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A g e n d a

• Short introduction to PRA

• Set up Clinical Database

• Programming SDTM datasets

• Conclusions

• Questions
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P R A  I n t r o d u c t i o n  - G e n e r a l

PRA 

LATE PHASE

Phase IV

PRA PRODUCT 

REGISTRATION

Phases IIb-III

PRA STRATEGIC 

SOLUTIONS

Embedded Model

• Full-Service Leading CRO
– Clinical development: Phase I – IV

– Bioanalytical support: Non-clinical – Phase IV

– GMP Pharmaceutical support (NL, US under development)

• 16,500 employees across > 85 countries

PRA EARLY 

DEVELOPMENT 

SERVICES

Phases I-IIa

NON-CLINICAL

PRA Partners

• Supporting Full Clinical Development Cycle
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P R A  I n t r o d u t i o n - E D S

• 114 bed Phase I unit
• Data support
• In-house GCP pharmacy

Lenexa, KS – USA

• 136 bed Phase I unit
• Phase II – III outpatient
• HAL, pain, neurology

Salt Lake City, UT – USA

• Bioanalytical laboratory
• PK/PD small/large molecules
• Flow Cytometry

Lenexa, KS – USA

• Bioanalytical laboratory
• PK/PD small/large molecules
• Flow Cytometry
• GMP Quality Control

Assen, Netherlands

• 150 bed hospital Ph I/IIa unit
• Safety laboratory
• GMP-grade pharmacy
• Data support

Groningen, Netherlands

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

Moscow, Russia

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

Pharm unit

Bratislava, Slovakia

• Patient Pharmacology Services
• 10 bed unit , direct ICU access

Prague, Czech Republic

• Patient Pharmacology Services
• 8 bed unit in privately-owned 

hospital

Budapest, Hungary

• Patient Pharmacology Services

Warsaw, Poland

• Patient Pharmacology Services s - Phase I/IIa
• Patient Ph I units 
• 15 studies per year
• Clinical operations in various CEE countries
• Close operational collaboration with external sites

Berlin, Germany

PRA Clinical Research Units

PRA Bioanalytical Labs

PRA Patient Pharmacology Services ➔(PRA 

owned units: Solvakia, Hungary, Czech Republic)
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C l i n i c a l  R e s e a r c h  U n i t  G r o n i n g e n  T h e  N e t h e r l a n d s

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 timelines in EU

• 2 weeks IEC/CTA approval

Overview of The Clinic

• 150 beds, all hospital based

• 52 beds Intensive Pharmacology Unit

• 24/7 ICU support

• GMP Pharmacy

• Fully automated in-house Central Lab

• AME / Microdose Facility 

• Surgical Room

• PRA Bioanalytical Laboratory in Assen, NL

Martini Hospital
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• eCRF

• Definition of edit checks

• Validation and query 
resolution

• Data Transfer Agreement 
for external Data (e.g. 
safety lab, pk, ecg data)

• Coding

• Communication with 
client

• Timelines (incl SDTM
deliverables)

• Design/build eCRF/database 
incl QC (UAT)

• Program and QC edit checks 
(UAT)

• Provide input for Data 
Transfer Agreement

• Reconcilation of external 
data

• SDTM programming (incl 
define.xml, aCRF and cSDRG)

• Advise Data Manager on 
“technical” aspects

R o l e s  D a t a  M a n a g e r  /  D a t a b a s e  P r o g r a m m e r

Data Manager Database Programmer
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C l i n i c a l  D a t a b a s e  - S y s t e m

• 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
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e C R F  /  D a t a b a s e  - C o n s i d e r a t i o n s

• 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 I 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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e C R F  /  D a t a b a s e

• DCMs: Data Collection Modules

Type DCM is key for structure raw datasets extracted
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e C R F  /  D a t a b a s e

• DCM Questions (example ECG)

• 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
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e C R F  p a g e  e x a m p l e
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R a w  D a t a s e t

Running extraction macro result: 80% SDTM compliant raw datasets

• Variables and sequence of variables according to SDTM IG

• Contents as much as possible SDTM compliant
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S e t  u p  O r a c l e  C l i n i c a l  v e r s u s  – R a w  d a t a s e t

Helptext in OC → EGTESTCD

SAS label in OC → EGTEST



14

S D T M C o n v e r s i o n

• Program: Kinship EXACT 

• 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
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S D T M C o n v e r s i o n  – Va r i a b l e  L e v e l  M e t a d a t a  1

• Reuse contents from template or previous study

• Key definition
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S D T M C o n v e r s i o n  – Va r i a b l e  L e v e l  M e t a d a t a  2

• Variable origin defining incl bookmarks

• Defining computation methods

• Select Code List
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S D T M C o n v e r s i o n  – Va r i a b l e  L e v e l  M e t a d a t a  3

• Defining comment for Define.xml per variable or via a 
general comment
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E x a c t  – D e r i v a t i o n  p r o g r a m
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E x a c t  – D e r i v a t i o n  p r o g r a m

• 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.
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E x a c t  M a p p i n g
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E x a c t  M a p p i n g  2  

• RDOMAIN
required YES/NO

• Define Identifying 
Variable (IDVAR), 
e.g. EGSPID, 
EGGRPID

CO domain
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E x a c t  M a p p i n g  3  

Supplemental domain

• RDOMAIN
required YES/NO

• Define QNAM, 
QLABEL, QEVAL

• Assign Origin

• Assign Identifying 
Variable (IDVAR), 
e.g. EGSPID, 
EGGRPID
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B a t c h  S D T M r u n

• Select programs to run 
in batch

• Order of progams

• SAS datasets, xpt files 
and/or excel files
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D e f i n e . x m l Va l u e  L e v e l  M e t a d a t a
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D e f i n e . x m l – C o m p u t a t i o n  M e t h o d s

Edit window:

Overview Defined Computation Methods
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D e f i n e . x m l – Va l u e  L e v e l  M e t a d a t a

• Value Level Metadata can be extracted from Exact

• Extracted excel sheet is input for derivation program

• Derivation program created to define the hyperlinks
%let hyperlink1 = EG ~ EG ~ EGORRES ~ Y ~ EGCAT ~ 
EGTESTCD/EGTEST; 

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.
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D e f i n e . x m l Va l u e  L e v e l  M e t a d a t a

• 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
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D e f i n e . x m l C o d e l i s t

• Codelist can be defined manually or can be loaded via 
a SAS program for data driven codelists
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D e f i n e . x m l

• After all these steps the define can be created.



30

C o n c l u s i o n s

• 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.



Q u e s t i o n s




