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Electronic Data Capture with iCRF and interactive web
randomization

In 1999 ClinResearch was founded as a full service provider
for clinical studies phase Il to IV and post marketing surveillances.

ClinResearch is located in
Cologne, Germany (headquarter)
and has subsidiaries in Moscow
(Russia), Kiev (Ukraine), San Diego

USA) and Sydney (Australia). ® Moscow
(USA) ydney ( ) Cologheg g

ClinResearch is the CRO with San Di ®
. R an Diego

the most experience worldwide

in the planning and conduction

of adaptive designed clinical trials.

@ Sydney

ClinResearch Services include:

e Study set-up activities
(incl. study protocol and case report form
development, regulatory affairs)

e Project Management and Monitoring

¢ Data Management

e Auditing

e Statistical evaluation and Statistical consulting
e Report writing

e Drug safety

ClinResearch has developed
IWRS - CTMS - EDC web based systems for elec-
tronic data capture and in-
Web Access teractive web randomization

/_ | | x using the latest technical

standards in database techno-

Our EDC/IWRS systems were

e Soppor
trials with adaptive interim

analyses, including manage-
ment of clinical drug supplies.
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iCRF Basics iCRF Features

e EDC studies e AE/SAE notification via e-mail
e Hybrid studies e Event triggered e-mails

¢ Multi-language support e Translation of free text entries
¢ Flexible role based rights management e Expert assessments

e Thin client, zero footprint (e.g. subject enrolment)

e Edit checks (online) ¢ Defining new rights and roles

(fine grained rights management)
¢ Electronic signature
e Picture upload

¢ External edit checks (offline)

e Medical coding

e Data query management

¢ Reporting (HTML, PDF)

- Clinical Data Management System (CDMS)

iCRF Technical key features

Bio-
statC e Web based system with three tiers:
- Database backend: Oracle 10g

iCRF 1 - Application server:
: Apache and Tomcat Cluster

- Browser client:
Internet Explorer or Firefox

Medical <
Oracle

Coding e Highly flexible through modular

architecture with defined interfaces
e State of the art database system:

Oracle 10g
Project
Manager
Data
Manager
iCRF Validation and documentation Advantages of EDC vs. Paper
according to GAMP 5 and 21 CFR Part 11 e Improved data quality
e User requirements e Faster access to results
* Functional specification e Only one location for data storage
e Design specification ¢ Only one unique process for data
* Risk assessment e Customized reports for PM/Client
e Test plan ¢ Implementation of protocol
e Test logs amendments
e Release certificates e Smooth data cleaning process

* Integrated traceability
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DRUG - Drug supply and Randomization Utility Group

This tool provides all .
drug supply management Initial supply processes

functionalities.

Notify / provide warehouse

. with initial supply kit #
These include management <
and tracking of medication

Enter shipment metadata for tracking /

kltS mon itori ng Of related Confirm shipment / request displacement kits
workflows and notification
Of aSSigned Staff for deﬁ ned Track amount of dispensable kits per site
. and trigger resupply in case of lacking kits N - X
process milestones. Activates site/trigger

initial supply

The tool provides all interfaces

aye v v
to PerChance Utlllsed for Order kit # for initial supply

randomization & medication kit — m
administration and unblinding >

Return kit # for initial supply
purposes. T

Forward status Forward status

The consistent separation of kits at receipt of kits at receipt
of PerChance, dealing with
unblinded data (randomization
list, mapping of medication

kit and treatment group) and . A
DRUG ensures that all involved Ship initial kits to site q ' emter sttes of kits
staff is blinded throughout the v

entire study process.

First active Party in process is marked red

When the investigator
randomizes a subject to
the study, he will request a
Notify / provide with kit # B H
for resupply. if applicable randomization number
P .
and a kit number to be
| Warehouses [ SEa kil di d to the subiect vi
Enter shipment metadata for |spense o €su Jec via

tracking / Confirm shipment / the iCRF.
request displacement kits

Randomization processes

The iCRF forwards the
request to PerChance via

Forward kits status Forward kits status

l Forward | l Forward DRUG.
randomisation v randomisation
request request
— — .
PerChance philllENNN iCRF
- — PerChance returns a
Return Random Forward . H
and initial kit # random A A randomization number
ked asto b i .
diponsed . and kit # as well as a kit number
(of treatment available
Observe amount of medication on site Provide random OnSlt.e 'and recellpt Of gOOd
and trigger resupply if applicable and kit # condition conﬂrmed) via
v the iCRF.
. . . Randomise subject
Ship resupply kits to site > Investigator
Confirm shipment receipt /
1 enter status of kits

First active Party in process is marked red
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Medication Kit Life Cycle

chosen for
shipment

o W

to be unused medication to be sent back to warehouse /sponsor (e.g. at site closure)
< ~ returned
sent back

shipment Subject

received returns
sent on site kit dispensed unused
to site and OK to subject kit

received

dispensed

damaged
blocked

expired

=md unavailable

ClinResearch uses warehouses in Cologne, Moscow, and Kiev.
Shipments within the EU are delivered within 2 days to site.

Shipment times Russia: Shipment times Ukraine:

e Moscow 2 days
e St. Petersburg 3 days
e Siberia 3 - 4 days

In case of an emergency,
the investigator has the
ability to identify the treat-
ment group of a subject via
the iCRF.

The emergency code list is
produced by PerChance
and the sealed emergency
code list is then distributed
directly to the sites. Only
the responsible site per-
sonnel has the potential
authorization to unblind a
subject.
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e Kiev 1 day
¢ Regional site 2 days

Emergency unblinding

Forward Forward
emergency emergency
code code

. Fo
O —

Verify emergency code, Forward
return treatment code treatment
code

Forward treatment code
Investigator <

Unblinding request /
entry of emergency code

First active Party in process is marked red




ClinResearch Services

ClinResearch GmbH, since 1999

10 Years Experience with Adaptive Designs

Since its foundation in 1999 ClinResearch has been a key provider of adaptive trial services to
the pharmaceutical, biotechnology, and medical service industries. To date ClinResearch has
helped more than 20 customers to design and successfully complete over 80 adaptive clinical
trials ranging from phase Il to IV. With its headquarters in Cologne, Germany and affiliate offices
located in Moscow, Russia and Kiev, Ukraine, ClinResearch provides Pan-European trial services,
including Central and Eastern Europe.

Services in Biostatistics and Medical Writing

Our statistical services include consulting, statistical design, statistical analysis, and
programming. Our experienced and dedicated team of statisticians can assist you with the set
up of Data Monitoring Committees (DMC), organizing and executing statistical interim analyses
including clinical reports, and may also service as an Independent Statistical Center (ISC). Our
statistical experts practice a seamless co-operation with our medical writers ensuring accuracy
and consistency of study data.

Services in Clinical Data Management

We develop web based systems for data capture and data cleaning, randomization, and drug
supplies management. Our clinical data management professionals and IT specialists can help
you manage your adaptive designed trial programs by providing the scale and flexibility of data
services needed to tackle the challenges of timely and high quality interim data. We can support
you with customized clinical database design, data management and validation plans, data
cleaning services, medical coding and medical reconciliation, SAE reporting and related services.

We are working according to CDISC standards since 2006.

Services in Clinical Monitoring and Project Management

With comprehensive experience in managing clinical trials, our project managers, monitors and
regulatory experts know what it takes to run an adaptive trial: Regulatory expertise, adaptive
monitoring schedules, and flexible project management are part of our regular service offered.

All projects are managed by the same processes and SOPs, based on long term experience with
designing and running adaptive designs in a variety of different therapeutic areas.




ClinResearch

For more information
please contact us or visit
our website www.clinresearch.com

Head Office, Cologne:
ClinResearch GmbH

Robert-Perthel-Str. 77a
50739 Koeln, Germany

Phone: +49.221.5999-0
Fax: +49.221.5999-400
contact@clinresearch.com




