Bleeding Start Date XBSTDAT Date dd MMM yyyy
yyyy
Bleeding Start Time Time Yes HH:mm:ss Bleeding Start Time XBSTTIM Time HH:nn
Bleeding End Date Date No dd-MMM- Bleeding End Date XBENDAT Date dd MMM yyyy
yyyy

Bleeding End Time Time No HH:mm:ss  |Bleeding End 1 , T e e
Bleeding Ongoing Integer (1) | No #REQ-BLN-1 | Bleeding Ongo Please specify location of bleeding: ° o
Bleeding End Date Time Integer (1) | No #REQ-BLN-1 | Bleeding End 1 , \n/ C E%%E%E%Z%EE;;Z{:":;T
Unknown Unknown Es% o st gt o
Bleeding Type Integer (1) | Yes #REQ-BJ-1 Nature of Blee( , E\\Q %//;/Y/’ :ﬁ}«silﬁfi:.;f:;ﬁ?ﬁgh
Bleeding Type Location 1 | Integer (1) | Yes #REF/BTL-1 | Bleeding Locat| ‘———%‘—7“ ‘H_/;::f : ‘ggﬂmﬁz;ﬁ‘ﬂﬁge
Bleeding Type Ld #REQ-BT-1 Bleeding // /Q-BTL-1 Bleeding Locat JK7§1 &: : E}E:EEE?E@EEE?
Bleeding Type Ld Type Code list /PEQ-BTL-1 Bleeding Locat| %” ‘ i%%é%%%i%%:iﬁﬁm

N ' v’ selected-> Left Forearm
Bleeding Type Ld [ Value | Text // #REQ-BTL-1 [Bleeding Locat ° / ['a,mph\ EH: 5:EEEE?:LRZ;EE:U;Dm
Bleeding Locatior| 1 Spontaneous #REQ-BL-1 Bleeding Locat 2 o (] Tap hereifother " :Sfegg'gigg};ﬁigffﬁﬁ;@mmms;
Bleeding Locatior| | 2 Traumatic #REQ-BL-1 [ Bleeding Locat| s _Back | et | o seecatr g A
Bleeding Locatiof | 3 Post surgery #REQ-BL-1 | Bleeding Locat o o
Bleeding Locatiof | 4 Unknown #REQ-BL1_ | Bleeding Locat e
Treatment Efficarl, — #REQ-EFC-1 | Subject Assessment of SUPPXB_XBTRTEFF Decode Text | $50

Hemostatic Efficacy
Study Medication Taken Integer (1) | Yes #REQ-BLN-1 | Study Medication Taken SUPPXB_XBTRTNY Decode Text | $3
Pain Medication Taken Integer (1) | Yes #REQ-BLN-1 | Pain Medication Taken SUPPXB_XBCMPAYN | Decode Text | $3
Other Medication Taken Integer (1) | Yes #REQ-BLN-1 | Other Medication Taken SUPPXB_XBCMOTYN | Decode Text | $3
CREATETIME Form Save Time XBDTC DateTime dd MMM yyyy "
hh:nn
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Example 2: Central Lab Form (lab report, eCRF)

Lab Report

Visit:  Screening Up to two weeks
Subject 1D: 8400173000 Collection Date: 11-JUN-2013 Year of Birth:
FProcess No: Collection Time: 12:45 Gender:

Protocol No. IgPro20_3003 CSL Behring PAREXH
LABORATORY REPORT
Dr. Suraj Muley (840017.3) United States

Page: Centra atory Upload HEMATOLOGY - 5creenqi 5/
Date of Specimen Collection 3 Sep 2012
(DD IMM Y YY) VR
Time of Specimen Collection
(24 hr clodk) VRS
Specimen Accession Mumber 00 ﬁ W Tl
Specimen Type Blood (& % ®
Specimen Condition VI
Laboratory Eurofins Medinet {3 & &
# MD | Report Test Name Result | Unit Lower Limit | Upper Limit | Hange Flag | Comment | CSINCS
1 Basophils (%) 1 % 0 2 Q7 &l
ks O bl fA AN an Aa0il an ina
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Example 2: Central Lab Form (lab report, eCRF)

Lab Report

Normal Ranges Si;:r:ii;‘ii:aarlice
_ Parameter Result Unit |H/L | Low High Comment I
Hematology
Hemoglobin 1 g/dL 135 17.5 ves[]'No[]
Hematocrit 1 % L |40 52 ves[]'No[]
Reticulocytes (%) 1 % 07 25
Red Cell Count 1 x10E6/uL 46 58 Yes[ ]'No[]
MCV 1 i 81 98 yes[]'No[]

# [0 | Heport Test Name Result [ Unit Lower Limit | Upper Limit | Range Flag | Comment | CS/NCS —
1 Basophils (%) 1 (e 0 i Or &
7 Basophils (Abs) 00 | 100 | 0.0 0.2 (o I
3 Eosinophils (%) 1 % 0 7 (o I
4 Eosinophils {Abs) 01 |10/ | 0.0 0.7 (o I
5 Hemoglohin 140 | gL 120 160 (o IN|
6 Hematocrit 045 | LI 036 046 Lo BN
7 Total Lymphs (%) 24 % 20 44 (o NN
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Example 2: Central Lab Form (multiple forms)

Demagraphics
[£] HAE Histary

\edical/Surgical Histor
Medical/Surgical Hi
YiM7?

[ vitals Signs
[5 Physical Examination

D Assess risk of deep vei
thrombasis YN?

D Sample Collection

[ C1-INH functional
activity

D C1-IMH and C4 antigen
levels

5 Anti-C1-INH antibodies

D Urinalysis (Dipstick)

Be

trati

fy
Upload BIQZHEMISTR

[‘% Central Laboratory
Upload HEMATOLOGY

Central Laboratory
Upload -
THROMBOFHILIA

[% Central Laboratory
Upload COAGULATION

Central Laboratory
Upload VIRAL SAFETY

Central Laboratory
Upload URINALY SIS

1alysis (Dipst

rocjected administr
date

Central Laboratory

Subject: 00000010005

_ i I [ JCRDSScratch I #5CSL Lab Loader Test I £,0000001-0005
B =

Upload BIOCHEMISTR”
Central Laboratory

Inactivate Page

Fage: Central Laboratory Upload HEMATOLOGY” Screening U p I o3 d H E r'I."I'.I'E'l.TD L D G"‘r’l EN
Date of Specimen Collection 22 Aug 2012
Central Laborataory ooy 2% B
Time of Specimen Collection U p I o3 d bonmocs 12:00 VRN
_ | THROMBOPHILIA
Specimen AccessionMumber 204374 0018 100 % % Bl
Specimen Ty Central Laboratory Sl @ % W
Upload COAGULATIOMN o
Cent ral LEI"]DI’EtI:II"_:.." Eurofins Medinet {2 % B
ND Report Test Name Result | Unit Lower Limit U p I oa d vl R-'E"-L S-'E"-F E
1 | [ | Basophils (%) 1 % 0 2 (o Y|
2 | [0 | Basophils (Abs) 00 10°9/L 0.0 0.2 \‘QEI'It ral LEhDFEtDF‘_-,-" / (o I N
3 | [ | Eosinophils (%) 2 % 0 7 load URI f‘-JAL'”f?’ O/ N
'\4 [l | Eosinophils {Abs) 0.1 1048/L 00 07 N 7 QO /N
X | (1 | Hemoglobin 1580 | gL 135 175 NS le N
[] | Hematocrit 051 LiL 0.40 0.52 (o IV |
[ | Total Lymphs (%) 46 % 20 44 AT | Entry Error =l = @5 H
/ Clinically Significant
? Value is outside of range. Specify the clinically sigpi
Opened To Site from Sy=stem (08 Mov 2012)
/5 | 01| Total Lymphs (abs) 19 | 1009 10 40 O/H
(9| 0 | Monocytes s 7 % 3 10 O/H
10 Manocytes (Abs) 03 1048/L 01 09 (o I N
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Example 2: Central Lab Form (multiple views)

Clinical Research Coordinator (view)

e MD |Report Test Mame Result | Unit Lower Limit | Upper Limit | Range Flag | Comment | CS/HCS
1 | [ | Basophils (%) 1 % 0 2 Qv
2 | [ | Basophils (Abs) 00 | 100L |00 02 O/
3 | [ | Eosinophils (%) 1 % 0 7 O/l
4 | [] | Eosinophils {Abs) 01 | 100L | 0.0 07 O/
5 | [ | Hemoglobin 140 | g/L 120 160 O/l
6 | [ | Hematocrit 045 | LL 0.36 0.46 O/
7 | [ | Total Lymphs (%) 24 % 20 44 O/l
Data Manager (view)
Char MNum Lower Upper R
# |ND CPDadr:meter [\Eﬂgn = Parameter Name Result| Unit LL“?:'\’&BF LLi:EFter FFii:nge Comment CS/INCSResult Result USnti?;dard Limit Limit LED? Sti;tmugletmn
9 {Std.Units ){Std_Units (Std.Units }(Std Units Done
1| [1 | BASOLE ?,Z?Dph”s Basophils/Leukocytes 1 % 0 2 1 1 % 0 2
2| [ | BASO (E':lf;}ph”s Basophils 00 |10 |00 |02 0.0 0.0 10091 | 0.0 0.2
3| [] | EOSLE (Eog?i”c'ph”s EosinophilsiLeukocytes | 1 % 0 7 1 1 % 0 7
4| ] | EOS (E;tfs”}‘”ph”s Eosinaphils 01 |10 |00 |07 0.1 0.1 10091 | 0.0 07
5 [ | HGB Hemaglobin | Hemoglobin 140 | gL 120 | 160 140 140 g/l 120 160
6| [] | HCT Hematocrit | Hematocrit 045 | LIL 036 | 046 045 045 L 036 048
Total
7| O | LYMLE Lymphs Lymphocytes/Leukocytes | 24 % 20 44 24 24 % 20 44
(%)
Total
B [ ] LYM Lymiphs Lymphocytes 19 1090 | 10 | 4.0 1.9 1.9 1009 | 1.0 40
{Abs)




EDC Integration: Benefits

* All data in a central location
- Eliminates the need to log in to multiple systems
- Eliminating redundant data capture
 Central audit trail of activity
- Simplified data management, review, monitoring
* Less (critical) programming

* “real-time” access to various forms of clinical data

* Interactions between datapoints possible
« Improvement of data quality and reliability

» Uniform technology for all integrations

* Less dependent on vendor/system
- Simplified documentation

— CSL



EDC Integration: Drawbacks

» eCRF Study development is more complex
 Additional documentation
« Study setup involves multiple systems/vendors
* Multiple teams and multiple timelines

* Negative experience/attitude to new roles (consumers)

 Error handling is new and is more complicated because of
multiple systems involvement

—— CSL



EDC integration: To do list

 Improvement of integration platform
* ‘real-time’ data of all sources
 Error handling
» Developing of tools (reports, consistency checks )

» Training of producers/consumers

* Investigator as EDC user (producer and consumer)

» Coders, medical reviewers, safety reviewers, data reviewers,
statisticians, use EDC

 The term ,source” need to be redefined

16-Oct-13 21 CSL



	EDC integrations
	Past, Present and Future
	Past, Present and Future
	Past, Present and Future
	EDC Integration Platform
	Producers and Consumers
	Integration Platform
	Integration Platform: Technology
	Integration Platform: eCRF+
	Process: Frequency and Mode
	Process: Error handling
	Example 1: Bleeding Event (eDiary screens)
	Example 1: Bleeding Event (eCRF)
	Example 1: Bleeding Event (Transfer specification)
	Example 2: Central Lab Form (lab report, eCRF)
	Example 2: Central Lab Form (lab report, eCRF)
	Example 2: Central Lab Form (multiple forms)
	Example 2: Central Lab Form (multiple views)
	EDC Integration: Benefits
	EDC Integration: Drawbacks
	EDC integration: To do list

