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Background
VISTART (Vigilance and Inspection for the safety of transfusion, assisted reproduction and
transplantation) Joint Action (JA) is meant to support European Union (EU) Member States
(MS) in developing and strengthening their capacity for monitoring and control in the field of
blood, reproductive and non-reproductive tissues and cells transplantation (BTC).
The Work Package 4 aims to explore commonalities between blood, tissue and cells vigilance,
identifying opportunities for sharing of information and procedures to improve safety and
quality by harmonising work in the areas of annual serious adverse reactions and events
reporting, rapid alert procedures and horizon scanning for identifying new risks.
To achieve these objectives three working groups have been established. The aims of Working
Group 3, Horizon scanning for identifying new risks related with the donation of substances of
human origin that may be of relevance to patient safety or BTC availability, are:




To examine the existing risk response procedures at national and international levels
and the notification tools used by MS, in order to assess their strengths and
weaknesses.
To develop Guidelines on horizon scanning activities to identify new risks from
pathogens with recommendations for how appropriate preventive measures should be
developed and communicated at EU and national level.

In order to examine the existing risk response procedures at EU level, how these procedures
can be improved, and in order to document the key good practice principles to be
incorporated in the decision making and communication procedures, a survey has been
developed and their inputs analyzed (Deliverable 4.4.) to produce evidence that could support
the guidelines.
A horizon scanning system for serious health threats that may be of relevance to patient safety
or BTC availability should include: the early warning of new risks (risk identification and
monitoring), management of the epidemiological situation (risk management) and
communication procedures (risk communication). The risk management integrates risk
assessment (risk analysis and risk evaluation) and risk control, the definition of preventive
measures and their effectiveness, as well their impact on BTC supply.
These keys elements, (risk identification and monitoring, risk management and risk
communication), are the backbone of the survey and of these guidelines.
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1. Materials and Methods
Definitions for horizon scanning, risk identification, risk management, risk assessment, risk
analysis, risk evaluation, risk control and risk communication have been elaborated after
discussion and improvement of the proposal provided by the representative of ECDC, in the
meeting that took place in Lisbon on the 4th May 2018.
The guidelines have been elaborated for each horizon scanning step using the evidence found
on the survey, and taking in account the EU preparedness plans for Zika and West Nile Virus.

2. Definitions
1. Horizon scanning, is a systematic examination of information to identify potential
threats, risks, emerging issues and opportunities.
In this document, means an organized activity to collect, analyse, assess and
communicate events that may pose a potential threat to the safety of substances of
human origin (SoHO)
2. Risk – (Epidemiology) the chance or likelihood that an undesirable event or effect will
occur, as a result of use or non-use, incidence, or influence of a chemical, physical, or
biologic agent, especially during a stated period; the probability of developing a given
disease over a specified time period (Mcgraw-Hill Concise Dictionary of Modern
Medicine)
3. Risk identification - involves the identification of the potential health hazard,
recognition that sources of risk (e.g., a specific pathogen) can cause a specific adverse
health outcome, formulation of the problem in order to characterize the scope and
level of detail required to produce information needed by decision-makers.
4. Risk management - integrates risk assessment (risk analysis and risk evaluation) and
risk control.
4.1. Risk Assessment - is a systematic process for estimating the level of risk that
considers both the consequences of exposure to a hazard and the probability or
frequency of their occurrence.
4.1.1. Risk analysis - assesses the nature of risk by the systematic collection of
event information, the extraction of evidence from literature and appraisal
of the evidence. Several techniques for risk analysis are available including
the analysis of uncertainties. The risk is expressed
 By using a risk matrix to plot the likelihood of occurrence and
consequences, or
 Quantified by computing real data or exploiting mathematical models.
4.1.2. Risk evaluation - evaluates the results of risk analysis and defines if the
risk is acceptable and whether intervention is recommended.
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5. Risk control - is a systematic approach to set the best course of action to prevent or
minimize a risk.
6. Risk communication - is an exchange of information about risk among interested
parties.
7. Serious risk to public health has been defined as a situation where there is a

significant probability that a serious hazard resulting from a human medicinal
product, in the context of its proposed use, will affect public health. ‘
Serious in this context means a hazard that could:
 result in death,
 be life-threatening,
 result in patient hospitalization or prolongation of existing hospitalisation,
 result in persistent or significant disability or incapacity, or
 be a congenital anomaly/birth defect or permanent or prolonged signs in
exposed humans.
 result in a serious effect on the availability of SOHO in a given county or
region”
8. Trigger event - occurrence that initiates a set of actions or procedures.

3. Guidelines
In order to timely respond to risks posed by new pathogens to the safety of SoHO, following
activities are foreseen:
Horizon scanning
1. Every emerging infectious threat which is relevant for the safety of substances of human
origin (SoHO) should be detected, analyzed, assessed and communicated as soon as
possible.
2. Infectious threats to SoHO are detected within the existing communicable diseases horizon
scanning activities of the European Union (EU) Member State (MS).
3. National Competent Authorities (NCA) of each EU MS should collect detected infectious
threats to SoHO, and assure that these threats are analyzed and assessed by pertinent
experts and communicated to relevant stakeholders.
4. In order to efficiently collect infectious SoHO threats, NCA should establish communication
with threat detecting and monitoring bodies, with the national public health institutions
and European Centre for Disease Prevention and Control. NCA should also have direct
access to alert EU platforms such as the Early Warning and Response System (EWRS) and
Rapid Alert Systems for blood (RAB), tissues and cells (RATC). Other sources of information
are national and international haemovigilance and biovigilance networks, SoHO
establishments and other infectious disease sentinels.
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5. NCA should ensure that detected threat is analyzed and assessed for its relevance and
transmissibility through SoHO by the experts in the infectious diseases and safety of SoHO.
Each potential threat should be analyzed from local, national and international
perspectives.
6. NCA should communicate an assessed threat to
 The other NCAs through Rapid Alert Blood (RAB) and Rapid Alert Tissues and Cells
(RATC) platforms (only alerts requiring immediate/ urgent consideration or follow up
measures in two or more MS should be recorded)
 National public health institutions;
 National blood and tissue and organ procurement establishments,
 Other vigilance/alert healthcare sectors as well as pharmaceutical and medical
devices sectors. (It should be avoided that there is a double reporting)
7. Risk identification, risk assessment, risk control and response interventions
NCA should establish a group of experts or nominate a national or regional responsible
body which identifies risk, prepares a risk assessment and proposes possible response
interventions.
8. Risks management
NCA should ensure that every infectious risk resulting from an assessed threat to the SoHO
safety is analyzed and assessed, and response interventions are defined and implemented.
NCA should also timely communicate all SoHO risks and interventions to all stakeholders in
the country and EU.
The issues that have to be considered:
Risk identification
a. Risk identification requires a strong filter and validation capacities to ensure the
accuracy of the information and the significance of data for SoHO
b. The known, the potential or theoretical risk of infectious diseases transmission
through SoHO is present if an asymptomatic donor may donate infectious SoHO
and if pathogen may survive in a donated product which if applied may cause a
disease in the recipient.
Risk Assessment
c. Once a risk is identified the information about etiologic agent should be gathered
by consulting the scientific evidence in the literature, individual expert opinions
and comparison with experiences from previous outbreaks or other available
sources.
d. Risk can be assessed qualitatively or estimated by using risk assessment tools such
as EUFRAT (European Up-Front Risk Assessment Tool), Biggerstaff-Petersen model
or other assessment tools/models.
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e. A risk scale should be graded according to available recommendations and risk
assessed in the setting of affected and non-affected areas within the country of an
outbreak and other countries.
Risk Control
f. The preventive measures to control the risk should be defined according to the
input from EU expert recommendations (ECDC Rapid Risk Assessment and EU
preparedness plans), EDQM guides or WHO guidelines, other references,
comparison with previous outbreaks and also the input from expert bodies in
other countries.
g. Options, activities and resources for the management of infectious risk in the BTC
setting are:
i. Temporary interruption of donations in affected area
ii. Supply of products from non-affected areas
iii. Donor information and self-deferral
iv. Deferral of potential donors at risk to be infected
1. Geographical deferral of travelers returning from affected areas
2. Temporary or permanent deferral of donors after clinical disease
3. Temporary or permanent deferral of donors residing in affected
areas
4. Temporary or permanent deferral of donors with acute clinical
symptoms
v. Confidential donation self-exclusion
vi. Leukocyte-reduction of donated blood components
vii. Screening of donations/ donors for the presence of the involved pathogen
viii. Quarantine of the donations
ix. Reinforcement of post-donation information
x. Tracing of recipients of potentially infectious BTC (look back / review)
xi. Pathogen inactivation of donations
xii. Balance the risk of disease transmission against the risk of not
transplanting the organs especially if a treatment of infection involved is
available.
Evaluation of risk and implementation of response interventions
Once risk is assessed and interventions proposed, NCA should:
h. Evaluate the acceptability/tolerability of assessed risk and the proportionality and
adequacy of proposed interventions.
i. Prepare and coordinate the implementation of interventions in cooperation with
BTC establishments to ensure sufficient and sustainable product supply during an
outbreak. In some instances the coordination has to be performed with other EU
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countries, with the EU Commission or with other sectors (Medicines, Advanced
Therapies, Medical Devices if they are prepared with SOHO material)
j. Define geographical areas where interventions need to be implemented and
declare initiation and/or discontinuation of interventions.
k. Collect and evaluate the BTC establishment feedback on applied interventions.
Feedbacks about donor deferrals and screening test results are mandatory.
l. Analyse the cost-effectiveness and impact of safety interventions on BTC supply.
m. The effectiveness of the measures should also be performed regarding the
transmission through transfusion/ transplantation, the morbidity and mortality in
the affected population.
Risk Communication
In order to ensure an efficient communication of assessed risk and implemented interventions,
NCAs should:
n. Inform stakeholders about risk assessment, and the implementation and/or
discontinuation of preventive interventions as soon as possible.
o. Develop or cooperate in developing an information material for donors, clinicians
and patients related to current the risk and interventions in place.
p. Communicate any subsequent change in existing national/local guidelines to all
stakeholders.
q. Regularly inform the ministry of health about the implemented interventions and
communicate to the other authorities at national level, including public health
authorities, veterinary institutions, drug safety authorities and scientific bodies.
r. Inform other EU MS about assessed risk and implemented interventions though
the RAB and RATC EU platforms.
s. Depending on the extent of the risk exchange information with international
organizations and keeping the public health sector and the wider population
informed.
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Figure 13 - etiologic agent information

Czech Republic
Denmark
Estonia
Finland
France
Greece

Ireland
Italy
Poland
Romania
Sweden

information from other CA of MS
Liaise with National Epidemiological Authority (SSI) and ECDC.
Estonian Health Board
ECDC or RAB/RATC
SPF’s tools and National Reference Centers
Hellenic Center for Disease Control and Prevention (KEELPNO), Haemovigilance
Centre and National Blood Centre
Multisectoral Committee of Experts in SoHO, Epidemiology, Veterinary
Entomology, Reference Labs
Based on expert advice from other sources
Other EU or extra-EU Competent Authorities experienced the same risk.
Conferences, websites
specialised services
International reports
Table 6 - Etiologic agent information

The Competent Authorities are the organization responsible to perform risk assessment
(Figure 14) for the vast majority of the respondents. The other organizations responsible to
perform risk assessment are identified, by country, in table 7.
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Figure 14 – Responsible organizations to perform risk assessment

Austria
Bulgaria

AGES MED
National Centre of Transfusion Haematology, The National Centre for Infectious and
Parasitic Diseases (NCIPD)
Czech Republic Ministry of Health
Estonia
Estonian Health Board
Finland
BE,TE
France
Haemo/Biovigilance Office, The assessment of SoHO is performed by the FAG a
multidisciplinary expert group (composed with NCAs representatives, MoH
representatives, and scientific experts notably virologists) in charge of the
assessment of scientific data, epidemiological data, risk based approach for patients
Greece
Hellenic Center for Disease Control and Prevention (KEELPNO)
Ireland
Based on expert advice from other sources
Romania
National Institute of Public Health- centre for disease control
UK
JPAC
United Kingdom Public Health England and the Department of Health
Table 7 – Other responsible organizations to perform risk assessment

About 38% of the MS for blood, 57;9% for T&C and 52;6% for ART don´t use healthcare
assessment tools to estimate the risk ( Figure 15) and about 30% of the countries use other
healthcare assessment tools (Table 8).
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Figure 15 - Use of healthcare assessment tools to estimate the risk

United-Kingdom
Denmark
Sweden
Germany
France

ABO Risk-Based Decision Framework (RBDF)
NEA (SSI) and ECDC.
Rapid Risk Assessment Tool (ECDC) and national
Risk modelling
SPF tools for blood donation assessment

Table 8 – Other use of healthcare assessment tools to estimate the risk

B.5. Implementation of preventive measures
For the majority of the respondents the National Competent Authorities are responsible to
define geographical areas where preventive measures need to be considered (Figure 16).The
other organizations responsible to define geographical areas where preventive measures need
to be considered are listed in table 9.

Figure 16 – Responsible organizations to define geographical areas where preventive measures are implemented
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Austria
Bulgaria

AGES MED
Ministry of Health

Bulgaria
The National Centre for Infectious and Parasitic Diseases (NCIPD)
Czech Republic Ministry of Health
Estonia
Estonian Health Board
Finland
France

BE,TE
SPF (or sometimes ECDC). It depends on pathogen agent and other
countries/affected areas concerned.
Greece
Hellenic Center for Disease Control and Prevention (KEELPNO), Multisectoral
Committee of Experts in SoHO, Haemovigilance, Public Health, Epidemiology,
National Blood Centre , Veterinary Entomology, Reference Labs
Ireland
Relevant public health authorities
Portugal
The competent authority responsible for epidemiological vigilance
Spain
Transplantation Commission in the Inter-territorial Council of the National
Health System.
United Kingdom JPAC
Table 9 – Other responsible organizations to define geographical areas where preventive measures are
implemented

In the majority of the cases the responsible authority doesn´t define a risk scale, from very low
to high potential threat, for the implementation of measures (Figure 17).
The risk scales adopted by country are presented in table 10.

Figure 17 – Implementation of a risk scale
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Estonia
France
Italy

Portugal
Sweden
Greece

Decided by the Estonian Health Board
It is defined for some pathogen agents like arboviruses
Taking into account the indications provided by other organisations/stakeholders (e.g.
ECDC), the CA adjusted the risk scale according to the local risk assessment:
1. West Nile
2. Chikungunya virus
3. Malaria
4. Chagas disease
5. Leishmaniosis
6. Zika virus
7. Tick-borne diseases
8. Usutu virus
9. Dengue
10. Yellow fever
11. Others
Affected areas, non-affected areas, affected areas in other countries
Very low risk; Low risk; Moderate risk; High risk; Very high risk
The risk scale is defined, according to the etiologic agent, by National Authorities
For WNV, the lowest administrative unit (Municipality) with a record of at least one
locally acquired human WNF case is defined as affected. In the affected area, response
activities are implemented, including blood safety measures. Reference used for risk
scale are the ECDC Technical report, WNV risk assessment tool and the EU WNV blood
safety introduction to a preparedness plan in Europe. In areas with a record of at least
one infected equid or mosquito pool, response activities are also implemented including
enhanced surveillance by raising awareness of the local clinicians, enhanced
communication activities for the public and enhanced vector surveillance and control
activities.
For locally acquired malaria (P.Vivax) an affected area is within a radius of 6km around
the probable place of exposure. Risk assessment for the re-emergence of malaria: all
areas (Regions, Municipalities) are assigned a Risk Level from 0-3, taking into
consideration the malaria cases reported since 2009, and other local risk factors
(entomological, environmental and demographic data).
In general, the Risk Levels are as follows:
Risk level 0: regions without any transmission risk factors
Risk level 1: regions with local transmission risk factors
Risk level 2: regions with a record of at least one (even sporadic) locally acquired case.
Table 10 – Risk scale adopted by country

In MS that adopt a risk scale, ( see figure 17) different type of measures are implemented: for
Blood in 7 countries, for ART in 6 and for T&C in 5 countries (Figure 18) These measures are
specified in Table 11.
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Figure 18 - Measures implemented In the MS that adopt a risk scale

Cyprus Mode of transmission
Estonia Decided by the Estonian Health Board
France For some virus notably emergent ones, different steps for action are defined:
1. surveillance of the virus vectors when it is known (birds, horses…)
2. surveillance of the epidemiological situation
3. definition of an alert threshold
4. definition of a postponed period, for donation/collection of SoHO or identification of
biological testing required before donation/collection
These measures are regularly updated taken into account epidemiological situation.
Greece For instance, to define an area as affected, at least one locally acquired human WNF case should
be recorded. In the affected area, response activities are implemented, including blood safety
measures. Reference used to define risk scale are the ECDC Technical report, WNV risk assessment
tool and the EU WNV and blood safety introduction to a preparedness plan in Europe. In areas with
a record of at least one infected equid or mosquito pool, response activities are also implemented
including enhanced surveillance by raising awareness of the local clinicians, enhanced
communication activities for the public and enhanced vector surveillance and control activities.
For locally acquired malaria (P.Vivax) an affected area is defined within a radius of 6km around the
probable place of exposure. Risk assessment for the re-emergence of malaria: all areas (Regions,
Municipalities) are assigned a Risk Level from 0-3, taking into consideration the malaria cases
reported since 2009, and other local risk factors (entomological, environmental and demographic
data)
Italy
1. Application of specific deferral period;
2. Implementation of testing, if specific screening test is available;
3. Strengthening the pre-donation interview and physical examination of donors
4. Strengthening post-donation information;
5. Implementation of ad hoc haemovigilance procedures.
Portugal Affected areas, non-affected areas, affected areas in other countries.
The initial communication procedures are the same, but the measures taken depends on the
probability of risk to donors, patients and offspring.
Spain The scope of the measures is always adapted to the risk for the target population.
Sweden Continue routine surveillance; closely monitor; seek further information; repeat risk assessment;
preparedness measures; etc.
Table 11 – Specification of different Mmeasures implemented In the MS that adopt a risk scale
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The preventive measures to manage risk are defined according to the input from EU expert
bodies (ECDC), bibliography, comparison with previous outbreaks and also the input from
expert bodies in other countries (Figure 19)

Figure 19 – Sources of d definition of preventive measures

The reference documents used to define preventive measures are ECDC guidelines for all the
MS CA but also EU preparedness plans and WHO guidelines according to figure 20.
The other documents used are National guidelines or preparedness plans according to Table
11.

Figure 20 - Reference documents used to define preventive measures
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