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ECRIN-RKP
ECRIN-TWG
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IR
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Clinical Research Centre

Clinical Trial Unit

Centre d’Investigation Clinique (Clinical Investigation
Centre)

Comité de Protection des Personnes (French research
ethics committee)

European Clinical Research Infrastructures Network
European Clinical Research Infrastructures Network and
Biotherapy

Facilities: Preparation Phase for the Infrastructure
European Clinical Research Infrastructure Network -
Reciprocal Knowledge

European Clinical Research Infrastructures Network-
Transnational Working Groups

European Medicines Agency

European Union

Framework Programme

Good Manufacturing Practice

Good Clinical Practice

Investigational Medicinal Product

Ireland

Intraclass Correlation Coefficient

Instituto Superiore della Sanita

Italy

Koordinierungszentrum flr Klinische Studien (German
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Principal Investigator

Quality Assurance

Quality Management

Risk Assessment tool

Research Ethics committee

Standard Operating Procedure

Visual Analogue Scale
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1. Introduction

ECRIN (European Clinical Research Infrastructures Network) is
designed to bridge the fragmentation of clinical research in Europe
through the interconnection of national networks of academic
clinical research centres (CRC) and clinical trial units (CTU) and to
develop services to provide support for multicentric clinical studies
in Europe.

Study monitoring is a sponsor’s task, and includes all activities
aiming at overseeing the planning, initiation, conduct and data
processing of clinical studies. Monitoring includes control of data
integrity and validity both at the scientific and regulatory levels.
The guideline for Good Clinical Practice’ reminds that all trials must
be monitored: "“the sponsor should ensure that the trials are
adequately monitored. The sponsor should determine the
appropriate extent and nature of monitoring. The determination of
extent and nature of monitoring should be based on considerations
such as the objective, purpose, design, complexity, blinding, size,
and end-points of the trial. In general there is a need for on-site
monitoring before, during and after the trial: however, in
exceptional circumstances the sponsor may determine that central
monitoring in conjunction with procedures such as investigators’
training and meetings, and extensive written guidance can assure
appropriate conduct of the trial in accordance with Good Clinical
Practices. Statistically controlled sampling may be an acceptable
method for selecting the data to be verified”.

So, depending on the type of study, on sponsor, on countries, the
use and intensity of monitoring (systematic and exhaustive,
adapted to the benefit/risk ratio) is variable.

In a first FP6-funded step (ECRIN-RKP, 2004-2005), the monitoring
practices of academic sponsors across Europe were evaluated and a
comparative analysis between the different ECRIN countries was
performed. This analysis demonstrated a lack of harmonisation of
practice, an increasing use of monitoring, and contribution of
systematic and exhaustive monitoring to the increase of clinical
research cost.

Based on the outcome of this first project, the objective of the
Working group 5 on Study Monitoring in step two (ECRIN TWG,
2006-2008) was designed to address these issues through the
development and validation of a common set of criteria for

1

Note for Guidance on Good Clinical Practice: ICH harmonised tripartite guidelines,

CHMP/ICH/135/95. http://www.ich.org
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gradual risk assessment, leading to the proposal of risk based
procedures for monitoring.

2. Objectives

Academic clinical research studies require optimisation of limited
financial resources. The knowledge of the study risk level of the
study involving participant’s safety and validity of study results
would allow optimising monitoring, and thus resources
distribution. In order to build a standardised risk assessment tool,
a consensus was initiated by the Study Monitoring group of
ECRIN.
The task of ECRIN Working Package 5 was:

o To identify a relevant common set of criteria for evaluation

of the risk related to multinational clinical research
o To validate a risk assessment tool
o To define a common monitoring strategy based on risk

As ECRIN will cover different types of clinical research and not
only clinical trials covered by the European Directive 2001/20/EC,
the evaluation of the risk will not be restricted to clinical trials with
medicinal products.

3. Methods
3.1. Identification of existing risk assessment tools

The literature was searched, and participants in the ECRIN
Working Package 5 were asked to share the already existing tools
they knew.

3.2. Identification of criteria for evaluation of risk

Existing risk assessment tools were analysed for risk covered and
studies concerned. Possible criteria were identified through the
identified tools.

The Delphi method was used to reach a consensus on a list of
items:

o A first questionnaire was built (See appendix 1), and sent to
clinical research experts from ECRIN countries. This
questionnaire aimed at evaluating the acceptance of the
principle of a risk-based approach, and at delimitating the
desired fields for risk assessment. Responses were analysed
according to their relative frequency. Additional suggestions
from the experts were considered and discussed within the
ECRIN Working Package 5.
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o A second questionnaire was then built (See appendix 2),
and sent to the experts. This questionnaire aimed at
estimating their ability to increase or to reduce the risk.
Items were selected on a frequency basis. Additional
suggestions from the experts were considered and discussed
within the ECRIN Working Package 5.

o The final list was designed after a meeting of the ECRIN
Working Package 5 (see appendix 4: 19 items
assessments).

3.3. Validation of the risk assessment tool

Protocols were assessed by assessors in terms of risks and items
on visual analogue scales (VAS).

Risks: Different risks were defined:
o primary risks: risk for participants, risk for validity of study
results
o secondary risks: risk for study organisation, risk for study
governance, risk for target population and public health

Items: Items were those selected by the ECRIN Working Package
5 during the Delphi process. They were grouped into 5 topics:
o items about participants
items about validation of study results
items about study organisation
items about study governance
items about impact of study results on target population and
public health

0]
(0]
(0]
0]

Assessors: Assessors volunteered in each ECRIN country.
Assessors were:

- experts in clinical research (epidemiologist, statistician,
pharmacologist, project leader, senior clinical research assistant,
investigators ...);

- clinical experts in different medical fields.

Each assessor signed a confidentiality agreement concerning the
protocols they had to assess.

Protocols: Since the aim of ECRIN is to conduct transnational
trials, it was decided to focus on risk for clinical trials only. A
standard protocol synopsis (See appendix 3) was designhed to
concisely describe the scientific and organisation aspects of the
protocol, thus covering the 19 items, among other questions. Real
protocols covering different types of clinical trials and different
therapeutic areas were collected, and their scientific and
organisation aspects were described by the person responsible for

Deliverable 13& 14 page 7/88



the protocol (sponsor or CTU or CRC responsible of the
management of the study) through the standard synopsis.

Experimental plan: Protocols and assessors were randomly
distributed into small groups of protocols or assessors. Groups of
protocols were randomly allocated to groups of assessors through
an incomplete partially balanced block design.

Questionnaire: A single questionnaire for risks and items
assessment was desighed (See appendix 4). All risks and items
were measured on a visual analogue scale (VAS). Risk and items
values on VAS were corrected to get a 0-10 scale. Since the
intended use of the risk assessment tool is to define a few levels
of monitoring, VAS values for risks were also empirically divided
into 3 levels of risk: low, medium, and high.

Internal validity: As internal validity, reproducibility of risks and
items assessments on VAS was calculated through an intraclass
correlation coefficient estimated from a random-protocol linear
model. Reproducibility was also calculated through an intraclass
correlation coefficient estimated from a random protocol
proportional odds model.

Items selection: VAS risks were modelled through a random-
protocol linear regression, with adjustment for VAS items. Risk
levels were also modelled through a proportional odds model, with
adjustment for VAS items, and robust variance estimation
(repeated data by protocol). For both models, items were selected
with backward selection at the 0.05 significance level. These two
models were used to capture all relevant information in spite of
variability between assessors.

Score building: If possible, a formal risk score was to be built and
validated. This score would be directly used to choose monitoring
intensity.

Sample size: We assumed that the intraclass correlation
coefficient would be about 0.60, close to the one estimated in the
Pre-Optimon study 0.62.%2 With 20 protocols, a two-sided 95%
confidence interval computed using the large sample normal
approximation for an intraclass correlation based on 15 assessors
will extend to 0.165 from the observed intraclass correlation when
the expected intraclass correlation is 0,60 (nQuery Advisor®,
version 6.0). Adding 5 more protocols would improve precision to

% Journot V et al. Validité et reproductibilité d'une échelle de risque dans les études de recherche
clinique institutionnelles. 1°¢ Conférence Francophone d'Epidémiologie Clinique 2007. Bordeaux,

France
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0.147, while adding 5 more assessors would improve it to 0.162
only. The main gain would come from an improved intraclass
correlation coefficient.

4. Results
4.1. Identification of existing risk assessment tools

Different risk assessment tools have already been developed, and
are used in common practice.

Several examples of tools came from United Kingdom. They
combine the likelihood of risk and its impact, thus determining the
appropriate risk management, either to approve the initiation of a
study, or to adapt its management while it is already ongoing.

In France, The Paris hospital network Assistance Publique -
Hopitaux de Paris led the way in 2001 with a risk assessment tool
for any type of clinical research study. The tool is based on risk for
participant only. This risk assessment is used to define a
monitoring strategy adapted to risk. The adaptation concerns the
on-site monitoring mainly.

A French trial, Optimon, is presently running to formally assess a
risk adapted approach. It is funded through the National
Programme of Clinical Research (grant obtained in 2005). A
German trial, Adamon, started more recently with the same aim.
Both use their own risk assessment tool.

Altogether, identified tools differed in format and field
delimitation. Some are specific to trials, other apply to any type of
clinical research study. Some deals with risk for participants,
others with any type of risk. They were usually adapted for
national purpose, not for transnational studies.
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4.2. Identification of criteria for evaluation of risk

The first questionnaire included 36 questions, grouped into 8
topics (See appendix 1):
o 1. principle of risk adapted monitoring (1 question)
o 2. types of clinical research studies covered by the risk
assessment tool (5 questions)
o 3. types of risks included in the risk assessment tool (4
questions)
risk for participant (6 items questions)
risk for validity of study results (4 items questions)
risk for study organisation (8 items questions)
risk for target population (3 items questions)
proposals for the risk assessment tool (5 formats)

coooo
N A

Experts had to choose between 4 possible answers: I totally
disagree, I partly disagree, I partly agree, I totally agree. A final
open question collected additional comments.

Fifty-one experts from 10 countries (Germany, Denmark, Spain,
France, Hungary, Ireland, Italy, United Kingdom, as well as
Canada and the USA) answered the questionnaire (See appendix
5).

The principle of risk assessment was largely accepted: 95%
experts partly or totally agreed. This agreement hold for any
domain of clinical research (any objectives, any designs): 90%
agreed, as well as for any type of risk: 90 to 100% agreed
depending on type of risk.

From the discussion about answers to items questions, it was
decided to build a more detailed questionnaire on items.

There was no clear consensus on the format of the risk
assessment tool (continuous or categorical). Yet, there was a
large agreement (89%) that risk assessment should be done at
start of study and while on-going, whenever large changes occur.

The second questionnaire included 36 items, grouped into 5 topics

(See appendix 2):

1. study participants (8 items)

o 2. validity of study results (8 items)

o 3. study organisation (10 items)

o 4. study governance (7 items)

o 5. study impact on target population and public health (3
items)

(@)
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Examples were added to each item to clarify its meaning.

Experts had to choose between 4 possible answers, depending on
the influence of the item on risk: no influence, increase only,
decrease only, both increase or decrease. A final open question
collected additional comments.

Forty-nine experts from 11 countries (Germany, Denmark, Spain,
France, Hungary, Ireland, Italy, United Kingdom, Switzerland, as
well as Canada and the USA) answered the second questionnaire
(See appendix 6).

In addition to raw data, the results were presented in three
different ways:

o the items were sorted in order of decreasing maximal
frequency (whatever the response s, i.e. increase,
decrease, both or no impact on the risk), showing for which
items the consensus was the most important

o the items were sorted in order of decreasing frequency of
response “increase the risk”, pointing items which increased
the risk

o the items were sorted in order of decreasing frequency of
response “decrease the risk”, pointing items which
decreased the risk

Most items were judged to have an impact on the risk, either
increase or decrease, thus being relevant from the experts point
of view. Only 8 items seemed to have no impact and were
discussed.

Three items were judged as having no influence on the risk, and
were removed:
o No study intervention
o Clarity of ownership of database intellectual property
o Expected events leading to major legal or financial
aftermath

One item was reworded:
o Partnership with a private organisation

Twenty-four items were grouped into 10 items because of
redundancy:
o Expected inherent hazards related to study interventions
o Expected inherent hazards related to study investigations
o Expected inherent hazards related to disease or impaired
condition defining target population, whatever the
interventions or investigations
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o Combination of risk carrying interventions or investigations,
and population with disease or impaired condition defining
target population

o Early stage /phase in the development of the study
interventions

o Study interventions used outside authorised indication
/ product licence / state of the art

o Concealment of randomised study interventions allocation

o Blinding of study interventions

o Complexity of study recruitment

o Complexity of study design

o Complexity of study follow-up

o Education and experience of the sponsor to GCP procedures

o Education and experience of the sponsor to study
procedures

o Education and experience of the investigator sites' staff to

GCP procedures

o Education and experience of the investigator sites' staff to
study procedures

o Existence of quality assurance and quality control systems,
implemented and maintained by the sponsor, or eventually
by the Coordinating Centre in case of documented
delegation

o Existence of quality assurance and quality control systems,

implemented and maintained by the investigator sites

Involvement of a Coordinating Centre

Validation of major events by an Adjudication / Validation

Committee

Existence of a Steering Committee

Existence of a Data Safety and Monitoring Board

Key trial for registration purpose

Major impact of study results on public health management

Impossibility to reiterate the study

o O

O OO0 OO

Altogether, 19 items covering 5 topics were retained:
o] study participant
difficulties or incapacity to give informed consent
» collection of indirectly identifying or sensitive
characteristics
= expected inherent hazards related to study interventions
or investigations
= combination of risk carrying interventions or
investigations, and population with disease or impaired
condition defining target population
= study intervention used outside authorised
indication/product licence/ state of the art or in early
stage/ phase of development
o validity of study results
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» pre feasibility assessment of the study recruitment based
on reliable sources
= concealment of randomised study interventions, allocated
or to be allocated, during allocation, follow-up and
investigations
= objective assessment of primary and secondary outcomes
= complexity of study procedures
o study organisation
» education and experience of the sponsor or investigator
sites’ staff to GCP or study procedures
= existence of quality assurance and quality control
systems, implemented and maintained by the sponsor, or
eventually by the coordinating centre in case of
documented delegation, and by the investigator sites
= Intervention management tracking system run by a
qualified organisation
= Quickness and security of data entry in the database
= Full cleaning of database while study is still in progress
= Availability of the appropriate resources at the start of the
study
o study governance
» existence of management review organisations
» existence of ethic and scientific review organisations
= influence/interference of a private organisation upon study
governance
o target population and public health
» major impact of study results on target population and
public health

4.3. Validation of the risk assessment tool

Assessment process

Finally, 5 assessors refused to assess protocols by lack of time,
and 24 clinical trial protocols were assessed by 15 assessors (See
appendix 7):
o 7 from study management, quality assurance or regulatory
affairs
o 4 methodologists
o 4 principal investigators

Some assessors declined assessment of protocols for conflict of
interest. Each assessor assessed 7 to 12 protocols. Each protocol
was assessed by 6 to 8 assessors.

The median duration of the assessment was 40 minutes (range:
15-130).
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Risks

Table 1: Non missing (N) and missing (MISS) assessments per

risk.
RIZE FJR TARZET
RISE FOR RIS, FOR WVALIDITY EIZSK BOR RIZE FOR POPILATION AMND
FARTICIPANTS OF STUDY BRESULTS ORGANISATION SFOWERNANCE FUBLIC HEALTH
H MISS H MISE ] MIZ=S M MISS H MISS
170 a 15 1 1£E5 = 157 3 157 13

Missing assessments mainly concerned secondary risks, and risk
for target population and public health particularly.

Raw and median assessments were described for each risk (See
Table 1).

Table 2: Raw and median assessments of risks.

RAW ASCESSMENTE MEDIAN ASEESZMENTE
H MIN Q1 MED Q2 MAX H MIN Q1 MED Q2 MAX

EISK FOR PARTICIPANTE 170 ] 1 2 5 10 24 o 2 k] 4 7
REISK FOR VALIDITY OF ESTUDY REEULTE 153 a 1 2 4 =] 24 1 1 2 ] 5
RISK FOR CRGANISATION 155 a 1 2 3 7 24 ] 1 2 ] 5
EISK FOR GCWERNANCE 157 a 1 1 3 ] 24 o 1 1 2 4
RISK FOR TARGET POPULATION AND PUBLIC HEALTH 127 ] 2 1 3 2] 24 ] 1 1 2 4

Raw values were more dispersed than median values. Three levels
of risk were defined with cut-off values broadly corresponding to
interquartile range on median of the 5 risks:

o low risk: [0-1]

o medium risk: ]1-4]

o high risk: ]14-10]
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Table 3: Median distribution of each risk in 3 levels.

ALL
2} %
EISK FOR PARTICIPANTE
low [2-1] 3 13
madium ]1-4] 17 71
high 14-10] 4 17
EISK FOR VALIDITY COF STUDY RESULTE
low [2-1] 3 13
madium ]11-4] 13 75
nigh 14-12] 2
EISK FOR CRGANISATION
low [2-1] & 2B
madium ]1-4] ls &7
nigh 14-10] 2 ]
EISK FOR GCAVERNANCE
low [2-1] a 23
madium ]1-4] 15 &3
high 14-10] 1 4
RISK FOR TARGET POPULATION AND PUBLIC HEALTH
low [2-1] 13 =4
madium ]1-4] 1o 42
high 14-10] 1 4

On average, risk for participant was considered higher, and risk
for governance and for target population and public health lower
than the other risks.

Pearson correlation coefficients between risks were calculated
(See Table 3), and a principal component analysis was performed
(See Figure 1).

Table 4: Pearson correlation coefficients between median risks
(N=24 protocols)

rizk for rizk for rizk for rizk for rizk for
participants validity of organisation governance target ?;pu1at'nn
study results and public health
risk _for 1.00 0.23 0.78 0,50 0.76
participants - 0.29 <., 0001 0.01 <. 0001
risk for validity 1.00 0.52 0.64 0.07
of study results - 0.01 0.001 0.73
risk fTor study 1.00 0.69 0.5
orgam satien - 0.0002 0.01
risk for study 1.00 0.2
governance - 0.31
1.00

risk for target F:pu1at:nn
and public health
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Figure 1: Principal components analysis on median risks (PAR: risk
for participant; VAL: risk for validity of study results; ORG: risk for
study organisation; GOV: risk for study governance; POP: risk for
target population and public health).
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SECURITY = VALIDITY DIMENSION (25%)

Risk for participants and for target population and public health
were strongly correlated (0.76). Risk for validity of study results
and risk for study governance were correlated (0.64). Risk for
study organisation was correlated with all other risks.

Thus data may be best represented in a two-dimension space:
overall risk on the first axis (61% of variability), and opposition
between security and validity for the second (25% of variability).

The intraclass correlation coefficient of risk on VAS was estimated
through a random-protocol linear model, for each risk.
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Table 5: Intraclass correlation coefficient of risk, for each risk,
estimated through a random-protocol linear model on VAS risks,
and through a random-protocol proportional odds model on risk

levels.
intraclass correlation coefficient
linear model proportional odds model

on VAS an risk levels

risk for study participants Q.30 .33

rigk for walidity of study results Q.07 .07

rigk for study organieaticno Q.05 0.12

risk for study governance .14 0.08

risk for target population and public health 0.11 nonl estimable

Reproducibility is very low for each risk, whatever the model used.
This is due to a very high variability between assessors compared
to variability between protocols.

Items

Table 6: Number of non missing (N) and missing (MISS)
assessments per item.

N MIE:s

ITEME ABDUT PARTICIPANTS

Difficultlies or incapacity to give informed conesnt 170 0
Collecticon of ildentifying or sensitive characteriskcicsa 11 =]
Expected hazards related to inkterventicns or inwvestigations 168 1
Combdinaticn of interventicns or investigaktilons and conditicon 170 0
Interventione oukbelde authorisaticn 1e£ 4
ITEME ABCUT VALIDITY OF STUDY RESULTS

Ere rezgibilitcy assessmant 1l ]
Concealment of randomised interventlons 1531 17
Cbjective asgessment of cutcomes 170 0
Complexity of proceduras 170 0
ITEME ABCUT STUDY CRGANISATION

Educaticn and experience 15& 14
Quality assurance and guality control systems 17 3
Intervention management tracking system 152 13
Quickness and securlty of data sntry 170 o
Full <leaning of Jdatabase 13 T
Avallabllity of rasources 157 13
ITEME ABCUT STUDY GOVERMNAMCE

Existence of management review organisaticons 17 3
Exigtence of ethic and scientific review crganisationa 1E4 £
Influsnce of a private organisation 10 1o
ITEME ABCUT TARGET POFULATION AND FUBLIC HERLTH

Major impact on target population and public health 157 13

Most items have few missing data, except for some items:
existence of a management tracking system for intervention,
concealment of randomisation, education and experience of
sponsor and site, availability of resources, and impact on target
population and public health. These items were not likely to be
described in the protocol. The aim of the synopsis was to collect
all necessary data for assessment, but they were not always
complete.
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Table 7: Median assessments of items.

ITEME ABOUT PARTICIPANTS

Difficultiea or incapacity to glve informed conssnt 24 a a 1 2 =l
Collecticn of ilndireckly identifying or 2ensitiwve characteristice 24 a 1 1 2 3
Expected hazards relaked to interventicns or inwestigations 24 a 1 2 3 £
Combination of incerventicns or inwvestigations and conditicon 24 a 1 1 3 7
Interventions outbtsilde authorisaticn 24 1] 1 2 4 ]
ITEME ABCUT VALIDITY COF STUDY RESULTS

Ere fazgibility assessmant 24 a 2 4 5 3
Concealment of randomized interventlons 24 a 2 5 3 =1
Cbhjectlve asgassment of cutcomas 24 2 5 7 3 -l
Complaxity of procedures 24 a 1 2 3 g
ITEME ABCUT STUDY CRGANISATION

Educaticn and experience 24 3 4 5 [ T
Quality assurance and guality conktrol systems 24 2 [ 7 7 3
Intervention management tracking system 24 1 3 3 7 =l
Quickness and security of data enkry 24 2 3 5 3 3
Full cleaning of database 24 1 3 5 7 g
Avallability of resources 24 3 7 g g =)
ITEME ABOUT ETUDY GOVERMANCE

Exisktance of managsment review organisaticns 24 1 7 3 =l
Exisktance of ethic and scisntific review crganisaticns 24 a 5 7 3 =l
Intluence of & privace organisaticn 24 a 1 1 2 £
ITEME ABIUT TARGET POFPULATION AND FUBLIC HEARLTH

Major impact on targek population and public health 24 1 4 5 [ 7
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Table 8: Intraclass correlation coefficient of risk, for each risk,
estimated through a random-protocol linear model on VAS risks,
and through a random-protocol proportional odds on risk levels.

intraclass correlation coefficient
linear modsl proportional odds
an WVAS cdel an Tisk levels
ITEME ABCOUT PARTICIPANTS
Difficulties or incapaclity to glve ilnformed conssnt 0.73 0.539¢
Collection of indirectly ildentifying or sensitive characteristics 0.0z non estimable
Expected hazards relakted to interventicns or inwvestigations 0.27 0.3021
Combination of interventiocns or inwvestigations and condition 0.25 0.3081
Interventions outelde suthorisaticn 0.27 0.3514
ITEME ABOUT VALIDITY OF STUDY HESULTS
Fre rfeasibllity aesessment 0.0l non eztimable
Concealment of randomi=ed interventions 0.11 non estimable
Objective assessment of ocutcomas 0.05 non estimable
Complexity of procedurss 0.15% 0.084¢9
ITEME ABCOUT STUDY CRGANISATION
Educaticn and experience 0.00 non estimable
Quality assurance and gquality control systems o.a0 non eatimable

Intervention management tracking system 0.08 non estimable
Quickness and security of dakta entry 0.05 non estimable
Full cleaning of database 0.05 non eatimable
Avallability of resocurces 0.0z non estimable
ITEME ABOUT STUDY GOVERMANCE

Existence of management review organisaticns 0.02 non eatimable
Existence of ethic and scientific review organisations 0.08 non estimable
Influence of a private organisation 0.22 0.25231
ITEME AECUT TARGET POFULATION AND FUELIC HEALTH

Major impact on targekt population and public health 0.1 non estimablea

Reproducibility is very low also for each item, except for the first
one. Inter-assessors variability is much larger than inter-protocols
variability
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Selection of items

Table 9: Selection of items for risk for participants through a linear regression and a proportional odds
model (backward selection at the 0.05 significance level).

linsar regrassico proporticnal odds modsl
order of p lawal p lawl ino crdar of p lawval p lewsl in
removal for removal final modal ramoval for ramowval final modal

ITEME AEOUT PARTICTIDANTS

Difficultise or incapacity to give infomed conpant 0.00E
Collection of indiractly ideotifying or saneitive charactaeristics & 0.75 5 0.33

Expacted hazarde ralatad to iotarventiome or investigations <0 . 0001 0, 0001
Combination of intarvantions or investigatiocne and condition 14 0.28 12 0.48
Interventicone cutsida authorisation =0, 0001
ITEHE ABJUT VALIDITY CF STUDY REESULTE

Pre fearibility assassmant 3 0.84 1 0.33

Concealment of randeomissd iptarventions 7 0.04 Q.33

dbjective aspapomant of ocutcomas 1z 0.32 13 0.12

Complexity of procaduras 4 0.76 2 .91

ITEHE ABJUT STULDY CECANISATION

Education and sxparianca ] 0.28 4 0.87

Juality acpuranca and quality combrol systeme E 0.68 o.04
Intarvention managament tracking systen 1z 0.28 11 a.74

Quicknese and pscurity of data entry B 0.05 6 .92

Full cleaning of database z 0.85 0.001
Avallability of rascurcas 1o 0.33 B 0.33

ITEME AEOUT ETULY CCVERNANCE

Exigtencs of management review organisatione 11 0.30 3 a.33

Exirtenca of sthic and scienktific review crganipations 13 0.17 14 0.18

Influsncs of a privats crganisaticom 1 0.94 7 .87

ITEME AEIUT TARCET POPULATION AND PUBLIC HEALTH
Major impact on targat population and puklic hsalth 15 0.05 10 0.55



Table 10: Selection of items for risk for validity of study results through a linear regression and a
proportional odds model with repeated measures (backward selection at the 0.05 significance level).

linsar regrassicn proportional odds model
order of P laval g laval io crder of p lawval p level in
removal for removal final modal ramcval for ramoval fipal modsl
ITEHE AEBJUT PARTITIDANTS
Difficultize or incapacity to give informed coneoent 1z 0.35 13 0.48
tollecticn of indiractly identifying or ssneitiwve charactaeristics %0, 0001 . oona
Expected hazarde relatad to iotarventiong or investigaticos Q.0008 0, 000l
Combinaticn of intarvantions or imvestigatione and condition 11 0.24 5 0.82
Interventiones cutsida authorisation 7 0.62 12 0.53
ITEHME AEBJUT VALIDITY COF STUDY EESULTE
Pre feasikility assassmaot 13 0.1z 2 0.33
Concealmant of randomisad interventions z 0.72 1 Q.35
dbjecktive ascscomant of oubcones %0, 0001 w0, 000l
complexity of procaduras a.oaT 0. 0003
ITEHME AEBJUT ETUDY CRCANISATION
Education and sxparianca -} 0.38 10 0.33
Jualikty aspurance and quality conktrol systeme 14 o0.07 14 0.15
Interventicn managamant tracking system 10 0.33 11 a.44
Juicknese and pecurity of data enmbry q 0.5% g 0.58
Full cleaning of databasa E 0.B1 7 0.58
Availability of rascurcas 15 o.0s B 0.77
ITEHE ABJUT ETUCDY GOVERHANCE
Exictences of managemant review organisaticne & 0.55 Q.85
Existence of sthic and scieotific review ocrganisations B 0.44 15 0.33
Influencs of a privata crganisaticm 1 0.75 3 0.87
ITEHE AEBJUT TARCET PCPULATION AND PUELIC HEARLTH
HMajor impact on targat populatiom and public hsalth k| o.Bg E 0.28

Some items are strongly related with risks, some others more lightly. Since inter-assessors variability is
very high, the results of selection must be regarded with caution. Yet, it is probable that some items
may be dropped out.
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This selection leaves 16 items in the list. Yet, when considering
primary risks only, the list is reduced to 8 items only:
o] study participant
difficulties or incapacity to give informed consent
= collection of indirectly identifying or sensitive
characteristics
» expected inherent hazards related to study interventions
or investigations
» study intervention used outside authorised
indication/product licence/ state of the art or in early
stage/ phase of development
o validity of study results
» objective assessment of primary and secondary outcomes
= complexity of study procedures
o study organisation
= existence of quality assurance and quality control systems,
implemented and maintained by the sponsor, or eventually
by the coordinating centre in case of documented
delegation, and by the investigator sites
= Full cleaning of database while study is still in progress

4.4, Monitoring strategy

Adherence with the regulations (EU CT Directive 2001/20/EC)
must be taken into consideration, when designing a monitoring
strategy for clinical trials with medicinal products. This requires
compliance with the international standard of ICH GCP.

Different criteria can be used to adapt the monitoring of clinical
research.

One approach can be the gradual approach taking into account the
level of risk associated with the research and with the intervention,
and designed to guarantee the safety aspects of the clinical
research, while at the same time taking into account all the
resources available. This approach is used by the Paris Public
Assistance and Hospital® and UKCRN?*.

Another approach can be the centralised monitoring defined by the
systematic organisation of feedback to the central monitor of
predefined data essential to the trial, but this is not sufficient for
IMP trials.

A sampling approach can also be used; data sampling, case
sampling or centre sampling.

3 http://www.drrc.aphp.fr
* http://www.ct-toolkit.ac.uk



Adaptation of monitoring can also be based on results from these
three different approaches.

For the monitoring of the ECRIN studies, working group 5
developed an standard operating procedure (SOP) (See appendix
8) to provide guidance to the ECRIN team (and their cooperation
with the sponsor) for the development of a optimised monitoring
plan including the minimum levels of monitoring required for all
studies performed within the ECRIN network.

The extent and nature of monitoring will be based upon the risk
involved as assessed by the risk assessment tool (RAT) developed
by the group.

Every protocol will be graded as high, medium or low risk and this
will determine the minimum level of monitoring required.
Irrespective of the minimum monitoring guidelines where there is
any question over participant safety and/or data quality
consideration, a site visit must be made.

The frequency and duration of visits is scheduled on a trial-specific
basis and is dependent on the complexity of the trial, rate of
recruitment at a site, and trial duration. The frequency of visits,
suggested for each trial is to be understood as minimal and can be
increased at the sponsors discretion.

5. Conclusion

At the European level, clinical trials with medicinal products are
conducted within a strict regulatory framework®. The Directive
2001/20/EC sets out requirements for clinical trials on medicinal
products, and these requirements are the same for all such trials,
regardless of risk. This means that the same requirements are
applied to ‘low risk’ trials as well as ‘high risk’ trials. There is a
need for appropriate risk assessment of clinical trials with
accompanying risk-adapted monitoring strategies. What is more,
risk assessment and risk-adapted monitoring should apply to all
categories of clinical research, not only to medicinal products.

> Directive 2001/20/EC dated 4 April 2001 on the approximation of the laws, regulations
and administrative provisions of the Member States relating to the implementation of
Good Clinical Practice in the conduct of clinical trials on medicinal products for human
use.Official Journal of the European Communities L121/34
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Academic clinical research studies that are necessary to develop
knowledge into new diagnostic, preventive and therapeutic
intervention require optimisation of limited financial resources.

The knowledge of the study risk level involving participant’s safety
and validity of study results would allow for optimised monitoring,
and optimised use of resources.

The ECRIN working group 5 on study monitoring has identified a
relevant common set of criteria for evaluation of the risk related
to multinational clinical research. This set of criteria contains 19
items and covers 5 types of risk; the risk for the study participant,
the risk for the validity of the study results, the risk for the study
organisation, the risk for the study governance and the risk for
the impact of study results on target population and public health.

A validation study was set up. Data contained a high inter-
assessor variability, which prevented to go as far as expected.
There was no attempt to build a score of risk from the identified
items. Only a selection of items was performed, to reduce the
number of items.

This high variability was probably due to the fact that assessors
had various functions and prior histories. Besides, though
generally highly interested by the approach, they had received no
training concerning risk assessment in general, and on this tool in
particular.

The ECRIN Working Package 5, or its continuing entity, should
probably work on standardising conditions of use, that could
consist for instance in:
o synthesising experiences among other organisations
o setting-up an assessment committee within ECRIN
o training of the committee members through risk assessment
of study projects within or outside ECRIN
o switching the approach from risk score from items, to
straight risk assessment after items assessment to ensure
that all relevant information was taken into account

Anyway, ECRIN has now a procedure for risk adapted monitoring.
In order to share this knowledge across Europe, the WP5 is working

in the preparation of paper with the final objective of being
published.
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6. Appendices
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Appendix 1:Questionnaire 1-V4

ECRIN (European Clinical Rezearch Infrastructures Network) s based on the connection of national networks of climeal
research infrastructures. Its main objective consists in developing an integrated EUJ infrastructure for elimeal studies, providing
one-stop shop services to nvestigators and sponsors in EU multnational studies.

The eurrent project (ECRIN-TW &) aims at preparing this integratad infrastmetiure through the activity of transnatienal
working groups in charge of defiming guidalines and procedures for mmltinational studies on how to mteract with ethics
committees, with compatent authorities and regulatory affairs, how to report adverse event, how to perform data managemeant
and monitoring and how to use the resulting matenal for educational programimes.

The Working Group £ (study monitoring) will review the existimg sats of criteria for gradual risk evaluation, will evaluate
their reliability and assess cost-effective methods te moniter the studias,

A Questionnaire to Establish Consensus on Quality Risk Assessment for Monitoring of Clinical Research Studies

Study Meonitoring includes all activities amming at overseeing the planning inifiation, conduct and data precessing of clinieal stdies. Momitoring
includes control of patient’s safety and data mtegnty. All mals have to be monitored with diligence and attention to detail.

Though 1t 1s 2 major role of the sponsor to ensure that the principles of monitoning according to ICH-GCP (1.38) are respected, the extent and the
nature of monitoring can be determuned by the sponsor (ICH-GCP 5.18.3). Prionitisation of momtonng tasks can be based on the nsks involved
and effectiveness of monitoring can be improved by focusing resources on studies of highest nisk.
There have been several imtiatives i Europe to develop monitoring plans based on an a priori guality risk assessment but their purpose or
content vary widely, at least apparently. Harmomisation within ECRIN will be necessary for developmg common approaches used by/for
sponsors and for transparency towards our users.
With the present gquesticnnaire, we hope to be able to define a consensus within ECEIN en:

1. the principle of quality nsk assessment;

1. the concemed fields {clinical trial/other clinical research areas);

iii. the list of items to be documented to assess risk.

However, this questionnaire dees not deal with a precise content (o be defined through a further questionnaire) or with the format to be used for
presentation of the risk assessment (left to the sponsor's choice).

ECRIN — Working Package J — Study Monitoring Version 4.0 — March 26", 2007 16



Thank you for accepting to answer this questionnaire. For each question or sub-guestion, please tick the answer closer to your feeling towards the

proposition.
BB T T ST
B L P
Professionnal role in clinical research studies (Le. PL CEA, SPONSOT, ..} viummmimmmmemmimiimsssis s s s s sessssss s ssssa s sesmssssss sessasssssisssans
L PP
Itotally | ITparely | Iparily | I totally
disagree | disagree | agree agree
Question 1. Sponsors of institutional clinical research should alwayvs adapt the
monitoring plan based on the level of different components of risk O d a o
Question 1. Clinical research domains covered by quality risk assessment should include
2a. clinical trials (among other domAIE]. ..ot a 3 a a
b diagnostie SIS, o ettt a 3 a a
Je. Progmostic SIIIES. .o ettt ettt a 3 a a
2d. all types of climical research with the same nisk-assessment scale . ... a 3 a a
2e. all types of clinical research but with different risk-assessment scales developed for
clinical trials and other stndles. .o a d a o

ECRIN — Working Package § — Srudh Monitoring Version 4.0 — March 26® 2007
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Itotally | Ipartly | Ipartly | Itotally
disagree | disagree agree agree

Question 3. Tvpes of riskhazard included in the risk assessment
3a. Potential nisk/hazard for the participants (e.g_ participants’ nghts, safety, specific

POEMLAtONEY | o oo a a a a
3b. Potential nisk/hazard for the validity of results (e.g. data completion, reliability of the

results, complexity of the design) a a a a
3e. Organisation of the tnal (e.g. previous experience of climical studies, commitment to GCP,

trained persomnel, coordinating centre, experience, appropriate budget) . a a a a
id. Potential nsk'hazard for the target population (2.g. potential impact of the results,

finaneial impact, difficulty to rerterate such a studvd . a a a a
Question 4. Items to be considered in the risk/hazard for the participants
Bisk assessment should melude itemis) regarding:
da. InFormed COMSBIIT .. ... et ettt et et ettt a a a a
4b. potential deviations and withdrawals ... a a a a
dc. protection of the privacy of PAMICIDANIS L.t een e e ee e eeen a 3 a a
4d. inherent hazards to the study infervention (e.g. drug, medical device, other procedures).... a a a a
4e. inherent hazards to assessment methods . a a a a
4f inherent hazards to SPecific POPULALIONE ..o e e a a a d
ECRIN — Working Package 5 — Study Manitoring Version 4.0 — March 26" 2007
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I totally
disagree

I partly
disagree

I partly
agree

I totally
agree

Question 5. Items to be considered in the risk'hazard for the validity of results

Risk assessment should include itemis) regarding:

Fa. the necessity for TANAOIIISATION ..ottt ettt e
5b. the necessity for BIIMAIIE ..ottt
Se. the complexity for data collectlom. ..o

5d. the complexity of protocol desIZI ..o

R I N R

O OO O

R I N R

R I N R

Question 6. Items to be considered regarding the organisation of the study

Risk assessment should include itemis) regarding:

Ga. sites” expenience of climical studies .
Gb. sites” commitment 0 GUP L e
Gie. avallability of FeSOUTCEs OI SITES .ottt
Gd. traming of personnel I S108EE ..o
Ge. support for study management (coordinating centre/data centre/clinical trials ums).........
GE. trIa]l EOVETIIALLEE oottt ettt
gz, the ability to achieve farget TECTUIMSIT ... e

Gh. the availability of mal BUdZet oot

O o A Y Y A

OO0 OO OOD

O o A Y Y A

O o A Y Y A

ECRIN — Working Package 5 — Srudy Monitoring Version 4.0 — March 26™, 2007
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Itotally | Ipartly | Ipartdy | Itotally
disagree | disagree agree agree
Question 7. Items to be considered in the risk/hazard for the target population
Risk assessment should mclude item(s) regarding:
Ta. the potential impact of the results on health management for the target population............ d a O O
7h. the potential economic mmpact of the Tesults .. a 3 a a
7Tc. the need for results and the difficulty to reiterate such z study if necessary.......e a [ a a
Question 8. Presentation of the risk assessment
Za. The nisk assessment 13 better desenibed by a continuum (guantitative contimions varable) d a O O
&b. This nsk assessment 15 better described by a scale praded with 4 categories ... a 3 a a
Zc. This nsk assessment 15 better descrnibed by a scale graded with 5 categories ... a 3 a a
&d. Bask-assessment 15 a contimious process from start to finish (to be revisited whenewver
large changes are made 1o trIal). ..o e o d a a
Ze. Fask-assessment 15 a one-off assessment dome at start of tmal .o a a a a

BECRIN — Working Package § — Study Monitoring Version 4.0 — March 26™ 2007
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Question 9. Are there any other fields/items related with risk assessment that should be added?

Many thanks for your participation.

FPlease send this completed questionnaire to

christine. kubiakitolbiac.inserm.fr

before March 26%, 2007.

ECRIN — Working Package J — Srudy Monitoring Version 4.0 — March 26" 2007
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Appendix 2: Questionnaire 2-V5

=y~ ECRIN (European Clinical Research Infrastructures Metwork) is
based on fhe connection of national networks of clinical research
infrastructures. lts main objective consists of developing an integrated
P e sl EU infrastructure for clinical studies, providing one-stop shop services to
POEESENRE R EENY  investigators and sponsors in EU multinational studies.

The cumrent project (ECRIM-TWG) aims at preparing this integrated
infrastructure through the aclivity of transnational working groups in charge of defining guidelines and
procedures for mulinational studies on how to inferact with ethics committees, with competent
authorifies and regulatory affairs, how fo report adverse event, how to perform data management and
mionitoring and how to use the resulting material for educational programmes.

The Working Group § (study monitoring) will review the existing sets of criteria for gradual risk
evalustion, will evaluate their reliability and assess cost-effective methods to monitor the studies.

A Questionnaire to Establish Consensus on Quality Risk Assessment
for Monitoring of Clinical Research Studies

Study Moenitoring includes all activities aiming at overseeing the planning initiation, conduct
and data processing of chinical studies. Monitoring mcludes control of patient’s safety and
data inteprity. All trials have to be monitored with diligence and attention to detail.

Though it is a majer role of the sponsor to ensure that the principles of monitoring according
to ICH-GCP (1.38) are respected, the extent and the nature of monitoring can be determined
by the sponsor (ICH-GCP 3.18.3). Pnontisation of monitenng tasks can be based on the nsks
mvolved and effectiveness of monitoring can be improved by focusing resources on studies of
highest nisk.

There have been several imfiatives in Europe to develop memitoring plans based on an a
priori gquality risk assessment but their purpose or content vary widely, at least apparently.
Harmomsation within ECEIN is necessary for developing commeon approaches used by/for
sponsors and for transparency towards our users.

A first questionnaire allowed us to validate the principle of quality risk assessment and to
define a list of themes to be documented to assess risk.

With this second questionnaire, we aim at fixing the list of items that influence nisk. Some
items are useful for nsk assessment only, whilst others may lead to modulation of momtormg
intensity.

We would hike to ask your feedback on the individual stems hsted below. Please mdicate
(using the pop-down menu) which of the items you feel mereases, decreases, both increases
and decreases risk or has no influence on nisk. The most frequently selected items will be
considered for the final list.

Please, note this questionnaire does not deal with the format to be used for presentation of the
risk assessment as this is left to the sponsor’s choice.
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AMONG THE FOLLOWING ITEMS, WHICH ONES DO YOU
INFLUENCING RISK, AND IN WHICH DIRECTION?

CONSIDER AS

ABOUT STUDY PARTICIPANTS

Difficulties or incapacity to give informed consent
e.g., language, emergency condition, age, legal incapacity, cognitive
iimpairinent...

Collection of indirectly identifying or sensitive characteristics
e.g., social security number, phone number... or ethnic origins, sexual,
religious, polific preferences...

Expected inherent hazards related to study interventions
e.g., drug, surgical procedure...

Expected inherent hazards related to study investigations
e.g., blood sample, radiogiraphy, biopsy...

Expected inherent hazards related to disease or impaired condition defining
target population, whatever the interventions or investigations

e.g., infants, elderly people, advanced stage cancer population...

and/or

Combination of risk carrying interventions or investigations, and population
with disease or impaired condition defining target population

e.g., open-heart surgical intervention on infanis...

counterexample: blood sample in advanced siage cancer population...

Early stage / phase in the development of the study interventions
e.g., first studies on human being...

Study interventions used outside authorised indication / product licence / state
of the art
e.g., new farget population, drug combination, dose, timing, procedure...

ABOUT THE VALIDITY OF STUDY RESULTS

Pre feasibility assessment of the study based on reliable sources

Concealment of randomised study intervention allocation

No study intervention

Blinding of study intervention

Objective assessment of primary and the main secondary outcomes
e.g., blood pressure, laboratory assessment on blood sample, scanner...

Complexity of study recruitment
e.g., number of investigator sites, number of participants...

Complexity of study design
e.g., crossover, dose escalafion, structured therapeufic interruption...

Complexity of study follow-up
e.g., long duration of follow-up, different types of visit, complex investigations
schedule, uncommon investigation as compared with standard of care...

ECRIN — Weorking Package 5 — Study Moniroring Questionnaive 2.5 — July 24™ 2007 24
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AMONG THE FOLLOWING ITEMS, WHICH ONES DO YOU CONSIDER AS
INFLUENCING RISK, AND IN WHICH DIRECTION?

ABOUT STUDY ORGANISATION

Education and experience of the sponsor with regards to GCP procedures
e.g., informed consent, anonyvmisation, SAE reporting, queries management...

Education and experience of the sponsor to trial procedures
e.g., rial interventions, trial investigations. ..

Existence of quality assurance and quality control systems, implemented and
maintained by the Sponsor and/or by the Coordinating Centre in case of
documented delegation

Education and experience of the investigator sites' staff with regards to GCP
procedures
e.g., informed consent, anonvinisation, SAE reporting, queries management...

Education and experience of the investigator sites' staff with regards to trial
procedures
e.g., irial interventions, trial investigations...

Existence of quality assurance and quality control systems, implemented and
maintained by the investigator sites

Intervention management tracking system run by a qualified organisation
e.g., drug packaging and tracking system...

Quickness and security of data entry in the database
e.g., through e-CRF, FTPS site...

Full cleaning of database while the study is still in progress

Auvailability of the appropriate resources at the start of the study
e.g., budget, staff, premises, equipment...

ABOUT STUDY GOVERNANCE

Involvement of a Coordinating Centre
e.g. Clinical Trial Unit, GCP Unit, Clinical Research Cenire...

Existence of a Study Steering Committee

Validation of major events by an Adjudication / Validation Committee
e.g., severe / related adverse events, primary outcome...

Existence of a Data Monitoring Conunittee

Partnership with a private and established organisation
e.g., drug supply by a pharmaceutical firm...

Clarity of ownership of intellectual property

Expected events leading to major legal or financial aftermath
e.g., lecal proceedings, financial compensation. ..

ABOUT STUDY IMPACT ON TARGET POPULATION AND PUBLIC HEALTH

Key trial for registration purpose

Major impact of study results on public health management
e.g., modification of standard of care in targetf population, economic impact...

Impossibility to reiterate the study

ECRIN — Working Package 5 — Study Monitoring Questionnairve 2.5 — July 24", 2007 34
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ARE THERE ANY OTHER ITEMS HAVING INFLUENCE ON RISK THAT
SHOULD BE ADDED?

Many thanks for your participation.

Please send this completed questionnaire to

christine. kubiak@ tolbiac.inserm.fr

before September 21%, 2007.

ECRIN — Working Package 5 — Study Monitoring Questionnaire 2.5 — July 24, 2007 44
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Appendix 3: Protocol synopsis

ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

FILL-IN INSTRUCTIONS

OBJECTIVE

This synopsis is designed to summarise both scientific and organisation aspects of
any clinical research protocol. In its expected future use, this synopsis will be filled-in
and sent to sponsor for assessment of risk and definition of a risk-adapted monitoring

plan.

INSTRUCTIONS

ltems relevant for risk assessment are blended in with others. Some may seem

useless from a scientific point of view, but are crucial for risk assessment. Therefore:
> COMPLETE ALL QUESTIONS
Though most of scientific information is already present in the protocol, some

required in the synopsis within the same section may not. Besides, the synopsis

should be evaluated as it will be used in the future. Therefore:

> COMPLETE QUESTIONS IF INFORMATION ALREADY PRESENT IN THE PROTOCOL

The synopsis was designed mainly thinking about a 2-group comparison trial. This

may not be relevant for the protocol in question. Therefore;

> ADD NEW LINES WHEN NECESSARY

It was impossible to anticipate all specific cases. But a full information is required.

Therefore:
> ALWAYS SPECIFY A GENERAL ANSWER SUCH AS "OTHER"
> MULTIPLE ANSWERS ARE ACCEPTED

> ANSWER "NA - NoT APPLICABLE" IS ACCEPTED

V. Journot 1/8 09/06/2008
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

PROTOCOL IDENTIFICATION

Full title
ACRONYME

SPONSOR

Name

Affiliation

City

Ttyri:ue Funding Agency / Hospital / Clinical Trials Unit / Clinical Research Centre / Clinical Department /
other

COORDINATING CENTRE

Name

Affiliation

City

Type Clinical Trials Unit / Clinical Research Centre / Clinical Department / other

2/8
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

SCIENTIFIC ASPECTS

RESEARCH QUESTION

Research question defined in one sentence

STUDY OBJECTIVES

Primary objective
Main secondary objectives /

STUDY DESIGN

Phase | /11 /111 / IV [ other

Comparison comparative / non comparative

MNumber of groups

Design parallel groups / cross-over / cluster / factorial plan / other
Reference group active group / placebo
Randomisation randomised / non randomised
Blinding double blinding / simple blinding / open label
Stratification stratified / non stratified

Stratification variable(s)

Strata /

Number of sites

STUDY POPULATION

Main inclusion criteria
Socio-demographic characteristics
Diagnostic and/or symptoms
Laboratory characteristics
Therapeutic characteristics

Other

Main exclusion criteria
Socio-demographic characteristics
Diagnostic and/or symptoms
Laboratory characteristics
Therapeutic characteristics

Other

Informed consent

Expected difficulties to receive information from age / emergency condition / cognitive impairment /
other

3/8
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

Expected incapacity to give consent from age / emergency condition / legal incapacity / cognitive
impairment / other

INTERVENTIONS

Trial intervention(s)

Nature intervention drug / surgery procedure / radiotherapy procedure / medical device / other
Administration scheme dose escalation / structured therapeutic interruption / other

Existing use authorisation none / drug licencing / medical device markage / other

Foreseen use in authorised indication / outside authorised indication / consistenly with state of the art /
unconsistently with state of the art / other

Expected risks none / adverse reactions / constraints / other
Expected risk increase due to study population none / adverse reactions / constraints / other

Control intervention
Nature intervention drug / surgery procedure / radiotherapy procedure / medical device / other

Administration scheme one administration / few administrations / continuous / dose escalation /
structured therapeutic interruption / other

Existing use authorisation none / drug licencing / medical device markage / other

Foreseen use in authorised indication / outside authorised indication / consistenly with state of the art /
unconsistently with state of the art / other

Expected risks none / adverse reactions / constraints / other

Expected risk increase due to study population none / adverse reactions / constraints / other

QUTCOMES

Main outcome

Target target phenomenon

Measurement variable(s) / technigue(s) / time schedule

Assessment centralised / local / blinded / open label / validation by a committee / no validation
Outcome definition must be a mathematical formula combining collected data and leading to 1 value
per group

Main secondary outcomes

Target target phenomenon

Measurement variable(s) / technigue(s) / time schedule

Assessment centralised / local / blinded / open label / validation by a committee / no validation

Outcome definition must be a mathematical formula combining some/all collected data and leading to
1 value per group

4/8
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

INVESTIGATIONS

Socio-demographic characteristics

Demographics characteristics gender / age

Social characteristics occupation

Indirectly identifying characteristics social insurance number / phone number / other

Sensitive characteristics ethnic origins / sexual preferences / religion / politic preferences / other
other

Clinical investigations

History clinical / laboratory

Status at recruitment clinical / laboratory
Clinical events all / specific

Laboratories abnormalities all / specific

Specific events related to disease defining study population / interventions / investigations / other

Other investigations
Laboratory investigation(s)
Radiological investigations
Other investigations

Risk related to investigations

Mature

Expected risks none / adverse reactions / constraints / other

Expected nsk increase due to study population none / adverse reactions / constraints / other

SAMPLE SIZE
Total number of participants

Ratio between groups e.g. 1:1

EXPECTED IMPACT OF STUDY RESULTS

Mature of impact on target population knowledge of pathophysiology / standard of care improvement /
intervention licencing / other

Importance of impact on target population none / minor / major
Public health management major economic impact on public health management / other
Importance of impact on public health management none / minor / major

578

Deliverable 13& 14 page 40/88



ECRIN - WP5 Study Monitoring - Search for a risk assessment tool

PROTOCOL SYNOPSIS

GOVERNANCE

ORGANISATION ASPECTS

Existence of management review organisations none / Coordinating Centre / Validation Committee

Existence of ethics and scientific review organisations none / Steering Commitiee / Data Safety and

Monitoring Board

Influence or interference of a private organisation none / drug supply / frozen database transfer /
interference in publication policy / other

STUDY STAFF'S EXPERIENCE

Sponsor

Training in GCP not trained / practical experience / specific training

Number of past multicenter studies

Investigator sites

description of 1 to 3 different site types

type 1

type 2

type 3

Training in Good
Clinical Practices:
informed consent,
anonymisation, Serious
Adverse Events
reporting, queries
management, .

not trained / practical
experience / specific
training

not trained / practical
experience / specific
training

not trained / practical
experience / specific
training

Number of past
participation in
multicentric studies

Number of past
participation in studies
managed by the
Coordinating Centre

none / 1 study / several
studies

none / 1 study / several
studies

none /1 study / several
studies

Experience in study
procedures:

trial interventions, trial
investigations, ...

none / practical
experience / specific
training

none / practical
experience / specific
training

none / practical
experience / specific
training

Deliverable 13& 14
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

STUDY MANAGEMENT

Feasibility evaluation

Based on none / clinical department activity / documented pre screening registry / investigator's
declaration / other

Accrual scheme
Accrual clustered by Network / Hospitals / Clinical Departments / surgery office / other
Number of sites

Number of sites with foreseen accrual below participants
Number of sites with foreseen accrual between and participants
Number of sites with foreseen accrual over participants

Follow-up scheme
Follow-up content as compare to standard of care no additional investigation / additional investigations
Follow-up visits content one type / several types / other

Intervention allocation
Allocation centralised / local
Exchanges by website / phone / fax / envelope

Managed by computer / person

Intervention management

Existence of a management tracking system for intervention none / by sites and sponsar / by a
qualified organisation

Data management

Questionnaire type e-CRF / paper CRF

Questionnaire administration self gquestionnaire / questionnaire administered by physician /
questionnaire administered by other site staff / other

Data entry at end of sudy / on a regular basis
Data entry system e-CRF / double entry / single entry

Files transfer by none / post-mail / messenger / File Transfert Protocol site / File Transfer
Protocol/Secure Scket Layer site

Database access security different passwords / different access rights / traced access
Computer check frequency none / at end of study / on a regular basis

Computer check intensity missing data / coding values / data limits / inter-variables consistency
Query reminders none / at end of study / on a regular basis

Data corrections at end of study / on a regular basis / real-time

Cleaning of database at end of study / on a regular basis / real-time

Quality assurance system / guality control system

Implementation and maintenance none / by the sponsor / by the Coordinating Centre / by the
investigation sites

/8
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ECRIN - WP5 Study Monitoring - Search for a risk assessment tool PROTOCOL SYNOPSIS

RESSQURCES

Type and timing of funding

Funding sources public / private / both public and private

Public funding exclusively by the Sponsor / various public funding / other

Private funding with intervention licencing expected from the study / without licencing expected / other

Funding available obtained before study beginneng / during study implementation / after end of study

Timing of recruitment of study staff at the sponsor's or at the Coordinating Centre’s

Project management staff during study implementation / during participants' recruitment / during study
follow-up

Monitoring staff during study implementation / during participants’ recruitment / during study follow-up

Data management staff during study implementation / during participants’ recruitment / during study
follow-up / at end of study

Statistical staff during study implementation / during participants' recruitment / during study follow-up /
at end of study
Timing of recruitment of study staff at the investigation sites’

Project management staff during study implementation / during participants' recruitment / during study
follow-up

8/8
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ECRIN - WPS Study Monitoring — Search for a risk assessment toal VALIDATION PROTOCOL — CHECKLIST

MName
T OSSP
Professional role in clinical research stiaies (e Pl B R A, S iSO ettt e oo oa e ettt ecms e ea £ttt 42 cs st s et e e e e e e
Country
PROTOCOL RECEPTION ASSESSMENT COMMENTS

Q QK Q problem Q done 2 problem

Q QK Q problem Q done 2 problem

Q Ok Q problem Q done 2 problem

Q QK Q problem Q done 2 problem

Q Ok Q problem Q done 2 problem

Q Ok Q problem Q done 2 problem

Q QK Q problem Q done 2 problem

Q QK Q problem Q done 2 problem




Appendix 4: Validation questionnaire

ECRIN - WP5 Study Monitoring - Search for a risk assessment tool

VALIDATICN PROTOCOL - ASSESSMENT PROCEDURE

Reteive matenal by a-mail

-

tuestionnaires

Tick checklist for recaption of
all profocals, synonsis and

3

Salect nexl proiocol

Read protocol and synopsis

Asanss rlaks
on guistionraing - pags 1

h i

Assess the 19 tema
on questionnairs pages ¥ and 3

L ]

Tick chucklis! lor assessment

-

charklst & questionnares in

For the attention of Yalérie Journat

Fax

«J5ETETN T2




ECRIN - WP5 Study Monitoring — Search for a risk assessment tool VALIDATION PROTOCOL — QUESTIONMAIRE

TREAD SYNOPSIS AND PROTOCOL.

T COMPLETE RISK ASSESSMENT QUESTIONNAIRE BELOW.

RISK ASSESSMENT page 1
ASSESS0OR Please quantify each risk by ticking the
corresponding line at the appropriate place. CODING

PROTOCOL I .

no rizk &f all extreme rizk
RISK FOR PARTICIPANTS Ll gL
RISK FOR VALIDITY OF STUDY RESULTS Ll gL
RISK FOR CRGANISATION el L]

RISK FOR GOVERNANCE I Y [

RISK FOR TARGET POPULATION AMD PUEBLIC HEALTH Ll L1

T COMPLETE THE 19 ITEMS QUESTIONNAIRE ON PAGES 2 AND 3.




13 [TEMS ASSESSMENT

page 2

ASSESSOR Please quantify each item by ticking the
corresponding line at the appropriate place. CODING
PROTOCOL nof af all extremely
STUDY PARTICIPANTS
1 Difficulties or incapacity fo give informed consent
- front language, :ma';en-:fr condifian, age, legal incapacty, cognitive impsirment, .. b bl
2  Collection of indirectly identifying or sensitive characteristics
- indirechly identifying characterisfica: gocial insurance number, phone number, . S A i
- sensitive characteristica! ethnic anging, sexual religious, poliic preferences. .
3 Expected inherent hazards related to study interventions or investigations
study interventions: drug, procedure,. (e T e
- atudy invesfigations: oufcoms sssessments,
4  Combination of risk carrying interventions or invesiigations, and populafion with diseaze or
impairad condition defining target population
- iargef population: babies, elderdy people, at risk of maortality or severe monbidity,... —
- rigk camying inferventions or inveatigations. open-heart surgical intervention on babies, ...
5 Study interventions used outside authorised indicafion / product licence /' state of the art or in
early stage ! phase of development
- putside suthorized indicalion / product icence / oiafe of the art: new farget populalion, new il it Luh
drug combination, dose or timing, new procedure,..
| - early stage / phase of development: firaf sfudies on human being, exploratory trial,..
VALIDITY OF STUDY RESULTS
B  Pre feasibility assessment of the study recruitment based on reliable sgurces
- pre feazibiity azzezsment: estimalion based on clinical deparfment scinily, documenied 1 [ A buy
pre-zcresning regiziry,. .
T Concsalment of randomised study interventions, allocated or to be allocated, during
alioeation, follow-up and investigations
- panceaiment during sflocation: centralized allocation,... Ly j
- ponceaiment during folfow-up: piaceba, ...
- gongeaiment during investigafiions: blinded oulcome assesement, .
B Objsctive assessment of pimary and the main secondary oufcomes
- phjective aggesement: bliinded biological measurement, Adjudication / Validation | S s I S
Commities, ..
k| Complexity of study procedures
- siudy procedures: recrwifmant, design, follow-up
- pomplex recruitment: clusler acorual ... Lo ey

- pomplex degigne: crogesover degign, dose egcalation, siuciured therspeulic inferruplion, ...
- compizy fallow-up: different fypes of follow-up v, additions! investigations 35 compared fo
sfandard of care, ...




13 ITEMS ASSESSMENT

page 3

ASSESSOR
PROTOCOL

Please quantify sach item by ticking the
corresponding line at the appropriate place.

CODING

STUDY ORGANISATION

10

Education and experience of the sponsor or investigator sites” sta® to GCP or study
procedures

- GGP procedures: informed consent, anonymization, SAE reporfing, quenes management, ...
- pludy procedures: trial infervenfiona, rial invesligalions,...

el | e

"

Existence of quality assurance and guality control sysiems, implemented and maintained by
the sponsor, or eventually by the Coordinating Tenire in case of documented delegation, and
by the inwestigator sites

(W A )

12

Imtervention management tracking system run by a qualifizd crganisaticn
- for drugs: packaging, labeling, distrbution, restocking, dizpenaation, accauntability, expiry
date, re-labeliing, siorage condibons, ...

| (LA B sl |

Cluickness and security of data entry in the database
- guick data enfry: =-CRF, ..
- pecure dats eniry: secured websites (FTRAEEL), pssewords,...

== M el SO

Full cleaning of database while study is still in progress
- frequent compufer data checking, frequent query remindars, real-fime data corrsciions,....

(= 25 [ A |

15

Availability of the appropnate resources at the start of the study

I Ty W -

STUDY GOVERNAMCE

18 E=stence of management review organisations

- management review crganieaficns: Coordinating Cendre, Adjudication/Validafion Commitise I 1AL |
17 '~ Ezstence of ethic and scientfic review organisations

- ethic and scientific control organizations: Sfeering Commiffee, DSME s b1
18  Influence | interference of a private organisation upon study govemance

- influence /interference: drug supply by a pharmaceulical firm, agreement fo franefer the
dafabase to fhe orgsnizalion, publication policy.

IMPACT OF STUDY RESULTS ON TARGET POPULATION AND PUBLIC HEALTH

19

Major impact of study resulis on target population and public health
- on fargef populstion: modification of standsrd of care,
- on puilic heafth: major economic impact on public health management, ...

DURATIOMN OF ASSESSMENT L I minutes

T TICK THE CHECKLIST.




Appendix 5: Analysis of answers to Questionnaire 1- V4

ECRIM - WPS Study Mooitoring 1£:12 Thursday, March 23, 2007
SEARCH FORE A COMEEMEUE OH A RISK-ASSESSHENT TOIL

gquasticnnaira 1 - W4d
analyeie of answars

TOTAL
H '|

TOTAL 51 10
COUNTRY

Canada 1 z
Demmark 3 g
Francs & 12
Sermanmy 17 iz
Hungary 4 S
Irsland 4 E
Italy -] 10
Epain 3 £
TEA 1 z
Tnited Eing\d.m T 14



ECRIN - WPS EStudy Monitboring 1£:12 Thureday, March 23, 2007 2
SERRCH FORE A COMEEMEDE OW A RISK-ASSESSHENT TOOL
quasticnnaira 1 - W4
analyeie of answars

1
{earlicr madical diraector of Fanofi-Aventie - Budapast) 1
CRA k]
CRO 2
Cancer Rapsarch Watwork Hanager 1
clinical Invastigator 1
Clinical Rasaarch Associakte (cponsor) 1
Clinical Rasaarch Ccordinaktor, Comsultant, Sanaral Practiticner 1
Compliancs & Training Hanagar 1
Compliancs and Training Hanager 1
Diractor of Clinical Eaesearch Centre 1
Ethice Committas Mambar 3
SCRD Tlinical Rasaarch Coordimakor 1
Zood Clinical Practice Inspacktor 1
Head ES
Head of CRAs 1
Head of Clinical Cpaerations in a unit that dasigns and spomsors triale 1
Head of Clinical Rasearch Unik 1
Head of tha CTOCHS 1
Head of tha unit 1
Imrastigator 5
Honitor 1
PI, conmpultat 1
PI, haad 1
PI; medical diractor; professiomnal ovarsssr of monitoring ackivities 1
QA /Haad of monitoring 1
E & L Managar 1
Regulatory authority 2
Eenlocr Projact Manager 1
Trial Director 1
attanding physician, clinical investigator 1
coordinating physician 1
director TS BEMH 1
e 1
profeseicnal of clinical rescarch 1
project lsadar 1
FponecT 1
study coordinator 1

(=]
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ECRIN - WP5 Study Monikoring 1¢:17 Thurpday, March 23, 2007 32
ZEARCH FOR A COMEEMEUE ON A RISE-ASSESZHENT TOOL
quasticnnaira 1 - W
aralyeis of angwars

TCOTRL
) ¥
Eponecre of institutional climical repsarch should alwsys adapt the monitoring plan based oo the level of differant componeots of risk.
: F]
I partly disagras 2 4
I partly agraa 11 2z
I totally agras 7 72
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ECRIN - WPS Study Mcoiltoring 16:12 Thureday, March 23, 2007 4
SEARCH FIR A COHMSENEUE ON A RISK-ASSESSHENT TOOL
quastionnaira 1 - W4
analyesie of answars

TOTRL

B N
Clinical resasarch donains covered by quality risk assassnant chould includs clindcal trials (among other domains) .
. 4 g
I partly agraa 4 -]
I botally agraa 43 =4
Clinical ressarch domains covered by gquality risk assessnent chould include diagneostic studies.
. 4 g
I partly agraa 13 =14
I botally agraa T4 &7
Clinical ressarch domains covered by gquality risk assessnant chould include progneostic studies.
N 5 10
I totally disagraa 1 z
I partly disagraa 2 4
I partly agraa 15 ag
I totally agraa 25 4%
Clinical ressarch domains covered by gquality risk assessnent chould include all types of clinical ressarch with the same risk-assesonent
scala,
. 5 10
I totally disagraa 10 0
I partly disagraa 13 25
I partly agraa 12 zd
I totally agras 11 Iz
Clinical resaearch domains covered by quality risk assessnant chould includs all typas of clinical reesarch but with diffareot rigk-
arpappmant scalas developad for clinical trials and othar studies.
N 1 z
I totally disagraa 1 z
I partly disagraa k] 3
I partly agraa 13 aT
I totally agras a7 53
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ECRIN - WPS Study Monitorinog 15:12 Thureday, March 29, 2007 &
ZEARCH FOR A COMEEMEUDE OH A RISK-ASSESSHEWNT TOIL
quastionnaira 1 - W
analyeoie of answars

TOTARL

B L
Typee of risk/hazard iocluded in the riok assassmant poteotial rick/hazard for tha participantr (e.g. participants' rights, safety,
rpecific populaticos) .
I partly disagraa 1 z
I partly agraa 1 z
I ktotally agraa 43 &
Typas of risk/hazard included in the ripk assassmant potential risk/hazard for tha walidity of resulte (a.g. data complaetion, reliability
of tha repults, complaexity of the dasigm).
I partly agraa ] 1z
I ktctally agraa 45 g8
Types of risk/hazard iocluded in the riok assassmant organisaticnm of the trial (a.g. pravious axperience of clinical studias, commitment
ta TP, trained personnel, coordinating centra, axperienca, appropriats budgat).
I partly agras 13 T
I ktotally agraa 32 £3
Typse of risk/hazard iocluded in the riok assassmant poteotial rick/hazard for tha target populatiom (&.g. potantial inpact of the
repulte, Einancial impact, difficulty to reitarata such a study].
I partly disagraa 5 10
I partly agraa 15 9
I totally agraa 31 £1
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ECRIN - WPS EStudy Monitoring 1£:12 Thursday, March 29, 2007
SEARCH FOR A COHMSEMEDE OH A RISK-ASSESSHENT TOOL
Jquasticanaira 1 - W4
analyeie of answars

TCTRL

H ]
Iteme to ks considared io the rick/hazard for the participants - Rick aspaccmant should dnclude itemie) regarding inforned consent.
. 1 z
I totally disagraa 1 z
I partly disagraa 1 z
I partly agraa 3 3
I ktotally agraa 45 g8
Iteme to ke considared in the rick/hazard for the participants - Rick asessoment should include itemie) regarding potantial deviatiome and
withdrawale.
. 1 z
I partly disagraa 3 3
I partly agraa 13 25
I totally agraa 4 &7
Iteme to b considared io the risk/hazard for tha participants - Eick apessomant should ioclude itemie) regarding protaection of the
privacy of participants.
. 1 z
I totally disagraa 4 8
I partly disagraa 4 8
I partly agraa 1a 0
I totally agras 32 &3
Iteme to ks considared io the rick/hazard for the participants - Rick aspsssmant should include itemie) regarding icheraeot hazards to ths
study interventico (a@.g. drug, nedical davica, othar procadures].
I partly agraa 4 8
I totally agras 47 3z
Iteme to ks considared io the rick/hazard for the participants - Rick aspssomant should dnclude itemis) regarding inhereot bazards to
aspeoement matheds.
I partly agraa 14 T
I totally agras 37 T3
Iteme to ba considarad in the risk/harard for tha participants - Rigk apsasemant should dnclude itemis) regarding inharant hazards ko
spacific populaticns.
I partly disagraa k] [
I partly agraa 14 7
I totally agras 4 ET
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ECRIN - WPS5 Study Mooitorinog 1£:12 Thursday, March 23, 2007
SEARECH FOR A COMEEMSUE OH A RISK-ASSESSHENMT TOOL
guaoticnnaira 1 - W4
amalyeis of anawars

TCOTAL

H ]
Iteme to ba considared io the risk/hazard for tha validity of resulte - Ripk assassmant should include itemie) ragarding the necessity for
randomisation.
. 1 z
I totally disagraa 2 4
I partly disagraa 2 4
I partly agras 13 5
I totally agraa 33 EE
Iteme to ks considared in the risk/hazard for thae wvalidiky of resulte - Ripk assassmant should includs itemie) regarding tha necessity for
blinding.
N 1 z
I totally disagraa 2 4
I partly disagraa 3 [
I partly agras 14 T
I totally agraa 31 &1
Iteme to ba considared io the rick/hazard for tha validity of resulte - Ripk assassmant should include itemie) ragarding thae complesity
for data collactico.
I partly disagraa 2 4
I partly agras 14 T
I totally agraa 25 &3
Iteme to ba considarad im the risk/harard for thae validity of resulte - Ripk assassmant should inclvuds itemis) ragarding tha complexity of
protocol dasign.
I totally disagraa 1 -]
I partly disagraa 1 z
I partly agras 12 4
I totally agraa 37 T2
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ECRIK - WR5S Study Monitoring 1£:12 Thursday, March 23, 2027 &
SEAECH FIR A COHSENEUE OH A EISK-ASSESSHENT TOOL
gquastionnaira 1 - W4
analyeies of answars

TOTAL
H N

Iteme to ks considarad regarding the crganisaticn of the study - Rick apsseemant sheould include itemie) reagarding sites' arparicnce of

clinizal estudias.

I partly agras 18 ig

I bctally agraa k- £E

Iteme to ks considared regarding the crganisatico of the study - Rick asssssment should include itemie) regarding sites' commibtment ko

Prin =

. 1 z

I totally disagraa 2 4

I partly disagraa 4 -]

I partly agraa 15 9

I totally agraa 23 E7

Iteme to b considared regarding the crganisaticn of the study - Rick apscesmant should include itemis) regarding availabilicy of

TepoUrc&e on gitas.

I partly disagras 1 z

I partly agraa 21 41

I totally agraa 23 ET

Iteme to ke considared regarding the crganisatico of the study - Rick assssement should include itemie) regarding traioing of persommsl on

sltae.

I partly disagras 1 2

I partly agras 20 £

I totally agraa k] 53

Itame to b considared regarding the crganisation of thae study - Rick asssssmant should include itemis) regarding support for study

managsment [coordinating centre/data centrafclinical trials wmic].

I partly disagraa ] &

I partly agraa 22 41

I totally agraa a5 £1

Itame to ks considarad regarding the crganisaticn of the study - Rick apssepemant sheould include itemie) regarding trial govarnancs.

N -1 14

I totally disagras 2 4

I partly disagras ] £

I partly agraa 2z 45

I totally agraa 18 ig

Itame to ke considared regarding the crganisatico of the study - Rick assscemant should include itemis) regarding tha abilikty to achisve

target recruitmant.

. 1 z

I totally disagrsa 3 =

I partly disagraa 8 18

I partly agraa 24 47

I totally agraa 15 29

Iteme to bo considared regarding the crganisaticon of the study - Rick apscesmant should include itemies) regarding tha awvailabilicy of

trial budgst.

N &
I botally disagraa 3 [
I partly disagras 11 2z
I partly agras 34 7
I totally agraa 19 0
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ECEIN - WP5S EStudy Monitoring 1£:12 Thureday, March 23, 2007
SERECH FOR A CIMSENEUE OH A RISK-ASSESSHENT TOOL
gquasticnnaira 1 - W4
analyele of answars

TOTAL

H L
Iteme to ba considared in the risk/hazard for tha targat populatiom - Ripk assassmant should includes itemi{e) ragarding tha potential
impact of tha rasults oo health management for tha target populatiom.
I ktotally disagraa 4 8
I partly disagras 7 14
I partly agraa 24 iy
I ktotally agraa 2a k]
Iteme to k& considared io the risk/hazard for tha target populatiomn - Ripgk assassmant should include itemie) ragarding the potential
wocmomic impact of tha results.
I ktotally disagraa 7 14
I partly disagras 15 29
I partly agraa 24 iy
I totally agras a 18
Iteme to k& considared io the risk/hazard for tha target populatiomn - Ripk assassmant should include itemie) ragarding the oeed for
repulte and tha difficulety ko reiterats puch a study if nacessary.
s 1 z
I totally disagras 5 10
I partly disagras a 18
I partly agraa 17 31
I totally agraa 13 T
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ECRIN - WPS5 Etudy Monitorinog 15:12 Thureday, March 23, 2007 10
SERECH FOR A COMSEMEVE OW A RISK-ASSESSHENT TOOL
Jquasticnnaira 1 - W4
analyeio of answars

TOTAL

-] N
Preoentation of tha risk assecoment - Tha risk assassment is better depcribsd by a contiouun (guantitative continucus wvariablel .
. 3 &
I ktotally disagras 8 18
I partly disagraa 15 31
I partly agraa 11 23
I ktctally agraa 13 =14
Prepantation of tha risk assessment - Thies risk assassnant ir batter depcribad by a scala graded with 4 catsgorias.
. 5 13
I ktotally disagras 3 3
I partly disagraa 14 T
I partly agraa 22 43
I totally agraa 7 14
Prapantation of tha risk assessment - Thie risk assassnant ir batter depcribad by a scala graded with 5 catagorias.
s a 1&
I totally disagras & 12
I partly disagraa 13 IE
I partly agraa 1§ 31
I totally agraa El 18
Prapentation of tha risk assecoment - Ripk-agssassmant is a contiruous procses £rom start to finich (to ke rewisitad whaenever large changas
ars mads to trial).
s 1 z
I totally disagras 3 [4
I partly disagraa 2 4
I partly agraa 11 Iz
I totally agraa 24 &T
Prasantation of tha risk assesoment - Rigk-assassment is a one-off appsosment dona at start of trial.
. 3 &
I totally disagras a7 53
I partly disagraa 11 23
I partly agraa ] 12
I totally agraa 4 -
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ECRIN - WP5S Study Monitoring 15:12 Thureday, March 23, 2007 11
SEARECH FOR A CIOMEEMSUE ON A RISK-ASSESSHENT TOOL
quasticanaira 1 - W4
analyeis of answars

ATe thars any othar fields/items related with risk assessnmant that should ke addad?

- Bd : to ba ravisitad in case of safaty ipsuas or othar naw svents ralatad to the conduct of the trial. 1 z
- Duration of follow-up. Other commente : - Laval of monitoring wuskt taks into account patient's safety but not only. The other aim of

nonitoring is to cbtain data of guality such that an answar can be given to tha clinical guestion and thie podnt must oot ba omitked. -

Eonatimae, tha laval of monitoring ie increasad, just bacauss patiente to ba included are from specific populations (such as children or

patiante with a cancer]. I disagree with such an approach to be generalized. hs an arxampla genmotype-phanctyps study in patiaents with a

cancar ip of no risk for the patienmte {(just a blood samplal and it ip not sensibla to ba more stringent regarding monoitoring only bacauss

thosa patisnts hava a cancer. 1 z
- Expsrisnca of Spoosor. Lack of cxpaerisnce on tha part of the Eponpor ip causing dalay to the start of trials which is a risk. 1 z
- For thie clarification, only "risk/hazard® is taken inoto acooumt to aotablish this classificatiom but othar alamants should be

congidared. Quastion Z: If the study clappification is A or E (in accordance to "Cptimon® clapsificaticomn), poma data shouldn't be checkad:

vhat about missing or incoharenmt data? what is tha stratgay concerning thass data? should they be complatad by quarias by data manager

{tima to ke passad and possibility to ocollect tham without momitoring help)? If not collaected, should theos data ba considered as "lost

data® and so, what about the data guality of such studies with A or E monitoring laval? Quastiom 3d: Variable dapanding oo study type for

cartain studias: 1f raesaarch procedurae ara vary light (eg: only ome blood sampla), tha criteria limksd to targat population seem bo ba

lese important [ag: genetic study in population with cancer: this population has potaential risk but reesarch procadure and follow-up

duraticn is wvary light] . Question &: Thaps alamants should be taken into account for risk evaluatiom but, vary cftan, this ewmluation io

parformad bafora the informatiom is availabla: risk avaluation is necsspary for financial ewaluatiom (i.&. TRA implication} . Questiom 7:

From cur podint of viaw, there 1 z
- I lika to make a fow comnents on the following queastions: - {ueastion 2: tha quality risk assessment should includes clinical research

with druge or madical devices. - Quaption 5: itams S5a and b are not clsar to ma. - Quastion €: ikems 6f and §h ara not clear to me. 1 z
- I'd put mora amphasis oo the importanca of appropriate protocol deeign (structura, determination of andpoints, assassnaot nethods

selactad, otatistical planning, ekc.). 1 z
- Monitoring axparianca io TA. 1 z
- Mo mention of safaty raporting as part of the assessmant - this should ke includad. Wo maotiom of IMP managament - inadagquats storags

and accountability could impact the quality of data, espacially in th EU whara tha compataent authoritiss ars wary focused on the

importances of Annax 13. 1 z
- Hona. 1 z
- Risk appsgsmant should be related to tha risk of standard therapy (e@.g. tharapy in oocology is alwaye toxic). 1 z
- Btaga of IMP davalopnaot {early ve lata). Pogsibla class issuer with IMP. Usa of multiple vendors in otudy menagamaot / iovolvment of

non-commercial crganisations. 1 z
- Bupplemant to Quastion €: The munbsr of invastigators/ourser inwolwved. Thara is a large rick for non-complianca to tha protocol 1f thare

iz a largs numbar of parsons inwolwed comparad to a single PhD Erial. 1 z
- Tha mathod of randonisation ie very important - i.a. tha potemtial for recruitars to tha trial to pradict tha naxt allocation. Thirs i

the ippus rathar thaod the need for randomisation. Similarly the guality of tha blinding and the cbjectivity of tha cutcone and safaby

appsepomante should ba considered. Rathar than a single ovaerall assesemmant, I baliawva that the varicus aspacte of tha trial should be

coneldared in tha risk assecsement and syetems put io placa to combrol tha kay risks. 1 z
- Thara ie no mantion of Saricus Advares Evants, this could be inmcluded. 1 z
- Uoa of drugs or dewices off licence and pafaty issues of treatment. 1 z
- Which phasa [(I-IVI? - Eoown profila of IMP. - Indicatioo of trial. 1 z
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ECRIN — WPS Study Monitoring
Search for a consensus on a risk assessment tool
analysis of responses to questionnaire 2
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1. Data collected
Answers to questionnaire 2 were received from 45 participants. Information regarding participants’ couniry, affiliation, and professional role in
climeal research studies is cumently collected. Responses are deseribed as follows in several tables.

- Table 2 - pages 5-10: Eaw results, items sorted by topic

- Table 3 - pages 11-12: Ttems sorted by decreasing maximal frequeneyiin bold) — any modality of response

- Table 4 - pages 13-14: Items sorted by decreasing maximal fequency (in bold) of total "mncrease” — "increase” modalities only

- Table 5 - pages 15-16: Ttems sorted by decreasing maximal fraqueney (in bold) of total "decrease” — "decrease” modalities only

2. Summary of the vesults

There were very few missing answers: 1 to 3 responders (2% to 7%) per item. Only 2 items wers concemed: none out of & for topic "Study
"

Participants”, 2 out of 2 for topic "Validity of Study Results", 1 out of 10 for topic "Study Organisation”, 2 out of 7 for topic "Study
Govemance”, and 3 out of 3 for "Study Impact on Target Population and Public Health”.

TABLE 1. AVERAGE PERCENTAGE OF ANSWERS PER TOPIC.

INFLUENCE ON RISK

TOPIC na influence increase decrease both

Study Participants 15% 5% 2% 16%
Validity of Study Results 18% 3% 3% 153%
Study Organisation Gi% 2% 80% 11%
Study Govermance 23% 5% F8% 13%
Study Impact on Target Population and Public Health 19% 41% 13% 26%

For the 8 ttems conceming Study Participants, a majonty of responders (49% to 91%%) considered it as increasing risk.

For 3 items concerming Validity of Study Eesults, a majonty of responders (33% to 76%) constdered it as increasing nisk. For 4 1tems, a majority
of responders (28% to 71%¢) considered it as decreasing risk. For the item "No study intervention”, 42%¢ considerad it as having ne influence on
risk. and 42% as decreasing nsk.

For the 10 items conceming Study Orgamisation, a large majorty of responders (647 to 93%) considered 1t as decreasing nisk.

For 4 items concerming Study Governance, a large majonty of responders (76% to 96%) considerad it as decreasing risk. For the item "Clarity of
ownership of database intellectual property”, 58% of responders considered it as having no influence on nsk. For the item "Partnership with a
private crgamsation”, 47% considered 1t as both mereasing and decreasing nisk, and 42% considered 1t as having no influence on nsk. For the
item "Expected events leading to major legal or financial aftermath”, 37% of responders considered it as having no mfluence on nsk.

For 2 items concerming Study Impact on Target Population and Public Health, & majority of respenders (40%% to 49%3) considered it as increasing
risk. For the item "Major impact of study results on public health management”, 36% of responders considered it as both increasing and
decreasing risk, and 349 conszidered it as increasing nsk.

E. K. Det - V. Journot 2a
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3. Discussion

Results presented in Table 3 were particularly discussed at the WP3 teleconference of December 13% 2007, and proposals for items
madifications were done.

Most items seem to be rather clearly considered as influencing risk by responders, so that they should be mamntained in the risk assessment tool.

Tet, some items should be removed because they are considerad as having ne impact on the risk:
- topic "Validity of Study Results”
. No study mtervention
- topic "Study Governance”
. Clarity of ownership of database intellectual property
. Expected events leading to major legal or financial aftermath
Some items should alzo be clarified because they seem ambiguous:
- topic "Validity of Study Fesults”
. Concealment of randomised study intervention allocation
. Blinding of study mtervention
— combined into one item
- topic "Study Governance”
. Partnership with a private organisation
— Influsnce / mterference of a private orgamisation upon study govemance
- topic "Study Impact on Target Population and Public Health"
. Major impact of study results on public health management
— combined with other items

Finally, some items should be combined becanse they seem to be redundant. both in meaning and in responses:
- topic "Study Participants”
. Expected inherent hazards related to study interventions
. Expected mherent hazards related to study mvestigations
—» Expected inherent hazards related to study interventions or investigations
. Expected inherent hazards related to disease or impaired condition defining target population, whatever the interventions or investigations
. Combination of risk carrying interventions or investigations, and population with disease or impaired condition defiming target population
— Combination of nsk carrying interventions or investigations, and population with disease or impaired condition defining target
population
. Early stage /phase in the development of the study interventions
. Study interventions used outside authonized indication / product licence / state of the art
— Study interventions used cutside authorized indication / product licence [ state of the art or in early stage / phaze of development

E. K. Dei - V. Journot 316
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- topic "Validity of Study Results”
. Concealment of randomised study interventions allocation
.Blinding of study mterventions
— Concealment of randonused interventions, allocated or to be allocated, dunng allecation. fellow-up and mvestigations (ceniralised
allocanion, blmding for participants, mvestigator sites’ staff, and outcome evaluators)
. Complexity of study recruitment
. Complexity of study design
. Complexity of study follow-up
— Complexity of study procedures {recruitment. design, follow-up)
- topic "Study Organisation”
. Education and expenience of the spensor to GCP procedures
. Education and expenence of the sponser to study procedures
. Education and experience of the investigator sites’ staff to GCP procedures
. Education and experience of the mvestigator sites’ staff to study procedures
— Education and expenience of the sponsor or investigator sites’ staff to GCP or study procedures
. Existence of quality assurance and quality control systems, mmplemented and maintained by the sponsor. or eventually by the
Coordinating Centre in case of documented delegation
. Existence of quality assuranee and gquality control systems, tmplemented and maintamed by the mvestugator sites
— Existence of quality assurance and quality contrel systems, implemented and maintained by the sponser. or eventually by the
Coordinating Cenire in case of documented delegation, and by the mvestigator sites
- topic "Study Governance”
. Invelvement of & Coordinating Centre
. Walidation of major events by an Adindication © Validation Committes
— Existence of quality control structures (Coordinating Centre, Adjudication / Validation Commitiee)
. Existence of a Steering Committes
. Exiztence of a Data Safety and Monitoring Board
— Existence of ethue and scientific control structures (Steening Commttes, Data Safety and Monitoning Board)
- topic "Impact of Study Besults on Target Populaticn and Public Health'
. Key tmal for registranon purposs
. Major impact of study results on public health management
. Impossibility to retterate the study
— Major impact of study results on target population and public health

E K. Den - V. Journot 416

Deliverable 13& 14 page 64/88



ECERIN - WP Study Monttoring - SEARCH FOR A COMNSENSUS ON A RISE-ASSESSMENT TOOL Jarmary 14" 008

4. Reduced list
The final list of items could have 19 1fems:
- topic "Study Participants”™ (3 items)
. Difficulties or incapacity to give informed consent
. Collection of mdirectly identifying or sensitive characteristics
. Expected mmherent hazards related to study interventions or investigations
. Combination of nisk carrying mterventions or investigations, and population with disease or impaired condition defiming target population
. Study interventions used cutside authonised indication / product licence / state of the art or in early stage / phase of development
- topic "Validity of Study Fesults” (4 items)
. Pre feasibility assessment of the study based on reliable sources
. Concealment of randomised study mnterventions, allocated or to be allocated, during allocation, follow-up and investigations (centralised
allocation, bhinding for participants, investigator sites’ staff, and sutcome evaluators)
. Objective assessment of primary and the main secondary outcomes
. Complexity of study procedures (recruitment, design, follow-up)
- topic "Study Organisation” (6 items)
. Education and experience of the sponsor or mvestigator sites’ staff to GCP or study procedures
. Existence of quality assurance and quality control systems, implemented and maintained by the sponsor, or eventually by the
Coordinating Centre in case of documented delegation, and by the investigator sites
. Intervention management racking system mn by 2 gualified organisation
. Quickness and security of data entry in the database
. Full cleanmmg of database while study 15 still in progress
. Availability of the appropriate resources at the stat of the study
- topic "Study Governance” (3 items)
. Existence of quality contrel structures {(Coordinating Centre, Adpudication / Validation Commuttee)
. Existence of ethic and scientific contrel structures (Steering Committes, Data Safety and Monttering Board)
. Influence / interfersnce of a private organization upon study govemance
- topic "lmpact of Study Fesults on Target Population and Public Health™ (1 1tems)
. Major impact of study results on target population and public health

5. Validation
A protocol to validate the tool (validity and reproducibility) should be discussed at the next teleconference.
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TAELE 1. RAW RESULTS - ITEMS SORTED EY TOFPIC

REEFPMMEEE ABOUT STUCY DPAETICIPANTE

ALL
H L

ALL 45 100
Difficultice or incapacity to give informed consant

oo influencs 4 L]

increass only 41 =1
Collection of indirectly ideoktifying or sensitive charactaristics

oo influsncs 0 44

increase only 22 A9

both increaps and dacraasa 3 T
Expected inharant hazards ralated to study interventions

oo influsncs 4 ]

increacs cnly 2 4

decreace only z 4

both incrzaeps and dacraasa i 2z
Expected inharant hazards ralated to study investigaticns

oo influsncs ]

increase only 27 EBD

decreace only z 4

both incrsaps and dacraasa 1z 2T
Expected inhsrant hazards raolated to diccase or impairad condition defining targst population,
whatever the intarventicns or investigations

oo influencs B 1B

increass only ZE EE

decreace only z 4

both incrsaps and dacraasa 1 2z
Conbination of riek carrying interventioms or inveotigations, and population with disaasa or
impaired comditicon dafining target populacion

oo influsncs 1 -]

increacs cnly 2 4

decrease only 1 z

both incrsaps and dacraasa 14 31
Early stage / phass in tha dewelopnent of the study intarvantions

oo influencs z 4

increase only 40 BE

both increass and deacraasa 3 T
gtudy intervanticne usad cutside authoriced indicaticn / preduct licenmce [ stats of tha art

oo influcncs 4 L]

increass only iz 71

both increass and deacraasa -]

E. K. Det - V. Journos 16
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EESPOMEEE ABJUT THE VALIDITY COF STUDY REEULTE

ALL
-] i
ALL 45 100
Pra feasibility appsssment of tha study based on reliabla scurcas
oo influsncs o ZZ
decrease only i E7
both increaps and dacraasa 5 11
Concealment of randomised study intervention allocatico
. 1 2
oo influcncs 1z Z27
increase only B 1B
decreasa only 1% 42
bath increacs and deacraassa 5 11
Ho study intscventicn
s z 4
oo influsncs 18 40
increars cnly z 4
decrease only 18 40
both increaps and dacraasa E 11
Blinding of study intarvention
oo influsncs o ZZ
increape only B 1B
decrease only 17 3B
both increass and deacraasa o ZZ
objective appapomant of primary and the main seccndary cutcomas
oo influcncs E 13
increase only 3 7
decreasa only iz Tl
bath increacs and deacraassa 4 5
Conmplexity of study racruitment
oo influsncs H 5
increase only 4 &3
decrears caly z 4
both increaps and dacraasa 15 33
Conplexity of study deasiqn
increars caly 24 TE
both incrsaps and dacraasa 11 24
Conplexity of study follow-up
oo influsncs 3 T
increase only o E7
decrease only 1 z
both increaps and dacraasa 11 z4
E. K. Dea- V. Journot 16
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EEEPIMEEE AROUT STUDY CRCANISATION

ALL
H L

ALL 45 100
Education and sxpsrianca of the sponsor to OO0 procsduras

oo influence 5 11

increaces only z 4

decreass only o E7

both increass and dacraasa B 1B
Educaticn and sxperianca of the sponsor to trial procaduras

oo influsncs k] T

increaces only 1 z

decreass only iE 7B

both incresass and dacraassa £ 13
Existence of quality assurance and gquality control oystams, implenented and maintained by tha
Spomeor, or avantually by tha Coordinating Csntrs in casa of docunented delegaticn

oo influencs 1 z

decreass cnly 41 =1

both incrsaess and dacraasa 3 T
Education and sxperiance of the investigator sitss' staff to GCP procedures

increace only 1 z

decrease cnly 1

both increass and dacraasa £ 13
Educaticn and sxperianca of the investigator sitee' staff to trial procedures

increases only 1 z

decrease cnly 1

both increass and dacraasa £ 13
Exictence of guality assurance and gquality control eystams, implananted and maintainesd by tha
investigator oitao

decreass cnly 4z =2

both incrsaess and dacraasa 3 T
Iokervention managsmant trackiog system rmun by a qualifiad crganisakion

oo influsncos k] T

decreass only iz BT

both increass and dacraasa k] T
Quickness and pacurity of data entry in the databass

oo influsncs g 11

increaces only 1 z

decreass only 2 B4

both incrsaess and dacraasa i zz
Full cleaning of databasa while tha study is still in prograss

. 1 z

oo influencs 8 Z0

increace cnly 1 z

decrease cnly L

both increass and dacraasa ] -]
Availabiliey of ths appropriata rasources ak ths start of tha study

oo influencs £ 11

increace cnly z 4

decrease only 1§ BO

both increass and dacraasa z 4

E K. Deu- V. Journot 21é
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REEPIHEEE AECUT STUDY COVEEHAHCE

ALL
B L]
ALL 45 1oo
Involvensnt of a Coordinating Caotra
oo influsncse 3 T
decreass only i BD
both increass and dacraasa E 13
Exictence of a Bteering Committaae
oo influencs B 1B
increass only 1 z
decreare only 4 TE
both increass and dacraasa z 4
Validation of major avants by an Adjudication / Validation Commitkas
oo influsncse 1 z
decrease only 41 SE
both increass and dacraasa 1 z
Exictence of a Data Safaty and HMooitoring Board
oo influancs k] T
decreare only 40 BE
both increaps and dacraasa z 4
Partnerchip with a private crganisaktion
oo influsncse 15 42
increars caly 1 z
decreare only 4 ]
both increaps and dacraasa 1 47
Clarity of ocwnership of databasa intellectual propsrty
. z 4
oo influsncs IE EE
decreass only 1€ 36
both increaps and dacraasa z 4
Expected evente leading to major lagal or financial aftarmath
. z 4
oo influsncs 1€ 3E
increass only 11 z%
decreass only T 1E
both increass and dacraasa T 1l
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FESPCHIES RBOUT ETUDY IMPACT ©M TAECET POPULATION AMD PUELIC HEALTH

ALL
B L}
ALL 45 100
Eay ktrial for registration purposa
: 3 7
oo influence 3 7
increase ocnly 17 3B
decrease ocnly 11 z4
both increapss and deacraasa 11 z4
Hajor impact of study results om public health managamant
s 1 z
oo influence 11 z4
increase only 15 33
decrease ocnly |
both increass and deacraasa 16 3§
Inpossibility to reitarata the study
s z 4
oo influence 11 z4
increase only 1 a7
decrease ocnly 4 ]
both incrsaps and dacraasa 7 1E
E. K. Ded - V. Journos 1lg
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TABLE 3. ITEMS SORTED EY DECEEASING MAXIMAL FREQUENCY (bold) - ANY MODALITY OF RESPONSE

Items Mo impact Increase Decrease Both
] = rdindication { Validati
Study Governance \Valid at.c:-"u of major events by an Adjudication [ Validation 5 o ag 5
Commiftee
o ) N Existence of quality assurance and quality control systems, -
Study Crganisation implemented and maintained by the investigator sites C C 93 !
Study Participants Difficuliies or incapacity to give informed consent c 1 O 0
Existence of quality assurance and quality control systems,
Study Organisaticn implermnentad and maintained by the Sponsaor, or eventually by 2 (¥ 21 T
the Coordinating Centre in case of documentad delegation
Study Participants Early stage / phase in the development of the study interventicns 2 89 (¥ 7
Study Governance Existence of a Data Safety and Monitoring Board 7 0 83 4
Study Organisation Intervention management tracking system run by a qualified 2 o &7 7
organisation
Study Organisation Education and experience of the investigator sites’ staf to GCP o 5 B4 13
procedures
o ) N Education and experience of the investigator sites’ staf to tria -
Study Organisation procedures 0 2 24 13
Study Organisaticn Availability of the appropriate resources at the start of the study 11 2 80 4
Study Governance Invohvement of 3 Coordinating Centre 7 (¥ 80 13
Study Organisation Education and experience of the sponsor fo frial procedures 7 2 T8 13
Validity of Study Resulis Caomplexity of study design (¥ TG O 24
Study Governance Existence of a Steering Committes 18 2 L 4
= P - - - I
Study Parficipants \._tudw_-.- |"|I.eru'_nt|nr'5 used outside authorised indication f product o T4 o a0
licenmce | state of the art
Validity of Study Results Ohjective assessment of primary and the main secondary 42 7 T4 g
ocutcomes
Validity of Study Resulis Pre feasibility assessment of the study based on reliable sources 22 o 67 11
Validity of Study Resulis Complexity of study follow-up 7 &7 2 24
Study Organisaticn Education and experience of the sponsor to GCP procedures 11 2 &7 18
Study Organisaticn Full cleaning of database while the study is still in progress 20 2 67
E K. Den- V. Journot 11116
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Items Mo impact Increase Decrease Both
Study Paricipanis Expected inherent hazards related fo study interventions = 64 2 22
Combination of risk carrying interventions or investigations, and
Study Paricipanis population with disease or impaired condition defining targst 2 64 2 I
population
Study Crganisation Quickness and security of data entry in the database 11 2 &4 22
Study Paricipanis Expected inherent hazards related fo study investigations = [=10] 2 27
Expected inherent hazards related fo disease or impaired
Study Paricipanis condition defining target population, whatever the interventions 18 56 2 22
or investigations
Study Governance Clarity of cwnership of database intellectual property 56 [ 28 4
Validity of Study Resulis Complexity of study recruitment = 53 2 33
Study Participanis Caollection of indirecily identifying or sensitive characteristics 44 45 o T
Study Governance FPartnership with a private organisation 42 2 g a7
DGE:IIJ‘:?IaIrT::?PTb_i: r—g|:;l1h Imnpossibility fo reiterate the study 24 a7 g 16
Validity of Study Resulis Concealment of randomised study intervention allocation 27 18 42 11
Validity of Study Resulis Mo study intervention 40 4 41 11
Validity of Study Resulis Blinding of study intervention 22 18 33 22
DGE:IIJ;?I&LT::?PTET: rj:;lﬂﬁ Kay trial for registration purpose 7 38 24 24
Study Governance Exzpected events leading to major legal or financial afiermath is 25 ia 16
Dn;q:?g:?la:‘::;tpirb_i: rj:;m-, Major impact of study results on public health management 24 33 2 36
E_E. Dean - V. Journot 12118
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TAELE 4. ITEMS SORTED BY DECREASING FREQUENCY OF TOTAL "INCREASE" (bold) - "INCEEASE™ MODALITIES ONLY

ltems Increase Both Total

Validity of Study Resulis Complexity of study design 75 24 100

Study Participants Combination of risk carrying interventions or investigations, and population B4 31 aE
with disease or impaired condition defining target population -

Study Participants Early stage / phase in the development of the study interventions aa 7 a6

Study Participanis Difficulties or incapacity to give informed consent B1 0 a1

Study Participanis Study interventions used outside authorised indication £ product licence [ state 74 =0 59
of the art '

Validity of Study Resulis Complexity of study follow-up 87 24 91
Study Participanis Expected inherent hazards related to study interventions g4 22 BT
Study Participanis Expected inherent hazards related to study investigations il 27 a7

Validity of Study Resulis Complexity of study recruitment 53 33 BT
Study Parficipants Expectzd inherent hazards related to disease or impaired condition defining 55 59 78

target population, whatever the interventions or investigations - =

Study Impact on Target R - N e "

Population and Public Health Major impact of study results on public health management 33 38 63

Study Impact on Target . . .

Population and Public Health Key trial for registration purpose 35 24 62

Study Impact on Target . . a r

Population and Public Health Impossibility to reiterate the study T i 62
Study Parficipants Callection of indirectly identifying or sensifive characieristics 48 7 56
Study Governance FPartnership with a private organisation 2 47 49
Study Governance Expectzd events lzading to major legal or financial aftermath 28 18 44

Validity of Study Resulis Blinding of study intervention 15 22 40

Validity of Study Resulis Caoncealment of randomised study intervention allocation 15 11 29
Study Crganisaficn Quickness and security of data entry in the database 2 22 24
Study Crganisaficn Education and experience of the sponser io GCP procedures 4 18 22

Validity of Study Resulis Ma study intervention 4 11 16

Validity of Study Resulis Okjective assessment of primary and the main secondary outcomes T g 16

E_ K. Det - V. Journoz 13714
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ltems Increase Both Total
Study Crganisation Education and experience of the sponsor to frial procedures 2 13 16
Study Crganisation Education and experience of the investigator sites’ staf to GCP procedures 2 3 16
Study Crganisation Education and experience of the investigator sites’ staff to frial procedures 2 13 16
Study Governance Invalvemant of 3 Coordinating Centre a 13 13
Walidity of Study Resulis Pre feasibility assessment of the study based on reliakble sources a 11 11
Study Crganisation Full cleaning of database while the study is still in progress 2 g Rl
Study Crganisation Availability of the appropriate resources at the star of the study 4 4 k]
Study Crganisation Existence of quality assurance and quality contral systems, implemented and
maintained by the Sponsor, or eventually by the Coordinating Centre in case a 7 T
of documented delegation
Study Crganisation Exisherjze of quality assurance and guality control systems, implemenied and 0 7 7
maintained by the investigator sites
Study Crganisation Intervention management tracking system run by a qualified organisation a 7 T
Study Governance Existence of a Stesring Commitiee 2 4 T
Study Governance Existence of a Data Safety and Maonitoring Board a 4 4
Study Governance Clarity of ownership of database intellectual property a 4 4
Study Governance Walidation of major events by an Adjudication [ Validation Commities a 2 2
E. K. Dén - V. Journot 14/16
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TABLE 5. ITEMS SORTED BY DECREASING FREQUENCY OF TOTAL "DECREASE" (bold) - "DECREASE" MODALITIES OF RESPONSE ONLY

Items Decrease Both Total

Existence of gquality assurance and quality conirol systems, implemented and a3 7 100

Study Organisafion maintained by the investigator sites

Study Organisation Existence of quality assurance and quality confrol systems, implemented and

maintained by the Sponsor, or eventually by the Coordinating Centre in case 1 7 98
of documented delegation
Study Crganisation Education and experience of the investigator sites’ staf to GCP procedures 24 13 98
Study Organisation Education and experience of the investigator sites’ staf to trial precedures 24 13 98
Study Governance Walidation of major events by an Adjudication [ Walidation Commities el 2 98
Study Crrganisation Intervention management tracking system run by a gualified organisation a7 T 93
Study Governance Invohvement of a Coordinating Centre a0 13 593
Study Governance Existence of a Data Safety and Monitoring Board =1t 4 23
Study Crganisation Education and experience of the sponser fo frial procedures Ta 13 o1
Study Organisation Quickness and security of data entry in the database &4 22 BT
Study Organisation Education and experience of the sponser fo GCP procedures &7 18 B4
Study Crganisation Availakility of the appropriate resources at the stant of the study a0 4 B4
Validity of Study Resulis Objective assessment of primary and the main secondary outcomes 71 g B0
Study Governance Existence of a Steering Committes 78 4 BO
Walidity of Study Resulis Pre feasibility assessment of the study based on reliakle sources &7 " T8
Study Organisation Full cleaning of database while the study is still in progress &7 g TE
Validity of Study Resulis Blinding of study intervention 38 22 B0
Study Governance Fartnership with a private organisation e 47 56
Validity of Study Resulis Concealment of randomised study intervention allocation 42 " 53
Studg.- Impact on _.arget Hey trial for registration purpose 24 24 49
Populafion and Public Heaalth
Validity of Study Resulis Mo study intervention 40 11 51
Study Governance Clarity of ownership of database intellectual property 36 4 40
Study Impact on Target Major impact of study results on public health management 4 38 40
E K. Dén - V. Journot 1516
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Items Decrease Both Total
Pepulation and Public Haalth
Validity of Study Resulis Complexity of study recruitment 4 33 38
Study Participanis Combination of risk carrying interventions or investigations, and population - 29 a3
with disease or impaired condition defining target population =
Study Paricipanis Expected inherent hazards related to study investigations 4 27 31
Study Governance Expected events lzading to major legal or financial aftermath 18 18 31
Study Parlicipanis Expected inherent hazards related to study interventions 4 22 27
Study Paricipanis Expected inherent hazards related to disease or impaired condition defining 4 29 a7
target population, whatever the interventions or investigations -
Validity of Study Resulis Complexity of study follow-up 2 24 27
Validity of Study Resulis Complexity of study design 0 24 24
Study Impact on Target Impassibility to reiterate the study o . 24
Population and Public Health -
Study Paricipanis Study interventions used outside authorised indication ! product licence / state o 20 20
of the art
Study Parlicipanis Callection of indirecily identifying or sensitive characieristics 0 7
Study Participanis Early stage / phase in the development of the study intervantions 0 7
Study Parlicipanis Diffigulties or incapacity to give informead consant 0 0
E_E. Dan - V. Journot 18/16
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Appendix 7: List of protocols evaluated

Austria: BOPSAC, HEMAHS

Denmark: CLARICOR, DIPOM

France: AUBIER, BINGO, EPICURE, PREMILOC

Germany: ALDO-DHF, CASP-MTD, ETHIG-II, EURONET-PHL, GAHB,
HYPRESS, IDANAT2, MOOD-HF, SPIRR-CAD

Hungary: ZOLPIDEM

Ireland: HIV-CMP

Spain: RISVAC, SPIRAL

Sweden: DIP

United Kingdom: IMOP, MAPS

Other protocols were collected but could not be used because of
missing information, and especially of missing completed synopsis.



Appendix 8: ECRIN-MO-SOP@@1 “Monitoring ECRIN
studies”
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1. PURPOSE

This SOP is intended to provide guidance to the sponsor and ECRIN team for the development of a
monitoring plan and to describe the minimum levels of monitoring required for all ECRIN studies.

2. SCOPE

All clinical trials selected by the ECRIN scientific board will require assessment using the risk
assessment tool and a monitoring plan developed dependent on the risk level established

Monitoring requirements for studies that fall outside of EU Directives governing clinical trials and
medical devices including 2001/20/EC, 2005/28/EC, 90/385/EEC, 93/42/EEC and 98/79/EC, shall be
considered on a case by case basis in line with country specific requirements.

This procedure will cover all clinical trials selected by the ECRIN scientific board and that will be
performed within the ECRIN network

This procedure will cover all clinical trials selected by the ECRIN scientific board and that will be
performed within the ECRIN network.

3. DEFINITIONS AND ABBREVIATIONS

CRF Case report/record form: A printed, optical, or electronic document designed to record all the
protocol required information to be reported to the sponsor on each trial subject ( ICH Harmonised
Tripartite Guideline: Guideline for Good Clinical Practice E6)

ECRIN_ European Clinical Research Infrastructures Network

Based on the interconnection of national networks of academic clinical research infrastructures, the
European Clinical Research Infrastructures Network (ECRIN) is designed to bridge the fragmented
organisation of European clinical research and to develop an integrated EU-wide clinical research
infrastructure

European Correspondent: is the contact point and the local support to the sponsor in his/her country.

ICF_ Informed Consent Form: decision, which must be written, dated and signed, to take partin a
clinical trial, taken freely after being duly informed of its nature, significance, implications and risks and
appropriately documented, by any person capable of giving consent or, where the person is not
capable of giving consent, by his or her legal representative; if the person concerned is unable to
write, oral consent in the presence of at least one witness may be given in exceptional cases, as
provided for in national legislation. (Directive 2001/20/EC)

Investigator: a doctor or a person following a profession agreed in the Member State for
investigations because of the scientific background and the experience in patient care it requires. The
investigator is responsible for the conduct of a clinical trial at a trial site. If a trial is conducted by a
team of individuals at a trial site, the investigator is the leader responsible for the team and may be
called the principal investigator. (Directive 2001/20/EC)

Risk: In this paper, the term ‘risk’ refers exclusively to the risk of non-compliance with GCP
objectives:
(1) Protection of the safety, rights, well-being and confidentiality of identity of trial
subjects;
(2) Credibility of data and results.

Risk may be divided in two primary components - risk for study participants;
- risk for the validity of study results.

ECRIN-MO-SOP@@1-V@.1 (draft version 9 -20 October 2008)
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All other components of risk for studies follow from these primary risks:

- risk for sponsor or other study managing organisation;
- risk for study governance;
- risk for target population and public health.

Risk assessment tool:

Risk-assessment tool will be used to adapt monitoring intensity, but should be strongly related to
primary risks. Therefore, validity of the risk-assessment tool should be assessed relatively to primary
risks, not to monitoring intensity.

A good risk-assessment tool must respect the usual qualities of any good outcome: relevance, validity,
and reliability.

SAE_ Serious adverse event: Definition to be assigned on a per protocol basis, as depends on
intervention being studied.

SOP_ Standard Operating Procedure: Detailed, written instructions to achieve uniformity of the
performance of a specific function. (/ICH Harmonised Tripartite Guideline: Guideline For Goad Clinical
Practice EG).

Sponsor: An individual, company, institution, or organization which takes responsihility for the
initiation, management, and/or financing of a clinical trial. (Directive 2001/20/EC)

Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical
trial, and under whose immediate direction the investigational product is administered to, dispensed 1o,
or used by a subject. The term does not include any person other than an individual (e.g., it does not
include a corporation or an agency). The obligations of a sponsor-investigator include both those of a
sponsor and those of an investigator. (/CH Harmonised Tripartite Guideline: Guideline For Good
Clinical Practice EG).

Source data: All information in original records and certified copies of original

records of clinical findings, observations, or other activities in a clinical trial necessary for the
reconstruction and evaluation of the trial. Source data are contained in source

documents (original records or certified copies).

Study participant: an individual who participates in a clinical trial as either a recipient of the

investigational medicinal product or a control (Directive 2001/20/EC) In addition individuals who
participate in a clinical trial involving other interventions, can also be described as study participants.

4. RESPONSIBILITY

Common elements Country specific elements
The sponsor (or delegated entity or person) is responsible
for the development of the monitoring plan for each ECRIN
study. They are also responsible for ensuring that adequate
resource is assigned to the study as required to comply with
the study specific monitaring plan and any additional
requirements for national monitoring specific procedures
Evaluation of risk by assessment tool and determination of
whether study is low, medium or high risk must be done by
the sponsor and a relevant monitoring plan will be
developed according to the template provided in appendix 1.
The sponsor is responsible for providing each ECRIN
Member State, participating in the trial, with the validated
version of the monitoring plan.

The European Correspondent is the local contact point and
Is responsible for adding any additional national specific
requirements to the ECRIN monitoring plan, for validating
this document with the spansor and then providing the

ECRIN-MO-SOP@@1-V@. 1 (draft version 9 -20 October 2008)
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[ national monitoring plan to all relevant parties

5. DESCRIPTION

The extent and nature of monitoring will be based upon the risk involved as assessed by the risk
assessment tool (RAT). The frequency and duration of visits is scheduled on a trial-specific basis and
is dependent on the complexity of the trial, rate of recruitment at a site, and trial duration. The
frequency of visits, suggested for each trial is to be understood as minimal and can be increased at
the sponsors discretion.

Every protocol will be graded as high, medium or low risk and this will determine the minimum level of
monitoring required. Irrespective of the minimum monitoring guidelines where there is any question
over participant safety and/or data quality consideration to making a site visit must be made _ It is the
responsibility of the study sponsor to ensure all national requirements in relation to monitoring are also
being cbserved.

All activities described can be conducted by an on-site visit or by remote central/monitoring by the
sponsor.

5.1 Low risk

The minimum requirements for all ECRIN monitering plans include:
A minimum of one on-site monitoring visit.

Verification of a proportion of SAE’s, data query resolution, confirmation of consent and other
monitoring procedures, can be conducted remotely, providing the study participants idenfity is not
revealed.

Before study

Verify that appropriate ethical and regulatory approvals are in place prior to study commencement.
Ensure that investigators and their staff have received protocol specific training.

During study

Verify that all participants have properly conducted the process of informed consent and recorded it;
Verify eligibility of a sample of participants enrolled onto trial

Verify that a proportion of SAEs are reported within correct time frame (per protocol and national
legislation)

Study end points: As part of the key data a percentage of the CRF's will be reviewed with respect to
study end points. This will be specified in the study monitoring plan.

After study

Verify that all requirements with ethics and regulatory notification have been completed;
\erify that appropriate archiving of all essential documents has been completed by asking
investigators to confirm this has been done.

All monitoring activities must be completed in writing with follow-up actions highlighted and tracked to
completion

5.2 Medium risk

If the study is identified as medium risk the following must be monitored in addition to requirements
above. This can be achieved through a combination of on-site and remote data monitoring, but a
minimum of 2 on-site monitoring visits over the duration of the study must be performed.
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During study

Key data as defined prospectively in the monitoring plan, to be reviewed for 50% of the participants at
that trial site;

Drug/device and clinical supply accountability:;

Ongoing acceptability and adequacy of staff and facilities.

5.3 High risk

If the study is classified as high risk the following must be monitored in addition to the requirements
outlined for low and medium risk above.

This can be achieved through a combination of on-site and remote data monitoring, but a minimum of
3 on-site monitoring visits over the duration of the study must be performed.

During study

Key data as defined prospectively in the monitoring plan, to be reviewed for 75% of the participants at
that trial site.

5.4 Monitoring Resource

It is the responsibility of the sponsor to ensure there is sufficient monitoring resource for each study.

6. Specific References

Risk-adapted monitoring in non-commercial clinical trials” draft paper supplied by the
Adamon project group in Germany- Monitoring in lIT’'s project group ( reference
http:/iwww.tmf-ev.de/site/DE/int! AG/IMKS/Projekte/lIT-Monitoring/c_Monitoring.php)

7. ECRIN References

ECRIN-EC-50P002 Interaction with Ethics Committees before the conduct of a multinational clinical
trial on multinational products

ECRIN-EC-50P003 Interaction with ethics committees duing the conduct of a multinational clinical
trial on medicinal products

ECRIN-EC-50P 004 Interaction with Ethics committees after the conduct of a multinational clinical trial
on medicinal products

ECRIN-AE-S0P001 How to support adverse event reparting in multinational clinical studies

8. Appendices
Appendix 1: Monitoring template
Appendix 2: Overview of the proposed monitoring strategies
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8 Appendix 1

Monitoring template, including mandatory elements. To be used as basis for monitoring plan to
be developed for each protocol.

This must be generated by the sponsor for all ECRIN studies

Principles

» The monitoring activities focus on those trial data and information that are essential for an
assessment of participant safety, well-being and rights, and to achieve the primary and
secondary frial objectives (referred to in the following as ‘key data’)

» Each protocol should specify which montoring activities must be done by on-site monitoring
and which can be achieved by remote/central monitoring.

« The extent of monitoring and the minimum frequency of site visits depends primarily on the
level of risk established by the risk assessment tool and should also take other issues,
including recruitment, visit schedule and trial duration into consideration..

» Timely central monitoring of the clinical trial's progress (by data management and other
appropriate means) is warranted, with the option to trigger additional site visits if irregularities
are noticed (referred to in the following as for-cause monitoring’)

* In order to warrant an efficient supervision of the clinical trial's progress, CRFs have to be
swiftly available at the data centres and have to be processed in a timely manner. This holds
for trials using paper based documentation as well as for trials using remote data entry
systems.

* The monitors are trained on all relevant aspects identified by the clinical trial risk analysis

Irrespective of the type of basic monitoring, an unscheduled visit should be made to the trial site if
problems or irregularities are noticed by the central monitoring or if fraud is suspected. This for-cause
monitoring is described in more detail below

Definition of the key data

The key data comprise the trial data and information that are essential to assess patient safety, wall-
being and rights, and to achieve the primary and secondary trial objectives.

Key data always include:

» Existence of the trial participant
A check is made to establish whether the trial participant is included in the patient identification list
and whether a patient file exists in connection with any list entry.

¢ Informed consent

A check is made to establish whether a written inform consent form exists, and whether it was
filled in correctly, completely and on time.

» Serious adverse events (SAE)

A check is made to establish whether all serious adverse events mentioned in the participant’s file
are correctly and completely documented and whether they correspond to the trial protocol
specifications.

The following are also key data, though they have to be specified in the monitoring plan as per the trial
protocol:

* Inclusion and exclusion criteria

In general, eligibility criteria in clinical trials should have been chosen due to their relevance for
either safety or efficacy of the frial intervention or due to their relevance for the statistical power of
the trial. Thus, all eligibility criteria should be considered as key data. In exceptional cases, it may
happen that some inclusion and exclusion criteria do not match the description above — these
criteria may be excluded from the key data.

= Application and dosage of the experimental intervention.
* Primary endpoint
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The primary endpoint(s) for the clinical trial is/are subjected to a source data verification process.
This applies if the parameter(s) was/were assessed at the trial site. If the assessment is done on a
centralised basis by a reference panel or institution, the monitoring activity on site referring to the
primary endpoint will consist in checking whether the necessary material or the necessary
information has been passed on.

Further trial-specific data and information can be included in the key data. These are derived from the
trial-specific risk analysis and include, for instance

-

L]

L]

Adverse events (AEs): In clinical trials with medicinal products whose safety profile (in the
range of indications being investigated) is little known, AEs should always be classified
as key data.

Essential secondary endpoints (if assessed locally in the trial sites)
Possibly other aspects ensuing from the risk analysis of patient-related indicators

Planning monitoring activities

The planning phase involves the following:

Clinical trial risk assessment as previously described
Specification of the trial-specific key data

Design of the monitoring plans specifying visit frequencies and durations. The following
aspects have to be taken into consideration when estimating the duration of monitoring
activities:

o Parameters that can influence the duration of monitoring activities for an individual
patient (e.g. extent of key data, number and type of inclusion and exclusion criteria
and adverse evenis due to the underlying disease or co-morbidity)

o Further tasks to be implemented at the trial site; these ensue from the analysis of trial
site-related indicators

o The type of data collection (data collection with remote data entry may simplify on-site
monitoring).

Definition of standard procedures for the reaction to and the follow-up of problems which are
detected by the monitors during their on site visits and are described in the monitoring reports

Trial-specific training for the assigned monitors

Low risk study monitoring

Pre-study visit Not made

Initiation visit Can be replaced by an investigators’ meeting (either face to face

and/or teleconference) and detailed written instructions, e g.

- In trials designed similarly to standard treatment and involving an
established trial population if similar trials for the same range of
indications have already been implemented in the trial sites

- intrials with a very simple design

Visits

Each site is visited at least once during the duration of the trial. The order
in which the trials are visited is randomly assigned by the central study
office.

Verification of key data | - Existence and informed consent for 100% of participants

- Further key data (if it is available at the time of the visit) for at least
20% of the participants at the trial site.

(i.e. if there are 1-5 participants at the centre, | participant is selected. If

there are 6-10 participants, 2 participants are selected etc )

The selection of participants to be monitored is made by the central study

office.

Further contacts Additional telephone and/or e-mail contacts as required.
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Close-out visit Not made

For-cause monitoring

It is necessary to ensure prompt intervention if problems become evident or are suspected at certain
trial sites. This is only possible if the implementation and documentation of the trial are centrally
monitored, which involves additional data management and central monitoring measures. The
methods used to analyse possible problems or irregularities should, if possible, be statistical
monitoring methods (e.g. multivariate analysis of possible outlier candidates, conspicuous data
patterns, preferred numerical sequences, accumulation of values close to defined limits etc. Please
refer to Al-Marzouki et al BMJ 2005, Buyse et al Stat Med 1999 in this connection). In clinical trials
which use paper-based documentation, it is necessary to ensure that the CRFs are posted to the
central study office in good time, and to operate a reminder system for outstanding documentation.

A structured interview in regular telephone calls can also be a source of information about potential
problems at the site. The following questions are feasible:

- Investigator team member: Have any changes of personnel or task allocation taken place
since the tnal started? Do you have any fraining requirements? (Contact other trial team
members If necessary)

- Current site status: participants who are taking part / have dropped out of the trial/ have
concluded the trial

- Planned participants: get the centre to send screening lists if necessary and discuss them
(including reasons for rejection)

- Problems: enquiry about current site-specific problems; specific gquestions about problems at
other sites or general problems encountered in the course of the trial.

- Specific tnal-related guestions: requirements or questions about trial materials, incidence of
(S)AEs, questions on trial documentation.

When problems or irregularities that exceed a ftrial-specific ???7? are ascertained at a trial site a prompt
unscheduled monitoring visit to the trial site is made. It is necessary to ensure that the criteria for a
monitoring visit are quite specifically formulated so that not too many unscheduled visits are
necessary.

Problems or irregularities can include:

- Relevant deviations from the scheduled intervention according to the trial protocol and/or
diagnostic procedures without CRF-documented medical necessity, observed in several
participants (e.qg. dose too low / too high, therapy duration too short, unauthorised concomitant
intervention, necessary diagnostic procedures not performed, components of the intervention
omitted; criteria and number of participants to be defined in advance on a trial-specific basis)

- Conspicuously higher/lower incidence of SAEs compared with other trial sites, SAEs regularly
reported too late or in too little detail

- Suspected fraud

- Suspected gross irregularities that cannot be clarified on the phone
monitoring visits are not made regularly to all trial sites, only on a random basis. That is why further
criteria for an unscheduled monitoring visit should be considered, e.g.:
- QOutstanding trial-specific documentation (=50% of documentation due) despite two reminders
- Ahigh incidence of inconsistencies and/or implausible data compared with other trial sites

- If the inclusion/exclusion criteria define limits for certain laboratory values, and the trial site’s
values are often up to the limit at the time of inclusion

- Lack of response to data management queries

In for-cause monitoring visits, unresolved problems are clarified, up to 100% source document
verification of all relevant trial-specific data for all participants (the proportion has to be specified in the
monitoring manual) and personnel are trained in the use of the trial protocol and implementation
methods.
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Appendix 2

Overview of the proposed monitoring strategies
The following table provides an overview of the basic monitoring in each of the 3 risk assessment

categories.
High Risk Medium risk Low risk
Pre-study Recommended Recommended Not made
visit Can be substituted by telephone contact +
request for qualification documents
Initiation Recommended Recommended Can be
(Exception: rare diseases — in this case, replaced by an
the initiation can take place when the first | investigators’
participant is recruited) meeting and
detailed written
instructions
First visit Atfter inclusion of After the recruitment of 1-2 participants Not made
the first participant
Further visits | The frequency and duration of visits is scheduled on a trial-
specific basis. It depends on the list of tasks to be performed
during the monitoring visits and takes the trial site’s recruitment
rate into account. The frequency of visits stated in the following
s to be understood as minimal.
Trial site Trial site
with noticeable without noticeable
problems problems
Frequency Depending on the Depending on the Depending on the At least one
site’s recruitment site’s recruitment site’s recruitment visit at each
and the catalogue and the catalogue and the catalogue trial site
of monitoring tasks | of monitoring tasks | of monitoring tasks
(in general at least | (in general at least | (in general at least
Gx year) 3x year) 1x year)
Annual re- Annual re-
evaluation and, if evaluation and, if
applicable, change | necessary, change
of status to ‘without | of status to ‘with
noticeable noticeable
problems’ problems’
Verification of | Existence, informed | - Existence and - Existence and Only at the trial
key data consent, SAE and informed consent informed consent | sites visited:
all further key data for 100% of for 100% of - Existence
for 100% of participants participants and informed
participants - SAE data for - SAE data for consent for
at the trial site 100% 100% 100% of
participants participants participants
- Further key data | - - SAE data for
for at least 50% - Further key data 100%
of the for at least 20% participants
participants at of the - Further key
the trial site participants at data for at

the trial site

least 20% of
the
participants
at the trial
site
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Verification of | Generally 10% of A 100% 5DV is made for one participant None
further data the trial site’s in the random sampled trial site (to

participants, but at | ascertain any systematic errors)

least one

participant with

100% source data

verification
Further As required At least every 8 weeks, as a structured As required
contacts interview
Close-out Recommended Only if there are still monitoring tasks to Not made
visit be performed or queries to be clarified
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