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K\”28 PRA Introduction - General
£}

* Supporting Full Clinical Development Cycle

PRA PRODUCT
PRA EARLY REGISTRATION
NON-CLINICAL DEVELOPMENT Phases IIb-IlI
SERVICES
PRA Partners PRA STRATEGIC
Phases I-lla SOLUTIONS
Embedded Model

PRA
LATE PHASE

Phase IV

* Full-Service Leading CRO

— Clinical development: Phase | = IV
— Bioanalytical support: Non-clinical — Phase IV

— GMP Pharmaceutical support (NL, US under development)

* 16,500 employees across > 85 countries
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%Ké PRA Introdution - EDS

Lenexa, KS — USA Assen, Netherlands

« Bioanalytical laboratory Bioanalytical laboratory .
+ PK/PD small/large molecules * PK/PD small/large molecules Berlin, Germany
* Flow Cytometry * Flow Cytometry

Patient Pharmacology Services s - Phase I/lla
Patient Ph | units

15 studies per year

Clinical operations in various CEE countries
Close operational collaboration with external sites

GMP Quality Control

.

Lenexa, KS — USA
* 114 bed Phase | unit
+ Data support
* In-house GCP pharmacy Moscow, Russia
L L J

.

Patient Pharmacology Services 4
Fully integrated services
Regional capabilities in many TAs

150 bed hospital Ph I/lla unit
Safety laboratory Bratislava, Slovakia
* GMP-grade pharmacy
+ Data support

Patient Pharmacology Services
10 bed unit in privately-owned Clin
Pharm unit

900 000000
Budapest, Hungary

* Patient Pharmacology Services
* 8bed unit in privately-owned
hospital

* 136 bed Phase | unit
* Phase Il - Ill outpatient
* HAL, pain, neurology

990000000060
Prague, Czech Republic

+ Patient Pharmacology Services

PRA Clinical Research Units + 10 bed unit, direct ICU access

PRA Bioanalytical Labs

PRA Patient Pharmacology Services = (pra

owned units: Solvakia, Hungary, Czech Republic)
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Clinical Research Unit Groningen The Netherlands

Overview of The Clinic

150 beds, all hospital based

52 beds Intensive Pharmacology Unit

24/7 1CU support

GMP Pharmacy

Fully automated in-house Central Lab
AME / Microdose Facility

Surgical Room

PRA Bioanalytical Laboratory in Assen, NL

Martini Hospital

Types of Studies
* Biologics: MAbs, Biosimilars, higher risk FIH

* Pain Models, Neuro, Infectious Disease (HCV), Healthy
Volunteers

* FIH SAD/MAD, DDI, FE, TQT, PK/PD, BA/BE
*  AME, Microdose

Recruitment & Subject Population

* >33,000 Volunteers in database

* Integrated screening area

* Dedicated Recruitment Team for each study
* Satellite screening center Utrecht

Specialty Capabilities

* Cardiac/QTc, radiolabeled AME / microdosing, CSF
sampling, pain models

* Imaging & Diagnostics: e.g. PET, SPECT, (f)MRI
* Mortara Surveyor Telemetry

Regulatory Environment
* Fastest timelinesin EU
* 2 weeks IEC/CTA approval
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Slz.
Roles Data Manager / Database Programmer

Data Manager Database Programmer
* eCRF * Design/build eCRF/database
* Definition of edit checks incl QC (UAT)
+ Validation and query * Program and QC edit checks

resolution
* Provide input for Data

* Data Transfer Agreement Transfer Agreement

for external Data (e.g.

safety lab, pk, ecg data) * Reconcilation of external
: data
* Coding
. L : * SDTM programming (incl
glci)errr\];nunlcatlon with define.xml, aCRF and cSDRG)

* Advise Data Manager on

* Timelines (incl SDTM “technical” aspects

deliverables)
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%’é Clinical Database - System

* Data Management System: Oracle Clinical

* Implemented in 1998

* Since 2006 direct Data Entry by Clinic Staff via RDC module
* Fully compliant 21 CFR Part 11

DRACLE Health Sciences
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%*é eCRF / Database - Considerations

* Fast timelines
— Final protocol to first screening assessment 2 to 3 weeks.
— Quick delivery of SDTM compliant datasets after completion study

* Easily to adapt design

— Several designs in one study protocol (e.g. SAD, MAD, FE part, DDI
and Proof of Concept part with patients)

— Phase | studies are subject to change

* Client wishes
— eCRF specifications
— SDTM specifications

* eCRF pages easy to complete
— eCRF services as an eSource system. Direct Entry by Clinic Staff
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%'% eCRF / Database

* DCMs: Data Collection Modules

|~.| OPA (Regine De_Gier - OPSSRGIER at OLSPRD on 11-MAR-2019) = | =

Action Mowve Clear Data Query Special Help Window

o Ppe 4 P 2T (e AR e ?

%5 Maintai dy DCMs (Study-
Data Collection Modules
Ge | Qualifying Question  Character Layout Graphic Layout
Subset Layout Short
DCM Mame # # Mame Diomain Status Mame Type Description
E:DvERSE_EVENTINEINNE |AE [UCB294EC_172945 M N EEE \ | [Adverse Events
[ALCOHOL_BREATH | [1 1 |ALCO [UCB294EC_172945 " [FINDINGS |Alcohol Breath Test
[BLOOD_SaMPLING | |1 [1 [BLD1 IR | |UCB294EC_172945 M EE [FINDINGS |Blood Sample Collection - Day
|CARBON_MOMNOXIDI |1 [1 |CARB (UCB2o4EC_172945 D [FINDINGS |Carbon Monoxide Test
|cHILDBEAR_POT | |1 [1 [METHOD | |UCB294EC_172945 ™ EE [FINDINGS |Childbearing Potential - Methoc
|COMPLETION 1 1 lcoMPL | |UCB294EC_172945 NG |[EVENTS |Study Completion or Early Term
~ [conco_mepicaTio [1 [1 |PREVMED |UCB294EC_172945 A cwm [INTERVEMNTIONS |Previous Medications
lcssrs 1 1 |BASE [UCB294EC_172945 a | |cssrR [FINDINGS |C-5SRS - Baseline (Without P:
|DEMOGRAPHICS [1 [1 |[DEMD [UCB294EC_172945 | [DOm \ [sPECIAL_PURPOSE [ | [Demography
[ECG 1 1 [ECG |UCB294EC_172945 A | [Ec \ [FINDINGS / ' [ECG
[HABITS [1 [1 [HABITS [UCB294EC_172945 n | [HaB \ [SCREENING /  |Tobacco/Alchol Consumption
+| lINCL_ExCL 1 1 [IE_IN [UCB294EC_172945 a e [FINDINGS Eligibility Checklist Inclusion - v
1| | 3
Exit | Save |  Change Study | DCM Question Groups |

Type DCM is key for structure raw datasets extracted

PRAHEALTHSCIENCES



%1“'% eCRF / Database

* DCM Questions (example ECG)

| IMETHOD _

METHOD

Method of ECG Test

MORMAL

Walidation Default
Question Mame SAS Mame SAS Label Failure Type Help Text Response
| TIM Time of Collection NORMAL
ORRES_FR_ I PR PR Interval, Aggregate MORMAL PRAG
- |ORRES_QRSDUR_ | QORSDUR QRS Duration, Aggregate MNORMAL QRSAG
ORRES_QT_ I QT QT Interval, Aggregate MNORMAL QTAG
ORRES_QTCF_ ' aTcF QTcF Interval, Aggregate MNORMAL QTCFAG
~ |ORRESU_PR_ | PRU PR Interval Unit MNORMAL msec
ORRESU_QRSDUR_ | QORsSDURU QRS Duration Unit MNORMAL msec
ORRESU_QT_ T [aTu QT Interval Unit MNORMAL msec
ORRESU_QTCF_ I QTCFU QTcF Interval, Aggregate MORMAL msec
ORRES_INTP_ I INTP Interpretation MNORMAL
POS_ POS ECG Position of subject MNORMAL
a |

12 LEAD STANDARD

* Per ECG parameter a question

* At the end of each question an underscore has been used.
This will lead to starting SAS variables with the subset
name of the DCM.

* Help text: EGTESTCD from Controlled Terminology and SAS
label EGTEST from Controlled term

PRAHEALTHSCIENCES

10



eCRF page example

*J‘EA.'ZEL'_TIL'?CIE:EC[ £ PRA code:

Subject number: X8 Thie (shor)

Sponsar nasme:
Page Mame: ECG_SCR Smwr code
WVisit date: |_ isi Mama: SCREENING

ECG -1ZLEAD

Actual Tima (hhmm) L_. __J

Pasitian SUBINE
Mot Done | If not done, specily reazon
Heart Rate (bpm)

QRS Duration (msec)
QT Imerval (msec)
QTe Fridericia (msec)

|
PR Intarval {msec) |___|
L
L_|

ECG evaluation ) Momal
() Abnormal, not clinically significant
() Abnormal, clinically significant

It abmorrmal, specify

Comments

PRAHEALTHSCIENCES
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Raw Dataset

Running extraction macro result: 80% SDTM compliant raw datasets

/4 STUDYID |44 DOMAIN |4 USUBJID |4 EGGRPID |/ EGTESTCD |/ EGTEST 4 EGPOS |4 EGORRES |/, EGORRESU|/. EGSTRESC [@ EGSTRESN |/, EGSTRESU
1 ABC EG ABC-001-11301 1 EGHRMN EC(G Mean Heart Rate SUFINE 52 beats/min 52 52 beats/min
2 ABC EG ABC-001-11301 1 INTF Interpretation SUFINE NORMAL NORMAL .
3 ABC EG ABC-001-11301 1 PRAG PR Interval, Aggregate SUFINE 212 msec 212 212 imsec
4 ABC EG ABC-001-11301 1 GQRSAG GRS Duration, Aggregate SUFINE 94 msec 94 94 msec
5 ABC EG ABC-001-11301 1 QTAG QT Interval, Aggregate SUFINE 404 msec 404 404 msec
[ ABC EG ABC-001-11301 1 QTCFAG QTcF Interval, Aggregate SUFINE 385 msec 385 385: msec
7 ABC EG ABC-001-11301 2 EGHRMN ECG Mean Heart Rate SUFINE 3] beats/min 66 B6; beats/min
8 ABC EG ABC-001-11301 2 INTP Interpretation SUFINE MORMAL NORMAL .
9 ABC EG ABC-001-11301 2 PRAG PR Interval, Aggregate SUPINE 184 msec 194 154 : msec
10 |ABC EG ABC-001-11301 2 QRSAG QRS Duration, Aggregate SUFINE 28 msec 28 88 msec
11 |ABC EG ABC-001-11301 2 QTAG QT Interval, Aggregate SUFINE 3T msec 37 377 msec
12 |[ABC EG ABC-001-11301 2 QTCFAG QTecF Interval, Aggregate SUFINE 389 msec 389 329 msec
| sTUDYID |, DOMAIN |4 uSUBND |/ FGGRPID |f. EGTESTCD |/ FEGSTAT |/, FGREASND |{. EGMETHOD | EGBLFL |/ EGDRVFL (@ wISITNUM |(x  wisIT |£&  EGDTC |  EGDY CcOM |/ EGSPECIFY1
3 [aBC EG ABC-001-11301 1 EGHRMN 12 LEAD STAND 1: SCREENING 2018-04-16T08:23 11
2 [ABC EG ABC-001-11301 1 INTP 12 LEAD STAND . 17 SCREENING 2018-04-16T08:33 11
3 |ABC EG ABC-001-11301 1 FRAG 12 LEAD STAND.. 17 SCREENING 2018-04-16T08:23 11
4 |ReC EG ABC-001-11301 1 QRSAG 12 LEAD STAND.. 1 SCREENING 2018-04-16T08:23 11
5 |ABC EG ABC-001-11301 1 aTAG 12 LEAD STAND . 17 SCREENING 2018-04-16T08:23 11
6 |ABC EG ABC-001-11301 1 QTCFAG 12 LEAD STAND.. 11 SCREENING 2018-04-16T09:33 -11
7 |ABC EG ABC-001-11301 12 EGHRMN 12 LEAD STAND.. 998 FINAL DISCHAR .1 2018-07-09T08:19 74
B |ABC EG ABC-001-11301 2 INTP 12 LEAD STAND.. 982 FINAL DISCHAR .| 2018-07-09T08:19 74
9 |ABC EG ABC-0T-T13R s ——r FRAG 12 LEAD STAND . 998 FINAL DISCHAR .} 2018-07-09T08:19 74
10 [ABC EG ABC-001-11 ] QRSAG 12 LEAD STAND 398 FINAL DISCHAR | 2018-07-09T08-19 74
11 |ABC EG ABC-001-11301 2 QTAG 12 LEAD STAND . 998 FINAL DISCHAR .} 2018-07-09T08:19 74
12 [ABC EG ABC-001-11301 12 QTCFAG 12 LEAD STAND.. 998 | FINAL DISCHAR .| 2018-07-09T08:19 74
L] L] L]
° V bl d f bl ding to SDTM IG
dariaples and sequence o1 variaples according to
([

Contents as much as possible SDTM compliant

PRAHEALTHSCIENCES
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Set up Oracle Clinical versus —Raw dataset

Juestion Mame SAS Name SAS Label Failure Type Help Text
m | TIM Time of Collection MORMAL
ORRES_PR_ I PR PR Interval, Aggregate MORMAL PRAG
ORRES_QORSDUR_ " [orsDUR QRS Duration, Aggregate MORMAL QRSAG
DRRES_QT_ I QT QT Interval, Aggregate MORMAL QTAG
ORRES_QTCF_ " latcF QTcF Interval, Aggregate MORMAL QTCFAG
ORRESU_PR_ " PrU PR Interval Unit MORMAL
ORRESU_QRESDUR_ I QRSDURL QRS Duration Unit MORMAL
ORRESU_QT_ " latu QT Interval Unit MORMAL
ORRESU_QTCF_ I QTCFU QTcF Interval, Aggregate MORMAL
DRRES_IMTP_ I IMNTP Interpretation MORMAL
POS_ ' |Pos ECG Position of subject MORMAL
METHOD _ " [METHOD Method of ECG Test MORMAL
/A EGTESTCD A EGTEST
EGHRMN | ECG Mean Heart Rate
INTP Inlerpfetatlon
i PRAG PR Interval, Aggr
Helptext in OC > EGTESTCD A e
SAS label in OC - EGTEST QTAG QT Interval, Aggregate
QTCFAG .QTcF Interval, Aggregate
EGHRMN ECG Mean Heaft Rate
PRAG ‘PR Intewal Aggregate '
QRSAG |GRSDuration Aggresate
QTAG  |GTinterval Aggregate
QICFAG _|QcF interval Aggregate
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SDTM Conversion
* Program: Kinship EXACT = = E>§A\( |
==

* Developed by PRA

* Used for creation of tabulation deliverables including
tabulation dataset, metadata specifications and
define.xml following the CDISC SDTM model

* Based on SAS

* Easily reuse metadata from previous studies or
template study

* Mapping tool

* \Version history programs

PRAHEALTHSCIENCES
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SDTM Conversion

—Variable Level

Metadata 1

£
Fomain Safable | \arable . fonetle etz Varisble Label Variable Core Varzble Role
EG 1 STUDYID Character Study Identifier Required Identifier
EG 2 DOMAIMN Character Diomain Abbreviation Required |dentifier
EG 3 USUBJID Character IUnique Subject |dentifier Required |dentifier
EG 4 EGSEQ Mumeric Seguence Mumber Required |dentifier
EG A EGGRFID Character Group 1D Pemissible |dentifier
EG 6 EGREFID Character ECS Reference 1D Pemnissible |dentifier
EG 7 EGSFID Character Sponsor-Defined Identifier Pemissible |dentifier
EG 8 EGTESTCD | Character ECI5 Test or Examination Short Name Required Topic
EG 5 EGTEST Character ECIG Test or Examination Mame Required Symaorym Gualifier
EG 10 EGCAT Character Categary for ECG Pemissible Grouping Gualifier
EG ih EGSCAT Character Subcategary for ECG Pemissible Grouping Gualifier
EG 12 EGPOS Character ECIG Position of Subject Pemissible Record Gualifier
EG 13 EGORRES Character Result or Finding in Original Units Expected Result Qualifier
EG 14 EGORRESU | Charmacter Criginal Units Pemissible Varable Qualifier
EG 15 EGSTRESC |Character Character Result/Finding in Std Format Expected Result Cualfier
EG 16 EGSTRESM | Mumeric Mumeric Result/Finding in Standard Units Pemissible Result Qualfier
Bz 17 EGSTRESU | Character Standard Units Femissible Variable Qualifier
EG 18 EGSTAT Character Completion Status Pemissible Record Gualifier
EG 15 EGREASND | Character Reason ECG Mot Peformed Pemissible Record Qualifier

Reuse contents from template or previous study

Key definition

PRAHEALTHSCIENCES
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r 'l SDTM Conversion —Variable Level Metadata 2
. . . . QDM . _
el s o o i o e e e [
EG 1 STUDYID | Character text Protocol B Select
EG 2 DOMAIN  Character text Assigned [ Select
EG 3 USUBJD  Chamcter text Derived Fl USUBJID Select
EG 4 EGSEQ | Numeric integer Derived ] seQ Select
EG 5 'EGGRPID  Chamcier et Assigned E Select
EG 5 EGREFID  Character et eDT B Select
EG 7 EGSPID Character text CRF Page M5, M20, M28, | Select
EG 8 EGTESTCD  Character text Resigned Sponsor EGTESTCD
EG 3 EGTEST  |Character tedt Assigned Sponsor EGTEST
EG 10 EGCAT  Character text Assigned Select
EG 1 EGSCAT |Chaacter text & Select
EG 12 EGPOS | Character text Pratocal & Sponsar EGPOS
EG 13 EGORRES | Chamcter text CRF Page M5, M20, M28, 3] Select
EG 14 EGORRESU | Chamacter text Assigned & Sponsar EGRESU
EG 15 EGSTRESC | Character et Derived ] STRESC Select
EG 16 'EGSTRESN  Numeric nteger Derived ] STRESN Select
EG 7 EGSTRESU | Character e Derived B STRESU Sponsar EGRESU
EG 18 EGSTAT  Chamacter text CAF Page M5, W20, M28, @ Sponsar ND
EG 19 EGREASND |Character text CRF Page M5, M20, M28, Select
* Variable origin defining incl bookmarks
* Defining computation methods
* Select Code List

PRAHEALTHSCIENCES
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Al SDTM Conversion —Variable Level Metadata 3

£

romain =] carable | Veriable =] %g:b'e Data = Comment (define xm) d Comment OID d
£G 23 EGMETHOD | Character Defaults to 12 LEAD STANDARD for ECG

£G 24 EGBLFL | Character Measurement of EGTPTNUM =0

EG 25 EGDRVFL Character Y when value is derived, otherwise blank

£G 26 EGEVAL  |Character

£G 27 VISITNUM | Numeric COM_VISITNUM_U
£G 28 VISIT Character COM_VISIT_U

* Defining comment for Define.xml per variable or via a
general comment
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Exact —Derivation program

|E Kinship EXACT -

Z0| Edit

View

Study Manager Tools

Reports

Help

Ny EC AP B W VAIVMBATEAWL MBI DAREE EEFOCE T B @

& CDISC SDTM

B Study Level Metadata [T~ Variable Level Metadata | Domain Level Metadata V" #* Data Desivation |

RRER- -

BHIE

3 Interactive Mode | 'O 3‘_1 Connect SAS Server

Program Name

P AE_DER
P CM_DER
P COMPARE
£ DM_DER
£ DS_DER
P EG_DER
P EX_DER
P FA_DER
P IE_DER
P LB_DER
£ MH_DER
£ PC_DER
£ PE_DER
P PR_DER
P Qs_DER
£ sC_DER
£ SE_DER
£ SU_DER
£ sv_DER
P TA DER
P TE_DER
P TI_DER
£ T5_DER
£ TV_DER
£ vs_DER
P ¥F_DER

Maintained

Yes
Yes

Program mR.esults ]/ Files }’ Program Info }/ Data Definition Table }/DamTranspose }/ Data Transformation }/ Dataset Columns }

Program Name

EG_DER SAS Log Debug Mode | MNormmal

~| Generate Excel

[

F Save ~ P Run(F3)-1 -~ |« 7| m
a7
L3
639-ldata egl2 uns:
70 set egll;
71 length egeclsig $14
T2 lakel egelsig = Clinically Significant:
73
T4 #% A1l repeats get visit UNSCHEDULED, visitnum 888 and empty tptnum and tpt;
75 if wisit=:'"UNSCHE' then do;
T8 *yisitnum—visitnum+0.1;
77 #*ywizit="UNSCHEDULED '||STRIP (PUT (visitnum,BEST.)):
T8 egtptnum=. ;
79 egtpt="'";
g0 end;
g1
82 *% Screening, early term wvisit and follow-up have empty tptnum and tpt;
83 if wisit IN ('S5CREENING','FINAL DISCHARRGE') then
&4 do;
85 egtptnum =.;
26 egtpt ='"';
g7 end;
88
89 *% When no original result then also no units and no refranges:
90 if egorres='"' then egorresu='"';
91
92 #% When no standard result then also no units and no refranges:
a3 if egstresc='"' and egstresn = . then egstresu='";
94
as ** Correct evaluation;
96 if egtestcd='"INTP' and egorres='"ABNCEMAL, NOT CLINICALLY SIGNIFICANT' then do;
a7 egorres ='ABNORMAL';
a8 egstresc="ABNORMAL";
a9 egclsig="H";

PRAHEALTHSCIENCES
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% Exact — Derivation program

* For each domain a derivation program will be created

* As a result an interim dataset will be created including
variables which should go into the CO domain or
SUPP—-domain

* The interim domain will be mapped to the Value Level
Meta Data.

PRAHEALTHSCIENCES
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Sl Exact Mapping

£

# Add SMDR Dataset Add SDTM Domain -

Graphical Mapping | List View Mapping Perform QC

Conditions | Program Info | A Marmal @ Source Var Name S0S Yar Name ax Length

(] Unmapped (I] Mapped Il Derived (I Unmapped Key Variables [Jl] Sequence No (Ill] Desived without Code [N - Num, € - Char] [K - Key Variables] [ —> Auto Map, —> Manual Map ]

InterimD ataszet: EG_DER SDTM Domain: EG SDTHM Domain : COEG SDTM Domain: SUPPEG

EG_DER ECG Test Resultz Comments Supplemental Cualifiers for EG
1. 5TUDYID [C) F————%  1.5TUDYID [C][Reqg] K] 1 1. 5TUDYID [C] [Req] (K] 1 1. 5TUDYID [C][Req) [K)
2 DOMAIN (] F—— 2 DOMAIN[C][Req) 1 2 DOMAIN [C] [Req] 1 2 ROOMAIM [T [Feq) (K]
3 USUBJID [C) F————— 2 USUBJID [C] [Reqgl (K] 1 3 RDOMAIM [C] [Perm] (K] 1 3. USUBJID [C] [Req) (K]
4 EGGRFID [C] 4 EGSEQ [M] [Req) 1 4 USUBJID [C) [Req) K] 1 4 1DVWAR [C] [E=p) (K]

5 EGTESTCD [C] I\; 5 EGGRPID [C] [Perm] 1 5 COSEQ [M] [Feq) 1 5. IDWARNAL [C] [Exp) (K]
B EGTEST [C] 6. EGREFID [C] [Perm] B IDWAR [C] [Perm] (K] 1 B OMAM [C] [Req) (K]
7. EGCAT [C) 7. EGSPID [C] [Perm) TADWARNVAL [C] [Permn) (K] |/ 7. OLABEL [C][Req)
8 EGPOS [C) 8 EGTESTCD [C] [Req) K] 1 8 COREF [C] [Perm) 8. WAL [C] (Req)
9, EGORRES [C] 9 EGTEST [C][Req) 1 9, COWAL [C][Req) 1 9. QORIG [C] [Req)
10. EGORRESU [C) 10. EGCAT [C] [Perm] [K) 1 10. COEVAL [C] [Perm] 10, QEVSL [C] [E=p]
11, EGSTRESC(C) 11. EGSCAT [C) [Perm) 11. CODTC (€] (Perm]
12 EGSTRESM (M) 12, EGFOS [C][Perm]
13 EGSTRESU (C) 13 EGORRES [C1Exp]
14 EGSTAT [C] 14. EGORRESU [C] [Perm)
15. EGREASND [ 15. EGSTRESC [C) [Exp]
16 EGMETHOD [C] 1 16 EGSTRESM [M] [Perm]
17 EGBLFL[C) 1 17. EGSTRESU [C) [Perm)
18 WISITHUM [M] 1 18. EGSTAT [C] [Perrn]
19.WISIT [C] 19. EGREASMD [C] [Perrm]
20, EGDTC [C) 20. EGx<FM [C] [Perm]
21, EGDY [M) 21, EGMAM [C] [Perm)
22 EGTPTIC) 22, EGLOC [C][Perm]
23 EGTPTHUM [M] 23 EGMETHOD [C] [Perm) 1
24, COM [C) 24, EGELFL [T [Exp) 1
25, EGCLSIG [ 25, EGDRYFL [C] [Perm]
26 ASSTATF(C) 26. EGEVAL [C] (Perm]
27 EPOCH [C) 27 VISITNUR (M) [Exp] 1

28 VISIT [C] [Perm] 1

23 VISITDY (M) [Perm]

. AN EPACH (01 iParel ]
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. 1.0, CIAD T E 21N |14 | oSN e Moz S Thenil “"-hh____q_h
% Exact Ma pping 2 14 EGSTRESU[C] I__ SDTM Domain: COEG i
15 EGSTAT [C) b Comments e S
16, EGREASND [C) b -t
17. EGMETHOD [C] |\ 1. STUDYID [C] [Feq) K] i
18, EGELFL [C] |\ 2. DOMAIN [C) [Feq) b
19, EGDRVFL [C) I\ 3. RDOMAIN [T (Perm) [K) S
20, WISITNUM [N] I\ 4, USUBJID [C) [Reg) (K] o
. 21 WISIT [C) 5. COSEQ (M [Freq) |
CO domain 23 EPOCH [C] b\ . IDVAR () Pem] [K)

23, EGDTC [C) I\ 7. IDVARVAL [C) (Perm) (K] Eee
24, EGDY [N] 8. COREF [C) [Perm)
25 EGTPT [T % 9. COVAL [C] [Req) Q
25, EGTPTHUM [N] 10, COEYAL (] [Perm)
27. COM [C) 11. CODTE (C] (Perm) i
28, EGCLSIG [T) e e Bkl Bt o

13 Add Map Details s

Mapping Details

Source Varable Mame COM CO Variable Mame COVAL
Sowrce Vanable Label General Comment C0 Varable Label Comment
Riefated Domain Abbrevistion (ADOMAIN) Requied? ° R D O M Al N
Identiying Variable (DVAR) [Selact v

required YES/NO

Sroma [ & * Define Identifying
" o (552 ,] Variable (IDVAR),
e e.g. EGSPID,
EGGRPID

Length 200

PRAHEALTHSCIENCES
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Supplemental domain

Exact Mapping 3

16, EGREASND [T
17. EGMETHOD (C)
18, EGELFL [C)

19, EGDRVFL [C]
20, WISITHUM [M]
21.WISIT [C)

22 EPOCH [C)

23, EGDTC [C)

24, EGDY [M)

25, EGTFT (C]

26, EGTPTHUM [M]
27, COM [C]

28, EGCLSIG [C)

- Fo— —— — —

-

4 Add Map Details

Mapping Details
Source Yariable Mame EGCLSIG

Souwrce Vanable Label Clnical Significance

Cumlfier Variable Mame  GiNAM
Cambfeer Vanable Label  Cuakfier Vanable Name

QLABEL Olinical Significance

i Chuabfier Varable Label
CGuafier Vadable Name {QHNAM) BLABED)
Idertying Variable (IDVAR) |Select | Evaustor (QEVAL)
Orign (QORIG) | ] CRF a
7] Derived
"] CAF Page: -
Format / Date Convarsion
@ Fomat Salagt .]
) Date Cormeersion
Convert Text [S“-eler.t 1-|
Varigble Dervation
Dervation Code

EE

PRAHEALTHSCIENCES
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. LW/’/’/’/’/’U

SDTH Domain: SUPPEG
Supplemental GQualifiers for EG

LER R

1. STUDYID [C) [Rea) (K]
2 RDOMAIN [C) [Req) (K]
3 USUBJID [C] (Req) K]

4. 10aR [C] [Exp] [K)

5. IDVARVAL [C] [Exp] [K)
B. OMNAM [C] [Req) K]

7. QLABEL [C) [Feq)

8 0vaL [C] (Req)

9. QORIG [C] [Req)

10, QEWAL [C) [Exp)

RDOMAIN
required YES/NO

Define QNAM,
QLABEL, QEVAL

Assign Origin

I

O By

Assign ldentifying
Variable (IDVAR),
e.g. EGSPID,
EGGRPID
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%*é Batch SDTM run

CDISC Conversion Group Name Conversion Type |cpIsc soTM v 3.2 [ Export to Excel
Conversion Output | validation Compliance
) Dataset 8 Dataset and ¥PT [7] Export QDM file
) define,xml () define.xml, Dataset and XPT Indude printable PDF generation (define_printable. pdf)
[] Delete missing observations for required variables SUPPQUAL is required as seperate dataset for each domain
7] Delete missing observations for QVAL [ Indude RELREC
Available Domains  Description Status Selected Domains Description Status
IE Inclusion/Bxclusio...  Fully SE Subject Elements Fully
SUPPLE Supplemental Qual...  Fully 5V Subject Visits Fully
TA Trial Amns Fully
TE Trial Elements Fully
Tl Trial Inclusion/Exclu...  Fully
™ Trial Visits Fulby
oM Demographics Partially
AE Adverse Events Partialty
SUPPAE Supplemental Qualfi...  Partially
CM Concomitart Medica...  Partially
Ds Disposition Fully
EG ECG Test Results Partially
COEG Comments Partially
SUPPEG Supplemental Qualfi...  Partially
| EX Exposure Fully
SUPPEX Supplemental Qualfi...  Fully
COEX Comments Fully
LB Laboratory Test Res...  Fully
COLB Comments Fully
MH Medical History Fully
SUPPMH Supplemental Qualfi...  Fully
ML Meal Fully
SUPPML Supplemental Qualfi...  Fully
PE Physical Examination Fully
COPE Comments Fulby
°® S | FC Phamacokinetic Co...  Fully
elect programs to run T o
Qs Questionnaires Partially
e Vs Vital Signs Partially
I n b a t C h COovVs Comments Partially
SUPPVS Supplemental Qualfi...  Partially
TS Trial Summary Fully

* Order of progams

* SAS datasets, xpt files
and/or excel files
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%{Ké Define.xml| Value Level Metadata

. | o | s ) ODM } i
Do Vaiable | Variable Variable Data Significan! . . CRF Mamed Computatio . Code List
e - Onke | ane ~1 Type - 1[!:3.; —| Digts [ v="able Orign —| Bookmaks [ Destinztion op | LHE = e
EG i STUDYID  Character tedt Protocol o Select
EG 2 DOMAIN | Chamcter et Assigned ] Select
EG 3 USUBJD | Chamcter text Derived W USUBJID Select
EG 4 EGSEQ Numeric integer Derivad W SEQ Selact
EG 5 EGGRPID  |Chamcter text Assigned [l Select
EG 5 EGREFID Chamcter text eDT [l Select
EG 7 EGSPID  |Chamcter text CRF Page M5, M20. M28, ¥ Select
EG 8 EGTESTCD | Charmcter test Rssigned Sponsar EGTESTCD
EG ;] EGTEST Character text Assigned Sponsar EGTEST
EG 10 EGCAT Character tendt Assigned Salact
EG 11 EGSCAT  |Character tesdt E Seleet
EG 12 EGPOS Character tesdt Protocol &l Sponsar EGPOS
EG 13 EGORRES | Character text CRF Page Mo, M20. W25, ] Select
EG 14 EGORRESU | Charmcter test Assigned & Sponsor EGRESL
EG 15 EGSTRESC | Chamcter tet Derivad W STRESC Selact
EG 16 EGSTRESN | Mumeric integer Derivad [ STRESN Select
EG 17 EGSTRESU | Chamcter text Derived O STRESU Sponsor EGRESU
EG 18 EGSTAT Chamacter fent CBF Pane M5, M20, M23, =l rsar ND
EG Diomain Warable Warable Warable Data Comment (define sanl) Comment OID
Name IEI Order Name IEI Type |__, -
EG 23 EGMETHOD |Character Defaults to 12 LEAD STANDARD for BECG
Ea 24 EGBLFL Character Measurement of EGTPTHUM =0
ES 25 EGDRVFL Character Y when value iz derved, ctherwise blank
EG 28 EGEVAL Character
EG 27 VISITMLUM Mumeric COM_NMISITMUM L
EG 28 VISIT Character COM_VISIT_U
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Sl

7@~ Define.xm|l — Computation Methods

Overview Defined Computation Methods

Study Level Metadata | Computation Methods

T8 & L
Computation OI0  Description

Comments | Code Lists | Common Varables | Desired Case

ﬁ TPT Value from CRF or created from 2o TP THUM preceded by (H), e.g. f axTPTHUM is 12.75 then xTPTis (H 12.75). Empty for SCREEN...
€ TSSEQ Sequential number identifying recards within each TSPARM in the domain
€ USUBJID Concatenation of STUDYID - DM.SITEID - DM.SUBJID
€3 VISIT(NUM) Derived from visit-based subjectdevel domains
Edit window:

Sponsor Defined | Select

v

Computation i@ User Defined

Type | Computation
Computation OID  [REE]EA1|N

Description  Concatenation of STUDYID - DM SITEID - DM.SUBJID

PRAHEALTHSCIENCES
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%'\"’é Define.xml| — Value Level Metadata

* Value Level Metadata can be extracted from Exact
* Extracted excel sheet is input for derivation program

* Derivation program created to define the hyperlinks

This means EGORRES will be hyperlinked with the combination
EGCAT and EGTESTCD

* The macro also assigns the same variable origins and page
numbers from the domain variable to the nested levels and
it determines if a value has type text, integer or float with
the length and (only for float) the number of significant
digits.

PRAHEALTHSCIENCES
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%{Ké Define.xml| Value Level Metadata

* If needed in the program per nested level origin, page number,
computation method, comment and codelist can be assigned.

if domain="EG' and vari='"EGCAT' and name="INTP' then do;
codelist _type="Sponsor’;

codelist name="NORMABNM’;

end;

* In the end an excel sheet will be created and will be imported in
Exact

PRAHEALTHSCIENCES
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%*é Define.xml| Codelist

* Codelist can be defined manually or can be loaded via
a SAS program for data driven codelists

_] Edit Code List

Code C101834 CT Name |NORMABNM v]
Code List Name NORMABNM -

SAS Format Name

Code List Type Character

ODM DataType | Text -
Code List Label Nomal Abnommal Respanse 1
CDISC Prefemed Term « | [m
CDISC Synormymiz) Momal Abnomal Response -~
CDISC Definition ~ [

s Extensible [ Include Order Mumber in Define

+ 7 =
Crder Code Code List Value Code List Text | CDISC Submission Value | CDISC Prefemred Tem CDISC Synomymis)
1 C25401 ABNCRMAL ABNORMAL ABNCRMAL
2 C14165 NORMAL NORMAL NORMAL

Mormal Abnormal Response [CL.NORMABNM, C101834
Permitted Value (Code)

ABNORMAL [C25401]

MORMAL [C14165]
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%*é Define.xml

* After all these steps the define can be created.

ECG 1est Results (EG) |Location: eg.xpt

SDTM-IG 3.2 " o S
Variable Label Key Type Length Controlled Terms or Origin Derivation/Comment
Format
Annotated Case Report Form
Reviewers Guide STUDYID Study Identifier 1 text 1z Protocol
- Tabulation Datasets DOMAIN Domain text 2 Assigned | Two-character abbreviation for the domain
- Value Level Metadata Abbreviation
- Controlled Terminolo,
; ¥ USUBNID | Unigue Subject 2| text 19 Derived Concatenation of STUDYID - DM.SITEID - DM.SUBJID
- Computational Algorithms
Identifier
Comments
EGSEQ Seguence Number integer & Derived Sequential number identifying records within each USUBJID and generated using the key sequence of the domain
EGGRPID Group ID text 1 Assigned Used to group all records of a single ECG measurement, numbers sequentially over trial
EGTESTCD | ECG Test or 5 text 6 | ECG Test Code Assigned | Abbreviation of EGTEST
Examination Short
Name
EGTEST ECG Test or text 24 | ECG Test Name Protocol | ECG parameter
Examination Name
EGCAT Category for ECG 4 text 11 Assigned Either MEASUREMENT (EGTESTCD=EGHRMN) or INTERVAL (EGTESTCD=PRAG, QTAG, QTCFAG, QRSAG) or FINDING
(EGTEST=EGABN) or empty (EGTEST=INTP)
EGPOS ECG Position of text & | ["SUPINE"] Protocol
Subject <Position>
EGORRES [ Result or Finding in text 486 CRF Pages
Original Units 5 UNS1

Value Level Metadata - EG [EGORRES

Variable Where Length / Controlled Terms or Format Derivation/Comment
Display
Format

EGORRES EGTESTCD = "EGABN1" (ECG Abnormality 1) text 46 | ECG Result CRF Pages 5 UNS1

EGORRES EGTESTCD = "EGABN2" (ECG Abnormality 2) text 46 | ECG Result CRF Pages 5 UNS1

EGORRES EGTESTCD = "EGABN3" (ECG Abnormality 3) text 26 | ECG Result CRF Pages 5 UNS1

EGORRES EGTESTCD = "EGHRMN" (ECG Mean Heart Rate) integer 2 CRF Pages 5 UNS1

EGORRES EGTESTCD = "INTP" (Interpretation) text 8| ["ABNORMAL", "NORMAL"] CRF Pages 5 UNS1

<Normal Abnormal Responses

EGORRES EGTESTCD = "PRAG" (PR Interval, Aggregate) integer 3 CRF Pages 5 UNS1
EGORRES EGTESTCD = "QRSAG" (QRS Duration, Agaregate) integer 3 CRF Pages 5 UNS1
EGORRES EGTESTCD = "QTAG" (QT Interval, Agagregate) integer 3 CRF Pages 5 UNS1
EGORRES EGTESTCD = "QTCFAG" (QTcF Interval, Aggregate) integer 3 CRF Pages 5 UNS1

ronAallocALlLlIOOOVCIGINVG O
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%*é Conclusions

* Knowledge of SDTM datasets is very useful by set up eCRF /
Database

* Datasets extracted from Clinical Data Management System are
for 80 % SDTM compliant

* Standardized Database setup in Data Management System will
save a lot of time during SDTM conversion

* SDTM programmers are familiar with the structure of the raw
datasets

* Standardization will improve the quality and lets you focus on
the items that are not standard.
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